CLINICAL STUDY AGREEMENT -
TRIPARTITE

This Clinical Study Agreement (this
“‘Agreement”) when signed by all
parties, will set forth certain agreements
by and between IQVIA RDS Czech
Republic s.r.o., having aplace of
business at Pernerova 691/42, 186 00
Praha 8 - Karlin, Czech Republic,
Identification number: 24768651, Tax
identification number: CZ24768651,
represented by

(IQVIA” or “CRO”) and Fakultni
nemocnice Kralovské Vinohrady,
having a place of business at Srobarova
1150/50, 100 34 Praha 10, Czech
Republic, Identification number:
00064173, Tax identification number:

Cz00064173, represented by

symbol: KH 66/2018, internal cost center
no. 52141 (the “Institution”) and doc.

MUDr. Jan Novak, Ph.D., having an
address at ,
date of birth:

(the “Investigator”) to conduct the Study
(as defined below) in relation to the
Investigational Product(s) (as defined
below)) effective as of the date of
publication of this Agreement in the
Register of Agreements (the “Effective
Date”).

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

1 BACKGROUND

11 CRO is a Contract Research
Organization whose primary activity is
the setup and management of human
clinical trials and other related services,
on behalf of the owners and/or
manufacturers of pharmaceutical
products.

1.2 CRO is acting on behalf of its client,
Pharmacyclics  Switzerland ~ GmbH
(“Sponsor”) to set up and manage the
Study involving the Investigational
Product(s), and concerning the design,
funding, and administration of such
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SMLOUVA O KLINICKEM
HODNOCENIi - TROJSTRANNA

Tato smlouva o klinickém hodnoceni
(dale jen ,Smlouva“) bude po podpisu
vSech smluvnich stran tvofit ujednani
mezi IQVIA RDS Czech Republic,
S.r.o., se sidlem Pernerova 691/42, 186
00 Praha 8 - Karlin,, Ceska republika,
ICO: 24768651, DIC: CZ24768651,
zastoupenou
(dale jen “IQVIA” nebo ,CRO ),
a Fakultni nemocnici  Kralovské
Vinohrady, se sidlem Srobéarova
1150/50, 100 34 Praha 10, Ceska
republika, ICO: 00064173, DIC:
Cz00064173, zastoupenou
, Cislo jednaci:
KH 66/2018, interni nakladové stfedisko:
52141 (déle jen ,Zdravotnické
zarizeni) adoc. MUDr. Janem

Novakem, Ph.D., bytem
, datum
narozeni: (dale

jen ,Zkousejici”) za ucelem provedeni
Klinického hodnoceni (definovaného
nize) vztahujici se k Hodnocenému
léCivu (definovanému nize) s ucinnosti
ke dni uvefejnéni této Smlouvy v registru
smluv (“Datum aéinnosti”).

Zdravotnické zafizeni a Zkou3ejici dale
jen ,Zdravotnické zafizeni/Zkousejici*,
ato v pfipadech, kdy jsou tyto subjekty
minény ve Smlouveé spoleéné.

PREDMET A UCEL SMLOUVY

CRO je smluvni vyzkumna organizace,
jejiz hlavni ¢innosti je navrhovani,
zahdjeni afizeni klinickych hodnoceni
tykajicich  se  lidského  subjektu
a poskytovani  dalSich  souvisejicich
sluzeb pro vyrobce farmaceutickych
produktd.

CRO jedna jménem svého klienta
spolecnosti Pharmacyclics Switzerland
GmbH (dale jen ,Zadavatel®) za uCelem
zahajeni a provadéni Studie
Hodnoceného IéCiva as ohledem na
podobu, financovani a administraci této
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Study. Sponsor is an intended thirdparty
beneficiary of this Agreement.

13 The Institution and its staff, including
without limitation the Investigator, are
experienced in the evaluation and
treatment of patients with different
hematological malignancies, solid
tumors, and various non-malignant
disorders including, but are not limited to:
multiple myeloma (MM), marginal zone
lymphoma (MZL), diffuse large B-cell
lymphoma (DLBCL), follicular lymphoma
(FL), and graft versus host disease
(GVvHD).

1.4 CRO wishes to engage the
Institution/Investigator to conduct
aclinical study to evaluate the
Investigational  Product, and the
Investigator/Institution wishes to conduct
such a clinical study.

The Study shall be conducted on the
basis of the Approval No.:
sukls186624/2018 issued by the State
Institute for Drug Control on 7.6.2018
and the Approval of the Ethics
Committee for Multicentrics Trials No.:
201806 DO2M issued on 7.6.2018 and
the Approval of the Ethics Committee of
the Institution No.: KH/66/0/2018 issued
on 7.11.2018.

The Sponsor shall be responsible for all
communication with the aforementioned
autthorities via IQVIA.

The estimated Study duration is from

until

and is subject

to change in accordance with the
Sponsor and Protocol requirements.

The expected number of enrolled trial
subjects is

15 The Institution has agreed to the
participation of the Investigator in
carrying out the said clinical study on its
behalf.

IT 1S HEREBY AGREED AS
FOLLOWS:
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Studie. Zadavatel je opravnénou treti
osobou z této Smlouvy.

Zdravotnické zafizeni a jeho
zameéstnanci, vC€etné, nikoliv vSak
vyluéné, ZkouSejiciho, maji zkuSenosti
s hodnocenim a lécbou pacientl

s indikaci razné hematologické
malignity, solidni tumory ar(zné
nemaligni poruchy, napfiklad

mnohocetny myelom (MM), lymfom
marginalni  zény  (MZL),  difazni
velkobunéény  B-lymfom  (DLBCL),
folikularni lymfom (FL) areakce $tépu
proti hostiteli (GvHD).

CRO si pfeje smluvné zavazat
Zdravotnické zafizeni/Zkousejiciho
k provedeni klinického hodnoceni za
ucelem zhodnoceni Hodnoceného léCiva
a Zdravotnické zafizeni/ZkouSejici si
pieje toto klinické hodnoceni proveést.

Studie bude provedena na zakladé
povoleni vydaného Statnim Ustavem pro
kontrolu léciv dne 7.6.2018 pod €. |.
sukls186624/2018, souhlasného
stanoviska Multicentrické etické komise
vydaného dne 7.6.2018 pod €. j. 201806
DO02M a souhlasného stanoviska Etické
komise Zdravotnického zafizeni
vydaného dne 7.11.2018 pod ¢&. j.
KH/66/0/2018.

Za komunikaci stémito subjekty je
odpovédny Zadavatel, prostfednictvim
IQVIA.

Pfedpokladana doba trvani Klinického
hodnoceni je od

do , pficemz tato
doba muze byt pfedmétem zmény na
zakladé pozadavkl Zadavatele av
souladu s podminkami Protokolu.

Do Klinického hodnoceni se

Efedioklédé zarazeni

Zdravotnické zafizeni souhlasi s Ucasti
ZkouSejictho na  provadéni  vySe
uvedené klinického hodnoceni jménem
Zdravotnického zafizeni.

TIMTO  BYLO DOHODNUTO
NASLEDUJICI:
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2.1

2.2

2.3

2.4

2.5

DEFINITIONS

As used in this Agreement, the following
terms shall have the meanings set out
below:

Case Report Form (CRF)

Report in a format prepared by Sponsor
and/or CRO in accordance with the
Regulations (as hereinafter defined) and
completed by the Investigator
documenting the administration of the
Investigational Product to participants,
as well as all tests and observations
related to the Study (as hereinafter
defined).

Clinical Investigator Brochure

A brochure provided by Sponsor that
contains a set of clinical and non-clinical
data on the Investigational Product(s)
which are important for clinical trials
performed on the Qualified Participants
and that contains summary information
of all studies carried out during the
development of the Investigational
Product

EDA

The Food and Drug Administration of the
United States Department of Health and
Human Services.

Informed Consent Form

The form prepared by CRO/Sponsor in
conformance with the Regulations (as
hereinafter defined), particularly by
Decree No. 226/2008 Coll. on the Good
Clinical Practice and Detailed Conditions
for Clinical Studies of Pharmaceuticals,
as amended, in consultation with
Sponsor, CRO, and the IEC/ SUKL (as
hereinafter defined), approved by the
IEC/ SUKL and signed and dated by all
participants or their legal
representative(s) before they begin to
participate in the Study.

Investigational Product
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DEFINICE

Pojmy pouzité v této Smlouvé budou mit
nasledujici vyznam:

Zaznam subjektu hodnoceni (CRF)

Zaznam ve formatu pfipraveném
Zadavatelem a/nebo CRO v souladu

s platnymi  Pravnimi  pfedpisy (jak
definovano nize), zpracovany
ZkouSejicim, ktery dokumentuje
podavani Hodnoceného |&Civa
Gcastnikim, arovnéz vSechny testy
a pozorovani souvisejici s Klinickym

hodnocenim (jak popsano nize).

Soubor informaci pro zkousejiciho

Soubor informaci poskytovany
Zadavatelem, ktery obsahuje souhrnné
klinické a neklinické udaje
0 Hodnoceném IéCivu(ech), které se
vztahuji ke klinickému hodnoceni na
lidskych subjektech a obsahujici
informace o v8ech klinickych
hodnocenich  uskute€nénych bé&hem
vyvoje Hodnoceného |éciva.

FDA
Americky (fad pro potraviny a léky
(FDA) amerického ministerstva zdravi

a socialnich sluzeb.

Formular informovaného souhlasu

Formulaf pfipraveny CRO/Zadavatelem
v souladu s vyhlaSkou €. 226/2008 Sb.,
kterou se stanovuje spravna klinicka
praxe abliz§i podminky klinického
hodnoceni 1éCiv, ve znéni pozdéjSich
predpist, a dalSimi platnymi Pravnimi
predpisy (které jsou definovany nize) na
zakladé konzultace se Zadavatelem,
CRO aNEK/SUKL (které jsou
definovany niZe), ktery byl schvalen
NEK/SUKL abyl podepsan vSemi
subjekty nebo jejich pravnim
zastupcem(ci) pfed zahgjenim jejich
ucasti v Klinickém hodnoceni.

Hodnocené Ié&ivo
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The Investigational Product(s) which
is/are the subject matter of the Protocol.

2.6 IEC (Independent Ethics Committee)

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

SUKL
State Institute for Control of Drugs

2.7 Protocol

The details of the Study (including
particularly aim, organization, methods,
statistic balances and organization of
clinical research) contained in Protocol
number PCYC-1145-LT. The Protocol
fully complies with the Regulations (as
hereinafter defined).

2.8 Qualified Participant

Any potential participant who upon
entrance into the treatment phases of the
Study, meets all of the inclusion criteria
and none of the exclusion criteria set
forth in the Protocol and has signed
avalid |IEC/SUKL approved Informed
Consent Form.

2.9 Regulations

Any relevant legislation, particularly Act
No. 378/2007 Coll., on Drugs, as
amended, 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”),
the EU General Data Protection
Regulation (2016/679) and related data
protection laws (“Data Protection
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Hodnocené/a l|éCivo/a, které/a jeljsou
prfedmétem Protokolu (jak je definovano
nize).

NEK (Nezavisla eticka komise)

Vybor, komise nebo jina skupina
formalné vytvorena za ucelem kontroly,
schvaleni zahajeni a provadéni kontroly
biomedicinskych vyzkumu zahrnujicich
lidské subjekty.

SUKL
Statni ustav pro kontrolu 1é€iv

Protokol

Podrobnosti  Klinického  hodnoceni
(v€etné cil(e), planu, metodologie,
statistické rozvahy a uspofadani studie)
obsazené v Protokolu &islo PCYC-1145-
LT. Protokol je plné v souladu s platnymi
Pravnimi predpisy (jak definovano nize).

Zpusobily subjekt hodnoceni

Jakykoliv mozny subjekt, ktery pfi vstupu
do lé€ebnych fazi Klinického hodnoceni
splfiuje  v8echna zafazujici kritéria
anespliiuje  2a4dné  z vylu€ovacich
kritérii, ktera jsou stanovena v Protokolu
a podepsal platny Formular
informovaného  souhlasu  schvaleny
NEK/SUKL.

Pravni predpisy

Jakékoliv relevantni pravni pfedpisy,
zvlasté zakon €. 378/2007 Sb.,
o léCivech, ve znéni pozdéjSich
predpist, vyhlaska ¢&. 226/2008 Sb.,
kterou se stanovuje spravna Kklinicka
praxe abliz§i podminky klinického
hodnoceni 1éCiv, ve znéni pozdéjSich
predpist, zakoniky nebo pokyny pfimo Ci
nepfimo  souvisejici s provadénim
Klinického hodnoceni véetné, nikoliv
vSak vyluéné (pokud je to relevantni)
Smérnice 2005/28/ES pro Klinicka
hodnoceni 1é&¢iv a jeji transformované
legislativy v pfisludnych zemich
Evropské Unie, ICH Smérnice pro
spravnou klinickou praxi (leden 1997)
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Law(s)”), Czech data protection and
privacy laws, as each may be amended
from time to time, 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.

2.10 Requlatory Authority

Any governmental agency,
administrative agency or professional
body having authority under applicable
law to regulate, and/or apply Regulations
to the conduct of clinical trials and all
ancillary matters related thereto, and/or
the national or multinational authority
responsible for granting regulatory
approval in aparticular country or
multinational group of countries including
without  limitation the  European
Medicines Agency (“EMA”), the FDA, the
SUKL and the Czech Office for Personal
Data Protection.

2.11 Serious Adverse Event

2111 Any untoward medical occurrence that at
any dose according to the §3 clauses 3
— 6 Act No. 378/2007 Coll., on Drugs, as
amended:

A) results in death,

B) is life-threatening,

C) requires inpatient hospitalisation or
prolongation of existing hospitalisation,

D) results in persistent or significant
disability / incapacity,
E) is a congenital anomaly / birth defect.

2.11.2 Important medical events that may not
result in death, be life-threatening, or
require hospitalisation may  be
considered a serious adverse events
when, based upon appropriate medical
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(dale jen ,GCP”), obecné nafizeni
oochrané osobnich  udaji  (EU)
2016/679 a souvisejici pravni predpisy
na ochranu osobnich udaji (dale jen
.Pravni  predpisy na ochranu
osobnich Gdaja“), ceské pravni
pfedpisy na ochranu osobnich (dajl
a soukromi, v platném znéni, a/nebo jiné
relevantni platné pravni predpisy. Za
UCelem vylou€eni pochybnosti tyto
pravni predpisy, zakoniky a pokyny
zahrnuji  pravni pFedpisy, zakoniky
a pokyny souvisejici s ochranou
a soukromim osobnich Gdajl
jednotlivel.

Kontrolni urad

Jakykoliv vladni, spravni nebo profesni
organ majici dle pfisluSnych pravnich
predpist opravnéni regulovat a/nebo
uplathovat Pravni pfepisy na provadéni
klinickych hodnoceni a vSechny dalSi
zalezitosti stim souvisejici a/nebo
narodni ¢i nadnarodni organ odpovédny
za udéleni souhlasu v pfislusné zemi
nebo nadnarodni skupiné zemi vetné,
nikoliv vdak vyluéné Evropské agentury
pro hodnoceni IéCiv  (European
Medicines Agency) (dale jen ,EMA”),
FDA, Statni astav pro kontrolu léciv
(SUKL) acesky Utad pro ochranu
osobnich udaja.

Zavazna nezadouci prihoda

Jakakoliv nepfizniva zména zdravotniho
stavu, ktera pfi pouZiti 1&Civa v jakékoliv
davce (podle §3 odstavce 3 — 6 zdkona
€. 378/2007 Sb., o lé€ivech, ve znéni
pozdéjSich predpisu):

A) vede ke smrti

B) je Zivot ohroZujici,

C) vyZzaduje hospitalizaci pacienta
a nebo prodlouzeni stavajici
hospitalizace,

D) vede k trvalé €i vyznamné zdravotni
nezpusobilosti / invalidité,

E) vyvolava kongenitalni anomalii /
vrozenou vadu.

Zavazné zdravotni pfihody, které
nemusi vést ke smrti, byt Zivot ohrozujici
Ci vyzadovat hospitalizaci, mohou byt
povazovany za zavaznou nezadouci
pfihodu v pfipadé, kdy na zakladé
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judgment, they may jeopardize the
subject and may require medical or
surgical intervention to prevent one of
the outcomes listed in this definition.
Examples of such medical events
include allergic bronchospasm requiring
intensive treatment in an emergency
room or at home, blood dyscrasias or
convulsions that do not result in inpatient
hospitalisation.

2.12 Site

Any location or locations where in
accordance with this Agreement, the
Investigator carries out the Study.

2.13 Study

The clinical study known as “Extended
treatment protocol for subjects
continuing to benefit from ibrutinib
after completion of ibrutinib clinical
trials”, to be conducted according to the

Protocol.
3 CONDUCT OF STUDY
3.1 Compliance

3.11 The Investigator shall conduct the Study,
according to the Protocol, the
Regulations, this Agreement, written
instructions of Sponsor and/or CRO and
the terms of the approval for the Study
from the IEC and conditions stated in
permission of SUKL or, where
permission is not required, conditions

determined in the respective
announcement.
3.1.2 The Protocol shall be considered final

following approval by the designated IEC
and when SUKL issues the respective
permission, or where applicable, does
not refuse the clinical trial.

3.1.3 Subject to the remainder of this Section
3.1.3 the Protocol may only
subsequently be amended with the prior
written Agreement of the parties and
Sponsor. In the event that the
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pfislusného  |ékafského  posouzeni
mohou ohrozit subjekt atak vyZadovat
Iékarsky Ci chirurgicky zakrok za ucelem
odvraceni nasledkdl uvedenych v této
definici. Mezi pfiklady téchto zdravotnich
pfihod patfi alergicky astmaticky
zachvat, ktery vyzaduje intenzivni
oSetfeni na pohotovosti ¢i doma, dale
krevni dyskrazie nebo zachvaty, které
nemaji za nasledek hospitalizaci
pacienta.

Pracovisté
Jakékoliv misto ¢i mista, kde ZkouSejici
provadi Klinické hodnoceni v souladu

s touto Smlouvou.

Klinické hodnoceni

Klinické  hodnoceni znamé  jako
“Extenze lééebného protokolu pro
pacienty prospivajici na lécbé
ibrutinibem po ukonéeni ucasti
v klinickych hodnocenich
s ibrutinibem”, které se provadi dle
Protokolu.

PROVADENI KLINICKEHO
HODNOCENI

Soulad provadéni klinického hodnoceni
se zadanymi podminkami

ZkouSejici bude Klinické hodnoceni
provadét v souladu s Protokolem,
Pravnimi pfedpisy, touto Smlouvou,
pisemnymi pokyny CRO a podminkami
souhlasu s provedenim  Klinického
hodnoceni udéleného NEK
a podminkami souhlasu SUKL, nebo,
pokud souhlas neni vyzadovan,
podminkami pfislusného vyjadfeni.

Protokol bude povazovan za finalni,
jakmile dojde k udéleni souhlasu ze
strany prislusné/pfislusnych NEK
asouhlasu SUKL, nebo pokud neni
Klinické hodnoceni zamitnuto.

Dle této zbyvajici ¢asti odstavce 3.1.3
muze byt Protokol ménén pouze na
zékladé pfedchozi pisemné dohody
smluvnich stran. V pfipadé, Ze si
ZkouSejici pfeje Protokol upravit nebo
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3.2

3.2.1

3.2.2

3.3

331

3311

Investigator wishes to amend the
Protocol the Investigator shall give at
least ten (10) working days notice
containing full details and rationale of the
planned deviation to CRO, Sponsor and
the IEC and/or SUKL (or as may be
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
atrial subject emergency and in the
event of such deviation the Investigator
shall immediately notify CRO, Sponsor
and the IEC and/or SUKL in writing
thereof.

Serious Adverse Event Reporting

The Investigator shall fully comply with
adverse event provisions of the Protocol.
In the event of any omission of or in such
provisions or in the event of the conflict
of such provisions with the Regulations,
then the Regulations shall apply in
relation thereto.

The Investigator through CRO shall also
notify the IEC and/or SUKL immediately
of any Serious Adverse Events during
the Study in accordance with the
Regulations.

Clinical Study Site File

Creation of Clinical Study Site File

Before commencement of the Study, the
Investigator, with the assistance of CRO,
shall set up a file, which shall include the
documents below (hereinafter called the
“Clinical Study Site File”) acopy of
which initial Clinical Study Site File shall
be held also by the CRO.

Clinical Study Site File:
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doplnit, u€ini o tom Zkousejici oznameni
CRO a NEK a/nebo SUKL, které bude
obsahovat uplné podrobnosti
a odivodnéni zamysleného odchyleni,
a to alespon (10) pracovnich dni pfedem
(nebo jak pozaduji pfedpisy NEK a/nebo
SUKL nebo Pravni predpisy). Zkousejici
se jinak muze od Protokolu odchylit
pouze tehdy, kdy ZkouSejici rozumné
zvazi, ze toto odchyleni je nezbytné za
Ucelem feSeni naléhavého pfipadu
subjektu  hodnoceni av pfipadé
takového odchyleni bude ZkouSejici
neprodlené pisemné informovat CRO,
Zadavatele a NEK a/nebo SUKL.

Hlaseni zavazné nezadouci prihody

Zkousejici bude jednat pIné v souladu
s ustanovenimi Protokolu o nezadoucich
pfihodach. V pfipadé opomenuti téchto
ustanoveni, jejich neuplnosti nebo
v pfipadé rozporu téchto ustanoveni
s Pravnimi pfedpisy se v této souvislosti
uplatni Pravni pfedpisy.

ZkouSejici bude rovnéz, prostfednictvim
CRO, vsouladu s Pravnimi pfedpisy
vzdy okamzité informovat NEK a/nebo
SUKL okazdé zavazné nezadouci
pfihodé, kniz doSlo v prabéhu
Klinického hodnoceni.

Dokumentace tykajici _se Klinického
hodnoceni provadéného na Pracovisti

Vytvofeni dokumentace tykajici se
Klinického hodnoceni provadéného na
Pracovisti

Pfed zahajenim Klinického hodnoceni
Zkousejici ve spolupraci s CRO vytvofri
dokumentaci, ktera bude zahrnovat nize
uvedené dokumenty (déle  jen
‘Dokumentace tykajici se Klinického
hodnoceni provadéného na
pracovisti”). Kopii zakladni
Dokumentace tykajici se Klinického
hodnoceni provadéného na Pracovisti
bude mit k dispozici i CRO.

Dokumentace tykajici se Klinického
hodnoceni provadéného na pracovisti:
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A) Alist of the names, titles and
occupations of each member of the IEC;
and

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

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

D) The current curriculum vitae of the
Investigator and all other Institution
personnel listed performing a Study-
related function; and

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

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

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

3.3.2 Maintenance of the Clinical Study Site
File

3.3.2.1  During the Study, the Investigator shall in
accordance with the terms of this
Agreement, maintain the Clinical Study
Site File and update the Clinical Study
Site File by including therein, and
promptly providing to CRO, the following:

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

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

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

D) General correspondence relating to
the Study, and

E) Investigational Product accountability
forms, and

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

G) Permission of SUKL or notification on
announcement made to SUKL
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A) seznam jmen, tituld a povolani
kazdého ¢lena NEK a

B) pisemne schvaleni Protokolu ze
strany NEK a SUKL a

C) schvaleny Formulaf informovaného
souhlasu ze strany NEK a SUKL a

D) aktualni zivotopis ZkouSejiciho
a vSech dalSich zaméstnancU
Zdravotnického zafizeni, ktefi
vykonavaiji jakoukoli funkci souvisejici
s Klinickym hodnocenim a

E) dokumentace tykajici se finanéni
a majetkové nezavislosti, kterd je
definovana v ¢lanku 5.5 nize.

F) schvaleni SUKL nebo ohlaseni
Klinického hodnoceni zaslané na SUKL.

G) dalsi dokumenty ainformace
v souladu s Pravnimi pfedpisy, zvlasté
zakonem ¢. 378/2007 Sb., o IéCivech, ve
znéni pozdéjsich predpisl a jeho pfiloh.

Vedeni Dokumentace tykajici se
Klinického hodnoceni provadéného na
Pracovisti

V prubéhu Klinického hodnoceni bude
ZkouSejici vést Dokumentaci tykajici se
Klinického hodnoceni provadéného na
Pracovisti v souladu s podminkami této
Smlouvy a aktualizovat ji zafazovanim
nasledujicich dokument(i, které bez
prodleni poskytne CRO:

A) v8echny dodatky k Protokolu
azaznam tykajici se jakychkoliv
planovanych odchylek od tohoto
Protokolu vc€etné dodatkll Protokolu
a hlaseni.

B) veskerou korespondenci
s NEK/SUKL, v&etné  pravidelnych
hlaseni a souhlast a

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

D) vSeobecnou korespondenci vztahujici
se ke Klinickému hodnoceni a

E) doklady o dopocitatelnosti/evidenci
Hodnoceného léCiva a

F) dalsi dokumenty, materialy ¢&i
informace, které bude CRO a/nebo CRO
jménem Zadavatele pribézné
pozadovat Ci poskytovat.

G) schvaleni SUKL nebo ohlaseni
Klinického hodnoceni zaslané na SUKL.

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

3.3.2.2 The Investigator/Institution agrees to
permit CRO and/or Sponsor and/or any
Regulatory Authority to have on Site
access to any information relating to the
Study during normal business hours or
as otherwise required by Regulations.

3.3.3 Retention/Transfer of Clinical Study Site
File

3.3.3.1  The Institution/Investigator shall retain
records and documents pertaining to the
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 at least for 15 years
from the date the clinical Study is
completed. If Sponsor or CRO does not
inform the Institution, upon the expiration
of mentioned 15 years period from the
Study completion date, that further
preservation of the Clinical Study Site
File is required, the Institution is
authorised to destroy the Clinical Study
Site File. 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.

3.3.3.2  Should the Investigator leave his or her
practice at the Institution before the
periods referred to in 4.9 of GCP have
expired, the Institution shall nominate
another person in writing to CRO to be
responsible for maintenance of Study
records. CRO on its own behalf or that of
Sponsor shall have the right to approve
or reject the nominated replacement
person. The approval shall not be
rejected unreasonably.
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H) dals§i dokumenty ainformace
v souladu s Pravnimi podpisy, zvlasté
zakonem ¢. 378/2007 Sb., o IéCivech, ve
znéni pozdéjSich predpisu.

Zkousejici/Zdravotnické zarizeni
souhlasi, ze umozni CRO, Zadavateli
a/nebo jakémukoliv Kontrolnimu uGfadu
pfistup na Pracovisté¢ ke vsem
informacim  souvisejicim s Klinickym
hodnocenim bé&hem obvyklé pracovni
doby nebo jak vyzaduji Pravni predpisy.

Uchovavani/Pfevedeni  Dokumentace
tykajici se  Klinického hodnoceni
provadéného na Pracovisti

Zdravotnické zafizeni/ZkousSejici bude
uchovavat  zaznamy  a dokumenty
vztahujici se k provadéni Klinického
hodnoceni a distribuci Hodnoceného
IéCiva v souladu s pozadavky ¢lanku 4.9
Spravné klinické praxe. ZkouSejici
a Zdravotnické zafizeni se zavazuji
uschovat veskerou dokumentaci
0 provedeni klinického hodnoceni
i dokumentaci vztahujici se k subjektim
hodnoceni nejméné po dobu 15 let od
data ukonCeni Klinického hodnoceni.
Pokud Zadavatel nebo CRO neoznami,
po uplynuti 15 let od data ukon&eni
Klinického hodnoceni, Zdravotnickému
zafizeni pozadavek na dalsi
uschovavani Dokumentace Klinického
hodnoceni, je Zdravotnické zafizeni
opravnéno Dokumentaci Klinického
hodnoceni zlikvidovat. Pro pfipad, ze
zdrojové udaje budou dostupné pouze
v elektronické podobé, zavazuje se
Zkousejici pro ucely jejich ovéreni pofidit
vytisky téch dat, ktera se tykaji subjektu
hodnoceni a jsou vyznamna pro Klinické
hodnoceni. Tyto vytisky budou opatfeny
datem a podpisem Zkousejiciho a fadné
uchovany jako zdrojové dokumenty.

Jestlize ZkouSejici ukonéi vykon €innosti
ve Zdravotnickém  zafizeni  pred
uplynutim doby uvedené v Elanku 4.9
GCP, Zdravotnické zafizeni  uréi
pisemné pro CRO jinou osobu, ktera
bude odpovédna za vedeni zaznamd
Klinického hodnoceni. CRO bude svym
vlastnim  jménem nebo jménem
Zadavatele opravnéna navrhovanou
osobu schvalit & zamitnout. Schvaleni
nebude odepfeno bezdlvodné.

Ph.D.
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3.4

34.1

3.4.2

3.4.3

4.1

411

4.2

4.2.1

Study Participants
The Investigator/Institution shall ensure
that:

The Investigator shall include only
Qualified Participants in the Study.

The Investigator shall only use the most
recent Informed Consent Form approved
by Sponsor, CRO, IEC and SUKL.

Prior to Qualified Participants entering
the Study, the Investigator shall review
all details and requirements of the
Protocol and the Informed Consent Form
with the Qualified Participants.

RESOURCES AND MATERIALS
Resources

The Institution agrees to provide all
reasonable personnel, facilities and
other resources, as are required to duly
complete the Investigator's and the
Institution’s responsibilities under this
Agreement and the Protocol. The
Investigator shall arrange for the
availability of astudy 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,
the Investigator shall assume these
responsibilities.

Materials

CRO or Sponsor shall provide to the
Institution/Investigator  the  required
guantities of the Investigational Product,
and any other Study materials required
(e.g. Case Report Forms) for the Study,
as set forth in the Protocol.
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Subjekty hodnoceni
ZkouSejici/Zdravotnické zafizeni zajisti,
ze:

ZkouSejici zafadi do  Klinického
hodnoceni pouze Zpusobilé subjekty.

ZkouSejici pouzije pouze nejnovéjsi
Formulaf  informovaného  souhlasu
schvaleny Zadavatelem, CRO, NEK
a SUKL.

Pred zafazenim Zpusobilych subjektl do
Klinického hodnoceni Zkousejici

zkontroluje se Zpusobilymi subjekty
hodnoceni v8echny podrobnosti
a pozadavky Protokolu a Formulare
informovaného souhlasu.

ZDROJE A MATERIALY

Zdroje

Zdravotnické zafizeni souhlasi
s poskytnutim  veSkerého vhodného
personalu, zafizeni a dalSich zdroj(,

které jsou nezbytné k fddnému pInéni
povinnosti ZkouSejiciho
a Zdravotnického zafizeni v souladu
s touto Smlouvou a Protokolem.
ZkouSejici zafidi dostupnost
koordinatora  Klinického  hodnoceni
kvalifikovaného na zakladé dosazeného
vzdélani a/nebo zku$enosti s fizenim
v8ech administrativnich funkci na
Pracovisti (v€etné, nikoliv vSak vylu¢né,
pravidelnych schlizek se CRO nebo
zastupci  Zadavatele) (dale jen
.Koordinator Klinického hodnoceni”).
V pfipadé, ze Koordinator Klinického
hodnoceni nebude na Pracovisti
dostupny, Zdravotnické zarizeni
souhlasi, ze tuto odpovédnost pfevezme
Zkousejici.

Materialy

CRO poskytne nebo zajisti, Ze Zadavatel

poskytne Zdravotnickému
zafizeni/Zkou$ejicimu poZadované
mnozstvi Hodnoceného léciva

a jakykoliv dalSi material pro Klinické
hodnoceni (napf. Zaznamy subjektu
hodnoceni), jak je uvedeno v Protokolu.

Ph.D.
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51

511

5.2

521

522

53

CERTAIN COVENANTS OF THE
PARTIES

Patient Recruitment

The Investigator shall use his or her best
efforts to recruit only Qualified
Participants and shall not knowingly
enrol any participants, which in his or her
best professional judgment do not
adequately meet the criteria for Qualified
Participants.

Case Report Forms

The Investigator or his/her designee
shall legibly and accurately complete
Case 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. CRO and/or
Sponsor onsite monitoring visits  will
occur every six (6) months. These visits
will occur more frequently if issues arise.
CRO and/or Sponsor remote monitoring
vists will take place once a month. Data
collection by CRO and/or Sponsor will
take place after each patient visit and
after data queries.

The Investigator shall fully assist, in
a timely manner, CRO and/or Sponsor in
resolving any discrepancies, errors or
missing information in Case Report
Forms. The Investigator shall help CRO
and/or Sponsor in conducting audits of
original case records, laboratory reports,
and/or raw data sources underlying data
recorded in the Case Report Forms.
Such audits shall be conducted with due
regard for patient confidentiality.

Publication
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URCITE ZARUKY SMLUVNICH

STRAN

Nabor pacient

ZkouSejici vyvine maximalni usili k tomu,
aby ziskal pouze ZpUsobilé subjekty
hodnoceni aaby védomé nepfijal
subjekty, které dle jeho nejlepSiho
odborného usudku dostate¢né nespliuji
kritéria stanovena pro Zpusobily subjekt
hodnoceni.

Zaznamy subjektu hodnoceni

ZkouSejici nebo jim zmocnéna osoba
v Citelné podobé aprfesné vyplni
Zaznamy subjektu hodnoceni, které
mu/ji Zadavatel nebo CRO poskytne,
a tyto zaznamy do 48 hodin od okamziku
zjisténi dat vypIinéné odesle. ZkouSejici
na zakladé zadosti tyto zaznamy bez
prodleni pfeda zastupcim Zadavatele
nebo CRO a zpfistupni jim jakékoliv
zdrojové dokumenty souvisejici
s Klinickym hodnocenim pfi pravidelnych
kontrolnich navstévach nebo neprodlené
na jejich zadost. Kontrolni navstévy CRO
a/nebo Zadavatele ve Zdravotnickém
zafizeni se budou konat kazdych Sest (6)
mésicu. V pfipadé vyskytu problemu se
tyto navstévy budou konat Ccastéji.
Distan&ni kontrolni navstévy CRO
a/nebo Zadavatele se budou konat
jednou mési¢né. Sbér dat CRO a/nebo
Zadavatelem bude probihat po kazdé
pacientské navstévé a po zadani dat.

ZkouSejici poskytne zastupcim CRO
a/nebo Zadavatele Uplnou a v€asnou
soucinnost  pfi  TfeSeni jakychkoliv
nesouladu, chyb &i chybéjicich informaci

v Zaznamech  subjektu  hodnoceni.
ZkouSejici poskytne CRO a/nebo
Zadavateli pomoc pfi uskute€riovani

auditu pavodnich pfipadovych zaznamu
subjektu hodnoceni, laboratornich zprav,
a/nebo nezpracovanych zdrojovych
udajt, jez jsou podkladem pro data
uvedena v Zaznamech subjektu
hodnoceni. Tyto audity budou
uskuteCniovany s fadnym zohlednénim
diveérnosti udaju pacientu.

Zverejnéni/Publikace
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531

The parties acknowledge that Sponsor
shall retain ownership of all original Case
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 for
review and comment sixty (60) days prior
to submission for publication or sixty (60)
days prior to presentation.
Institution/Investigator shall send its draft

roposed publication via email to

I 0 o
Sponsor’'s judgment, publication or
presentation at agiven 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 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. If
Institution receives no response from
Sponsor by the end of the review period
in this section, Institution shall send
a written notification of its intent to
proceed with its publication to the
Sponsor Legal Notices recipient listed
herein. Sponsor shall also have the right
to publish the Study first in a peer-
reviewed manuscript published in
a scientific journal. If the Study is part of
multi-centred clinical trial (which for the
purposes of this Agreement shall mean
that at least one other institution is taking
part), any publication or presentation
based on the results obtained at the Site
shall not be made before the first multi-
centre publication. If a publication
concerns the analyses of sub-sets of
data from a multi-centred clinical trial the
publication or presentation shall make
reference to the relevant multi-centre
publication(s).

Smluvni strany berou na védomi, Ze
Zadavatel si ponecha vlastnictvi vSech
pavodnich Zaznamu subjektu
hodnoceni, které vyplyvaji ztohoto
Klinického hodnoceni. ZkouS$ejici vSak
bude mit pfednostni prava na zverejnéni
¢i prezentaci téchto zaznamu, ato za
pfedpokladu, Zze Zadavateli bude
pfedloZzen Kk revizi a vyjadfeni rukopis
nebo vytah zadznamu, a to (60) dni pfed
pfedanim ke zvefejnéni nebo (60) dni
pred prezentaci. Zdravotnické
zafizeni/ZkouSejici poSle svij navrh

ublikace emailem na
_. Jestlize by, dle

Usudku Zadavatele, zvefejnéni nebo
prezentace ve vySe uvedené [h(té
zabranily Zadavateli ve VYVOji

Hodnoceného |é&iva, ZkouSejici zvazi
Upravu lhat zvefejnéni a prezentace dle
potfeby. Zdravotnické
zafizeni/Zkousejici bude dale souhlasit
s vymazem informaci, které CRO nebo
Zadavatel oznaci za dlvérné, pred tim
nez rukopis a/nebo vytah ze Zaznamu
subjektu hodnoceni budou pfedany ke
zvefejnéni nebo prezentaci, a nebo na
Zaddost CRO ¢i Zadavatele odlozZi
zvefejnéni & prezentaci takového
rukopisu a/nebo vytahu za ucelem
umoznéni podavani zadosti o registraci
patentu Zadavatelem. Neobdrzi-li
Zdravotnické zafizeni od Zadavatele
zadnou odpovéd do konce revidovaciho

obdobi dle tohoto ¢lanku, zasle
Zdravotnické zafizeni pisemné
oznameni osvém zaméru provést
zvefejnéni zastupcim pro zasilani

oznameni Zadavatele uvedenym niZe
v této Smlouvé. Zadavatel bude rovnéz
opravnén ke zvefejnéni Klinického
hodnoceni jako prvni v recenzovaném
rukopisu publikovaném ve védeckém
Casopise. Pokud je Klinické hodnoceni
soucasti multicentrického  klinického
hodnoceni (coz pro Ucely této Smlouvy
znamena, ze alesponi jedno dalSi
zdravotnické zafizeni provadi klinicke
hodnoceni), pak nedoje ke zvefejnéni &i
prezentaci na zakladé vysledki
ziskanych na Pracovisti dfive, neZ budou
poprvé zvefejnény vysledky
multicentrické  studie.  Pokud se
zvefejnéni tyka analyz podsouboru
Udaji  z multicentrického  klinického
hodnoceni, bude toto zvefejnéni Ci
prezentace odkazovat na pfislusné
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53.2

54

541

55

551

5.6

56.1

6.1

6.1.1

The Institution/Investigator shall not use
the names of CRO and/or Sponsor or

any of Sponsors affiliates or
collaborators in any form of public
information, without the appropriate

party’s prior written consent.

Timelines

The Investigator shall use his or her best

efforts to comﬁlete the Study by

Financial Disclosure

The Investigator shall complete and
return to CRO or Sponsor in atimely
manner, financial certification or
disclosure forms, as applicable, provided
to the Investigator by CRO or Sponsor.
The Investigator shall also complete and
return to CRO or Sponsor, all disclosure
updates, as so instructed by CRO or
Sponsor, for the duration of the Study,
and for one year thereafter. The
Institution agrees that all sub
investigators, performing a Study-related
function shall complete and return all
financial certification/disclosure forms as
described in this Section 5.5.

Conflict

The Institution/Investigator shall not
during the term of this Agreement
conduct any other clinical trial which
might adversely affect the ability of the
Institution/Investigator to perform their
obligations under this Agreement.

INVESTIGATOR

Right to Enter Agreement

The Investigator ~ warrants and

represents that:
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zvefejnéni multicentrického

hodnoceni.

vysledki

Zdravotnické zafizeni/Zkousejici
nepouzije bez pfislusného pisemného
souhlasu pfisludné strany obchodni
firmu Zadavatele ¢i CRO v zadné formé
verejné informace.

Casové |Ihuty

Zkousejici vynalozi maximalni usili
k dokon&eni Klinického hodnoceni do
Potvrzeni o finanéni a majetkové
nezavislosti

Zkousejici v€as vyplni a odevzda CRO
nebo Zadavateli potvrzeni nebo certifikat
o finanéni nebo majetkové nezavislosti
(podle toho, ktery formulaf je
pozadovan), jenz Zkousejicimu poskytla
CRO nebo Zadavatel. ZkouSejici rovnéz
vyplni a odevzdd CRO nebo Zadavateli
na zakladé pokynu CRO nebo
Zadavatele  veSkera  aktualizovana
potvrzeni nebo certifikaty o financni
nebo majetkové nezavislosti, ato jak
bé&hem provadéni Klinického hodnoceni,
tak po dobu jednoho roku poté.
Zdravotnické zafizeni souhlasi, Ze
vSichni spolupracovnici Zkou3ejiciho,
ktefi vykonavaji funkci souvisejici
s provadénim Klinického hodnoceni,
vyplni a odevzdaji potvrzeni nebo
certifikaty o finanéni nebo majetkové
nezavislosti uvedené v tomto ¢lanku 5.5.

Konflikt

Zdravotnické zafizeni/Zkousejici nebude
béhem trvani této Smlouvy provadét
jakékoliv jiné klinické hodnoceni, které
by mohlo nepfiznivé ovlivnit schopnost
Zdravotnického  zafizeni/ZkouSejiciho
plnit své povinnosti vyplyvajici z této
Smlouvy.

ZKOUSEJicCi

Pravo uzaviit Smlouvu

Zkousejici zaruc€uje a Cini prohlaseni, Ze:

Ph.D.
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6.1.1.1 The Investigator has the right to enter
into this Agreement, and

6.1.1.2 All consents required to enter this
Agreement have been received, and

6.1.1.3  The Investigator is permitted to enter this
Agreement, and

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

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.

6.1.2 The Investigator undertakes to perform
activities and meet therewith related
obligations as determined by Act No.
378/2007 Coll., 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.

6.1.3 Institution hereby in accordance with
applicable laws and regulations
consents to the Investigator's entering
into the separate agreement and
performing the Study.

6.2 Unavailability of the Investigator

6.2.1 The Investigator is essential to the Study
being conducted under this Agreement.
Whereas the Investigator shall oversee
the entire Study, in his or her temporary
absence the 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

Clinical Study Agreement / Smlouva o klinickém hodnoceni
Pharmacyclics PCYC-1145-LT

Fakultni nemocnice Kralovské Vinohrady / doc. MUDr. Jan Novak,

Version / Verze: Redacted // 070519

Je opravnén uzavfit tuto Smlouvu, a

Obdrzel vSechny souhlasy vyZadované
za ucelem uzavieni této Smlouvy, a

ZkouSejici je opravnén k vykonu sluzeb
dle této Smlouvy, a

A) podminky této Smlouvy se shoduji se
souCasnymi zavazky Zkousejiciho, a

B) po dobu provadéni Klinického
hodnoceni nebo trvani této Smlouvy,
podle toho, ktera 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 uc€astnit Cinnosti, které by
byly v rozporu s provadénim Klinického
hodnoceni.

Zkousejici se zavazuje vykonavat
¢innosti souvisejici s Klinickym
hodnocenim v souladu se zakonem ¢&.
378/2007 Sb., olécCivech, ve znéni
pozdéjSich predpisi a vyhlaskou ¢&.
226/2008 Sb., kterou se stanovuje
spravna klinicka praxe a blizSi podminky
klinického hodnoceni 1édiv, ve znéni
pozdéjSich predpisu.

Zdravotnické zafizeni udéluje v souladu
s pfislusnymi pravnimi pfedpisy
ZkouSejicimu  souhlas s uzavienim
samostatné smlouvy a s tim, aby Studii
provadél.

Nedostupnost ZkousSejiciho

Pfitomnost ZkouSejiciho je zasadni pro
provadéni Klinického hodnoceni dle této
Smlouvy. Vzhledem k tomu, ze
ZkouSejici bude dohlizet na pribéh
celého Kilinického hodnoceni, pak
v pfipadé docCasné nepfitomnosti
ZkouSejiciho ZkousSejici deleguje tuto
odpovédnost na svého kvalifikovaného
spolupracovnika, ktery bude urcen
pisemné. V pfipadé, kdy se
predpoklada, ze nepfitomnost
ZkouSejiciho presadhne sedm (7) dni,
bude CRO informovana pisemné
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7.1

7.1.1

7.2

7.2.1

any proposed sub-investigator. Such
approval shall not be unreasonably
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.

INVESTIGATIONAL PRODUCT

Receipt of the Investigational Product

0 navrzeném spolupracovnikovi
Zkousejiciho, ktery pfevezme
odpovédnost souvisejici s Klinickym
hodnocenim. CRO mize svym jménem
nebo jménem Zadavatele schvalit nebo

odmitnout  jakéhokoliv ~ navrzeného
spolupracovnika Zkousejiciho.
Schvaleni nebude odepieno

bezdlvodné. Pokud bude poZadovana
stdlda nahrada ZkouSejiciho, bude
Zdravotnické zafizeni informovat CRO
pisemné v souladu s ¢&lankem 15.3.
Zdravotnické zafizeni nesmi trvale
nahradit dalSi zkousSejici nebo ucinit
zasadni zmény ohledné usili vyvinutého
ZkouSejicim bez pfedchoziho
pisemného souhlasu CRO. V pfipadé,
Ze tento souhlas nebude udélen, bude
CRO opravnéna uplatnit ustanoveni
¢lanku 11.3.1.6 nize.

HODNOCENE LECIVO

Obdrzeni Hodnoceného Iégiva

The Investigator or person authorised by

him/her shall verify receipt of the
Investigational Product by signing the
appropriate document(s)/form(s)
provided by CRO or Sponsor or

a supplier
Sponsor.

designated by CRO or

Administration/Distribution of the

ZkouSejici nebo jim povéfena osoba
potvrdi obdrzeni Hodnoceného léCiva
podepsanim pfislusného dokumentu
(pfislusnych dokumentd) /formulare(d)
poskytnutych Zadavatelem, CRO nebo
dodavatelem, ktery Zadavatel nebo CRO
urci.

Podavani/Distribuce Hodnoceného

Investigational Product

The Investigator shall document the
administration and distribution of the
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., 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.
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[éCiva

ZkouSejici bude dokumentovat podavani
a distribuci Hodnoceného |éCiva
subjektim  hodnoceni v pfisluSnych
Castech Zaznamu subjektu hodnoceni
a jakémkoliv zaznamu o vydeji v souladu
s Pravnimi predpisy, zvlasté zakonem &.
378/2007 Sbh., olécivech, ve znéni
pozdéjSich pfedpisi a vyhlaskou ¢&.
226/2008 Sbh., kterou se stanovuje
spravna klinicka praxe a blizSi podminky
klinického hodnoceni lédiv, ve znéni
pozdéjSich predpisu.
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7.2.2 The Investigator shall only dispense the ZkouSejici bude Hodnocené Ié€ivo
Investigational Product to Qualified podavat pouze ZpUsobilym subjektim
Participants, in accordance with hodnoceni v souladu s Pravnimi
Regulations, particularly with Act No. predpisy, zvlasté zakonem ¢. 378/2007
378/2007 Coll., on Drugs, as amended, Sbh., olécivech, ve znéni pozdéjSich
and Decree No. 226/2008 Coll., on good predpisu a vyhlaskou ¢. 226/2008 Sb.,
clinical practice and closer conditions of kterou se stanovuje spravna klinicka
clinical research of medicinal products, praxe abliz§i podminky klinického
as amended. hodnoceni 1éCiv, ve znéni pozdé&jSich

predpisQ.

7.2.3 The Investigational Product shall be Hodnocené IéCivo bude pouZivano
used only for the purposes set forthinthe pouze pro ucely stanovené v Protokolu.
Protocol. CRO and/or Sponsor must give Zadavatel a/nebo CRO musi udélit
prior authorization, for any use of the pfedchozi souhlas s jakymkoliv jinym
Investigational Product other than those uzivanim Hodnoceného IéCiva, nez které
set forth in the Protocol. je uvedeno v Protokolu.

7.3 Storage of the Investigational Product Skladovani Hodnoceného IéCiva

7.3.1 The Investigator or person authorised by ZkousSejici nebo jim povéfena osoba
him/her shall store all Investigational bude vSechna Hodnocena Iéciva
Products securely as designated in the skladovat bezpecné, jak je stanoveno
Protocol, but in any event, in either v Protokolu, v kazdém pfipadé vSak bud
acentral pharmacy where aqualified v hlavni Iékarné, kde kvalifikovany
pharmacist supervises dispensing or in Iékarnik dohlizi na vydej nebo v zéné
arestricted area and dispensed under s omezenym pfistupem a tato
the direct supervision of the pharmacist. Hodnocena lé€iva budou vydavana pod
The remuneration of the pharmacist shall pfimym dohledem |ékarnika. Odména
be dealt with in a separate agreement Iékarnika bude zajiSténa prostfednictvim
concluded between CRO and relevant samostatné smlouvy uzaviené mezi
pharmacist. CRO a pfislusnym lékarnikem.

7.4 Return of the Investigational Product Vraceni Hodnoceného IéCiva

7.4.1 The Investigator shall return all unused Po dokon&eni nebo ukonéeni Klinického
Investigational Product, as well as any hodnoceni nebo kdykoliv, kdy to
containers, whether containing unused Zadavatel nebo CRO nafridi, ZkouSejici
Investigational Product or not, in vrati veSkera nepouzitd Hodnocena
accordance with the instructions of léCiva jakoz ijakakoliv baleni, at uz
Sponsor or CRO upon expiration or obsahuji nepouzité Hodnocené IéCivo i
termination of the Study or at such times nikoliv, v souladu s pokyny Zadavatele
as CRO or Sponsor may direct. nebo CRO.

8 CRO MONITORING MONITOROVANI ZE STRANY CRO

8.1 Site Inspections Inspekce na Pracovisti
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8.1.1 The Institution/Investigator shall, on
reasonable prior notice, permit CRO and
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 course of the Study
and after the Study ends.

8.1.2 If, in accordance with GCP, Sponsor’s, or
CRO Standard Operating Procedure’s or
standards, the facilities are determined
not to be adequate for the proper
conduct of the Study, and the
Institution/Investigator does not remedy
such inadequacies within a reasonable
period of being notified of such
inadequacy, then CRO may at its sole
discretion, refuse to commence or
decide to discontinue the Study, and
terminate this Agreement without further
obligation to the Institution/Investigator.

8.1.3 The Institution/Investigator shall notify
CRO and/or Sponsor promptly if
a Regulatory Authority requests
permission to inspect the
Institution/Investigator’s’ research
records concerning the Study. On
notification of an inspection, the
Institution/Investigator shall notify CRO
and/or Sponsor of the date and time of
such inspection and allow CRO and/or
Sponsor to assist in the preparation for
such inspection by a Regulatory
Authority. Furthermore, if an inspection
occurs, the Institution/Investigator
agrees to cooperate with such inspection
and invite CRO and/or Sponsor to be
present. The Institution/Investigator
agrees to provide CRO and/or Sponsor
with copies of all Regulatory Authority
documentation including but not limited
to correspondence, statements,
warnings, enforcement actions,
pleadings, summons, forms and records
that the Institution/Investigator receives
as aresult of or in anticipation of an
inspection. The Institution/Investigator
shall notify CRO and/or Sponsor of any
legal action taken on any audit by
a Regulatory Authority.
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Zdravotnické  zafizeni/ZkouSejici na
zakladé pfiméfeného  pfedchoziho
upozornéni umozni opravnénym
osobam Zadavatele, CRO a jakéhokoli
Kontrolniho ufadu zkontrolovat zafizeni,
které Zdravotnické zafizeni/ZkouSejici
navrhuje k provedeni Klinického
hodnoceni, ato jak pfed zahajenim
Klinického hodnoceni, tak v jeho
pribéhu a i po jeho ukonéeni.

Pokud je vySe uvedené zafizeni dle
GCP, standardnich pracovnich postupu
a standardli Zadavatele nebo CRO
oznateno za neadekvatni k fadnému
provedeni Klinického hodnoceni
a Zdravotnické zarizeni/Zkousejici
nezfidi napravu téchto nedostatk(
v rozumné lhuaté od okamziku, kdy mu
tyto nedostatky byly oznameny, muze
CRO dle vlastniho uvazeni odmitnout
zahajeni Klinického hodnoceni nebo
rozhodnout o jeho pFeruseni a ukoncit
tuto Smlouvu bez jakékoliv dalSi
povinnosti vUci Zdravotnickému
zafizeni/ZkouSejicimu.

Zdravotnické zafizeni/ZkouSejici bude
neprodlené informovat CRO a/nebo
Zadavatele v pfipadé, Ze Kontrolni urad
bude pozadovat kontrolu zaznamd
Zdravotnického  zafizeni/Zkou$ejiciho
tykajicich se Klinického hodnoceni. Po
oznameni o kontrole bude Zdravotnické
zafizeni/ZkousSejici  informovat CRO
a/nebo Zadavatele o datu a ¢ase takové
kontroly, aumozni CRO a/nebo
Zadavateli podilet se na pfipravach na
inspekci Kontrolniho uradu. Dale, pokud
dojde ke kontrole, Zdravotnické
zafizeni/ZkouSejici se zavazuje, ze bude
pfi této kontrole spolupracovat a pfizve
k uasti CRO a/nebo Zadavatele.
Zdravotnické zafizeni/Zkousejici
souhlasi, Ze poskytne Zadavateli a CRO
kopie vSech materidld Kontrolniho
Ufadu, vcéetné, ale nikoli vyluéné,
korespondence, vyjadfeni, varovani,
donucovacich opatfeni, spisd,
predvolani, formulafll a zaznamd, které
Zdravotnické zafizeni/ZkouSejici obdrzi
v disledku kontroly nebo pfi jejim
oCekavani. Zdravotnicke
zafizeni/ZkousSejici bude informovat
CRO a/nebo Zadavatele o vSech
Zalobach podanych Kontrolnim ufadem
na zakladé kontroly.
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8.2 Records

8.2.1 Upon the request of CRO, Investigator
shall submit oral or written reports on the
progress of the Study. Completed Case
Report Forms must be entered in the
electronic data capture system within
five (5) business days of the end of each
subject treatment week; within five (5)
business days of each subject follow-up
visit; and within five (5) business days of
completion of aStudy subjects
participation in the Study and receipt of
subject’s test results, if any, but in no
event, later than the Study completion /
termination date. Within forty-five (45)
days following completion or termination
of the Study, Investigator shall furnish
CRO with: (i) all data, records, Case
Report Forms (if not already provided per
timelines specified above), reports, and
other information generated (excluding
source documents and medical records)
in relation to the Study, which shall be
the exclusive property of Sponsor.

8.2.2 The Institution/Investigator shall allow
CRO and its designees and Sponsor and
its designees and any Regulatory
Authority to monitor the Study, and all
records required by the Regulations
during normal business hours, or as
otherwise required by law, and to:

8.2.2.1 Inspect Case Report Forms for
completeness and detailed compliance
with the Protocol; and

8.2.2.2 Review Investigational Product
accountability records for completeness
and accuracy, and

8.2.2.3 Inspect source documents, including but
not limited to, hospital/clinic records,
relevant to the preparation of the Case
Report Form as well as technical and
organizational security measures put in
place to protect Personal Data (as
defined below). Any inspection by CRO
or Sponsor of source documents shall be
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Zaznamy

Na zadost CRO preda ZkousSejici Ustni
nebo pisemné zpravy o vyvoji Klinického
hodnoceni. Vyplnéné Zaznamy subjektu
hodnoceni musi byt vlozeny do
elektronického systému pro sbér dat do
péti (5) pracovnich dnli od konce
kazdého tydne lécby subjektl; do péti (5)
pracovnich dni od kazdé nasledné
kontrolni navstévy subjektu; a do péti (5)
pracovnich dnl od ukonéeni ucasti
subjektu ve Studii a pfijeti vysledkl testu
subjektu, jsou-li né&jaké, ale v kazdém
pfipadé nejpozdéji do data dokonceni /
ukon&eni Klinického hodnoceni. Do
Cyriceti péti (45) dnd od dokonéeni /
ukonéeni  Klinického hodnoceni je
ZkouSejici povinen dodat CRO: (i)
veSkeré Udaje, zaznamy, Zaznamy
subjektu hodnoceni (pokud jiz nebyly
poskytnuty ve vySe uvedenych ¢asovych
Ihatach), zpravy adalsi informace
vygenerované (vyjma zdrojovych
dokumentt a zdravotnické
dokumentace) v souvislosti se Studii,
které jsou vyluénym  vlastnictvim
Zadavatele.

Zdravotnické zafizeni/ZkouSejici umozni
opravnénym osobam CRO, Zadavatele
a jakéhokoliv Kontrolniho Ufadu

monitorovat prubéh Klinického
hodnoceni a vSechny pisemnosti
pozadované Pravnimi predpisy

v prubéhu obvyklé pracovni doby nebo
jak vyZaduje zakon a:

Zkontrolovat Uplnost Zaznami subjektu
hodnoceni a podrobnou shodu
s Protokolem a

Zkontrolovat uplnost a pfesnost dokladu
o dopocitatelnosti/evidenci
Hodnoceného léCiva a

Zkontrolovat  zdrojové  dokumenty,
véetné, nikoliv vSak vyluéné,
nemocni¢nich/klinickych zaznamu
relevantnich pro pfipravu Zaznamu
subjektu hodnoceni, jakoZ i technickych
a organizaénich bezpec&nostnich
opatfeni pfijatych k ochran& Osobnich
Udaju (definovanych nize). Jakakoliv
inspekce zdrojovych dokumentl ze
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8.2.3

9.1

9.1.1

9.1.2

9.2

performed with due regard for trial
subject confidentiality.

If, as a result of Study monitoring, CRO
or Sponsor identifies a significant audit
finding that is not timely cured (in case of
any breaches of Section 9
(Confidentiality) within five (5) days) or is
incapable of timely cure, CRO may
immediately terminate this Agreement.

CONFIDENTIALITY

Confidential Information

The Institution/Investigator agrees to
hold all information disclosed to him or
her by Sponsor or CRO, developed by
him or her regarding the Investigational
Product, which information is not already
in the public domain and is deemed trade
secret information by Sponsor or CRO,
in the strictest confidence, and shall not
disclose the same to any third party
without the express written permission of
CRO or Sponsor. With respect to
Sponsor, a trade secret includes a trade
secret of Sponsor and/or its affiliates
and/or collaborators.

All proprietary or confidential
information, including, without limitation,
medical source data collected from
patients and 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
Section 9.2.3 below.

Agreement Not to Disclose
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strany CRO bude provedena s fadnym

zohlednénim  zachovani  dvérnosti
subjektu hodnoceni.
Pokud v dusledku monitoringu

Klinického hodnoceni dojde CRO nebo
Zadavatel k zavaznému  auditnimu
zjisténi, které nebude véas napraveno (v
pfipadé poruSeni ¢lanku 9 (Mi&enlivost)
do péti (5) dnll) nebo nemlze byt véas
napraveno, mize CRO okamzité ukongit
tuto Smlouvu.

MLCENLIVOST

Davérné informace

Zdravotnické  zafizeni/ZkouS$ejici se
zavazuji, z2e budou zachovavat
nejprisnéjsi davérnost vdech informaci,
které byly obdrzeny od Zadavatele nebo

CRO, které ZkouSejici ziskal
0 Hodnoceném [éCivu a které nebyly
dosud zvefejnény aze strany

Zadavatele nebo CRO jsou povazovany
za obchodni tajemstvi, pficemz tyto
informace bez vyslovného pisemného
souhlasu Zadavatele nebo CRO nesdéli
Za4dné treti strané. Co se tyce
Zadavatele, obchodni tajemstvi zahrnuje
obchodni tajemstvi Zadavatele a/nebo
jeho pfidruzenych spole&nosti a/nebo
spolupracovnika.

S veSkerymi chranénym nebo davérnymi
informacemi, v&etné, nikoliv vSak
vyluéné, zdravotnich zdrojovych udaju
ziskanych od pacientd a informaci
obsazenych v Protokolu,  Souboru
informaci pro Zkousejiciho
a zvefejnénych udajich, které CRO
a/nebo Zadavatel povazuje za duvérné,

bude nakladano jako s davérnymi
informacemi. Se v8emi takovymi
informacemi, které byly ziskany
Vv souvislosti s CRO a/nebo
Zadavatelem, nebo Klinickym

hodnocenim, nebo které byly ziskany od
CRO a/nebo Zadavatele, bude
nakladano jako s informacemi
davérnymi (dale spole¢né jen ,Dlavérné
informace®), pokud takové informace
nepatfi mezi vyjimky dle ¢lanku 9.2.3
nize.

Dohoda o mléenlivosti
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9.2.1 The Institution/Investigator agrees not to
reveal such Confidential Information to
third parties, other than those employees
with a need to know, e.g., members of
the IEC/ SUKL, and physicians, nurses
or employees directly involved in
conducting the Study; and shall
safeguard the Confidential Information
with the degree of care normally afforded
Confidential Information.

9.2.2 The Institution/Investigator agrees to use
this information only for fulfilling its/his or
her respective obligations under this
Agreement. If requested by CRO or
Sponsor, the Institution/Investigator shall
promptly return all such Confidential
Information to CRO and/or Sponsor at
the end of the Study, (other than items
required under Retention/Transfer of
Clinical Study Site File, Section 3.3.3
above).

9.2.3 The obligations of nondisclosure do not
apply when:

9.2.3.1 Theinformation is in the public domain or
becomes publicly available through no
fault of the Institution/Investigator or any
Institution employee.

9.2.3.2 The Institution/Investigator knows the
information before receipt from CRO
and/or Sponsor, as evidenced by its/his
or her written records.

9.2.3.3  The information is lawfully received from
a third party that has aright to make
such disclosure, who did not obtain such
information  violating CRO and/or
Sponsor’s rights or under obligation of
confidentiality to CRO or Sponsor.

9.2.3.4  Regulations require disclosure to a court
of competent jurisdiction or government
authority.
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Zdravotnické zafizeni/Zkousejici
souhlasi, Ze nesdéli tyto Duvérné
informace jinym tfetim stranam nez
zaméstnancum, ktefi tyto Davérné
informace potfebuji znat, tj. ¢lenlim
NEK/SUKL, lékafam, sestram nebo
zameéstancim, jenz se pfimo uUcastni
provadéni Klinického hodnoceni;
a zabezpedi Duvérné informace
s takovou péci, ktera je u Dlvérnych
informaci obvykla.

Zdravotnické zafizeni/Zkousejici
souhlasi, Ze bude takové informace
uzivat pouze za ucelem piInéni svych
pfisludsnych  povinnosti  vyplyvajicich
z této Smlouvy. Pokud o to CRO a/nebo
Zadavatel pozada, pfi dokonc&eni
Klinického hodnoceni  Zdravotnické
zarizeni/Zkousejici neprodlené vrati tyto
vesSkeré Davérné informace CRO a/nebo
Zadavateli (kromé polozek
pozadovanych dle ¢lanku 3.3.3 vySe -
Uchovavani/Pfevedeni Evidence tykajici
se Klinického hodnoceni provadéného
na Pracovisti).

Povinnosti zachovani miléenlivosti se
nevztahuji na:

Informace, které byly zvefejnény nebo
se staly vefejné dostupnymi bez
pochybeni Zdravotnického
zafizeni/ZkouSejiciho nebo jakéhokoliv
zaméstnance Zdravotnického zafizeni.

Pfipady, kdy informace jsou
Zdravotnickému zafizeni/ZkouSejicimu
znédmy pfed jejich obdrzenim od CRO
a/nebo Zadavatele, jak dokazuji
pisemné zaznamy  Zdravotnického
zafizeni/Zkousejiciho.

Informace, které byly pravoplatné
ziskany od ftfeti strany, ktera je
opravnéna je sdélit aktera tyto
informace neziskala poruSenim prav
CRO a/nebo Zadavatele nebo povinnosti
micenlivosti vuCi CRO a/nebo
Zadavateli.

Informace, jejichz sdéleni soudim
pfislusné jurisdikce nebo viladnim
orgdnim je vyzadovano Pravnimi
predpisy.

Ph.D.
20/37



9.2.3.5 The Institution and CRO hereby
acknowledge that this Agreement shall
be published pursuant to Act No.
340/2015 Coll., on Agreements Register.
Any information which constitutes trade
secret of either Party is exempted from
such publication. For the purposes of this
Agreement, trade secrets include, but
are not limited to the Protocol,
Attachment A - Budget and payment
schedule, minimum enroliment goal,
expected number of Study subjects
enrolled and the expected duration of the
Study. Furthermore, personal data of the
individuals are also exempted from
publication, unless they have been
previously published in another public
register. The Institution is obliged to
publish this Agreement in accordance
with the article herein above. The
Institution will inform CRO of publishing
the Agreement in the Agreements
Register by sending an email to the

followin email address:
BN S oud e
Institution fail to publish this Agreement
within 5 working days from the date of
the last signature hereof, it may be

published by the CRO.

The approximate total payment made
under this Agreement is estimated to be
CZK 19 905.

9.2.3.6 CRO and/or Sponsor grants prior written
permission for disclosure.

9.2.3.7  The results of the Study are disclosed to
third parties in accordance with the
provisions of Section 5.3 above.

Zdravotnické zafizeni a CRO timto
berou na védomi, Ze tato Smlouva bude
uvefejnéna v souladu se zakonem C.
340/2015 Sb., o registru smluv. Jakékoli
informace, které jsou obchodnim
tajemstvim kterékoli strany, predstavuji
vyjimku z povinnosti uvefejnéni. Pro
UCely této Smlouvy se za obchodni
tajemstvi povazuji mimo jiné Protokol,
Pfiloha A - Rozpocet arozpis plateb,
minimalni nadborovy cil, o€ekavany pocet
Subjektd  zafazenych do  Studie
a o¢ekavana doba trvani Studie. Kromé
toho predstavuji vyjimku z uvefejnéni
také osobni udaje jednotlivych osob,
pokud jiz nebyly dfive uvefejnény
Vv jiném vefejném registru. Zdravotnické
zafizeni je povinno tuto Smlouvu
uvefejnit v souladu s ¢lankem této
Smlouvy vySe. Zdravotnické zafizeni
bude informovat CRO o0 uvefejnéni
Smlouvy zaslanim notifikace na e-

mailovou adresu:
Pokud
Zdravotnické zafizeni neuverfejni

Smlouvu do 5 pracovnich dnd od data
posledniho podpisu, bude ji moci
uverejnit Zadavatel nebo CRO.

Priblizna celkova c¢astka, ktera bude
vyplacena dle této Smlouvy, Z&ini
19 905 K¢.

Informace, k jejichz sdéleni Zadavatel
a/nebo CRO udéli pfedchozi pisemny
souhlas.

Vysledky Klinického hodnoceni, které
jsou tfetim stranam sdéleny v souladu
s ustanovenimi ¢lanku 5.3 vyse.

9.3 Medical Confidentiality and Data Lékarska mlicéenlivost a ochrana
Protection osobnich udajl

9.3.1 Without prejudice to the generality of
Section 9.1 above the
Institution/Investigator specifically
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 Regulation (EU) 2016/679 of the
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Aniz by byla dotCena obecna platnost
¢lanku 9.1 vyse, Zdravotnické
zafizeni/ZkouSejici bere specialné na
védomi své povinnosti z tohoto ¢lanku
vyplyvajici a souhlasi, Zze bude jednat
v souladu se v3emi platnymi Pravnimi
pfedpisy  souvisejicimi s |ékafskou
mic¢enlivosti a ochranou osobnich udajl
identifikujicich  jednotlivce,  v&etng,
nikoliv  v8ak  vyluéné, ustanoveni
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9.3.2

9.3.3

9.3.4

10

European Parliament and of the Council
(General Data Protection Regulation).
Where CRO, on behalf of Sponsor, or
Investigator, and/or any personnel of
Institution, Processes (as defined below)
Personal Data of Study subjects, the
parties shall ensure such processing is
performed only in accordance with this
Agreement, all applicable regulations,
including requirements pertaining to data
transfer agreements, if applicable, and
all written instructions provided by or on
behalf of Sponsor. For the purposes of
this Agreement, the terms “Processing”
and “Personal Data” shall have the
meanings ascribed to them in the Data
Protection Law(s).

The parties shall maintain appropriate
technical and organizational security
measures to protect Personal Data. The
parties agree to regularly test, assess
and evaluate the effectiveness of such
implemented security measures.

The parties agree that Sponsor or CRO
may request Institution to manage
requests from Study subjects for access,
amendment, transfer, blocking, or
deletion of Personal Data. The Sponsor
or CRO may forward any Personal Data
requests from Study subjects received
by CRO or Sponsor to Institution.
Institution acknowledges that in order to
maintain the integrity of Study results,
the ability to amend, block, or delete
Personal Data may be limited, in
accordance with applicable Regulations.

The parties shall notify each other of any
requests or complaints from any
governmental authority or other third
party with respect to any Processing of
Personal Data and will in good faith
cooperate with and promptly assist each
other, and any relevant government
authority in such cases, including making
available all information necessary to
demonstrate compliance with this
Section 9.

INTELLECTUAL PROPERTY
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Nafizenim EU 2016/679 Evropského
parlamentu a Rady (Obecné nafizeni
0 ochrané osobnich udajl). V pfipadech,
kdy bude CRO jménem Zadavatele,
nebo ZkouSejici, a/nebo  jakykoli
zaméstnanec Zdravotnického zafizeni,
Zpracovavat (dle definice nize) Osobni
Udaje subjektd hodnoceni, jsou strany
povinny zajistit, Ze takové zpracovani je
provadéno vyhradné v souladu s touto
Smlouvou, vSemi pfisluSnymi Pravnimi
predpisy, vcetné pozadavku tykajicich
se dohod o pfenosu dat, jsou-li néjaké,
a vsemi pisemnymi pokyny
poskytnutymi Zadavatelem nebo jeho
jménem. Pro ucely této Smlouvy budou
pojmy “Zpracovani” a “Osobni udaje”
chapany ve smyslu definic dle Pravnich
predpist na ochranu osobnich udaja.

Strany budou udrzovat nalezita
technicka a organizacni bezpe&nostni
opatfeni k ochrané Osobnich udaja.
Strany souhlasi, ze budou pravidelné
testovat a hodnotit efektivitu takovych
prijatych bezpecénostnich opatfeni.

Strany souhlasi, ze Zadavatel nebo CRO
mohou pozadovat, aby Zdravotnické
zafizeni vyfizovalo pozadavky subjektd
hodnoceni ohledné pfistupu, zmény,
pfevodu, omezeni nebo vymazu
Osobnich udaju. Zadavatel nebo CRO
mohou postoupit Zdravotnickému
zafizeni jakykoli poZadavek ohledné
Osobnich udaju od subjekttd hodnoceni
doruéeny CRO nebo Zadavateli.
Zdravotnické zafizeni bere na védomi,
Ze v zajmu zachovani integrity vysledku
Klinického hodnoceni mohou byt
moznosti zmény, omezeni & vymazu
Osobnich udaju omezeny v souladu
s pfislusnymi Pravnimi pfedpisy.

Strany se budou navzijem informovat
0 jakychkoli poZadavcich &i stiZnostech
od jakéhokoli vladniho Ufadu ¢i jiné tfeti
strany souvisejicich se Zpracovanim
Osobnich udaji abudou v takovych
pfipadech vzajemné, jakoz i s jakymkoli
pfislusnym viadnim Gfadem, v dobré vife
spolupracovat a navzajem si pomahat,
vCetné zpfistupnéni vSech informaci
nezbytnych k prokazani souladu s timto
Clankem 9.

DUSEVNI VLASTNICTVI
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10.1

10.1.1

10.2

10.2.1

10.3

10.3.1

104

10.4.1

Ownership

Inventions whether or not patentable,
processes, know-how, trade secrets,
data, improvements, patents and/or
other intellectual property relating to the
Investigational Product or otherwise
arising from the Study, conceived,
generated or first reduced to practice, as
the case may be, during the term of this

Agreement (hereinafter called
‘Inventions”), shall, without further
remuneration for Institution and/or

Investigator, be the property of Sponsor.

Disclosure

The Institution/Investigator shall
promptly disclose to CRO and/or
Sponsor, in writing, any Invention.

Cooperation

The Institution/Investigator shall take all
such actions throughout the term of this
Agreement and thereafter as shall be
necessary in order to ensure that the
Inventions may be vested free of
encumbrance in Sponsor in accordance
with  Section 10.1.1 above. The
Institution/Investigator ~ shall  further
cooperate with CRO and/or Sponsor, at
Sponsor's  expense by  promptly
executing any documents or carrying out
any acts that may be required to vest the
rights in or to Inventions in Sponsor and
otherwise to enable Sponsor fully to
protect its intellectual property.

Background Rights

For the avoidance of doubt all intellectual
property rights and rights of a similar
nature owned by or licensed to the
Institution/Investigator, CRO or Sponsor
(including, with respect to Sponsor, all of
Sponsor’s affiliates and collaborators)
prior to the date of this Agreement shall
remain that party’s property.
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Vlastnictvi

Patentovatelné i nepatentovatelné
vynalezy, postupy, know-how, obchodni
tajemstvi, Udaje, zlepSovaci navrhy,
patenty a/nebo jiné dusSevni vlastnictvi
souvisejici s Hodnocenym [éCivem i
jinak vyplyvajici z Klinického hodnoceni,
zapocaté, vytvorené &i poprvé uplatnéné
v praxi v pribéhu trvani této Smiouvy,
podle toho, co je relevantni, (dale jen
.vynalezy”’), budou, bez dal$i odmény
pro Zdravotnické zafizeni a/nebo
Zkousejiciho, majetkem Zadavatele.

Sdéleni

Zdravotnické zarizeni/Zkousejici

neprodlené pisemné sdéli vytvoreni
jakéhokoliv Vynalezu CRO a/nebo
Zadavateli.
Soucinnost

Zdravotnické zafizeni/Zkou$ejici vykona
v prubé&hu trvani Smlouvy i poté veskeré
takové kroky, které budou nezbytné za
ucelem zajisténi toho, aby Vynalezy
mohly byt pfevedeny bez jakéhokoli
zatizeni na Zadavatele v souladu
s Clankem 10.1.1 vyse.
ZkouSejici/Zdravotnické zafizeni bude
dale se CRO a/nebo Zadavatelem
spolupracovat na ucet Zadavatele ato
tak, ze neprodlené podepiSe jakékoliv
dokumenty nebo uskuteni jakékoliv
ukony, které mohou byt vyZzadovany za
Ucelem prevedeni prav k Vynaleziim na
Zadavatele ¢i jinym zplGsobem, aby
umoznil Zadavateli plné chranit prava
dusevniho vlastnictvi.

DalSi prava

Za ucCelem vylou€eni pochybnosti
vSechna prava duSevniho vlastnictvi
a prava podobné povahy, ktera jsou pfed
datem uzavfeni této Smlouvy vlastnéna
Zdravotnickym  zafizenim/ZkouSejicim,
Zadavatelem ¢i CRO ana néz ma
Zdravotnické zafizeni/Zkousejici,
Zadavatel ¢i CRO pied datem uzavreni
této Smlouvy licenci, zU0stanou ve
vlastnictvi pfislusné strany.
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11 TERM AND TERMINATION

11.1 Term

1111 Unless terminated earlier in accordance
with this Section 11, this Agreement will
remain in effect until earliest of: (i) at
such time as the occurrence of final data
lock for the Study at all sites participating
in the Study if there is subject enroliment
at Institution under this Agreement; or (ii)

(the “Term”).

11.2 Termination by Institution

11.21 The Institution may terminate the Study
by notice in writing at any time with
immediate effect, if in the Investigator’s
reasonable discretion termination is
required to protect patient safety, e.g.,
because of the occurrence of an
unexpected or Serious Adverse Event.

11.2.2 The Institution may terminate the Study
by notice in writing at any time with
immediate effect if CRO commits
a material breach of this Agreement and
has not remedied that breach (if
remediable) within thirty (30) days of
receipt of written notice from the
Institution/Investigator requiring remedy
and specifying the breach complained of.

11.3 Termination by CRO

11.3.1 CRO or Sponsor may terminate the
Study prior to completion by providing
written notice to the
Institution/Investigator with immediate
effect for any of the following reasons:

11.3.1.1 Notification by Sponsor to CRO to
terminate the Study.
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DOBA TRVANI SMLOUVY
A UKONCENIi SMLOUVY

Doba trvani Smlouvy

Nebude-li ukon€ena dfive v souladu
s timto ¢lankem 11, bude tato Smlouva
u¢innd do toho  z nasledujicich
okamzikd, ktery nastane nejdfive: (i)
okamziku, kdy dojde k uzamdeni
zavéreCnych databazi pro Studii ve
vSech zdravotnickych zafizenich
ucastnicich se Klinického hodnoceni,
pokud ve Zdravotnickém zafizeni doSlo

k naboru subjektll dle této Smlouvy;
nebo (i) o N

(dale jen ,Doba trvani®).

Ukonéeni Zdravotnickym zarizenim

Zdravotnické zafizeni muze Klinické
hodnoceni kdykoliv ukon€it pisemnou
vypovédi s okamzitou ucinnosti, pokud
je na zakladé rozumného uvazeni
Zkousejiciho takové ukond&eni
vyzadovano za UCelem ochrany
bezpecénosti pacientl, napf. z divodu
vzniku neoCekdvané nebo Zavazné
nezadouci pfihody.

Zdravotnické zafizeni muze Klinické
hodnoceni kdykoliv ukongit pisemnou
vypovédi s okamzZitou ucinnosti, jestlize
se CRO dopusti podstatného poruseni
této Smlouvy aneprovede napravu
tohoto porusSeni (pokud je napravitelné)
ve [h(té ftficeti (30) dni od obdrzeni

pisemné vyzvy Zdravotnického
zafizeni/Zkousejiciho pozadujici tuto
napravu a specifikujici vytykané
poruseni.

Ukonéeni CRO

CRO muze svym vlastnim jménem nebo
jménem Zadavatele ukonéit Klinické
hodnoceni pfed jeho dokonéenim
dorucenim pisemné vypovédi
Zdravotnickému zafizeni/ZkouSejicimu
s okamzitou uc&innosti pro kterykoliv
z nasledujicich divodu:

Vyzva Zadavatele k ukon&eni Klinického
hodnoceni adresovana CRO.
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11.3.1.2

11.3.1.3

11.3.14

11.3.1.5

11.3.1.6

11.4

114.1

115

1151

Notification by a Regulatory Authority to
CRO and/or Sponsor to terminate the
Study.

Without prejudice to the generality of the
rights of CRO and Sponsor under
Section 11.3.1.1 of this Agreement, the
Institution/Investigator ~ acknowledges
that the Study forms part of a multi-
centre clinical trial for which recruitment
is competitive and that the Study may
accordingly be terminated by CRO or
Sponsor prior to recruitment of the
number of Qualifying Participants stated
in the Protocol or Attachment A to this
Agreement.

Determination by CRO and/or Sponsor
that the Investigator, after reasonable
opportunity, is unable for any reason, to
satisfactorily perform the Study as

required in the Protocol and this
Agreement.
In the event that the

Institution/Investigator commits a breach
of this Agreement and has not remedied
that breach (if remediable) within thirty
(30) days of receipt of written notice from
CRO and/or Sponsor requiring remedy
and specifying the breach complained of.

In the event of a non remediable breach.
Under the circumstances set out in
Section 6.2.1 above.

Reasons for Termination

In the event that CRO and/or Sponsor
wishes to exercise its right to terminate
this Study based on Sections 11.3.1.1 or
11.3.1.2 above, written notice of its/their
decision to exercise such right shall be
given to the Institution/Investigator by
registered mail, or overnight courier with
immediate effect.

Termination of this Agreement

In the event that the Study is terminated
then this Agreement shall automatically
terminate with immediate effect.
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Vyzva Kontrolniho ufadu k ukon&eni
Klinického hodnoceni adresovana
Zadavateli/ CRO.

Aniz by byla dotéena obecna platnost
prav. CRO a Zadavatele dle ¢lanku
11.3.1.1 této Smlouvy, Zdravotnické
zafizeni/Zkousejici bere na védomi, ze
Klinické hodnoceni  tvofi  soucast
multicentrického Klinického hodnoceni,
pro které je nabor uskutecfiovan
kompetitivng, a ze Klinické hodnoceni
muze byt tudiz CRO nebo Zadavatelem
ukoné&eno pfed naborem takového poctu
Zpusobilych subjektl hodnoceni, ktery je
uveden v Protokolu nebo Pfiloze A této
Smlouvy.

Rozhodnuti Zadavatele a/nebo CRO, ze
Zkousejici, pfestoze mu byla dana
dostate¢na moznost, neni z jakéhokoliv
divodu schopen uspokojivé provést
Klinické hodnoceni tak, jak pozZaduje
Protokol a tato Smlouva.

\% pfipadé, ze Zdravotnické
zafizeni/Zkousejici porudi tuto Smlouvu
a dosud toto poruseni
nenapravilo/nenapravil (pokud je

napravitelné) ve |haté triceti (30) dni od
obdrzeni pisemné vyzvy CRO a/nebo
Zadavatele pozadujici tuto napravu
a specifikujici vytykané poruseni.

V pfipadé nenapravitelného poruseni

podminek Smlouvy. Dle okolnosti
stanovenych v ¢lanku 6.2.1 vySe.

Dlvody k ukonéeni

V pripadé, ze CRO a/nebo Zadavatel
hodla uplatnit sva prava na ukonéeni
Klinického hodnoceni na zakladé ¢lanki
11.3.1.1 nebo 11.3.1.2 vy3e, dorudi
Zdravotnickému zafizeni/ZkouSejicimu
pisemné oznameni o svém rozhodnuti
uplatnit tato prava, ato doporucenou
postou nebo expresni kuryrni sluzbou,
s okamzitou ucinnosti.

Ukoncéeni této Smlouvy

V pfipadé, Zze dojde k ukonceni
Klinického hodnoceni, pak tato Smlouva
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bude automaticky ukon&ena s okamzitou
ucinnosti.

11.6 Obligations of the Institution/Investigator Povinnosti Zdravotnického

after Termination zarizeni/ZkousSejiciho ~ po  ukongeni
Klinického hodnoceni

11.6.1 Immediately upon receipt of a notice of Po obdrzeni vypovédi ZkouSejici
termination, the Investigator shall stop neprodlené ukonéi zafazovani pacientl
entering patients into the Study and shall do Klinického hodnoceni a ukonéi
cease conducting procedures, to the provadeéni procedur u subjektud
extent medically and ethically hodnoceni, ktefi se jiz Klinického
permissible, on trial subjects already hodnoceni u€astni, vrozsahu, jenz je
entered into the Study. z lékarského a etického hlediska

pFipustny.

11.6.2 In the event of early termination of this V pfipadé pfed€asného ukonceni této
Agreement by Sponsor or CRO pursuant Smlouvy Zadavatelem nebo CRO dle
to Sections 11.3.1.1 and 11.3.1.2 above, ¢lanka 11.3.1.1 a11.3.1.2 vySe av
and subject to an obligation on the zavislosti na povinnosti Zdravotnického
Institution/Investigator to mitigate any zafizeni/Zkousejiciho zmirnit jakoukoliv
loss, CRO shall procure that Sponsor ztratu, CRO zaijisti, Ze Zadavatel uhradi
shall pay all reasonable costs incurred vSechny oddvodnéné naklady, které
and falling due for payment up to the wvznikly astaly se kdatu ukonceni
date of termination, and also all non- Smlouvy splatnymi arovnéz vSechny
cancellable reasonable expenditures nezruSitelné odivodnéné vydaje, které
falling due for payment after the date of se stanou splatnymi po datu ukon&eni
termination which arises from této Smlouvy akteré vyplyvaji ze
commitments reasonably and zavazkd, jenz byly Zdravotnickym
necessarily incurred by the zafizenim/ZkouSejicim pfi provadéni
Institution/Investigator for the Klinického hodnoceni divodné
performance of the Study prior to the a nezbytné plnény pfed datem ukonceni
date of notice of termination, and agreed a které byly dohodnuty se Zadavatelem.
with Sponsor. No further compensation Na zadnou dalSi kompenzaci nema
shall be payable to Institution or Zdravotnické zafizeni nebo ZkouSejici
Investigator. narok.

12 DEBARMENT CERTIFICATION POTVRZENI TYKAJiCi SE ZBAVENI

OPRAVNENI K VYKONU CINNOSTI

121 Representation ProhlaSeni

1211 The Investigator represents that he/she ZkouSejici prohladuje, Ze nikdy nebyl
has never been and the Institution a Zdravotnické zafizeni prohlasuje, Ze
represents that the Institution’s  jeho zameéstnanci, ktefi budou
employees, who will be rendering poskytovatsluzby Zadavateli nebo CRO,
services to Sponsor or CRO, have never nikdy nebyli:
been:

12.1.1.1 debarred or convicted of acrime for zbaveni opravnéni k vykonu c&innosti
which a person can be debarred under nebo odsouzeni za trestny Cin,

any Regulations nor

v dusledku néhoz muze byt osoba
zbavena opravnéni k vykonu Cinnosti dle
Pravnich pfedpisu ani
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12.1.1.2

12.1.1.3

12.2

12.2.1

12.3

12.3.1

12.4

1241

13

131

1311

threatened to be debarred or indicted for
a crime or otherwise engaged in conduct
for which aperson can be debarred
under Regulations.

Disciplined by and/or banned by
a Regulatory body from carrying out
clinical trials.

Notification of Debarment

The Investigator agrees that he/she shall
notify CRO and/or Sponsor in the event
of any such debarment, conviction,
threat or indictment.

Not to Employ

During the term of this Agreement, the
Institution agrees not to employ or
otherwise engage any individual who will
be rendering services to CRO and/or
Sponsor who has been debarred or
convicted of a crime for which a person
can be debarred.

Certification

Upon request by CRO and/or Sponsor,
from time to time the
Institution/Investigator shall certify to
CRO and/or Sponsor in writing the
Investigator’s/Institution’s ~ compliance
with the foregoing provisions.

INDEMNIFICATION AND INSURANCE

Sponsor Indemnity

Any  Indemnification  arrangements
between the Institution/Investigator by
Sponsor (hereinafter called
“Indemnification Provison”), if applicable
and/or if requested, shall be by means of

an agreement between the
Institution/Investigator and  Sponsor
directly.
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mu/jim nehrozilo zbaveni opravnéni
k vykonu  €innosti  nebo  obvinéni
z trestného €inu, ani nebyli jinak ucastni
jednani, pro které jednotlivec muze byt
dle Pravnich pfedpist zbaven opravneéni
k vykonu ¢&innosti.

potrestan/i Kontrolnim Gdfadem nebo
vylouceni Kontrolnim Urfadem
z provadéni klinickych hodnoceni.
Oznameni 0 zbaveni opravnéni
k vykonu &innosti

Zkousejici souhlasi, Ze bude informovat
Zadavatele nebo CRO v pfipadé
takového zbaveni opravnéni k vykonu
¢innosti, obvinéni, odsouzeni ¢i jejich
hrozby.

Zavazek nezaméstnavat

Béhem trvani této Smlouvy se
Zdravotnické zafizeni zavazuje, ze
nezaméstna ¢&i jinak smluvné nezavaze
jednotlivce, ktery bude poskytovat sluzby

CRO a/nebo Zadavateli, ktery byl
zbaven opravnéni kvykonu cinnosti
nebo odsouzen pro trestny Cin,

nasledkem néhoz mize dojit ke zbaveni
opravnéni k vykonu ¢innosti jednotlivce.

Potvrzeni

Na Zadost Zadavatele nebo CRO
Zdravotnické zafizeni/ZkouSejici ¢as od
Casu poskytne CRO a/nebo Zadavateli
pisemné potvrzeni, Ze jedna v souladu
s predchozimi ustanovenimi.

NAHRADA SKODY A POJISTENI

Nahrada Skody Zadavatelem

Jakakoliv ujednani
mezi Zdravotnickym
zafizenim/Zkousejicim a Zadavatelem
(dale jen ,Poskytnuti nahrady Skody”),

0 nahradé 3kody

pokud se aplikuji a/nebo budou
vyzadana, budou ujednana pfimo
prostfednictvim dohody mezi

Zdravotnickym
a Zadavatelem.

zafizenim/ZkouS$ejicim

Ph.D.
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13.1.2 Requests for Indemnification Provision
should be made in writing to the CRO
project manager for the Study at the
address below, who shall act as the
administrator of the Indemnification
Provision on behalf of Sponsor. Such
requests must include the names of all
parties to be indemnified.

CRO NAME:

IQVIA RDS Czech Republic s.r.0.
CRO ADDRESS:

Pernerova 691/42

186 00 Praha 8 - Karlin

Czech Republic

CRO PROJECT MANAGER:

13.1.3 For the avoidance of doubt CRO shall
not provide any indemnification on
CRO’s  own account to the
Institution/Investigator or any of their
servants or agents.

13.2 Insurance

13.2.1 The Institution shall maintain insurance
required by applicable legislation,
namely Act no. 372/2011, on Medical
Services.

The Parties to the Agreement
acknowledge that Sponsor is
responsible for injury to health of the trial
subjects caused by the specific nature of
the medication. In accordance with
relevant Regulations, particularly Act No.
378/2007 Coll., as amended, Sponsor
shall arrange for insurance of the trial
subjects in the event of injury to their
health resulting from the clinical Study
prior commencement of the clinical
Study and maintain this insurance during
the whole term of the clinical Study. The
insurance shall be concluded with an
entity authorized pursuant to appropriate
legal Regulations. In accordance with
relevant local Regulations Sponsor shall
further arrange for liability insurance for
the Investigator and for Sponsor itself
prior commencement of the clinical
Study and maintain this insurance during
the whole term of the clinical Study. The
insurance shall be concluded with an

Clinical Study Agreement / Smlouva o klinickém hodnoceni
Pharmacyclics PCYC-1145-LT

Fakultni nemocnice Kralovské Vinohrady / doc. MUDr. Jan Novak,

Version / Verze: Redacted // 070519

Zadosti o Poskytnuti ndhrady $kody by
mély byt zaslany pisemné& vedoucimu
projektu CRO pro Klinické hodnoceni na
nize uvedenou adresu, ktery bude jednat
jako spravce Poskytnuti nahrady Skody
jménem Zadavatele. Tyto Zzadosti musi
obsahovat jména v8ech stran, které maji
byt odSkodnény.

NAZEV CRO:

IQVIA RDS Czech Republic s.r.0.
ADRESA CRO:

Pernerova 691/42

186 00 Praha 8 - Karlin

Ceska republika

JMENO VEDOUCIHO PROJEKTU:

Za ucelem vylou€eni pochybnosti CRO
neposkytne Zdravotnickému
zafizeni/ZkouSejicimu  ani  zadnému
z jejich zaméstnancli nebo zastupcu
zadnou nahradu $kody na svuj Ucet.

Pojisténi

Zdravotnické zafizeni bude udrzovat
pojisténi vyzadované pfislusnymi
pravnimi predpisy, konkrétné zakonem
€. 372/2011 Sb., o zdravotnich sluzbach
a podminkach jejich poskytovani.

Smluvni strany berou na védomi, ze
Zadavatel odpovida za Ujmy na zdravi
subjektl hodnoceni zplsobené zvlastni
povahou lé€iva. V souladu s Pravnimi
predpisy, zvlasté zakonem &. 378/2007
Sb., ve znéni pozdéjSich pfedpisd,
Zadavatel zajisti pfed zahgjenim
Klinického hodnoceni na celou dobu
provadeéni Klinického hodnoceni smluvni
pojisténi subjektl hodnoceni pro pfipad
ujmy na zdravi v disledku provadeéni
Klinického hodnoceni. Toto pojisténi
bude uzavieno u spolecnosti k tomu
opravnéné podle pfisluSsnych Pravnich
predpisa. V souladu s Pravnimi
pfedpisy, Zadavatel dale zajisti pfFed
zahdjenim Klinického hodnoceni na
celou dobu provadéni Klinického
hodnoceni smluvni pojisténi
odpovédnosti za Skodu pro Zkousejiciho
a Zadavatele. Toto pojisténi bude
uzavieno u spolecnosti k tomu
opravnéné podle pfislusnych Pravnich
predpisa.
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entity authorized pursuant to appropriate
legal Regulations.

13.3 Disclaimer

13.3.1 The Institution/Investigator acknowledge
that Sponsor has engaged CRO to
manage 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
therefore CRO makes no warranties,
expressed or implied concerning the
Investigational ~ Product,  materials,
treatment procedures, results to be
obtained in administering the
Investigational Product, or the
Investigational Product’s fithess for any
particular purpose.

13.4 Institution/Investigator Indemnity

1341 Institution/Investigator shall indemnify,
defend and hold harmless Sponsor and
its affiliates and collaborators, and their
officers, directors, employees, agents,
and representatives, from and against
any and all suits, claims, liabilities, costs,
damages, judgments and other
expenses (including, but not limited to,
legal expenses) arising from the proved
negligence, recklessness, willful
misconduct or breach of this Agreement
by Institution, Investigator, or any of
Institution’s Personnel.

13.4.2 IQVIA expressly disclaims any liability in
connection with the Investigational
Product, including any liability for any
claim arising out of a condition caused by
or allegedly caused by any Study
procedures associated with such product
except to the extent that such liability is
caused by the negligence, willful
misconduct or breach of this Agreement
by IQVIA.
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Odmitnuti odpovédnosti

Zdravotnické zafizeni/ZkouSejici bere na
védomi, ze Zadavatel smluvné zavazal
CRO kfizeni Klinického hodnoceni.
CRO neuskuteCnila Zadny nezavisly
vyzkum nebo analyzu tykajici se
Hodnoceného léciva, materiall nebo
[éCebnych postupl, které maji byt
uskute€nény dle Klinického hodnoceni,
aproto CRO neposkytuje zadné
vyslovné ¢&i pFedpokladané zaruky
tykajici se Hodnoceného IéCiva,
materiald, lé¢ebnych postupt
a vysledkd, které mohou byt ziskany
v souvislosti s podavanim Hodnoceného
I[éCiva nebo vhodnosti Hodnoceného
IéCiva pro jakykoliv konkrétni ucel.

Nahrada Skody Zdravotnickym
zarizenim/Zkousejicim

Zdravotnické zafizeni/Zkousejici
odSkodni, bude branit a zprosti
odpovédnosti Zadavatele a jeho
pfidruzené spoleCnosti

a spolupracovniky, jejich vykonné fidici
pracovniky, €leny statutarnich organd,
zaméstnance, agenty a zastupce
v pfipadé vzniku jakychkoli soudnich
fizeni, narokl, odpovédnosti za Skodu,
vydaju, $kod, rozsudkl a jinych nakladd
(jako napfiklad naklady na pravni
zastoupeni), které vznikly v dasledku
prokazaného zanedbani, nedbalého
jednani, umysiného poruSeni povinnosti
nebo poruseni této Smlouvy ze strany
Zdravotnického zafizeni, ZkouSejiciho
nebo kteréhokoli ze zaméstnancu
Zdravotnického zafizeni.

Spole€nost IQVIA timto vyslovné odmita
jakoukoli  odpovédnost v souvislosti
s Hodnocenym  IéCivem,  napfiklad
jakoukoli odpovédnost za pfipadné
naroky na nahradu Skody, vzniklé
v souvislosti se stavem, ktery byl
zpusoben nebo Udajné zpusoben
jakymikoli ukony provadénymi
v Klinickém  hodnoceni v souvislosti
s takovymto Hodnocenym |éCivem. To
se v3ak neuplatni v rozsahu, v némz je
takova odpovédnost zpUsobena
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13.4.3

14

14.1

1411

15

15.1

1511

15.2

15.2.1

15.3

Neither IQVIA nor Sponsor shall be
responsible to the Institution or
Investigator for any lost profits, lost
opportunities, or other consequential
damages.

INSTITUTION AND
COMPENSATION

INVESTIGATOR

Payments

In consideration of the conduct of the
Trial under this Agreement, the CRO on
behalf of the Sponsor agrees to make
payments to the Institution upon receipt
of arespective invoice and correctly
completed CRFs, in accordance with the
terms stipulated in Attachment A.

GENERAL PROVISIONS

Assignment

The Institution/Investigator may not
assign its/his or her rights and/or
delegate its/his or her obligations under
this Agreement without the prior written
consent of CRO and Sponsor, which
consent shall not be unreasonably
withheld. CRO shall have the power to
assign this Agreement to Sponsor
without the Institution/Investigator’s
consent. CRO or Sponsor shall inform
the Institution of such assignment
without undue delay.

Waiver

A waiver by either party of any term or
condition of this Agreement in any
instance shall not be deemed or
construed to be a waiver of such term or
condition for any similar instance in the
future or any subsequent breach hereof.
All  rights, remedies, undertakings,
obligations and agreements contained in
this Agreement are cumulative and none
of them shall be a limitation of any other
remedy, right, obligation or agreement.

Notices
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nedbalosti, Umysinym  protipravnim
jednanim nebo porusenim této Smlouvy
spole¢nosti IQVIA.

IQVIA ani Zadavatel neponese
odpovédnost  vu¢i  Zdravotnickému
zarizeni nebo ZkouSejicimu za jakykoli
usly zisk, ztratu pfilezitosti nebo jiné
nasledné skody.

ODMENA ZDRAVOTNICKEHO
ZARIZENi A ZKOUSEJICIHO

Platby

Za provadéni Klinického hodnoceni dle
této Smlouvy se CRO jménem
Zadavatele zavazuje provadét platby
Zdravotnickému zafizeni po obdrzeni
prislusné faktury a spravné vyplnénych
zaznam( CREF, ato  vsouladu
s podminkami stanovenymi v Pfiloze A.

OBECNA USTANOVENI

Postoupeni

Zdravotnické zafizeni/ZkouSejici nesmi
postoupit sva prava a/nebo prevést své
povinnosti vyplyvajici z této Smlouvy bez
predchoziho pisemného souhlasu CRO
a Zadavatele, pficemz jeho udéleni
nebude bezdlvodné zamitnuto. CRO je
opravnéna pfevést tuto Smlouvu na
Zadavatele bez souhlasu
Zdravotnického zafizeni/Zkou3ejiciho.
Otomto pfevodu bude CRO nebo
Zadavatel Zdravotnické zafizeni
neprodlené informovat.

Vzdani se prava

Vzdani se nékteré podminky této
Smlouvy kteroukoliv stranou
v jakémkoliv pfipadé nebude
povazovano za vzdani se této podminky
v jakémkoliv podobném pripadé
v budoucnu ¢i v pfipadé nasledného
poruseni této Smlouvy. Veskera prava,
opravné prostfedky, ujednani, povinnosti
a dohody obsazené v této Smlouveé jsou
kumulativni a neomezuji zadny dalSi
opravny prostfedek, pravo, povinnost
nebo dohodu.

Oznameni

Ph.D.
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15.3.1 Notices under this Agreement shall be in
writing and considered sufficient if
delivered personally, sent by registered
mail with return receipt, sent by
recognized overnight courier service,
addressed as follows:

15.3.1.1 Ifto CRO
IQVIA RDS Czech Republic s.r.o.
Pernerova 691/42, 186 00 Praha 8 -
Karlin, Czech Republic

With a copy to:

Head of Legal

Legal Transactions Group
Pharmacyclics LLC

995 E. Arques Avenue
Sunnyvale, CA

U.S.A. 94085-4521

15.3.1.2 If to the Institution/Investigator

Fakultni nemocnice Kralovské
Vinohrady

Srobarova 1150/50
100 34 Praha 10

Czech Republic
Tel:

doc. MUDr. Jan Novak, Ph.D.
Fakultni nemocnice Kralovské
Vinohrady

Interni hematologicka klinika
Srobarova 1150/50

100 34 Praha 10

Czech Republic
Ter. I

15.4 Severability

15.4.1 The invalidity or unenforceability of any
provision of this Agreement shall in no

way affect enforcement of any other
provision of this Agreement.

15.5 Relationship of Parties

155.1 Nothing herein shall be construed as
creating any association, partnership,
joint venture, employment or the
relationship of principal and agent
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Oznameni dle této Smlouvy budou
ucinéna pisemné a budou povazovana
za fFadna, pokud budou dorucena
osobné, odeslana doporuc¢enou postou
s doru¢enkou nebo expresni Kkuryrni
sluzbou na nize uvedené adresy:

Pokud budou adresovana CRO

IQVIA RDS Czech Republic s.r.o.
Pernerova 691/42, 186 00 Praha 8 -
Karlin, Ceska republika

Kopie:

Head of Legal

Legal Transactions Group
Pharmacyclics LLC

995 E. Arques Avenue
Sunnyvale, CA

U.S.A. 94085-4521

Pokud budou adresovana
Zdravotnickému zafizeni/ZkouSejicimu

Fakultni nemocnice Kralovské
Vinohrady

Srobarova 1150/50
100 34 Praha 10

Ceska republika
Tel:

doc. MUDr. Jan Novak, Ph.D.
Fakultni nemocnice Kralovské
Vinohrady

Interni hematologicka klinika
Srobarova 1150/50

100 34 Praha 10

Ceska republika
Tel: _

Oddélitelnost ustanoveni

Neplatnost Ci nevymahatelnost
jakéhokoliv ustanoveni této Smlouvy
nebude mit v zadném pfipadé vliv na
vymahatelnost jakychkoli jejich dalSich
ustanoveni.

Vztah smluvnich stran

Nic vtéto Smlouvé nebude vykladano
jako vytvofeni jakéhokoliv sdruzeni,
konsorcia, spole€¢ného podniku,
zaméstnaneckého poméru nebo vztahu
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15.6

15.6.1

15.7

15.7.1

15.8

15.8.1

15.9

15.9.1

between the parties, it being understood
that the Institution/Investigator is an
independent contractor, and neither
party has the authority to bind the other,
nor the other's representatives, in any
way.

Governing Law

This Agreement, and all disputes and/or
claims arising under this Agreement,
shall be interpreted and governed by the
laws of Czech Republic, without regard

to conflict of laws principles. Any
potential disputes related to this
Agreement shall be resolved by

competent courts in the Czech Republic.

Entire Agreement

This Agreement sets forth the entire
Agreement and understanding between
the parties hereto as to the subject
matter hereof and has priority over all
documents, verbal consents or
understandings made between CRO and
the Institution/Investigator. None of the
terms of this Agreement may be
amended or modified except in writing
signed by the parties hereto.

Counterparts

This Agreement will be executed in four
(4) counterparts, each of which shall be
an original as against any party whose
signature appears thereon, but all of
which together shall constitute but one
and the same instrument.

Survival

Sections in this Agreement relating to
obligations which have accrued or are
have application beyond the term of this
Agreement including without limitation
those relating to confidentiality and
Confidential Information, subject
confidentiality, data protection, proposed
or actual inspections by a Regulatory
Authority,  publications, intellectual
property, indemnification and use of
names and any provision required to
interpret and enforce the parties' rights
and obligations under this Agreement to
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zmocnitele a zmocnénce mezi stranami,
¢imz se rozumi, Zze Zdravotnické
zafizeni/Zkousejici je nezavisly smluvni
partner aani jedna ze stran neni
v zadném pfipadé opravnéna zavazovat
druhou stranu ani jeji zastupce.

Rozhodné pravo

Tato Smlouva a vSechny spory a naroky
Z ni vyplyvajici budou vykladany a fizeny
zakony Ceské republiky, bez ohledu na
principy kolize pravnich norem. Pfipadné
spory vyplyvajici z této Smlouvy jsou
prislusné fesit soudy Ceské republiky.

Uplnost Smlouvy

Tato Smlouva pfedstavuje Uplnou
dohodu aujednani mezi smluvnimi
stranami pokud jde o jeji pfedmét a ma
prednost pfed vSemi dokumenty, ustnimi
souhlasy ¢i ujednanimi mezi CRO
a Zdravotnickym zafizenim/Zkousejicim.
Podminky této Smlouvy mohou byt
doplfiovany a ménény pouze pisemnou
formou s podpisy smluvnich stran.

Pocet stejnopisli

Tato Smlouva bude vyhotovena v poctu
Ctyf (4) stejnopisll, z nichz kazdy bude
vuci kterékoliv smluvni stranég, ktera jej
podepsala, pfedstavovat original,
pficemz kazdy z téchto stejnopist bude
pfedstavovat jeden a tentyZ dokument.

Pretrvavaijici platnost

Ustanoveni této Smlouvy souvisejici
s povinnostmi, které z ni vyplynou nebo
se budou aplikovat po ukonéeni této
Smlouvy, v€etné, nikoliv vSak vyluéné,
povinnosti souvisejicich s ml€enlivosti
a ddvérnymi informacemi, duavérnosti
subjektl, ochranou osobnich udaju,
navrhovanymi nebo vykonanymi
inspekcemi Kontrolniho Uradu,
zvefejnénim, duSevnim vlastnictvim,
nahradou $kody a uzivanim jmen/nazvi
a jakymikoli dalSimi ustanovenimi, ktera
jsou nezbytna pro vyklad a uplatfiovani
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15.10

15.10.1

15.11

15.11.1

15.12

15.12.1

15.12.2

the extent required for the full
observation and performance of this
Agreement shall survive any termination
of this Agreement.

Arbitration

The Parties have agreed that the legal
relationships  arising  under this
agreement shall be governed by the valid
laws and regulations of the Czech
Republic. The Parties agree to assist
each other in conducting the Clinical
Study and to resolve any disputes or
differences of opinion about work
procedures and methods through their
usual negotiations. The Parties take note
of and agree that any disputes which are
not settled through cooperation shall
come under the sole jurisdiction of courts
of the Czech Republic.

Translation Inconsistency.

The original English version of this
Agreement has been translated into
Czech. In the event of inconsistency or
discrepancy between the English version
and the Czech language version of this
Agreement, the Czech language version
shall prevail.

Anti-Bribery

The parties acknowledge that CRO and
Sponsor are bound by all applicable anti-
corruption and anti-bribery laws and
regulations including but not limited to
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.

In performing the Study and or services
under this Agreement, the Institution (i)
agree(s) that it has not and shall not,
directly or indirectly, offer to make,
promise, authorize or accept any
payment or anything of value, including
bribes, gifts and/or donations to or from
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prav a povinnosti smluvnich stran dle
této Smlouvy vrozsahu pozadovaném
za uCelem uplného dodrzovani a plnéni
této Smlouvy, budou trvat i po ukoncéeni
Smlouvy.

Smirdi fizeni

Smluvni strany se dohodly, Ze pravni
vztahy a poméry vzniklé z této smlouvy
se fidi platnymi zakony a pFedpisy
Ceské republiky. Smluvni strany se
zavazuji pfi  provadéni klinického
hodnoceni si vzajemné pomahat
a pfipadné spory a rozdilnost nazord na
postup a zplisob praci feSit smirnym
jednanim obvyklym u smluvnich stran.
Smluvni strany berou na védomi
a souhlasi, ze projednani a rozhodovani
pfipadnych  spord, které nebudou
vyfeSeny smirem, bude feSeno s pomoci
prislusnych soudnich organti Ceské
republiky.

Rozpory v prekladu Smlouvy

Originalni anglicka verze Smlouvy byla
pfeloZzena do &eského jazyka. V pfipadé
jakychkoli  rozpord mezi  Ceskou
a anglickou verzi Smlouvy ma pfednost
Ceska verze.

Protikorupéni ustanoveni

Strany berou na védomi, Zze CRO
a Zadavatel jsou povinni dodrZovat
veSkeré platné protikorupéni zakony
a predpisy, mimo jiné americky zakon
proti korupénim praktikam v zahranici
(Foreign Corrupt Practices Act (FCPA))
a britsky zakon proti korupci
a uplatkarstvi (UK Bribery  Act),
a zavazuji se, ze se nedopusti jednani
vymezeného vtomto oddile, které by
znamenalo poruseni povinnosti ze
strany CRO ¢i Zadavatele.

Zdravotnické zafizeni potvrzuje, Ze pfi
provadeéni Klinického hodnoceni
a sluzeb sjednanych v této Smlouvé (i)
pfimo ani nepfimo nenabidne, nepfislibi
a neschvali jakoukoli platbu ani jakékoli
hodnotné plnéni, tedy mimo jiné uplatky,
dary a pozornosti, statnim ufednikam,
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15.12.3

15.13

15.13.1

any public official, Regulatory Authority
or anyone else for the improper purpose
of influencing, inducing or rewarding any
act, omission or decision in order to
secure an improper advantage, including
to obtain or retain business; and (ii) shall
comply with all applicable anti-corruption
and anti-bribery laws and regulations.
The Institution shall notify CRO and/or
Sponsor immediately upon becoming
aware of any breach under this Section.

For the purpose of ensuring compliance
with applicable Anti-Bribery laws and
regulations, Institution agree(s) that
CRO shall have the right to conduct an
investigation or audit of the Institution
during the term of this Agreement to
monitor compliance with the terms of this
Section. The Institution shall cooperate
fully with such investigation or audit, the
timing of which shall be at the sole
discretion of CRO.

Third Party Beneficiary

The Institution/Investigator expressly
agrees that Sponsor is a third-party
beneficiary to the Agreement and that
Sponsor may enforce its rights under the
Agreement. If for any reason this Section
15 is unenforceable, CRO shall be
entitled to assign its rights to enforce this
Agreement to Sponsor, on giving prior
written notice to the Institution and

regulaénim organdm ani komukoli
jinému scilem podvodné ovlivnit,
motivovat ¢i odmeénit jakékoli jednani,
opomenuti nebo rozhodnuti za ucelem
dosazeni necCestné vyhody, napfiklad
ziskani  zakazky i prodlouzeni
spoluprace, ze takovéto platby ¢i dary od
uvedenych subjektt nepfijme aze se
takového jednani Vv souvislosti
s Klinickym hodnocenim nedopustilo ani
v minulosti a (i) Ze bude dodrzovat
veSkeré platné protikorupéni zakony
a predpisy. Zdravotnické zafizeni se
dale zavazuje, ze bude o jakémkoli
poruseni povinnosti  definovanych
vtomto oddile, onémZz se dozvi,
bezodkladné informovat CRO a/nebo
Zadavatele.

Zdravotnické zafizeni v zajmu zajisténi
dodrzovani platnych protikorupénich
zakonu a predpist uznava, ze CRO je po
celou dobu platnosti této smlouvy
opravnéna provadét Setfeni Ci audit
Zdravotnického zafizeni, a kontrolovat
tak dodrzovani podminek stanovenych
vtomto oddile. Zdravotnické zafizeni
bude v prabéhu Setfeni €i auditu, jejichz
nacasovani je zcela v kompetenci CRO,
piné spolupracovat.

Opravnéna freti strana

Zdravotnické zafizeni/Zkousejici
vyslovné souhlasi s tim, Ze Zadavatel je
opravnénou tfeti stranou této Smlouvy
aze muze vymahat sva prava ztéto
Smlouvy vyplyvajici. Bude-li z jakéhokoli
ddvodu tento ¢lanek 15 nevymahatelny,
bude CRO opravnéno pfevést sva prava
na vymahani této Smlouvy na
Zadavatele po predchozim pisemném

Investigator. informovani  Zdravotnického zafizeni
a Zkousejiciho.
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IN WITNESS WHEREOF, the parties
have caused this Agreement to be
executed by their duly authorized
representatives to be effective as of the
date first written above.

NA DUKAZ TOHO byla tato Smlouva
podepsana fadné zmocnénymi zastupci
smluvnich stran anabyva uc€innosti
k vySe uvedenému datu.

CRO CRO

Date: Datum:
Name: Jméno:
Signature: Podpis:
INSTITUTION: ZDRAVOTNICKE ZARIZEN:I:
Date: Datum:
Name: Jméno:

Title: Funkce:
Signature: Podpis:
INVESTIGATOR: ZKOUSEJICi:
Date: Datum:

Name: doc. MUDr. Jan Novak, Ph.D.

Signature:

Jméno: doc. MUDr. Jan Novak, Ph.D.

Podpis:

Clinical Study Agreement / Smlouva o klinickém hodnoceni
Pharmacyclics PCYC-1145-LT

Fakultni nemocnice Kralovské Vinohrady / doc. MUDr. Jan Novak, Ph.D.
Version / Verze: Redacted // 070519
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