Boehringer Ingelheim RCV GmbH & Co KG

BI Contract No. 134916

Agreement
on the conduct of a
¢linical trial

Institution: Karlovarska krajska nemocnice a.s.
Address: Bezrucova 19, 360 01 Karlovy Vary,
Czech Republic
Taxpayer ID No. CZ26365804
Company ID number: 26365804
Represented by: MUDr. Josefem Mérzem,
chairman board

MUDr. Jifim Hofmannem,
vice-chairman board
(hereinafter referred to as “Institution”)

and

Principal
Investigator:

Michal Padour, MD

(hereinafter referred to as “Principal
Investigator™)

and

Sponsor: Boehringer Ingelheim
RCV GmbH & Co KG

Address: Dr. Boehringer-Gasse 5-11
1121 Vienna
Austria

VAT-ID-No.: ATU 64226215

Company ID Number:

Registered: with the Commercial Register

administered by the Commercial
Court in Vienna
Represented by:  Dr. Sebastian Gruson,
Dr. Jens Cronlein
(hereinafter referred to as “Sponsor™)

(hereinafter jointly referred to as “the Parties™)

enter into the following agreement (hereinafter
referred to as the “Agreement”):

Smlouva
o provadéni klinického
hodnoceni

Zdravotnické zaiizeni:Karlovarska krajska
nemocnice a.s.

Adresa: Bezruc¢ova 19, 360 01 Karlovy Vary
DIC: CZ26365804

alIC: 26365804

Zastoupena: MUDr. Josefem Mérzem,
predsedou piedstavenstva

MUDr. Jitim Hofmannem, mistopiedsedou
piedstavenstva

(dale oznacovana jen jako ,.Zdravotnické
zafizeni*)

a

Hlavni zkousejici: Prim. MUDr. Michal
Pad’our

(dale oznacovany jen jako , Hlavni zkousejici®)

a
Zadavatel: Boehringer Ingelheim
RCV GmbH & Co KG
Adresa: Dr. Boehringer-Gasse 5-11
1121 Viden
Rakousko
DIC: ATU 64226215
IC:
zapsand: Vv obchodnim rejstitku vedeném u
Obchodniho soudu wve Vidm,
vlozka FN 312077 m
Zastoupena: Dr. Sebastian Gruson,

Dr. Jens Cronlein
(dale oznacovana jen jako ,.Zadavatel®)

(dale spole¢né také ., Smluvni strany*)

uzaviraji tuto smlouvu (déle ozna¢ovana jen
jako ,,Smlouva®):

1.  Purpose of the Agreement
The above mentioned Parties agree on
the cooperation according to the present

Agreement BI CT No. 1160.186 / CZ / Institution and Principal Investigator / Site No. 42111

1. Ucel Smlouvy
Vyse uvedené Smluvni strany se dohodly
na spolupraci podle této Smlouvy o
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1.1.

1.2.

2.1.

2.2.

Agreement Bl CT No. 1160.186 / CZ / Institution and Principal Investigator / Site No. 42111

Agreement for Bl Clinical Trial No.
1160.186 conducted in the Czech
Republic (hereinafter referred to as the
“Trial”):

A prospective Randomised, open label,
blinded endpoint (PROBE) study to
Evaluate DUAL antithrombotic therapy
with dabigatran etexilate (110mg and
150mg b.i.d.) plus clopidogrel or
ticagrelor vs. triple therapy strategy with

warfarin  (INR 2.0 - 3.0) plus
clopidogrel or ticagrelor and aspirin in
patients with non valvular atrial

fibrillation (NVAF) that have undergone
a percutaneous coronary intervention
(PCI) with stenting (RE-DUAL PCI)
(hereinafter referred to as the “Trial
Protocol”) as amended.

The Purpose of the Agreement is to
determine conditions for the conduct of
the Trial and to define the rights and
duties of the Parties hereto for the
performance and processing of the Trial.
The planned Trial start date is January
2015 (expected recruitment period: 26
months at least). The Trial will be
conducted at Karlovarska krajska
nemocnice, Bezrucova 19, 360 01,
Karlovy  Vary, Czech  Republic
(hereinafter referred to as “Institution™).
Michal Pad’our, MD is as Principal
Investigator of  the Institution
responsible for the conduct of the Trial.

General Conditions for the Conduct
of the Trial

The Trial shall be conducted in
accordance with the Trial Protocol,
which is part of the Investigator Site File
(ISF). The Principal Investigator is
obliged to adhere to all the guidelines
and the documents that are contained in
the ISF and must maintain the ISF and
keep it up to date and in accordance to
the requests of Sponsor or its
representatives.

The Trial shall be conducted in
accordance with the rules of ICH GCP,
the Declaration of Helsinki as well as all
relevant laws and regulations, local

1.1.

1.2.

2.

2.1.

2.2.

provedeni BI klinického hodnoceni ¢.
1160.186 provadéné na tizemi Ceské
republiky (dale oznaCovanad jen jako
,Hodnoceni* nebo ,,Studie*):
Prospektivni, randomizované, oteviené
Klinické  hodnoceni se zaslepenym
vyhodnocenim cilovych parametri pro
porovnani dudlni antitrombotické lécby
dabigatran etexilatem (110 mg a 150 mg
dvakrat denné) a klopidogrelem nebo
tikagrelorem s trojkombinaci warfarinu
(INR 2,0 3,0), klopidogrelu nebo
tikagreloru a aspirinu u pacient
s nevalvularni fibrilaci sini po perkutanni
koronarni intervenci s implantaci stentu
(RE-DUAL PCI)

(dale oznacovany jen jako ,,Protokol
studie*), ve znéni piipadnych dodatka.

UCelem této Smlouvy je stanovit
podminky pro provadéni Studie a
definovat prava a povinnosti Smluvnich
stran této Smlouvy pro plnéni a
zpracovani Studie.

Planovanym datem zahajeni Studie je
leden 2015 (ptedpokladané obdobi
naboru: 26 mésict). Studie bude
provadéna v  Karlovarské  krajské
nemocnici, Bezrucova 19, 360 01,
Karlovy Vary, Ceska republika (dale
oznacované jen jako ,Zdravotnické
zatizeni®). Prim. MUDr. Michal Pad our
je jako Hlavni zkouSejici Zdravotnického
zafizeni odpovédny za provedeni Studie.

VSeobecné podminky provadéni Studie

Studie bude provadéna v souladu
s Protokolem studie, ktery tvoii soucast
Investigator Site File (ISF). Hlavni
zkousejici je povinen dodrzovat vSechny
zdsady a dokumenty obsazené v ISF a
musi vést ISF a udrZovat jej aktudlni a
v souladu s pozadavky Zadavatele nebo
jeho zastupci.

Studie bude provadéna v souladu s
pravidly ICH GCP, Helsinské deklarace i
pfislusnymi zakony a pravnimi piedpisy,
mistnimi  regulatnimi  pozadavky a
Page/Strana 2 of/z 31
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2.3.

3.1.

3.2.

Agreement Bl CT No. 1160.186 / CZ / Institution and Principal Investigator / Site No. 42111

regulatory requirements and guidelines
(including EMA guidelines) relative to
the conduct of Clinical Trials, conditions
imposed by the National Ethics
Committee, local Ethics Committee and
any written instruction of Sponsor
related to the conduct of the Trial.

The Parties shall strictly comply with all
legal and official requirements that
apply to clinical trials as well as the
codes of conduct of the applicable
professional and industrial associations.
The services under this Agreement shall
not obligate the Institution and/or
Principal Investigator in any way
whatsoever to make use of products and
services of Sponsor outside of the scope
of this Agreement. Sponsor explicitly
does not expect preferential treatment
for its products due to this Agreement.

Selection of Patients and Requesting
their consent

Principal Investigator will make the best
efforts to include a number of patients in
the Trial as determined by the Protocol.
The recruitment of the Trial is a
competitive one and will be stopped
after the worldwide recruitment goal has
been achieved. Principal Investigator
undertakes to recruit patients until he
receives the information from Sponsor
or a designated party according to which
the recruitment has been completed.
Sponsor retains the right to limit, at any
time and with immediate effect, the
number of patients in excess of the
minimum number. Sponsor retains the
right to discontinue the  Trial
prematurely  due to insufficient
recruitment (e.g. in case that a minimum
of 1 patient is not enrolled within the
first three months after the initiation of
the Trial).

Inclusion of patients in the Trial is
permitted only on the basis of their
written informed consent. The manner
of demanding consent from patients
must be in conformity with all
applicable local laws and regulations,
ethical principles and Good Clinical

2.3.

3.1

3.2.

smérnicemi  (véetné smérnic EMA)
vztahujicimi se na provadéni Klinickych
studii, podminkami stanovenymi
Celostatni  etickou komisi, mistnimi
Etickymi  komisemi a  jakymkoli
pisemnym pokynem Zadavatele

vztahujicim se na provadéni Studie.
Strany jednaji v striktnim souladu s
veSkerymi  prdvnimi a  ufednimi
pozZadavky na Klinickd hodnoceni, jakoZ i
etickymi fady pfislusnych odbornych a
odborovych sdruzeni.

Sluzby poskytované na zakladé této
Smlouvy Zdravotnické zafizeni ani
Hlavniho zkouSejiciho nijak nezavazuiji,
aby wvyuzival/o produkty a sluzby
Zadavatele mimo rozsah piisobnosti této
Smlouvy. Zadavatel vyslovn¢ neocekava
preferencni  pifistup k  produktim
Zadavatele v dusledku této Smlouvy.

Vybér pacienti a vyZadani si jejich
souhlasu

Hlavni zkouSejici vyvine maximalni
snahu, aby do Studie =zapojil pocet
pacientli stanoveny v Protokolu. Nabor
vramci Studie je soutézni a bude
ukoncen po dosazeni celosvétového
naborového cile. Hlavni zkouSejici se
zavazuje nabirat pacienty az do doby, nez
obdrzi od Zadavatele nebo jim
jmenované osoby informaci o tom, Ze
nabor byl jiz ukonCen. Zadavatel si
vyhrazuje pravo omezit, kdykoli a
s okamzitou uc¢innosti, pocet pacientii nad
ramec minimalniho stanovené¢ho poctu.
Zadavatel si vyhrazuje pravo piedéasné
prerusit Studii z divodu nedostatecného
naboru (naptiklad v pfipad¢, ze za prvni
tfi mésice od zahajeni Studie se nepodafi
nabrat alesponl 1 pacienta).

Zahrnuti pacientii do Studie je povoleno
pouze na zdkladé¢ jejich pisemného
informovaného souhlasu. Zpusob
vyzadani si souhlasu od pacienti musi
byt vsouladu se vSemi pfisluSnymi
mistnimi zédkony a piedpisy, etickymi
zasadami a Spravnou klinickou praxi. Pro
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3.4.
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Practice. For this purpose:

a. Sponsor declares that a template of
the Informed Consent Form and a
Patient Information Sheet containing
written information for patients was
handed over to Principal
Investigator.

b. Before a patient is included in the
Trial, he will be fully informed on
the essence and significance of the
Trial by the Principal Investigator.
Based on his consent, Principal
Investigator  shall  obtain  the
patient’s signature on the Informed
Consent Form.

The Informed Consent Form and the

Patient Information Sheet signed by

patients must be filed in one original in

the Trial documentation which is kept
by Principal Investigator and in the
second original by the patient.

The Parties declare that they will ensure
protection of personal data at any time in
accordance with applicable laws and
regulations. In some countries drug and
device manufacturers are required to
report data on any and all items of value
including, but not limited to fees, meals,
educational items, gifts, expense
reimbursement and other payments or
items of value provided to healthcare
professionals. These reports may be
made public consistent with the
applicable statutory requirements. The
Principal Investigator and Institution
agree to such disclosure and/or
publication. The Principal Investigator
and Institution give their express
consent that Sponsor may use, collect,
process, record, commit and transmit
their personal data for the purpose of
this Agreement.

Obligations of the Institution

Institution is obliged to,

a. use its best efforts to ensure that
there are no changes in the person of

3.3.

3.4.

4.

4.1.

tento ucel:

a. Zadavatel prohlaSuje, Ze Hlavnimu
zkousejicimu byl  pfedan  vzor
Formuléfe informovaného souhlasu a
Zéznamu informaci o pacientovi,
obsahujici pisemné informace pro
pacienta.

b. Pfed tim, nez je pacient zahrnut do
Studie, bude Hlavnim zkouSejicim
pIn¢€ informovan o podstaté a vyznamu
Studie. Na zaklad¢ jeho souhlasu ziska
Hlavni zkouSejici podpis pacienta na
Formulafi informovaného souhlasu.

Formulaf informovaného souhlasu a
Zéznamu informaci o  pacientovi
podepsany  pacientem  musi byt

v dokumentaci Studie zalozen v jednom
originalu, pficemz dokumentace Studie je
uloZena u Hlavniho zkousejiciho a druhy
origindl je pfedan pacientovi.

Smluvni strany prohladuji, Ze po celou
dobu zajisti ochranu osobnich udaji

vsouladu spfislusnymi  zadkony a
predpisy. V nékterych zemich jsou
vyrobci 1é¢iv a  zafizeni povinni

vykazovat Udaje o veSkerych polozkach s
hodnotou, jako naptiklad o odménach,
stravovani, polozkach slouzicich ke
vzdélavani, darech, ndhradach vydaji a
dalSich platbach ¢i polozkach s hodnotou,
které byly poskytnuty profesionalnim
pracovnikiim z oboru zdravotnictvi. Tyto

vykazy  mohou byt zvefejiiovany
v souladu s platnymi zakonnymi
poZadavky.  Hlavni  zkouSejici a

Zdravotnické zatizeni davaji sviij souhlas
s poskytnutim uvedenych informaci jiné
strané anebo jejich zvefejnéni. Hlavni
Zkousejici a Zdravotnické zafizeni timto
davaji svlj vyslovny souhlas Zadavateli
K uziti, shromazd'ovani, zpracovani,
zaznamenavani, ukladani pro budouci
vyuziti a k prenosu svych osobnich udajt
pro ucely této Smlouvy.

Povinnosti Zdravotnického zarizeni

Zdravotnické zatizeni je povinno

a. vyvijet maximalni Gsili k zajisténi
toho, aby nedochazelo ke zménam na
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the Principal Investigator; where
changes occur or are required by
Sponsor, Institution will make sure
an appropriate successor can be
nominated whereupon Sponsor -
should - approve - such replacement
within a reasonable time.

fully cooperate with Sponsor and
Principal Investigator on the Trial
and, in particular, provide adequate
number of qualified staff to conduct
the Trial properly and safely and
provide necessary facilities for the
conduct of the Trial,

accept monitoring visits and source
data verification in advance agreed
upon frequency,

allow visits of local and foreign
authorities and representatives of
Sponsor  for the purpose of
monitoring, inspections, and audits
including access to the Electronic
Case Record Forms (eCRFs) and
hospital patient records and other
documentation for source data
verification, if patient gives consent

4.2. Institution is obliged to guarantee that

a.

b.

the archiving period for the entire
documentation of the Trial, e.g.
Trial Protocol, eCRFs, ISF, Patient
Informed Consent, source data, list
of patient identification is at least
fifteen (15) years (based on the Trial
Close-Out Visit date at the site) or
until authorized by a BI
representative that the
documentation is no longer needed.
At no time during this period such
records shall be destroyed without
the prior written consent of Sponsor
or its designated party. To avoid any
possible errors, Institution shall
contact Sponsor or its designated
party at least thirty (30) days prior to
the intended destruction of records,

other trials do not take essential

a. veskerd

pozici Hlavniho zkouSejiciho; pokud
takové zmény nastanou, piipadné si je
vyzada Zadavatel, zajisti
Zdravotnické zatizeni, aby mohl byt
nominovan vhodny nastupce, pficemz
Zadavatel je povinen tuto vyménu
Vv ptiméfené lhate schvalit.

plné spolupracovat se Zadavatelem a
Hlavnim zkouSejicim na Studii a
zejména poskytnout adekvatni pocet
kvalifikovanych pracovnikl
k fadnému a bezpeénému provadéni
Studie a zajistit nezbytné prostory pro
provadéni Studie,

v ptedem dohodnutych intervalech
piijimat navstévy v ramci
monitoringu a ovéfovani zdrojovych
dat,

umoznit  navstévy  mistnich i
zahrani¢nich  Gfadd 1  zastupcl
Zadavatele pro ucely monitoringu,
kontrol a auditd, v€etné pristupu do
Elektronickych formulaftt zdznamu o
ptipadu (Electronic Case Record
Form, eCRFs) a knemocni¢nim
zaznamim o pacientech a k dalSi
dokumentaci pro ovéteni zdrojovych
dat, udéli-li pacient souhlas,

Zdravotnické zafizeni je povinno zarucit,

dokumentace Studie,
naptiklad Protokol studie, eCRFs, ISF,
Informovany souhlas pacienta,
zdrojova data a seznam identifikac¢nich
udaju pacienta, je archivovana po
dobu alespont patnacti (15) let (od
okamziku Zavére¢né navstévy v ramci
Studie v misté jejiho provadéni), nebo
dokud zastupce BI nepotvrdi, Ze
dokumentace jiz neni zapotiebi.
V pribéhu tohoto obdobi nedojde
k Zadnému zniceni téchto zaznamu bez
piredchoziho  pisemného  souhlasu
Zadavatele nebo jim jmenované
osoby. Aby se predeslo jakymkoli
moznym chybdm, bude Zdravotnické
zafizeni kontaktovat Zadavatele nebo
jim jmenovanou osobu alesponi tficet
(30) dni pred zamysSlenou skartaci
zaznamu,

b. jiné studie neodvedou podstatné

Agreement Bl CT No. 1160.186 / CZ / Institution and Principal Investigator / Site No. 42111  Page/Strana 5 of/z 31
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4.3.

4.4,

4.5.

4.6.

4.7.
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subjects or facilities away from the
Trial,

c. that all requirements for Remote
Data Capture (RDC) are in place.

Institution agrees that the Agreement for
the conduct of the clinical trial may be
forwarded to Institutional Review Board
(IRB)/Ethics Committee and / or
regulatory (competent) authorities, if
requested by local law.

Institution shall notify the Sponsor about
every insurance claim it has been
notified of and consents that this
Agreement may be forwarded to the
respective insurance company in case of
an insurance claim.

All Trial medication and all information
pertaining thereto given to Principal
Investigator are exclusive property of

Sponsor.  Institution  ensures  that
Principal Investigator will return all
Trial  material and  information

immediately after the termination of the
Trial or on written request of Sponsor.

Institution is fully responsible for
complying with the provisions of the
Confidentiality Clause as set forth in
clause 9 of this Agreement and will be
held liable for any breach of said
Confidentiality Clause, no matter
whether ~ the  breach  of  said
Confidentiality Clause is committed by
leading officers of the Institution or one
or more of its employees.

Institution  acknowledges that a
pharmacist will be engaged who is an
employee of Institution and who will be
responsible for acceptance of the Trial
medication, its storage at the study site
and its distribution for purposes of
conducting of the Trial in accordance
with  the  applicable legislation.
Institution is responsible for due
performance of the above mentioned
activities by the pharmacist and the

4.3.

4.4,

4.5.

4.6.

4.7.

subjekty ani zafizeni ze Studie,

C. ze jsou splnény a instalovany vSechny
poZadavky na Vzdalené zachycovani
dat (Remote Data Capture, RDC).

Zdravotnické zafizeni souhlasi stim, ze

Smlouva o provadéni klinické studie

muze byt predlozena Piezkumné komisi

zdravotnickeho  zafizeni  (Institutional

Review Board, IRB)/Etickému vyboru

a/nebo regulacnim (piisluSnym) uradim,

pokud to pozaduje mistni pravni fad.

Zdravotnické zafizeni uvédomi

Zadavatele o kazdém pojistném naroku, o

némz bude informovano, a souhlasi s tim,

ze tato Smlouva mize byt v piipadé
pojistného naroku piedana piislusné
pojistovné.

Veskeré 1écCivé ptipravky pouzivané v

ramci Studie a veSkeré informace se

Studii  souvisejici, tak, jak budou

poskytnuty Hlavnimu zkouSejicimu, jsou

vyhradnim  vlastnictvim  Zadavatele.

Zdravotnické zafizeni zajisti, aby Hlavni

zkousejici vrétil vSechny materidly a

informace vramci Studie okamzité po

ukonceni Studie nebo na pisemnou zadost

Zadavatele.

Zdravotnické zatfizeni plné¢ odpovida za

splnéni ustanoveni Ujednadni o zachovani

divérnosti  tak, jak je obsaZzeno

v ustanovenich Clanku 9 této Smlouvy, a

ponese plnou odpovédnost za jakékoli

poruseni  uvedeného  Ujednani o

zachovani davérnosti, bez ohledu na to,

zda k poruSeni uvedeného Ujednéani o

zachovani davérnosti doslo ze strany

vedoucich  ufednikdi  Zdravotnického
zafizeni, nebo jednoho ¢i vice jeho
zaméstnancu.

Zdravotnické zafizeni bere na védomi, ze

bude zaangaZzovan také farmaceut

(Iékarnik), ktery je zaméstnancem

Zdravotnického zatfizeni a ktery ponese

odpoveédnost za piijeti 1€Civych piipravka

pro Studii, jejich skladovani na misté

provadeéni studie a jejich
distribuci/vydavani pro ucely provadéni
Studie v  souladu s  pfislusnou
legislativou.  Zdravotnick¢  zafizeni
odpovidd za ftadné provadéni vyse
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Sponsor is committed to ensure this.

Institution represents and warrants that it 4.8.

will act in full compliance with
applicable anti-corruption legislation.
including the anti-corruption laws
applicable in Austria and in the
countries in which Institution operates
as well as the anti-corruption legislation
of any other country, which may become
applicable to the activity of Institution.
Institution is prohibited to offer, promise
or pay a bribe or any improper gift or
benefit in order to obtain an improper
advantage in connection with the
services under this Agreement.

Obligations  of  the Principal
Investigator
Principal Investigator is obliged to

conduct the Trial in accordance with the

Agreement, the Trial Protocol and any

amendments thereto, which may be

made by Sponsor unilaterally-, Good

Clinical Practice (GCP), all applicable

laws and regulations and with the

documents of the Investigator Site File.

In particular the Principal Investigator

shall

a. ensure not to include the same
patients in another clinical trial
during the duration of this Trial
including a follow-up examination if
required,

b. guarantee to maintain complete and
up-to-date trial records during the
Trial, including but not limited to
Patient Informed Consent Forms,
Adverse Event Forms, eCRFs,
medical records, Trial medication
supply and accountability logs and
an Investigator Site File (ISF) which
includes all Trial-related
correspondence,

c. ensure that eCRFs are filled in
promptly and errors are corrected
immediately according to the Trial

5.1

uvedenych c¢innosti ze strany farmaceuta
(Iékéarnika) a Zadavatel je povinen toto
zajistit.
Zdravotnické
a zarucuje  se,

zafizeni prohlasuje
ze bude jednat plné
v souladu s pfisluSnou protikorupcni
legislativou,  vcetné¢  protikorupcnich
piedpisi platnych v Rakousku a zemich,
kde Zdravotnické zatizeni plisobi, jakoz i
protikorupénich piedpisi jakékoli jiné
zemé, které se ptipadné vztahuji na
¢innost Zdravotnického zafizeni.
Zdravotnické =zafizeni nesmi nabizet,
slibovat nebo poskytnout Uplatek ani
zadny nepatficny dar ani prospéch za
ucelem ziskani nepatficné vyhody v
souvislosti se sluZzbami poskytovanymi
dle této Smlouvy.

Zavazky Hlavniho zkousejiciho

Hlavni zkouSejici je povinen provadét
Studii  vsouladu se  Smlouvou,
Protokolem studie a jakymikoli jejich
doplnénimi a zménami, které provede
zadavatel, Spravnou Klinickou praxi,
vSemi pfislusnymi pravnimi pfedpisy a
s dokumenty Investigator Site File.
Hlavni zkouSejici zejména

a. zajisti, aby nezahrnul stejné pacienty
do jiné klinické studie po dobu trvani
této Studie, a to vcetné nasledného
vySetieni, je-li poZzadovano,

b. zaru¢i udrzovani kompletnich a
aktudlnich zaznamt ke studii po celou
dobu provadéni Studie, zejména
véetné Formulafi  informovaného
souhlasu pacienta, Formulait hlaseni o
vyskytu nezadoucich ucinkd, eCRF
formulara,  I¢katfskych  zdznamd,
denikti pro zaznamy dodévek 1éc¢iv pro
Studii a evidencnich denikd a
Investigator Site File (ISF), ktery
zahrnuje  veSkerou  korespondenci
souvisejici se Studii,

c. zajisti, aby byly eCRF zakladany
urychlené a okamzité byly opravovany
chyby podle Protokolu studie a
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Protocol and contain an accurate
accounting of the patient’s treatment
and care and of the events
surrounding the patient’s
involvement in the Trial,

d. guarantee, that Trial medication is
adequately stored and used only for
this Trial which is documented in
the drug accountability log and
unused Trial medication is returned
back to Sponsor,

e. document and monitor all Adverse
Events (non-serious and serious)
and in addition report all Serious
Adverse events to Sponsor within
the specified timelines according to
the Trial Protocol, BI SOPs, national
laws and international requirements;
this includes provision of available
follow up case data and detailed
medical information,

f. introduce all persons involved in the
Trial according to the Trial Protocol
and arrange for meetings with
Sponsor on demand,

g. ensure that all persons involved in
the Trial are appropriately trained
and comply with all obligations of
the Principal Investigator and/or the
Institution to the extent that they
were delegated to them, especially,
but not limited to the obligations
regarding confidentiality,
intellectual property rights,
publication etc.

h. inform the Sponsor about every
insurance claim he has been notified
of

I. consent that this Agreement may be
forwarded to the respective
insurance company in case of an
insurance claim.

Principal Investigator guarantees that the

archiving period for the entire

documentation of the Trial, e.g. Trial

Protocol, eCRFs, ISF, Patient Informed

Consent, source data, list of patient

identification is at least fifteen (15)

years (based on the Trial Close-Out

Visit date at the site) or until authorized

5.2.

obsahovaly presny vycet 1écby
pacienta a péce o n¢j a vycet udalosti
souvisejicich se zapojenim pacienta do
Studie,

d. zaru¢i, Ze budou léCiva pro Studii

adekvatng skladovdna a vyuZzivana
pouze pro tuto Studii, coZz bude
zdokumentovano v eviden¢nim deniku
1é¢iv, a ze budou nevyuzita 1é¢iva pro
Studii vracena zpét Zadavateli,

e. bude pofizovat dokumentaci a
monitorovat  vSechny  NeZadouci
ucinky (nezdvazné 1 zavazné) a kromé
toho poda zpravu o vSech Zavaznych
nezadoucich ucincich Zadavateli ve
stanovené lhaté¢ podle Protokolu
studie, BI SOP, zakonu piislusného
stddu a mezindrodnich pozadavki; to
zahrnuje  poskytnuti  dostupnych
naslednych 1daji o pifipadu a
podrobné 1ékatské informace,

f. ptedstavi vSechny osoby zapojené do

Studie podle Protokolu studie a na
vyzaddni  sjedna  schlizky  se
Zadavatelem,

g. zajisti, aby vSechny osoby zapojené do
Studie byly ftadné¢ vyskoleny a
dodrzovaly vSechny z&vazky Hlavniho
zkousejiciho a/nebo Zdravotnického
zafizeni v rozsahu, v némz jsou na n¢

delegovany, zejména véetné
povinnosti souvisejicich se
zachovanim duavérnosti, s pravy z

duSevniho vlastnictvi, uvefejiilovanim
atd

h. bude informovat Zadavatele o kazdém
pojistném naroku, o némz se dozvi,

i. souhlasi stim, ze tato Smlouva muze
byt preddna pfislusné pojistovné
Vv ptipadé pojistného naroku.

Hlavni zkouSejici zaru¢i, Ze vesSkera
dokumentace Studie, naptiklad Protokol
studie, eCRFs, ISF, Informovany souhlas
pacienta, zdrojova data a seznam
identifikacnich  udaji  pacienta, je
archivovana po dobu alespoii patnécti
(15) let (od okamziku Zavérecné
navstévy v ramci Studie v misté jejiho
Page/Strana 8 of/z 31
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5.4.

5.5.

5.6.

Agreement Bl CT No. 1160.186 / CZ / Institution and Principal Investigator / Site No. 42111

by a Bl representative that the
documentation is no longer needed. At
no time during this period such records
shall be destroyed without the prior
written consent of Sponsor or its
designated party. To avoid any possible
errors, Institution shall contact Sponsor
or its designated party at least thirty (30)
days prior to the intended destruction of
records.

Before the commencement of the Trial
the Principal Investigator shall provide
Sponsor with an updated signed and
dated copy of his/her curriculum vitae
and as applicable for all Trial team
members assigned for the Trial
documentation.

Principal Investigator shall complete and
submit the Financial Disclosure Forms
to Sponsor prior to “Study Initiation”,
and at other timepoints according to the
Trial Protocol and/or instructions of
Sponsor.  Furthermore the Principal
Investigator is obliged to notify Sponsor
of any change to disclosure of financial
interests or arrangements of concern
whenever occurring (i.e. change from no
disclosure to disclosure or additional
disclosure not previously reported)
during the performance of the Trial and
one year following completion of the
Trial.

All Trial medication, Trial material,
equipment and  all information
pertaining thereto given to Principal
Investigator are exclusive property of
Sponsor. Principal Investigator shall
return all material and information
immediately after written request by
Sponsor.

Principal Investigator is  fully
responsible for complying with the
provisions of the Confidentiality Clause
as set forth in clause 9 of this Agreement
and will be held liable for any breach of
said Confidentiality Clause, no matter
whether ~ the  breach  of  said
Confidentiality Clause is committed by
Principal Investigator himself or one or

5.3.

5.4.

5.5.

5.6.

provadéni), nebo dokud zastupce BI

nepotvrdi, Ze dokumentace jiZ neni
zapotfebi. V pribc¢hu tohoto obdobi
nedojde Kk zadnému zniCeni téchto

zaznami bez predchoziho pisemného
souhlasu Zadavatele nebo jim jmenované
osoby. Aby se predeslo jakymkoli
moznym chybam, bude Hlavni zkouSejici
kontaktovat ~ Zadavatele nebo  jim
jmenovanou osobu alespon tficet (30) dni
pted zamyslenou skartaci zaznama.

Pted zahdjenim Studie poskytne Hlavni
zkousejici Zadavateli aktualni,
podepsanou a datem opatienou kopii
svého zivotopisu a Zivotopist vSech ¢lent
tymu pridélenych pro provadéni Studie
k dokumentaci Studie.

Hlavni zkouSejici vyplni a predlozi
Zadavateli formuléte Finan¢nich
prohlaseni pifed ,,Zahajenim Studie*
a dale v dalsich lhatach podle Protokolu
studie a/nebo podle pokynli Zadavatele.
Hlavni zkouSejici je dale povinen
Zadavatele informovat o jakekoli aktualni
zméné uvedenych finanénich podilt nebo
podstatnych ujednani (tj. zména, kdy
neuvedena skutecnost nové podléha
sdéleni, nebo sdéleni novych skute¢nosti)
béhem provadéni Studie, a dale po dobu
jednoho roku po dokonceni Studie.

Veskeré leky pouzivané v ramci Studie,
materidly pro Studii, zafizeni a veskeré
informace se Studii souvisejici, tak, jak

budou poskytnuty Hlavnimu
zkousejicimu, jsou vyhradnim
vlastnictvim Zadavatele. Hlavni

zkouSejici vrati vSechny materidly a
informace Zadavateli okamzit¢ na jeho
pisemnou Zadost.

Hlavni zkouSejici pIlné odpovida za
splnéni ustanoveni Ujednani o zachovani
davérnosti  tak, jak je obsazeno
v ustanovenich Clanku 9 této Smlouvy, a
ponese plnou odpovédnost za jakékoli
poruseni  uvedeného  Ujedndni o
zachovani duvérnosti, bez ohledu na to,
zda k poruSeni uvedeného Ujednéani o
zachovani davérnosti doslo ze strany
Page/Strana 9 of/z 31
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5.7.

5.8.

5.9.

5.10.

more of the Trial team members.

Rights and obligations of the Principal
Investigator not specifically regulated in
this Agreement shall be governed by

applicable provisions of Act. No
89/2012 Coll., civil code, as amended,
Act No. 378/2007 Coll., on

pharmaceuticals, as amended, and by
Regulation No. 226/2008 Coll., on
proper pharmaceutical practice and
further details of clinical assessment of
pharmaceutical preparations, as
amended, and the Principal Investigator
undertakes to comply with those.

Any travel or hotel expense which may
be required due to the participation in
Investigator Meetings must be agreed
upon in advance in writing (e-mail shall
be deemed equivalent to writing) with
Sponsor. In case of approval Sponsor
shall assume the agreed travel expenses
and subsistence costs incurred in
accordance with (i) applicable laws, (ii)
applicable industry codes of conduct,
and (iii) in accordance with Sponsor
instructions subject to submission of the
relevant and original receipts. All
personal extras such as room service,
minibar, laundry, videos or others will
not be paid by Sponsor.

Principal Investigator represents and
warrants that they will act in full
compliance  with  applicable anti-
corruption legislation. , including the
anti-corruption  laws applicable in
Austria and in the countries in which
Principal Investigator operate as well as
the anti-corruption legislation of any
other country, which may become
applicable to the activity of Principal
Investigator. Principal Investigator is
prohibited to offer, promise or pay a
bribe or any improper gift or benefit in
order to obtain an improper advantage in
connection with the services under this
Agreement.

The Principal Investigator has no right 5.10.

to be employed by Sponsor.

5.7.

5.8.

5.9.

samotného Hlavniho zkousejiciho nebo
jednoho ¢i vice ¢lent tymu pro provadéni
Studie.

Prava a povinnosti Hlavniho
zkousSejiciho, které nejsou konkrétné
VvV této Smlouvé upraveny, se budou fidit
pfislusnymi ustanovenimi zakona ¢.
89/2012 Sb., ob¢ansky zakonik, ve znéni
pozdéjsich predpisii, zakona ¢. 378/2007
Sb., o léCivech, ve znéni pozdé¢jsich
ptedpisi, a vyhlaskou ¢. 226/2008 Sb., o
spravné klinické praxi a bliZSich
podminkach  klinického  hodnoceni
1éCivych ptipravkl, ve znéni pozdéjsich
ptedpisi, a Hlavni zkouSejici se zavazuje
tyto ptedpisy dodrzovat.

Jakékoli cestovni naklady nebo naklady
na  ubytovani piipadné vzniklé
v souvislosti s ucasti na Schizce
Zkousejicich musi byt pfedem pisemné
odsouhlaseny (e-mail je pokladan za
pisemnou formu) se Zadavatelem. V
pfipadé souhlasu Zadavatele, tento
piijimé& dohodnuté cestovni naklady a
naklady na pobyt vzniklé v souladu s (i)
pfislusnymi  pravnimi  piedpisy, (ii)
pfislusnymi oborovymi etickymi ftady,
a (iii) v souladu s pokyny Zadavatele, a to
na zaklad¢é relevantnich a origindlnich
dokladii. Zadavatel nehradi Z4dné osobni
dodatecné ndklady, jako napiiklad
donaSka jidel na pokoj, minibar, prani
pradla, pronajem videa a jiné.

Hlavni zkouSejici prohlasuje a zarucuje
se, ze bude jednat pln¢ v souladu s
pfislusnou protikorupéni legislativou,
vcetné protikorupCnich ptedpisii platnych
v Rakousku a zemich, kde Hlavni
zkousejici pusobi, jakoz 1 protikorupcnich
predpisit jakékoli jiné zemé, které se
piipadné¢ vztahuji na cinnost Hlavniho
zkousejiciho. Hlavni zkouSejici nesmi
nabizet, slibovat nebo poskytnout Uplatek
ani zadny nepatiicny dar ani prospéch za
ucelem ziskani nepatficné vyhody v
souvislosti se sluZzbami poskytovanymi
dle této Smlouvy.

Hlavni zkouSejici nema narok stat se
zameéstnancem Zadavatele.
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6.2.

6.3.

6.4.

6.5.

6.6.

Obligation of the Sponsor

Sponsor undertakes to inform Principal
Investigator of chemical/pharmaceutical,
toxicological, pharmacological and
clinical data and results to justify nature,
scope and duration of the Trial.

Sponsor delivers the Trial medication
and any other Trial material free of
charge and in time.

If Sponsor supplies the Institution and
Principal Investigator with medical
devices and/or other equipment for use
in the Trial (hereinafter referred to as the
“Equipment”), the Equipment has to be
documented in the “Equipment Loaned
Log” which is part of the ISF. The terms
and conditions for provision of
Equipment are set forth in Appendix 3
of the present Agreement.

If locally required by law, Sponsor will
notify or obtain permission as applicable
from authorities to perform the Trial and
obtain approval from central or local
Ethic Committee.

Sponsor is responsible to provide an
appropriate local insurance for the Trial.
according to regulation 8 52 par.3f law

no. 378/2007 Coll, Act on
pharmaceuticals, as  subsequently
amended. Copy of the Insurance

certificate in Czech language is as an
appendix of this agreement. Sponsor is
obliged the above mentioned insurance
certificate keep update during all time of
the duration of the Clinical trial.

The Parties agree that liability for
negotiations with the ethical committee
IS up to Sponsor.

6.
6.1.

6.2.

6.3.

6.4.

6.5.

6.6.

Zavazky Zadavatele

Zadavatel se zavazuje informovat
Hlavniho zkousejiciho 0
chemickych/farmaceutickych,
toxikologickych, farmakologickych a
Klinickych datech a wvysledcich ke
zdivodnéni charakteru, rozsahu a doby
trvani Studie.

Zadavatel doru¢i Iléky pro Studii a
jakykoli ~ jiny material pro Studii
bezplatné a vcas.

Pokud Zadavatel doda Zdravotnickému
zafizeni a Hlavnimu ZkouSejicimu
zdravotnické prosttedky a / nebo jiné
zafizeni pro pouziti v Studii (dale
oznacované jen jako "Zafizeni"), toto
Zatizeni musi byt zaznamenano v
"Equipment Loaned Log/ Evidence
zapujceného zafizeni ", ktery je soucasti
ISF. Podminky pro poskytovéani zafizeni

jsou stanoveny v Priloze ¢. 3 této
Smiouvy.

Pokud je to na narodni Urovni
vyZzadovano zakonem, Zadavatel

uvédomi urfady o provadéni Studie nebo
ziska povoleni ufadi k provadéni Studie,
podle toho, jak je to vyZzadovano, a také
ziska schvaleni Ustfedniho nebo mistniho
Etického vyboru.

Zadavatel  odpovida  za  zajiSténi
piislusného pojisténi pro Studii pro dané
Uzemi. Zadavatel dale prohlasuje, Ze v
souladu s ustanovenim 8§ 52 odst. 3 pism.
f) zékona ¢. 378/2007 Sb., o 1éCivech, ve
znéni  pozdéjSich  predpist,  zajistil
smluvni  pojisténi za  Skodu  pro
zdravotnické zatizeni a zadavatele, jehoz
prostiednictvim je zajisténo 1 odSkodnéni
v pfipad¢ smrti subjektu hodnoceni nebo
v ptipadé Skody vzniklé na zdravi
subjektu hodnoceni v disledku provadéni
klinického hodnoceni. Kopie potvrzeni o
pojisténi v Ceském jazyce je uvedena v
ptiloze této smlouvy. Zadavatel je
povinen vyse uvedené pojiSténi udrzovat

v platnosti po celou dobu trvani
klinického hodnoceni.
Smluvni strany souhlasi s tim, Ze

odpovédnost za vyjednavani s etickym
vyborem leZi na Zadavateli.
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7.2.

7.3.

7.4,

7.5.

Payment of Fees/Remuneration
Financial  reimbursement  of
Institution and the Principal Investigator
for the work performed during the Trial
shall be made in accordance with
Appendix 1, which shall become an
integral part of this Agreement. A
payment of up to a maximum of EUR

will be made for each completed
patient who passed all visits as set forth
in the Trial Protocol. This payment
covers remuneration of the Institution
and the Principal Investigator and all
costs in connection with this Trial.

The Sponsor reserves the
right to withhold payment for patients,
completed or  withdrawn,  who
significantly violate the Trial Protocol.

If a patient does not meet the criteria of
a completed patient, a pro-rate payment
per patient will be made according to the
number of performed visits per patient
as set forth in Appendix 1.

The Sponsor shall pay for administrative
activities during study initiation and
conduct phase for the Trial in .
. Payments
shall be made after execution of this
Agreement within thirty (30) days of
Sponsor’s receipt of an original orderly
invoice issued by Institution.

Pharmacy fee — The Sponsor is obliged
to pay Institution a following net amount
as a reimbursement for the services
provided by the hospital pharmacy in
connection  with this  Trial:

Payment IMP delivery and its transfer to
the department
Payment for pharmacy services will be
made based on orderly invoice issued by
the Institution marked *“Pharmacy fee
RE-DUAL PCI”.

The orderly invoices shall be issued by
the Institution and sent to the following
address:

Boehringer Ingelheim RCV GmbH &

7

the 7.1,

7.2.

7.3.

7.4.

7.5.

Uhrada poplatkii/odmény

Financni nahrada pro Zdravotnické
zatizeni a Hlavniho zkousSejiciho za praci
odvadénou v pribé¢hu Studie bude
poskytovana v souladu s ustanovenimi
Ptilohy 1, ktera tvoifi nedilnou soucast
této Smlouvy. Za kazdého ukonceného
pacienta, ktery prosel vSemi navstévami,
jak je stanoveno v Protokolu studie, bude
provedena platba do vySe maximalné
. Tato platba zahrnuje odménu
pro Zdravotnické zafizeni i1 Hlavniho
zkouSejictho a uhradu vSech nakladi
v souvislosti s touto Studii.

Hlavni
zkouSejici a studijni tym. Zadavatel si
vyhrazuje pravo zadrZet platbu pro
pacienty, ukon¢ené nebo vytazené, kteti

zasadnim zpusobem porusili  Protokol
studie.
Jestlize  pacient nespliiuje  kritéria

dokoncené¢ho pacienta, pak bude podle
poc¢tu provedenych navstév na pacienta,
jak je stanoven v Piiloze 1, poskytnuta
platba za pacienta v pomérné vysi.
faze a dale v prub&éhu Studie

Platba bude
provedena po podpisu této Smlouvy do
téiceti (30) dnli po obdrzeni Zadavatelem
fadné¢  vystavené¢  faktury  vydané
Zdravotnickym zafizenim-.

Poplatek 1ékarn¢ — Zadavatel se zavazuje
uhradit Zdravotnickému zafizeni
castku za sluzby nemocni¢ni 1ékarny
souvisejici s touto studii v nasledujici
VYSi:

Platba za pfijeti zasilky hodnoceného
1é¢iva a jeji predani na oddéleni:
Platby za sluzby lékarny budou probihat
na zaklad¢ tadné faktury vystavené

Zdravotnickym  zafizenim  oznacené
»Lékarensky poplatek RE-DUAL PCI*.
Zdravotnickym zafizenim fadné

vystavené faktury budou zaslany na
nasledujici adresu:
Boehringer Ingelheim RCV GmbH & Co
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7.6.

1.1.

7.8.

7.9.

CoKG

P.O. Box: 90

Dr. Boehringer-Gasse 5-11
A-1121 Vienna, Austria
VAT-ID-No.: ATU 64226215

The above mentioned payment includes 7.6.

all taxes. VAT will be charged in
accordance with valid legislation - under
the reverse charge system for foreign
payments. The Institution and the
Principal Investigator are liable for
discharge of taxes on all payments
received under this Agreement in
accordance with the laws of the country
they are tax residents of. and confirm
that they observe the rules of the local
tax law.

Either Party to this Agreement shall bear
its own costs arising in connection with
the preparation, negotiation, execution
and performance of this Agreement,
including but not limited to all legal
fees, auditor’s fees and other
professional fees.

Payments will be made via foreign
payment transfer solely to an account in
the country where the
Institution/Principal Investigator
provided its/his work/services for the
trial and is a tax resident of. Bank
charges related to payment transfer will
be borne by Sponsor. Institution and/or
Principal Investigator are obliged to take
care of the existence/correctness as well
as completeness and validity of the bank
details  specified below in this
Agreement. In case any incorrect or
incomplete data is provided by the
Institution and/or Principal Investigator,
the payment cannot be executed by
Sponsor and Sponsor shall not be liable
for any payment delay. In case of any
changes of bank details (e.g. new bank
account number, deactivation of bank
account etc.) Institution and/or Principal
Investigator shall immediately notify
Sponsor or designated party of such
change.

In case the payment will be effected in 7.9.

1.1.

7.8.

KG

P.O. Box: 90

Dr. Boehringer-Gasse 5-11
A-1121 Vienna, Austria
VAT-ID-No.: ATU 64226215

VySe uvedena platba zahrnuje vSechny
dané. DPH bude uctovano dle platné
legislativy — do zahrani¢i v systému
reverse charge. Zdravotnické zafizeni a
Hlavni zkouSejici jsou odpovédni za
hrazeni dani ze vSech plateb obdrzenych
podle ustanoveni této Smlouvy v souladu
S pravnimi piedpisy zemé&, v niZz jsou
daflovymi rezidenty. , a soucasné
Zdravotnické zatizeni a Hlavni zkousSejici
potvrzuji, ze dodrzuji pfedpisy narodnich
danovych zakont.

KaZzda ze smluvnich stran této Smlouvy
ponese sve vlastni naklady vzniklé
v souvislosti s pfipravou, vyjednavanim,
vyhotovovanim a plnénim této Smlouvy,
zejména vSechny poplatky na pravni
sluzby, poplatky pro auditory a poplatky
za dalsi odborné sluzby.

Platby budou provadény prostfednictvim
zahrani¢nich pfevodi vyhradné na ucet
V zemi, kde Zdravotnické zafizeni/Hlavni
zkousejici provadéli svoji
praci/poskytovali svoje sluzby v ramci
Studie a v niz jsou danovymi rezidenty.
Bankovni poplatky souvisejici s ptevody
Uhrad ponese Zadavatel. Zdravotnické
zafizeni a/nebo Hlavni zkouSejici jsou
povinni  zajistit existenci/spravnost i
Uplnost a platnost bankovnich tdaji

uvedenych  dale vtéto  Smlouve.
V piipadé, Ze Zdravotnické zafizeni
a/nebo Hlavni zkouSejici poskytnou

jakékoli nespravné nebo nelplné Udaje,
nemuze byt pfislusna platba ze strany
Zadavatele provedena a Zadavatel nenese
odpovédnost za jakékoli prodleni s
platbou. V ptipad¢ jakychkoli zmén
v udajich o bankovnim spojeni (napiiklad
novy  bankovni  ucet, deaktivace
bankovniho  U¢tu  atd.))  uvédomi
Zdravotnické zafizeni a/nebo Hlavni
zkousejici okamzit¢ Zadavatele nebo jim
jmenovanou osobu o této zméng.

V piipadé provadéni twhrady v mistni
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7.10.

7.11.

local currency, the respective amount in
EUR will be converted into local
currency equivalent by the Austrian
National Bank according to the
exchange rate valid for the day of bank
transaction.

Payments will be made per visit and
according to the completed eCRF
screenshots twice a year. Payments will
be processed until 30 June (including
completed visits performed from
October to February) and 31 December
(including completed visits performed
from March to September) of the
respective accounting year to the name
and number of account indicated below
in EUR. The last payment will be done
within the period of last patient out and
study site closure, as soon as all queries
are resolved and no further are to be
expected.

All  payments to Institution, and
Principal Investigator will be sent to the
below stated bank accounts. The
Principal Investigator will distribute the
payment to the Trial team members
participating in the Trial according to
the actual work load.

Payment recipient no. 1.

7.10.

7.11.

mén¢ bude pfislusna castka v euro
pievedena rakouskou Narodni bankou do
ekvivalentu mistni mény podle sménného
kurzu platného pro den provedeni
bankovni transakce.

Vyplaty se provadéji za navstévu a podle
vyplnénych elektronickych  zaznamt
subjektti hodnoceni (eCRF screenshots),
a to dvakrat ro¢né. Vyplaty budou
zpracovany v EUR do 30. cCervna (a
zahrnou navstévy uskutecnéné za obdobi
fijen — Unor) a do 31. prosince (a zahrnou
navstévy uskutecnéné za obdobi biezen —
zatl) pfislusného tucetniho obdobi a
vyplaceny na jméno a Ccislo uctu
zvedeného nize. Posledni vyplata bude
provedena béhem obdobi od dokonceni
1écby posledniho pacienta a uzavieni
mista studie, jakmile budou dofeseny
veSkeré dotazy a dalSi jiz nebudou
ocekavany.

Vsechny platby Zdravotnickému zafizeni
a Hlavni zkouSejici budou zaslany na
nize uvedené ucty. Hlavni zkouSejici
rozdéli platbu c¢lentiim studijniho tymu
podilejicich se na studii dle odvedené
prace.

Pijemce plateb ¢. 1

1 Name of Karlovarska krajska 1 Zdravotnické Karlovarska krajska
" | Institution nemocnice a.s. " | zafizeni nemocnice a.s.
street | Bezrucova 19 ulice Bezrucova 19
postal postovni
2. | address code 360 01 2. | adresa | smérovaci | 360 01
city | Karlovy Vary cislo
3. | account number | 35-227290217/0100 mésto Karlovy Vary
4 exact name of Komeréni banka a.s., se 3. | cislo uctu 35-227290217/0100
" | bank sidlem Praha 1 4 pfesny nazev Komer¢ni banka a.s., se sidlem
5. | IBAN CZ5901000000350227290217 banky Praha 1
6. | SWIFT KOMBCZPPXXX IBAN CZ5901000000350227290217
Reason for SWIFT KOMBCZPPXXX
7. | payment Trial RE-DUAL PCI Dutvod thrady . i
(16 characters) 7 (16 znakt) Studie RE-DUAL PCI
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Payment recipient no. 2.

Ptijemce plateb ¢. 2

1 Name of _ 1. | Jméno ptijemce
" | Beneficiary ulice
street | | postovni
2 | address E:)(())Szal - 2. | adresa zrirslle(fova01
city - mésto
3. | account number | |G 3. | &islo uétu
4 exact name of _ 4 presny nazev
" | bank " | banky
5. | 1BAN — 5 | 1BAN
6. | SWIFT ] 6. | SWIFT
Reason for Duvod thrady
7. | payment ] 7. | (16 znaki)
(16 characters)

7.12. Reimbursement  for expenses of 7.12. Nahrada vydaji na 1éCeni v piipadé
treatment in the event of damage to Skody na zdravi pacienta bude feSena
health of patient shall be resolved within v rdmci pojistné smlouvy ¢.
the framework of the insurance policy

,  pojistovnou a
vsouladu spravnimi predpisy Ceské
, insurance company, and republiky tykajicimi se této problematiky.
in compliance with the Czech legal rules
and regulations regulating this issue.

8.  Inspections 8. Kontroly

8.1. Sponsor or a designated party shall have 8.1.  Zadavatel nebo jim jmenovana osoba mé
the right to inspect the progress of the pravo kontroly prubéhu Studie a kvality
Trial and the quality of obtained results ziskanych  vysledki ve  vzdjemné
at mutually convenient times. The dohodnutych terminech. Kontroly budou
inspections shall be as frequent as provadény v takovych intervalech, jaké
Sponsor deems necessary. Zadavatel uzna za potiebné.

8.2. Institution and Principal Investigator 8.2.  Zdravotnické zafizeni a Hlavni zkousSejici
agree to make available all Trial souhlasi stim, Ze poskytnou k dispozici
documents, results, materials and Trial vdechny  dokumenty,  vysledky a
patients’ medical records (including materialy ze Studie alékaifské zaznamy
non-Trial related medicinal records), as pacientat  vramci  Studie  (v€etné
defined in the Trial Protocol, and any 1ékaiskych zdznamd nesouvisejicich se
other information concerning the Trial if Studii) tak, jak je definovano v Protokolu
requested by Sponsor or the designated studie, a jakékoli dalsi informace tykajici
party. se Studie, pokud o to pozada Zadavatel

nebo jim urcend osoba.

8.3. Institution and Principal Investigator 8.3.  Zdravotnické zafizeni a Hlavni zkousSejici

acknowledge that there may be audits of
domestic, foreign and international
authorities/organizations, whose
activities consist in the registration of
medicinal products and/or

berou na védomi, ze mohou probihat
audity  domacich, zahrani¢nich a
mezindrodnich ufadd/organizaci, jejichz
aktivity spocivaji v registraci 1éCivych
piipravkt a/nebo dohledu/kontrole nad
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8.4.

9.2.

supervision/inspection of clinical
studies. In particular, the
aforementioned authorities/organizations
shall have the right to inspect the rooms,
the  procedures and  equipments
employed for the Trial, the manner of
data documentation and the storage of
documentation as well as the documents
concerning the Trial., including medical
documentation concerning all patients
included in the Trial.

In the event of a supervision/inspection

related to the Trial, within the scope of

the applicable laws and regulations,

Institution and Principal Investigator

agree to

a. notify Sponsor immediately,

b. cooperate with the representatives of
such authorities,

c. provide access to the
described Trial records,

d. provide Sponsor with a copy of the
inspection report, except for any
information concerning confidential
patient data and other confidential
information which may not be
disclosed according to applicable
local laws and regulations,

e. report to Sponsor any findings
during such audit.

above

Confidentiality

For the purpose of this Agreement
“Confidential Information” shall mean
all visual, oral, written and/or electronic
information and data on the
investigational product, any technical
and/or test results pertaining thereto and
any other matter related to the Trial that
Institution and Principal Investigator
have obtained from Sponsor for the
purpose of the conduct of the Trial or
generated pursuant to the Trial.
Institution and Principal Investigator are
obliged to keep such Confidential
Information as defined in clause 9.1. of
this Agreement strictly confidential.
Institution’s and Principal Investigator’s
obligations include, but are not limited
to:

8.4.

9.2.

klinickymi studiemi. Zejména pak tyto
vySse uvedené¢ ufady/organizace maji
pravo provadét kontrolu prostor, postupt
a zafizeni vyuzivanych vramci Studie,
zpusob dokumentace udaji a uchovavani
dokumentace 1 dokumentt tykajicich se
Studie., vcetné lékarské dokumentace
tykajici se vSech pacientti zahrnutych ve
Studii.

V piipadé dohledu/kontroly v souvislosti
se Studii, vramci pfislusnych pravnich
piedpist, souhlasi Zdravotnické zafizeni
a Hlavni zkousejici s tim, Ze

a. budou okamzité informovat
Zadavatele,

b. budou spolupracovat se zastupci
téchto uradu,

C. umozni pfistup KvySe popsanym

zdznamum v ramci Studie,

d. poskytnou Zadavateli kopii inspekéni
zpravy, s vyjimkou jakychkoli
informaci tykajicich se davérnych
udajii pacienti a jinych davémych
informaci, které nesmi byt
zptistupniovany  podle  pfisluSnych
mistnich pravnich ptedpist,

e. oznami Zadavateli jakakoli zjiSténi
Vv pritbéhu takového auditu.

Micenlivost

Pro ucely této Smlouvy znamend vyraz
»Duvérné informace™ vSechny vizualni,
ustni, pisemné a/nebo elektronické
infformace a Udaje o testovanem
produktu, jakékoli technické vysledky
a/nebo vysledky zkouSek s nimi
souvisejicich a jakékoli jiné zalezZitosti
souvisejici se Studii, které Zdravotnické
zafizeni a Hlavni zkouSejici obdrzi od
Zadavatele pro ucely provadéni Studie
nebo vytvoii v rdmci Studie.
Zdravotnické zatizeni a Hlavni zkousSejici
jsou povinni uchovéavat tyto Duivérné
informace, jak  jsou  definovany
v ustanovenich odst. 9.1. této Smlouvy,
V pfisné davérnosti.
Povinnosti Zdravotnického zafizeni a
Hlavniho zkouSejiciho zahrnuji zejména
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9.3.

9.4.

10.

10.1.

a. not disclosing the Confidential
Information to any third party
without prior written consent by
Sponsor,

b. not using the Confidential

Information for any other purpose

but the one agreed herein.
Notwithstanding the provision of clause
9.2.a., for the purpose of the
performance of the Trial Institution and
Principal Investigator may disclose
Confidential  Information to such
responsible employees or to third parties
to whom it shall be necessary and
essential for the conduct of the Trial to
disclose such information. Prior to
disclosure of any such Confidential
Information to employees and/or third
parties, Institution and  Principal
Investigator undertake to impose all
obligations on said employees and/or
third parties as imposed on Institution
and Principal Investigator according to
this Agreement.

The obligations set forth above in clause
9.1.-9.4. shall be valid for the duration
of this Agreement and shall additionally
expand for a period of fifteen (15) years
after termination of this Agreement.

Intellectual
rights

As Principal Investigator is obliged to
conduct the Trial strictly according to
the Trial Protocol it is not intended that
the Trial leads to the generation of
know-how, discoveries or patentable
inventions (“Inventions”). However, in
the event any Invention is made in
connection with the conduct of the Trial,
this shall be promptly disclosed to
Sponsor.  Institution and  Principal
Investigator are obliged to assign their
rights relating to the Invention to
Sponsor and/or its affiliated companies.
All Inventions shall be the sole and
exclusive property of Sponsor, who shall
have the sole and exclusive right to
apply for world-wide patent rights in its

Property and Patent

9.3.

9.4.

10.

10.1.

povinnost:

a. neodhalovat DUvérné informace zZadné
tieti osobé bez predchoziho pisemného
souhlasu Zadavatele,

b. nevyuzivat Duvérné informace pro
z4dny jiny ucel nez ucel dohodnuty
V této Smlouvé.
Bez Ujmy pro ustanoveni odstavce 9.2.a.
a pro ucely provadéni Studie mohou
Zdravotnické zatizeni a Hlavni zkousSejici
odhalovat Divérné informace tém
odpovédnym pracovnikim nebo tfetim
osobam, u kterych bude nezbytné a
podstatné jim pro provadéni Studie tyto
informace poskytnout. Pfed odhalenim
jakychkoli takovych Dutvérnych
informaci zaméstnanclim a/nebo tfetim
osobdm se Zdravotnické¢ =zafizeni a
Hlavni  zkouSejici zavazuji  pfenést
vdechny  povinnosti  na  uvedené
zam¢estnance  a/nebo  tfeti  osoby
v rozsahu, vnémz se v souladu stouto
Smlouvou tyto povinnosti vztahuji na
Zdravotnické zafizeni a  Hlavniho
zkousejiciho.
Povinnosti uvedené vySe v odstavcich
9.1. aZz 9.4. plati po celou dobu trvani této
Smlouvy a po ukonceni této Smlouvy
budou dodate¢n¢ prodlouzeny o Ilhiitu
dalSich patnacti (15) let.

Prava z duSevniho vlastnictvi a
patentova prava

Vzhledem k tomu, Ze Hlavni zkousejici je
povinen provadét Studii piesné v souladu
s Protokolem studie, neni zamérem, aby
Studie vedla kvytvofeni know-how,
objevii nebo patentovatelnych objevi
(“Vynélezy”). Ovdem v ptipadé, ze
v souvislosti s provadénim Studie bude
realizovan jakykoli Vynalez, bude tato
informace urychlen¢ sd€lena Zadavateli.
Zdravotnické zatizeni a Hlavni zkousSejici

jsou povinni postoupit svd prava
vztahujici se k Vynélezu na Zadavatele
a/nebo jeho spfiznéné spolecnosti.

Vsechny Vynalezy budou vyhradnim
vlastnictvim Zadavatele, ktery bude mit
vyhradni pravo uplatiiovat celosvétova
patentova prava svym jménem a na své
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10.2.

10.3.

10.4.

11.
11.1.

11.2.

11.3.

own name and its own costs, naming the
inventor, and to make unlimited use of
the Inventions. The Parties hereby agree
that any compensation which may be
due to the Principal Investigator on the
basis of any regulations for any
Inventions is fully paid up by the
Sponsor by the financial reimbursement
to the Institution and the Principal
Investigator as agreed upon in Article 7
of this Agreement.

Institution and Principal Investigator are
obliged to impose respective obligations
as set forth in this Agreement on all
persons involved in the Trial.

All  projects, data,  documents,
information, experiences and inventions
resulting from the Trial as well as all
study results shall be exclusively owned
by Sponsor. Accordingly Sponsor keeps
all rights for worldwide
commercialization of its respective
products and licenses without any
restrictions.

Institution and Principal Investigator
certify that the above mentioned
obligations are not contradictory to any
other agreement concluded with their
employees and/or third parties.

Publications
It is understood and agreed that any and
all information, data or discoveries

resulting from, generated or developed
by the Trial is the property of Sponsor
and may be used by Sponsor in
connection with any of its research,
development, marketing or promotional
activities.

Sponsor has unrestricted publication
rights on data resulting from the Trial
and may also give data to third parties
for publication.

Sponsor  recognizes that  Principal
Investigator has a responsibility to
ensure that results of scientific interest
arising from the Trial are appropriately
published and disseminated. Having in
mind that the Trial is multi-centered, any
publication based on the results obtained

10.2.

10.3.

10.4.

11

11.1.

11.2.

11.3.

naklady, pficemz uvede objevitele a bude
mit pravo na neomezené vyuzivani téchto
Vynalezi. Smluvni strany timto souhlasi
s tim, Ze jakéakoli nédhrada, ktera ptipadné
bude naleZet Hlavnimu zkouSejicimu na
zéklad¢ jakychkoli predpisii tykajicich se
Vynalezii, bude Zadavatelem plné
uhrazena formou finan¢ni  néhrady
Zdravotnickému zafizeni a Hlavnimu
zkouSejicimu tak, jak bylo dohodnuto
v Clanku 7 této Smlouvy.

Zdravotnické zatizeni a Hlavni zkousSejici
jsou povinni ulozit ptislusné zavazky tak,
jak jsou stanoveny touto Smlouvou, vsem
osobam zaangazovanym na provadéni
Studie.

VSechny projekty,

Udaje, dokumenty,

informace, zkuSenosti a  vynalezy
vyplyvajici ze Studie i vysledky studie
budou vyhradnim vlastnictvim
Zadavatele. V souladu s tim si Zadavatel
ponechava vSechna prava na
celosvétovou  komercializaci  svych
prislusnych produkti a licenci bez

jakychkoli omezeni.

Zdravotnické zatizeni a Hlavni zkousSejici
osvédéuji, ze vyse uvedené povinnosti
nejsou v rozporu s jakoukoli  jinou
dohodou uzavienou s jejich zaméstnanci
a/nebo tfetimi osobami.

Zverejnovani

Sjednava se, Ze veSkeré informace, data
nebo objevy vzniklé, vytvorené nebo
vyvinuté v rdmci Studie jsou vlastnictvim
Zadavatele a Zadavatel je mize vyuzivat

v souvislosti s jakymikoli svymi
vyzkumnymi, vyvojovymi,
marketingovymi  nebo  propagacnimi
aktivitami.

Zadavatel ma& neomezena prava na
zvetejiovani udajii  vyplyvajicich ze

Studie a muze poskytovat tdaje také
ttetim osobam ke zvefejnéni.

Zadavatel bere na védomi, ze Hlavni
zkouSejici ma odpovédnost za zajisténi
toho, aby vysledky védeckého zdjmu
vzniklé  ze  Studie byly fadné
zvetfejiiovany a Sifeny. Majice na paméti,
Ze Studie je multicentrickd, nebude Zadné
uvetejnéni  vysledkii  ziskanych na
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11.4.

12.
12.1.

12.2.

at the Principal Investigator’s site (or a
group of sites) shall not be made before
the multi-centre  publication(s). In
agreement with the Trial’s Principal
Investigator (for sake of clarity the term
“Trial’s Principal Investigator” means
the worldwide responsible Investigator)
and Sponsor, subject to the conditions

set forth below, the participating
Principal Investigators may publish on
data they have contributed after

obtaining agreement with the Trial’s
Principal Investigator and Sponsor in
writing.

In case any publication is intended by
Principal Investigator and subject to
clause 11.3.,

a. all manuscripts shall be submitted to
Sponsor for review and comment
prior to publication. In order to
ensure that Sponsor will be able to
make comments and suggestions
where pertinent, papers must be
provided to Sponsor no later than 8
weeks, abstracts no later than 2
weeks prior to submission for
publication. Sponsor will respond to
such  submissions  within a
reasonable period of time, not to
exceed thirty (30) days. All
reasonable comments made by
Sponsor in relation to a proposed
publication must be incorporated
into the publication.

b. Sponsor reserves the right to name
co-authors.

Duration of the Agreement

This Agreement comes into effect after

signing by all Parties and is valid for the

whole duration of the Trial (until the

Close-Out Visit has been performed).

Sponsor has the right to discontinue the

Trial prematurely due to

a. insufficient recruitment (e.g. in case
a minimum of 1 patient is not
enrolled within the first 3 months
after the initiation of the trial),

b. the fact that the worldwide
recruitment goal has been achieved

11.4.

12.
12.1.

12.2.

pracovisti Hlavniho zkousejiciho (nebo
na skupin¢ pracovist) provedeno pied
uvefejnénim multicentrickym. Ve shodé
s Hlavnim  zkouSejicim  Studie (pro
ujasnéni  znamena  vyraz  Hlavni
zkousejici Studie Zkousejiciho
s celosvétovou odpovédnosti) a
Zadavatelem a za podminek uvedenych
nize mohou zucastnéni Hlavni zkousSejici
uvetejiiovat udaje, kterymi pfispé€li, po
uzavieni pisemné dohody s Hlavnim
zkouSejicim Studie a Zadavatelem.

V ptipadé¢  jakéhokoli  zdméru na

uvetejnéni ze strany Hlavniho

zkousejiciho a v souladu s podminkami

ustanoveni odstavce 11.3.,

a. budou vsechny rukopisy pred
uvefejnénim  pfedany  Zadavateli
Kk pfezkoumani a pfipominkovani. Pro
zajisténi, ze Zadavatel bude schopen
pfipominkovat a podavat navrhy, kde
to bude vhodné, museji byt podklady
Zadavateli poskytnuty nejpozdéji osm
tydnil a abstrakty nejpozd¢ji dva tydny
pfed pfedanim materiali k uvefejnéni.
Zadavatel odpovi na takova podani
v pfim¢fené¢  lhuté, ktera  vSak
neptfekro¢i tficet (30) dnd. VsSechny
odiivodnéné ptripominky Zadavatele ve
vztahu Kk navrhovanému zvefejnéni
museji byt do  zvefejiilovaného
materialu zapracovany.

b. Zadavatel si vyhrazuje pravo jmenovat
spoluautory.

Doba trvani Smlouvy

Tato Smlouva nabyva ucinnosti po

podpisu véemi Smluvnimi stranami a je

platné po celou dobu trvani Studie (az do

vykonani Zavére¢né navstévy).

Zadavatel ma pravo prerusit

predcasné

a. z duvodu nedostatecného naboru
(naptiklad v ptipad¢€, ze za prvnich 3
mésict od zahdjeni Studie se nepodaii
nabrat alespon 1 pacienta),

b. kvuli skutecnosti, Ze bylo jiz dosazeno
celosvétového cile v naboru

Studii
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12.3.

12.4.

c. material breach of the Agreement by
Institution or Principal Investigator
(in particular violation of any of
their obligations set forth in sections
4,5,9,10and 11),

d. safety reasons,

e. if e.g. insolvency proceedings have
been initiated against Institution or
Principal Investigator; retirement of
Principal Investigator or resigning
from Institution if an appropriate
successor cannot be nominated as
indicated in paragraph 4.1 a of this
Agreement

Termination of the Agreement by
Sponsor shall be made in writing with
30 days’ notice. The termination period
shall commence at the moment of
written termination notice delivery to the
contractual parties.

Sponsor has the right at any time, with
at least thirty (30) days prior written
notice to the Institution/Investigator, to
terminate this Agreement. In event of
such termination by Sponsor, Principal
Investigator and  Institution  shall
immediately cease, upon receipt of such
notice, to enroll patients and to treat
already enrolled patients with the Trial
medication, except if the safety of such
enrolled patients could be endangered or
if the Institution/Principal Investigator is
otherwise instructed by Sponsor.

Institution/Principal Investigator have
the right to terminate the Agreement in
the case of:
- concerns regarding the safety of Trial
subjects,
- a serious breach of the Agreement by
the Sponsor.
In the above cases, Institution/Principal
Investigator may  terminate  the
Agreement in writing upon 30 (thirty)
days notice period. Contractual parties
undertakes, that Trial will be terminated
in moment, when specialized proper
care is given to all patients (Trial

12.3.

12.4.

Cc. z divodu podstatného poruseni
Smlouvy ze strany Zdravotnického
zafizeni nebo Hlavniho zkousejiciho
(zejména poruSeni jakychkoli jejich
povinnosti stanovenych
v ustanovenich Clanku 4, 5, 9, 10 a
11),

d. z bezpe¢nostnich davodu,

e. pokud bylo =zahdjeno insolvencni

fizeni proti Zdravotnickému zatizeni
nebo Hlavnimu zkouSejicimu,
Hlavni zkousejici odesel do dichodu
nebo rezignoval na svoji pozici
ve Zdravotnickém zafizeni, jestlize
nastupce nemuze byt nominovan, jak
je uvedeno vodstavci 4.1 této
smlouvy).

Ukonceni smlouvy ze strany Zadavatele

bude provedeno pisemné s tficetidenni

vypovédni dobou. Vypovédni doba
zaina  bézet momentem  doruceni
pisemné vypoveédi smluvnim strandm.

Zadavatel ma pravo tuto smlouvu,
kdykoliv pisemné vypovédét bez uvedeni
divodu s tficetidenni (30) vypovédni
dobou. Pokud by doslo k vypovedi ze
strany Zadavatele, jsou Zdravotnické
zatizeni a Hlavni zkouSejici, po obdrzeni
pisemné vypovédi, povinni ihned zastavit
nabirani pacientl do Studie a lécbu
pacientli jiz do Studie zapojenych, s
vyjimkou piipadi, kdy by léceny pacient
zapojeny do Studie mohl byt ohrozen
anebo pokud by Zdravotnické zafizeni
a/nebo Hlavni zkousejici obdrzeli od
Zadavatele jiny pokyn.

Zdravotnické zafizeni/ ZkouSejici maji
pravo  ukon¢it tuto  smlouvu v
nasledujicih ptipadech:

- obavy tykajici se bezpecnosti pacientt,

- zavazne poruseni smlouvy
Zadavatelem

ve vyse uvedenych piipadech,
Zdravotnické zatizeni/ ZkousSejici mohou
pisemné vypovedét smlouvu S
tticetidenni  (30) vypovédni dobou.
Smluvni strany se timto zavazuji, Ze
studie bude ukoncena az v okamziku, kdy
bude vSem pacienttiim (subjektim studie)
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12.5.

13.

14.
14.1.

14.2.

subjects) Trial subjects may not suffer
any harm to their lives or their health
due to early termination of the
Agreement.

Upon any termination, Institution and
Principal Investigator shall return or
destroy any Trial medication, Trial
material and equipment as instructed by
Sponsor or designated party.

Remote Data Capture

The terms and conditions for the Remote
Data Capture (RDC) System used in the
Trial are defined Appendix 2, which
shall become an integral part of the
Agreement.

Final provisions

This Agreement has been executed in
Czech and in English. The parties hereto
agree that the Czech wversion shall
prevail over the English for all matters
of interpretation.

Neither Party may assign or otherwise
transfer its rights or duties under this
Agreement to any third party without the
prior written consent of the other Party,
except that Institution and Principal
Investigator herewith expressly agree
that Sponsor may assign or transfer its
rights and duties without prior consent
to its Affiliated Companies. Any legal
successor of Sponsor shall be deemed an
Affiliated Company of Sponsor for the
purpose of this Agreement. "Bl
Affiliated Companies™ for the purposes
of this Agreement shall mean companies
or business entities being controlled by,
controlling or being under common
control with  Sponsor and their
respective legal successors due to
merger, transformation or similar
transaction. For purposes of this
definition, “control” shall mean the
possession, directly or indirectly or the
power to direct or cause the direction of
the management and policies of an
entity (other than a natural person),
whether through the majority ownership
(> 50 %) of voting capital stock, by

12.5.

13.

14.
14.1.

14.2.

poskytnuta nalezitdi odborna  péce.
Pacienti nesmi byt ohroZeni na zdravi ani
nesmi byt ohroZzen jejich  Zivot
pred¢asnym ukoncenim smlouvy.

Po  jakémkoli ukoneni  smlouvy
Zdravotnické zatizeni i Hlavni zkouSejici
vrati nebo zlikviduji vSechny 1éky,
materialy a zafizeni v ramci Studie, a to
v souladu s pokyny Zadavatele nebo jim
jmenované osoby.

Dalkové uchovavani dat

Podminky pro Systém  dalkového
uchovavani dat (RDC) vyuZzivany v ramci
Studie jsou definovany v ustanovenich
Ptilohy 2, ktera tvoifi nedilnou soucast
této Smlouvy.

Zavérefna ustanoveni

Tato smlouva je vyhotovena v ¢estiné a
angli¢tin€. Smluvni strany se dohodly, ze
ve vSech otazkach interpretace a vykladu
rozhoduje Ceské znéni nad anglickym.

Z4dna ze Smluvnich stran neni opravnéna
postoupit ani jinak pievést sva prava
nebo povinnosti ztéto Smlouvy na
zddnou tieti osobu bez predchoziho
pisemného souhlasu druhé Smluvni
strany,  svyjimkou  pfipadi, kdy
Zdravotnické zafizeni a Hlavni zkousejici
vyslovné souhlasi stim, Ze Zadavatel
muze postoupit nebo prevést sva prava a
povinnosti bez ptedchoziho pisemného
souhlasu na své Spiiznéné spolecnosti.
Jakykoli pravni nastupce Zadavatele bude
pro ucely této Smlouvy povazovan za
Spfiznénou spolecnost Zadavatele. "BI
Sptiznéné spolecnosti" pro ucely této
Smlouvy znamena spolecnosti nebo
podnikatelske subjekty ovladané
Zadavatelem, ovladajici Zadavatele nebo
podléhajici  ovladani  Zadavatelem,
pfipadné¢ 1 jejich pfislusné pravni
nastupce vzniklé slouc¢enim, pieménou
nebo podobnou transakci. Pro ucely této
definice ,,ovladani“ znamena drzeni, at’
jiz pfimo, ¢i nepfimo, nebo pravomoc
fidit nebo nechat fidit vedeni a strategie
subjektu (jiného nez fyzicka osoba), at’
jiz prostiednictvim vétsinového
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14.3.

14.4.

14 5.

contract or otherwise.

All amendments and modifications to 14.3.

this Agreement including this clause
shall only be effective if made in
writing.

In case one or more provisions
contained in this Agreement should be
or become, or be declared or held, fully
or in part invalid, illegal or
unenforceable in any respect under any
applicable law, court proceedings or any
other governmental or other regulatory
authority, the validity, legality and
enforceability of the  remaining
provisions of this Agreement shall not in
any way be affected or impaired. The
Parties agree to substitute for any such
invalid, illegal or unenforceable
provision a valid, legal and enforceable
provision which achieves to the greatest
extent possible the legal, economic and
commercial purposes of the invalid,
illegal or unenforceable provision.

This Agreement, including its formation
and interpretation shall be governed and
construed in accordance with the laws of
the Czech Republic without recourse to
the conflict of laws provisions thereof.
The competent courts in the Czech
Republic  shall have  exclusive
jurisdiction.

14.4.

145.

vlastnictvi  (>50%)
s hlasovacim  pravem,
smlouvy, ¢i jinak.
Vsechny zmény a doplnéni této Smlouvy,
veetné tohoto ustanoveni, budou uUc¢inné
pouze v pisemné podobg.

cennych  papirt
na  zakladé

V piipadé, Ze jedno nebo vice ustanoveni
obsaZzenych v této Smlouvé je nebo se
stane nebo bude prohlaSeno nebo
povazovano za zcela ¢i ¢astené neplatné,
nezakonné nebo nevymahatelné
v jakémkoli ohledu podle jakéhokoli
vztahujiciho se prava, soudniho fizeni
nebo jiného statniho ¢i jiného regulacniho
ufadu, pak platnost, zakonnost a
vymahatelnost zbyvajicich ustanoveni
této Smlouvy nebude zaddnym zpiisobem
ovlivnéna ani naruSena. Smluvni strany
souhlasi s tim, Ze nahradi jakékoli takové
neplatné, nezakonné nebo nevymahatelné
ustanoveni  platnym, zdkonnym a
vymahatelnym ustanovenim, které bude
V maximalni mozné mife dosahovat
stejného  pravniho, ekonomického a
obchodniho  ucelu  jako  pfislusné
neplatné, nezakonné nebo nevymahatelné
ustanoveni.

Tato Smlouva, vcetné jejiho uzavieni a
vykladu, se fidi pravnim fadem Ceské
republiky, vsouladu snimz se také
vyklada, bez piihlédnuti k jeho
ustanovenim tykajicim se kolize pravnich
norem. Vyhradni jurisdikci maji ptisluSné
soudy v Ceské republice.
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14.6. The Parties hereto have caused this 14.6. Smluvni strany nechaly tuto Smlouvu

Agreement to be executed in 3 (three) fadné podepsat ve 3 (tfech) originalnich
originals by their duly authorized vyhotovenich svymi fadné¢ zmocnénymi
representatives. zastupci.

Vienna, 18 March 2015

BOEHRINGER INGELHEIM
RCV GmbH & Co KG

ppa. V.

Dr. Sebastian Gruson Dr. Jens Cronlein

Head Legal Department / Regional Head Therapeutic Area Management /
Vedouci pravniho odd¢leni Regionalni feditel Rizeni 1écby

Karlovy Vary, ........... , 2015 Karlovy Vary, ........... , 2015

Karlovarska krajska nemocnice a.s. Prim. MUDr. Michal Pad our

MUDir. Josef Mérz, ptedseda piedstavenstva Prim. MUDr. Michal Pad our

MUDr. Jifi Hofmann, mistopfedseda Principal Investigator/ Hlavni zkouSejici
pfedstavenstva

Karlovarska krajska nemocnice a.s.
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Appendix 1 Priloha 1

Payment Schedule for BI CT No. 1160.186 Harmonogram plateb pro BI CT ¢. 1160.186
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Appendix 2

Remote Data Capture (RDC)

1) Provision of equipment required

Remote Data Capture (“RDC”) must be used
for data entry in this Trial. The Institution and
Principal Investigator shall decide whether they
are using their own computer or Sponsor shall
provide a notebook for data entry.

Sponsor has commissioned a third contracting
party to determine if the equipment of the
Institution/Principal Investigator is suitable for
RDC or if Sponsor should provide a notebook.

In case Sponsor provides a notebook the Parties
agree on the following.

e Sponsor through a third contracting party is
responsible for delivery and maintenance
of the notebook and collecting it again at
the end of the Trial.

e Institution and Principal Investigator shall
guarantee that the notebook is kept in a safe
place. When the notebook is not in use it
must be stored in order to protect it from
loss or theft, destruction, damage, or
impairment.

e Principal Investigator agrees to use the
notebook exclusively for prescribed
purpose, which is the entry and transfer of
Trial relevant data. No other software may
be installed on the notebook except that
provided by and approved by Sponsor.

e Principal Investigator undertakes to return
the notebook including all accessories to
Sponsor in perfect condition upon
completion of the Trial at the Institution or
upon request of Sponsor. Sponsor will
assume the costs of returning the notebook.

e Principal Investigator shall immediately
inform  Sponsor if any repair or
maintenance of the notebook is necessary.

e Principal Investigator shall inform all Trial
team members involved in the use of the
notebook about the requirements on its use
and maintenance.

e Hlavni

e Hlavni

Priloha 2

Dalkové uchovavani dat - Remote Data
Capture (RDC)

1)  Poskytnuti potifebného vybaveni
Remote Data Capture ("RDC") je v této studii
pouzivan pro zadavani dat. Zdravotnické
zafizeni a Hlavni zkouSejici se musi
rozhodnout, zda budou pouzivat svlij vlastni
pocita¢, nebo vyuziji notebooku poskytnutého
zadavatelem.

Posouzeni, zda je vybaveni Zdravotnického
zatizeni/Hlavniho zkousSejictho vhodné pro
praci sRDC, ¢i zda bude tieba poskytnout
notebook zadavatele, provadi tfeti strana.

V ptipad¢, ze Zadavatel poskytne notebook, ta
se Smluvni strany dohodly na nésledujicim:

e Zadavatel je zodpovédny za dodani, adrzbu

a odvoz notebooku po ukonceni Studie
prostiednictvim tieti strany

e Zdravotnické zafizeni a Hlavni zkousejici

musi zajistit, Ze notebook bude uloZen na
bezpe¢ném misté. Pokud neni uzivan, musi
byt ulozen tak, aby byl chranén pied
kradezi, zniCenim, kradezi, zniCenim,
poskozenim nebo znehodnocenim.

e Hlavni zkouSejici se zavazuje pouZivat

notebook pouze pro piedepsané ucely,
kterymi jsou zadavéani a prenos studijnich
dat. Zadny jiny software nemize byt
nainstalovan na notebooku kromé toho,
ktery je poskytnut a schvalen Zadavatelem.
zkouSejici se zavazuje vratit
notebook  vcetné¢ vSeho  pfisluSenstvi
Zadavateli v perfektnim stavu po ukonceni
Studie ve Zdravotnickém zafizeni, nebo na
Zadost  Zadavatele.  Zadavatel  uhradi
vSechny naklady souvisejici s vracenim
notebooku.

zkouSejici  musi  neprodlen¢
informovat Zadavatele, pokud jsou potieba
jakékoliv opravy nebo Udrzba notebooku.

e Hlavni zkouSejici bude informovat vSechny

Cleny studijniho tymu zapojené¢ do
pouzivani notebooku o podminkach jeho
uziti a adrzby.
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2) System access

Access to the computer system is password-
protected. Only authorized persons shall have
access. Sponsor will issue each suitable person
who requires access to the computer system in
the course of the Trial with a dedicated user
name and password. The list of authorized users
will be kept at the Institution.

User names and passwords must not be used by
or together with any other person, every
authorized user will be given his/her own name
and his/her own password which must be used
for data entry. Each user is liable for actions
performed under his/her user name.

3) System security

Principal Investigator shall guarantee that the
computer systems used for RDC (irrespectively
if their own computer or a notebook supplied by
Sponsor is used) are protected against
unauthorized use, in particular:

e Through logging out when not using or
during the wuser’s absence where the
computer system is left unattended.

e Locking the room when data entry is
interrupted and the user has to leave the
computer system unattended.

4) System training

All persons using the system must have
completed the web-based training provided by
Sponsor prior to performing Trial related tasks
in the RDC system. Upon completion of the
web-based training, the trainings certificate of
each authorized person using the system must
be stored at the Institution as well as a copy of
the trainings certificates in the ISF.

5) Data entry

Data entry is defined as transcription of data

elements (e.g. race, white blood cell count or

any other clinical observations, etc) into the

computer system by

e Transcription of data from paper source
documents such as e.g. Trial participants
hospital chart, instrument printout, etc.

e Transcription of data from electronic
source documents.

It is essential that data entered into the

2) Piistup do systému

Pristup k pocitaovému systému je chranén
heslem. Pfistup bude =zajistén  pouze
opravnénym osobam. Zadavatel vyda kazdé
opravnéné osobé, kterd vyzaduje pristup do
systému v prabéhu Studie, unikatni uzivatelské
jméno a heslo. Seznam opravnénych uzivatelt
bude uloZen ve Zdravotnickém zafizeni.

Kazdy opravnény uzivatel bude mit vlastni
jméno a vlastni heslo, UZivatelska jména a
hesla nesméji byt pouzivana jinou osobou
zadavajici data. Kazdy uzivatel nese
odpovédnost za akce provadéné pod jeho
uzivatelskym jménem.

3) Bezpecnost systému
Hlavni zkousejici zodpovida, ze pocitacovy
systém pouzivany pro vstup do RDC (bez
ohledu na to, zda se pouziva vlastni pocitac
nebo notebook dodany Zadavatelem) je chranén
proti neoprdvnénému pouziti. Mezi povinnosti
patii zejména:

e Disledné odhlaSovani uzivatele pokud

necha notebook bez dozoru

e Uzamceni mistnosti, pokud je zadavani
dat pferuSeno a uzivatel musi opustit
mistnost.

4) Skoleni k systému

VSechny osoby opravnéné k pouzivani systému
musi absolvovat pfed zahajenim uzivani RDC
online Skoleni pfipravené¢ Zadavatelem. Po
absolvovani online Skoleni musi mit kazda
opravnéna osoba ulozen certifikat o Skoleni v
Zdravotnickém zafizeni, a to v ISF.

5) Zadavani dat
Zadavani dat je definovano jako piepis
informaci (napf. rasa, pocet bilych krvinek nebo
jakékoliv jiné Kklinické zaznamy, atd.) do
pocitacového systému
e Piepisem ze zdrojovych dokumentl v
listinné podobé, jako je napt. chorobopis
nebo zdznam vysSetfeni
e Piepisem udaji =z
zdrojovych dokumenti.
Je nezbytné, aby data zadand do pocitatového

elektronickych
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computer system must always be ascribable to
source documentation to be maintained at the
Institution. Data entry into the computer system
must only be performed by authorized persons.

6) Signature of the data

The Principal Investigator shall confirm the
completeness and correctness of all data
transcribed into the computer system by
applying an electronic signature. The electronic
signature has the same legal status as a manual
signature. The electronic signature is assigned
to the Principal Investigator’s user name and
password, no other person is authorized to use
these.

7) Data archival

After completion of the Trial Sponsor will
provide the Principal Investigator with a CD-
ROM containing the entered and signed data for
all patients of this site, including the audit
trail/discrepancy  details.  The  Principal
Investigator shall confirm the receipt, as well as
the verification of completeness and correctness
of the data contained on the CD-ROM to
Sponsor. The CD-ROM shall be archived as
part of the ISF, to be readily available for audit
and inspection purposes.

systétmu byla vzdy pfifaditelnd ke zdrojové
dokumentaci  uchovavané  Zdravotnickym
zafizenim. Zadavani dat do pocitacového
systtmu muze byt provadéno  pouze
opravnénymi osobami.

6) Potvrzeni dat

Hlavni zkouSejici potvrdi Uplnost a spravnost
vSech dat prepsanych do pocitacového systému
pouZzitim elektronického podpisu. Elektronicky
podpis ma stejnou pravni silu jako vlastnoruéni
podpis. Elektronicky podpis je piifazen k
uzivatelskému jménu a heslu Hlavniho
zkousejiciho, Zadné jina osoba neni opravnéna
jej pouZivat.

7) Archivace dat

Po dokonceni Studie Zadavatel poskytne
Hlavnimu zkouSejicimu CD-ROM, ktery
obsahuje vSechna zadana a podepsana data pro
vSechny pacienty v daném centru, vcetné
podrobnosti o audit trail / a feSeni neshod.
Hlavni zkousejici potvrdi Zadavateli piijeti,
stejné jako ovéfeni Uplnosti a spravnosti udaji
obsazenych na disku CD-ROM. CD-ROM musi
byt archivovan jako soucdst ISF, aby byl
snadno dostupny pro tucely auditu a inspekce.
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In case Sponsor

Appendix 3
EQUIPMENT

supplies Institution and

Principal Investigator with Equipment for use in
the Trial the following shall apply.

1) Provision of Equipment

Sponsor is the owner of the Equipment or has
contracted a vendor to supply Institution and
Principal Investigator with the Equipment free
of charge and for use solely for the purpose of
conducting the Trial. Each supply and return of
Equipment must be properly documented in the
“Equipment Loaned Log” which is part of the
ISF.

2) Rights and duties of Sponsor

Sponsor shall hand over to the Principal
Investigator the Equipment in a condition fit
for its proper use.

Sponsor shall inform Principal Investigator
how to use the Equipment and requirements
for its regular standard maintenance.

Should Sponsor find out that the Principal
Investigator do not use the Equipment
properly, use it contrary to the purpose it
serves or use it for other purpose than
conducting the Trial, Sponsor shall be
entitled to request the immediate return of
the Equipment.

Sponsor agrees to provide at its costs for
maintenance or repair of defects of the
Equipment. Maintenance or repairs will be
provided only through Sponsor. Should the
Principal Investigator breach this provision,
it shall pay the costs of the maintenance or
repairs and shall be held liable for any
damage that might be caused to Equipment
due to this.

3) Rights and duties of the Principal
Investigator

The Principal Investigator is obliged to

determine a suitable location for the

Equipment and protect it from loss or theft,

destruction, damage, or impairment.

In the course of the handover of the

Priloha 3

ZARIZENI

V ptipadé, ze Zadavatel doda Zdravotnickému
zatizeni a Hlavnimu zkouSejicimu zafizeni pro
provadéni Studie, plati nasledujici

1)

Poskytnuti zafizeni

Zadavatel je vlastnikem =zafizeni nebo najal
dodavatele k poskytnuti zatizeni Zdravotnickému
zatfizeni a Hlavnimu zkouSejicimu zdarma a
pouze pro ucely Studie. Kazdé dodani a vraceni

zafizeni musi byt fadné¢ zdokumentovdno v

n

Equipment Loaned Log/ Evidence zaptjé¢eného
zafizeni ", ktery je soucasti ISF.

2)

3)

Prava a povinnosti Zadavatele

Zadavatel prfedd Hlavnimu zkouSejicimu
zafizeni ve stavu zpusobilém pro jeho
sprévne pouziti.

Zadavatel bude informovat Hlavniho
zkousSejiciho o spravném pouziti zafizeni a
jeho pravidelné bézné udrzbé.

Pokud Zadavatel zjisti, Zze Hlavni zkouSejici
neuziva zafizeni spravné, v rozporu s jeho
ucelem, nebo pro jiné nez studijni Gcely, ma
Zadavatel pravo poZadovat okamZité vraceni
zatizeni.

Zadavatel se zavazuje zajistit na své naklady
tdrzbu nebo opravy vad zatizeni. Udrzba a
opravy budou poskytovany pouze
prostiednictvim Zadavatele. V pftipade, ze
Hlavni zkouSejici porusSi toto ustanoveni,
zodpovida za Uhradu udrzby nebo opravy a
nese odpoveédnost za jakékoli Skody, které by
tim mohly byt na zafizeni zptisobeny.

Prava a povinnosti Hlavniho zkousejiciho

Hlavni zkouSejici je povinen ur¢it vhodné
misto pro uloZeni zafizeni a chranit jej pted,
ztratou nebo odcizenim, ztratou nebo
odcizenim, znienim, poskozenim nebo
znehodnocenim

V pribéhu ptedani zafizeni musi Hlavni
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Equipment the Principal Investigator shall
examine the technical condition of the
Equipment and confirm that they have been
informed about the requirements on its use
and maintenance.

e The Principal Investigator shall use the
Equipment solely for the purpose of
conducting the Trial and in a manner
adequate to the nature and qualification of
the Equipment as well as in accordance with
the purpose it serves.

e The Principal Investigator shall not be
entitled to make any alterations in the
Equipment.

e The Principal Investigator will reimburse
the Sponsor for any -provable damage to or
loss or theft- of- the Equipment.

e The Principal Investigator shall immediately
inform Sponsor if any repair or maintenance
of the Equipment is necessary.

e The Principal Investigator shall inform all
Trial team members involved in the use of
the Equipment about the requirements on its
use and maintenance.

e Upon request, the Principal Investigator
shall provide Sponsor with access to the
Equipment in order to perform regular
service inspections and to check whether the
Principal  Investigator is using the
Equipment in the way agreed herein.

4) Rights and duties of the Institution

e Institution is obliged to provide for a
suitable location and facilities to store the
Equipment in order to protect it from loss or
theft, destruction, damage or impairment.

5) Return or sale of Equipment

The Principal Investigator shall return the
Equipment to Sponsor as soon as it is not needed
any more, at the latest upon completion of the
Trial or in case the Trial is discontinued
prematurely in accordance with section 11. of
the present Agreement.

The Parties shall mutually agree on the exact
date, time and location of the intended return.
The Principal Investigator shall return the
Equipment to Sponsor in the same condition as

zkousejici provéfit technicky stav zafizeni a
potvrdi, Ze byl informovan o pozadavcich na
jeho pouziti a adrzbu.

e Hlavni zkouSejici musi pouzivat zafizeni
pouze pro ucely provadéni Studie a zptisobem
pfiméfenym k povaze zafizeni, jakoz i v
souladu s uc¢elem, kterému slouzi.

e Hlavni zkousSejici neni opravnén provadét
zadné zmény na zafizeni.

e Hlavni  zkou$ejici  uhradi  Zadavateli
prokazatelné poskozeni ¢i Skodu, kterou
Hlavni zkousSejici na zatizeni zpusobil.

e Hlavni  zkouSejici  bude  neprodlené
informovat Zadavatele, pokud bude nutna
jakakoliv oprava nebo udrzba zatizeni.

e Hlavni zkouSejici bude informovat vSechny
¢leny studijniho tymu zapojené do pouzivani
zafizeni o podminkéch jeho uziti a udrzby.

e Hlavni zkouSejici na pozadani poskytne
Zadavateli pristup k zafizeni za tucCelem
provedeni pravidelné servisni prohlidky a za
ucelem kontroly, zda Hlavni zkouSejici uziva

zatizeni, dle dohodnutych podminek.
4) Prava a povinnosti Zdravotnického
zarizeni

e Zdravotnické zafizeni je povinno zajistit
vhodné misto pro uloZeni zafizeni, tak aby
bylo chranéno pted ztratou nebo odcizenim
pted ztratou nebo odcizenim, zni¢enim,
poskozenim nebo znehodnocenim.

5) Navraceni nebo odprodej zarizeni
Hlavni zkouSejici je povinen vratit zafizeni
Zadavateli ihned jakmile ho nadéle nebude
potiebovat a nejpozdéji pfi piilezitosti ukonceni
Studie (tyka se i predcasného ukonceni Studie,
jak je popséano v ¢asti 11 této Smlouvy).

Smluvni strany se vzdjemné dohodnou na
pfesném datu, Case a misté planovaného vraceni.
Hlavni zkouSejici je povinen vratit zafizeni
Zadavateli ve stejnem stavu, v jakém jej obdrzel
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received, normal wear and tear that may be
expected from proper use. -

The costs of returning the Equipment shall be
borne by Sponsor.

In case the return of the Equipment is not
intended, the Institution and/or the Principal
Investigator and the Sponsor may enter into
discussions about sale of the Equipment.

In case the |Institution or the Principal
Investigator is interested in purchasing the
Equipment a separate contract between Sponsor
and Institution or the Principal Investigator will
be concluded determining the price and other
terms and conditions of the sale of Equipment.
The Parties acknowledge that no Equipment
owned by Sponsor or vendor can be left at the
Institution upon completion of the Trial.

s vyjimkou bézného opotiebeni, které lze
ocekdvat pii  jeho  spravném = pouziti.
Néklady spojené s vracenim zafizeni hradi
Zadavatel.

V ptipad¢, Zze vraceni zafizeni neni planovano,
mohou Zdravotnické zafizeni a/nebo Hlavni
zkouSejici a Zadavatel zahgjit jednani o
odprodeji zatizeni.

V pfipadé, Ze Zdravotnické zafizeni a/nebo
Hlavni zkouSejici maji zajem o odkup zafizeni,
bude wuzaviena samostatna smlouva mezi
Zadavatelem a Zdravotnickym zafizenim a/nebo
Hlavnim zkouSejicim s uvedenim ceny a dalSich
podminek prodeje zatfizeni.

Smluvni strany souhlasi, Zze Zadné zafizeni ve
vlastnictvi Zadavatele nebo dodavatele nebudou
ponechana ve Zdravotnickém zafizeni po
ukonceni Studie.
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