B - czecH REPUBLIC - CENTRE il
cLINicAL STUDY AGREEMENT - (i

This Site Agreement for the performance of a clinical
trial (hereinafter the “Agreement’) is entered into and
effective this 27th day of September 2013 (“Effective
Date”) between Slany Municipal Hospital with its
principal place of business at Politickycm Veznu 576,
Slany, 27401, Czech Republic (hereinafter the
“Institution™)

-and-

Muellerstrasse 178, 13353 Berlin,
Germany (hereinafter *

represented by

(hereinafter
“HHSC") with its offices at Hamilton Health Sciences —
DBCVSRI, Hamilton General Hospital Campus, 237
Barton Street East, Hamilton, Ontario, L8L 2X2 Canada

The Institution and [l are hereinafter each
individually referred to as a “Party” and collectively
referred to as the “Parties”.

WHEREAS, [N AG (D-51368
Leverkusen, Germany) (hereinafter “Sponsor”) is
sponsorin

and funding a multi-centre clinical ftrial
known as_(hereinafter the "Study”) which will

be conducted in accordance with the study protocol
Protocol , A randomized controlled ftrial of
for the prevention of major cardiovascular
events in patients with coronary or peripheral artery
disease h — Cardiovascular Outcomes for
People Using Anticoagulation Strategies) (hereinafter
the “Protocol’, and which term shall include any
amendments made to the Protocol from time to time);

WHEREAS, Sponsor has authorized [JJij to act on
Sponsor's behalf regarding all matters related to the
conduct of clinical trials;

WHEREAS, [ I'nc. (Canada), performing
development services for has entered into a
Clinical Trial Service Agreement with [l (the

Clinical Trials Service Agreement’” or
according to which has
agreed to provide certain services to relating to
the management of the Study, including, among other
matters: collecting and analysing Study data from the
Investigators, managing payments due to the
Investigators, and entering into clinical trial agreements
with the Investigators and/or Institutions;
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SMLOUVA O PROVEDENI KLINICKE STUDIE —

Tato smlouva o provedeni klinické studie (dale jen
.omlouva*) se uzavira a nabyva uCinnosti dne 27
mésice zari 2013 (,Datum nabyti G¢innosti*) mezi Slany
Municipal Hospital s hlavnim sidlem na adrese
Paolitickycm Veznu 576, Slany, 27401, Czech Republic
(dale jen ,Instituce")

spolecnosti
13353 Berlin, Némecko (dale jen,

Muellerstrasse 178,

zastoupenou

spole€nosti (dale
jen ,HHSC") se sidlem na adrese Hamilton Health
Sciences — DBCVSRI, Hamilton General Hospital
Campus, 237 Barton Street East, Hamilton, Ontario, L8L
2X2 Kanada

Instituce a [Jjlij jsou dale oznagovany kazda jednotlivé
jako ,Strana"“ a spole¢né jako ,Strany".

vZHLEDEM K TOMU, ze [ AG (D-
51368 Leverkusen, Némecko) (dale jen ,Zadavatel")
sponzoruje a financuje multicentrickou klinickou studii
znamou jako ﬁ(déle jen ,Studie”), ktera bude
provedena v souladu s protokolem klinické studie
Protokol ], Randomizovana kontrolovana studie
pro prevenci vaznych kardiovaskularnich
pfihod u pacientll s onemocnénim koronarnich nebo
perifernich  tepen — Cardiovascular
Outcomes for People Using Anticoagulation Strategies)
(dale jen ,Protokol’, stim, Ze tento pojem zahrnuje
jakékoli kdykoli schvalené zmény Protokolu);

VZHLEDEM K TOMU, Ze Zadavatel povérfil spole¢nost
aby jednala jménem Zadavatele ve vsech
zalezitostech, které se vztahuji k provadéni klinickych

studii;
Inc.
sluzby

uzaviela smlouvu o sluzbach pifi

~Smlouva o sluzbach pii
nevo SR

klinickych  studiich
i(), podle niz se zavazala, ze bude
poskytovat spole¢nosti urcité sluzby vztahujici se

k fizeni Studie, napfiklad, mimo jinych zalezitosti,
shromaZdovani a analyzovani dat souvisejicich se
Studii od ZkouS$ejicich, spravu plateb Zkousejicim a
uzavirani smluv o klinické studii se Zkousejicimi a/nebo
Institucemi;

VZHLEDEM KTOMU, Ze spolecnost
(Kanada), ktera poskytuje spolecnosti
v oblasti vyvoje,
klinické studii s

Z-
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WHEREAS, is performing research activities
related to the Study through its Population
Health Research Institute (“PHRI") which was formed
within the legal corporation and has no legal
independency;

WHEREAS, [l through PHRI, may also conduct
substudies (hereinafter the “Substudy(ies)’) in
conjunction with the Study, and all references to the
Study shall include any Substudy(ies);

WHEREAS, Institution possesses the resources and
expertise to carry out a portion of the Study and wishes
to assist PHRI and by acting as a centre for the
Study and said Study shall be conducted under the
oversight of (hereinafter
“Principal Investigator” or “Investigator”), an employee of
Institution. Investigator and Institution are hereinafter
referred to jointly as the “Centre” and the activities
carried out by the Centre for the Study is referred to as
the “Study Activity”;

WHEREAS, the Study will consist of two (2) parts: Part
1 will consist of a pre-screening portion (hereinafter
“Part 1”) and part 2 will consist of the recruitment of the
study subjects and follow-up (hereinafter “Part 2");

WHEREAS, the Centre has completed the required pre-

screening activities in Part 1 to enter into Part 2 of the
Study;

AND WHEREAS, the Centre has requested for financial
management reasons that [Jj enter directly into
separate agreements relating to the Study with the
Institution (the “Institution's Agreement’) and with the
Investigator (the “Investigator Agreement”), and

has agreed to do so based on the understanding that (i)
the Investigator will be bound to perform the Study in
accordance with the provisions of both this Agreement
and the Investigator Agreement; (ii) [ may share all
information equally with the Investigator and Institution,
and the Institution and Investigator shall conduct
their affairs on the basis of full transparency as between
the three of them, including with respect to all of the
terms of the separate agreements: and (jii) to the extent
that any conflict arises between the provisions of this
Agreement and of the Investigator's Agreement,

shall have the right to choose which provision shall take
precedence.

The rights and obligations of the Parties are outlined
below:

ARTICLE 1. PERFORMANCE OF THE STUDY
ACTIVITY
1.1 Institution shall carry out the Study Activity in strict

conformance with: generally accepted standards
of good clinical practice, including the Guidance
for Good Clinical Practice of the International
Conference on Harmonization (hereinafter the
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VZHLEDEM K TOMU, ze [l vykonava vyzkumné
¢innosti  vztahujici se ke Studi [ G
prostfednictvim svého Vyzkumného ustavu zdravi
obyvatel (,PHRI"), ktery byl vytvofen v ramci spole¢nosti
* a nema pravni samostatnost;

VZHLEDEM K TOMU, ze ] muze prostiednictvim
PHRI provadét také podstudie (dale jen ,Podstudie”) ve
spojeni se Studii, a v8echny odkazy na Studii zahrnuji
také jakoukoli Podstudii (jakékoli Podstudie);

VZHLEDEM K TOMU, Ze Instituce vilastni zdroje a
odborné znalosti pro provedeni &asti Studie a chtéji

asistovat PHRI a spole¢nosti [} jakozto centrum pro
uskute¢néni Studi

to Studie bude provadéna pod
dohledem (dale jen ,Hlavni
zkouSejici* nebo ,zkousejici*), ktery je zaméstnancem
instituce. ZkouS$ejici a Instituce jsou dale spole¢né
oznadovani jako ,Centrum® a d&innosti provadéné
Centrem v ramci Studie jsou oznadovany jako ,Cinnost
v ramgci studie”;

VZHLEDEM K TOMU, Ze Studie bude mit dvé (2) ¢asti:
¢ast 1 bude sestavat z prescreeningové ¢asti (dale jen
,Cast 1“) a &ast 2 bude sestavat z naboru subjekt
studie a sledovani (dale jen ,Cést 2%);

VZHLEDEM KTOMU, Jelikoz centrum ukoncilo
pozadované pred-skriningové aktivity v ¢asti 1 uréen ke
vstupu do faze 2 studie;

A VZHLEDEM K TOMU, Ze Centrum z dlvodu finan&ni
spravy pozadalo, aby spole¢nost [JJjij uzaviela piimo
samostatné smlouvy tykajici se Studie s Instituci (dale
jen ,Smilouva s instituci*) a se Zkousejicim (dale jen
,omlouva se zkousSejicim") a spole¢nost se k
tomu zavazala za predpokladu, Ze (i) ZkouSejici bude
pfi realizaci Studie povinen dodrzovat ustanoveni této
Smiouvy i Smlouvy se zkousejicim, (i) spole¢nost i}
mulze sdilet veSkeré informace stejnou mérou se
Zkousejicim a Instituci a spole¢nost Instituce a
Zkousejici budou provadét svoje c&innosti v duchu
vzajemné transparentnosti, i s ohledem na podminky
samostatnych smiuv a (iii) dojde-li k jakékoli neshodé&
mezi ustanovenimi této Smlouvy a Smilouvy se
zkousejicim, bude mit spole¢nost pravo vybrat,
ktera ustanoveni budou mit pfednost.

NiZe jsou uvedena prava a povinnosti Stran:

CLANEK 1. PROVEDENi CINNOSTI V RAMCI
STUDIE
1.1 Instituce provede Cinnost vramci studie za

peclivého dodrzovani: obecné piijatych norem
spravné klinické praxe, véetné Guidance for Good
Clinical Practice of the International Conference
on Harmonization (Smérnice spravné klinické

o
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1.2

1.3

1.4

“ICH-GCP"); the Declaration of Helsinki (and its
amendments); the customary principles of ethical
research, the Protocol, as amended from time to
time; this Agreement; all applicable requirements
of any governmental or regulatory body that have
authority with respect to the performance of the
Study Activity (hereinafter the “Regulatory
Authority(ies)”); any and all orders and mandates
of the relevant IRB and/or ethic committees and
all applicable laws, regulations and guidelines
governing the conduct of clinical research and the
protection of human subjects (hereinafter
“Applicable Laws”).

Institution hereby represents and agrees that: a) it
shall ensure that the Investigator and all
personnel involved in the Study Aglivity shall
follow all obligations within this Agreement; b) it
has, and at all times during the course of the
Study Activity will have, personnel with
appropriate  training, information, licenses,
approvals, and certifications necessary to safely,
adequately and lawfully perform the Study Activity
in accordance with the Protocol, ICH-GCP and
Applicable Laws; c) the Study Activity will be
carried out under the direction, responsibility and
supervision of Investigator.

Institution shall prior to initiation of the Study
Activity and during the conduct of the Study
Activity if required, obtain written approval from
the institutional review board or ethics review
board (“IRB”) for the Protocol and the informed
consent forms to be used at the Institution
(hereinafter the “Consent Forms”). Investigator
shall be provided sample Consent Forms from
PHRI to use for the Study Activity. Any material
changes to the Consent Forms must be approved
by PHRI. Material changes are for instance
changes related to risk/benefit assessment or
legal wording.

Using the ethics approved Study
informed consent form, Institution shall obtain a
completed and signed Consent Form from each
subject (“Subject”) participating in the Study prior
to enrolling the Subject into the Study and keep
the informed consent for each Subject throughout
the Study. Furthermore, if required by local laws
and regulations, the Institution shall obtain a
completed and signed Consent Form from each
potential Subject prior to conducting the optional
pre-screening visit, the Registry consent form
produced by PHRI may be used for this purpose
(“Subject” shall include both the potential
participants pre-screened and enrolled subjects
as applicable).
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1.2

1.3

1.4

praxe mezinarodni konference pro harmonizaci;
dale jen ,ICH-GCP"); helsinské deklarace (ve
znéni pozdéjsich predpisll); zvykovych zasad
etického vyzkumu, Protokolu (ve znéni pozdéjsich

uprav); teto Smlouvy;, vSech prislusnych
pozadavkll vladnich &i regulac¢nich organt, které
maji prislusné pravomoci v souvislosti

s provadénim Cinnosti v ramci studie (dale jen
+Regulaéni organy"); jakychkoli a vSéech nafizeni a
mandatt pfislusnych IRB a/nebo etickych komisi
a v8ech prislusnych zakond, predpisti a smérnic
upravujicich provadéni klinickych vyzkuml a
ochranu lidskych subjektl (dale jen ,Pfislusna
legislativa“).

Instituce timto prohladuje a souhlasi, ze: a) zajisti,
aby qu\usepm i ostatni. personal podilejici se na
Studii se Fidil ustanovenimi této smlouvy b) maji a
po celou dobu provadéni Cinnosti v ramei studie

budou mit zaméstnance, ktefi absolvovali
odpovidajici  vzdélani, maji  odpovidajici
informace, licence, povoleni a certifikace
nezbytné k bezpetnému, vhodnému a

zakonnému provadéni Cinnosti vramci studie
v souladu s Protokolem, ICH-GCP a Prislusnou
legislativou; ¢) Cinnost vramci studie bude
provadéna pod vedenim Zkousejiciho, s
odpovédnosti a pod dohledem Zkousejiciho.

Instituce musi pfed zahajenim Cinnosti v ramci
studie a v pfipadé potfeby b&hem provadéni
Cinnosti v ramci studie ziskat pisemné povoleni
od institucionalni hodnotici komise nebo etické
komise (,IRB*) k Protokolu a formulariim
informovaného souhlasu, které budou pouzity v
Instituci (dale jen ,Formulafe souhlasu),
v poslednim znéni. Zkousejici obdrzi od PHRI
vzorové Formulare souhlasu, které bude pouzivat
pfi provadéni Cinnosti vramci studie. Jakékoli
vyznamné zmény ve Formulafich souhlasu musi
schvalit PHRI. Vyznamné zmény jsou napfiklad
zmeny vztahujici se k hodnoceni rizika/prinosu
nebo k pravnimu znéni.

Instituce musi ziskat s vyuzitim
informovaného souhlasu ke Studii
schvaleného =z hlediska etiky, vyplnény a
podepsany Formulai souhlasu od kazdého
subjektu (,Subjekt), ktery se Studie uc¢astni, pred
zafazenim takového Subjektu do Studie a musi
mit informovany souhlas kazdého Subjektu po
celou dobu pribéhu Studie. Dale, pokud to
pozaduji mistni zakony a predpisy, musi Instituce
ziskat vyplnény a podepsany Formulai souhlasu
od kazdého potencialniho Subjektu pred
uskutecnénim volitelné prescreeningové
navstévy; k tomuto Ucelu se mizZe pouzit formular
souhlasu k Registru vydany PHRI (,Subjekt"
zahrnuje podle situace jak potencialni prfedem
vybrané tcastniky, tak zafazené subjekty).

formulare
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Institution shall start enrolling Subjects into the
Study only after it has received authorization from
PHRI to start enrolling, such authorization to be
provided after receipt of all relevant
documentation by PHRI. For the avoidance of
doubt, the authorization for Institution to begin
Study Activity for Part 2 of the Study will be given
only after the Investigator’'s successful completion
of Part 1, except if Centre is a peri-operative
CABG site.

Institution shall use its best efforts to enrol
Subjects into the Study in accordance with the
enrolment requirements and timelines provided by
PHRI for each part. PHRI reserves the right to
limit the enrollment of further Subjects or to cease
the enrollment at the Centre. Upon receipt of
written notice from PHRI to cease enrollment, the
Institution shall immediately cease further
enrollment of Subjects. Institution shall ensure to
the best of its knowledge that the Subjects
involved in the Study do not participate in any
other study during the course of this Study and
during any suspension period specified in the
Protocol without the prior written approval of

Institution shall assist [} in the preparation of
necessary Study documents and forward to PHRI
all declarations necessary for the approval of the
Study by regulatory authorities and/or ethics
committee, including without limitation, if
applicable, (i) Financial Disclosure Forms, (ii) CVs
and, if applicable, (iii) confirmation of adequate
site facilities without delay.

Institution represents and agrees that neither it
nor the Investigator are presently and shall ensure
that they are not at any time during the
performance of the Study Activity, under any
obligation to a third party, or be subject to any
other legal impediments, which would conflict with
their duties hereunder, or that might otherwise
impair the acceptance by a regulatory body of the
data collected by the Centre.

Institution represents that neither it, the
Investigator nor any person employed thereby in
the performance of the Study Activity has been
debarred, disqualified, blacklisted or banned from
carrying out clinical trials or is under current threat
of or under investigations by any regulatory
authority for  debarment, disqualification,
blacklisting or any similar regulatory action by any
regulatory authority in any jurisdiction anywhere in
the world. Furthermore, the Institution shall,
during the term of this Agreement and for three (3)
years following its expiration or earlier termination,
promptly notify PHRI and [ in the event of
such debarment or threat of debarment,

2013-1968-PHRI

1.5

1.6
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1.8

1.9

Instituce mize zahdjit zafazovani Subjektl do
Studie teprve, kdyZz ziska povoleni od PHRI
k zahajeni zarazovani. @ Toto povoleni bude
vydano poté, co PHRI obdrzi veskerou potrebnou
dokumentaci. = Aby nedoslo k pochybnostem,
povoleni pro Instituci zahgjit Cinnost v ramci
studie k Casti 2 Studie bude vydano teprve po
Gspésném dokondeni Casti 1 Zkousejicim, pokud
Centrum neprovadi chirurgickou revaskularizaci
myokardu (CABG).

Instituce vynaloZi nejvySsi Gsili, aby zarazovala
Subjekty do Studie v souladu s pozadavky na
zarazovani a harmonogramem poskytnutym PHRI
pro kazdou &ast. PHRI si vyhrazuje pravo omezit
zafazovani dalsich Subjektl nebo ukongit
zafazovani v Centru. Pii pfijeti pisemného
oznameni od PHRI o ukonéeni zafazovani musi
Instituce neprodlené piestat zafazovat dalsi
Subjekty. Instituce musi zajistit, aby se podle
jejich nejlepsich znalosti Subjekty zapojené do
Studie bez pfedem vydaného pisemného
souhlasu spoleénosti [ netcastnily zadné jiné
studie vdobé& provadéni této Studie a v dobé
jakéhokoli preruseni uvedeného v Protokolu.

Instituce bude asistovat spoleénosti [} pri
piipravé potfebnych dokumentl ke Studii a
neprodlené piedaji PHRI vSechna prohlaseni
nezbytna pro schvéleni Studie regulaénimi organy
alnebo etickou komisi, napfiklad, nikoli vS§ak
pouze, pokud se uplatfiuji, (i) formulare odhalujici
informace o mozné finan¢ni zainteresovanosti, (ii)
Zivotopisy a, pokud se uplatiiuje, potvrzeni
dostate€ného vybaveni mista uskuteénéni Studie.

Instituce prohlasduje a souhlasi, Ze v souasné
dobé ani Instituce ani ZkouSejici nemaji zadné
povinnosti vi¢i néjaké tieti strané ani neceli
zadnym pravnim pfekazkam, které by byly
v rozporu s jejich povinnostmi podle této smlouvy,
nebo které by mohly jinak znemoznit pfijeti dat
shromazdénych Centrem regulaénim organem, a
zajisti, aby ktomu nedoSlo nikdy b&hem
provadéni Cinnosti v ramci studie.

Instituce prohlasuje, Ze ani ji ani Zkous$ejicimu ani
zadné osobé u nich zaméstnané v pribéhu
provadéni Cinnosti vramci studie nebylo
znemoznéno provadeét, odebrana moznost nebo
zakazano provadét klinické testy, Ze nebyla
zafazena na c¢ernou listinu, ani ji nehrozi
vySetfovani & ji nevySetiuje Zadny regulacni
organ ve Vvéci znemozZnéni, diskvalifikace,
zafazeni na ¢ernou listinu nebo jakéhokoli jiného
regulacniho  opatfeni regulaéniho  organu
v jakékoli jurisdikci na svété. Instituce je rovnéz
povinna v pribé&hu platnosti této Smlouvy a po ffi
(3) roky po jejim ukonéeni nebo vypovézeni
okamzité informovat PHRI a spole¢nost



I - CZECH REPUBLIC - CENTRE # 0647

1.10

1.11

1.12

conviction, disqualification or indictment of the
Investigator or any person that has provided
services under this Agreement.

Institution shall ensure that Investigator(s) and
Study team members, as required, shall make
reasonable best efforts to participate in the
investigator meetings and telephone conferences
conducted in the course of the Study, to the extent
requested by PHRI.

Institution may appoint as subinvestigators
(hereinafter the  “Subinvestigators’)  other
individuals who are appropriately qualified and
trained to assist in the conduct of the Study
Activity in accordance with the Protocol.
Investigator shall be responsible for leading the
team of Subinvestigators, who in all respects shall
be bound by the same obligations as the
Investigator, and the Investigator shall inform and
keep informed in detail all Subinvestigators about
all such obligations. Further, Investigator shall be
responsible for ensuring that the Subinvestigator
and all staff and personnel within the Institution
who participate in the Study Activity have read
and understood the Protocol.

Any subcontracting of any of Institution’s
obligations under this Agreement to a third party
requires a prior written permission b the
granting of which shall be within sole
discretion which shall not be unreasonably
withheld. Institution shall in case of
subcontracting:

(i) be responsible to enter into a written
agreement  with  the  subcontractor
containing terms that (a) are similar to the
terms of this Agreement, including — without
limitation — the time lines, (b) assigns all
rights in accordance with Article 3 to HHSC

or [l and () allows or third
parties contracted by and the
relevant authorities to perform audits and
inspections at such third parties’ site(s),

whereas this shall not limit Institution’s audit
and inspection responsibilities; and

(i) be liable for any breach thereof by such
third party and remain fully responsible for

the performance of the Study Activity.

Institution will ensure that all safety data, as
specified in the Protocol, are promptly reported to
PHRI or their representatives in accordance with
the requirements of the Protocol.

2013-1968-PHRI

1.10

v piipadé takového znemoznéni nebo hrozby
znemoZnéni, usvédcéeni, diskvalifikace nebo
Zaloby na ZkouSejiciho nebo jakoukoli osobu,
ktera poskytuje sluzby podle této Smiouvy.

Instituce zajisti, ze ZkouSejici a Elenove tymu
provadéjiciho Studii museji podle pozadavki
vynaloZit pfiméfené nejvy§si Usili, aby se
zu€astnili porad a telefonickych konferenci
Zkousejiciho uskutecfiovanych v priibéhu Studie,
v mife poZzadované PHRI.

Instituce mudze jmenovat jako spoluzkouSejici
(dale jen ,Spoluzkous$ejici”) jiné osoby, které maji
prisluSsnou kvalifikaci a vzdé&lani, aby mohly
asistovat pfi provadéni Cinnosti vramci studie
v souladu s Protokolem. ZkouS$ejici odpovida za
vedeni tymu Spoluzkousejicich, ktefi jsou ve
vSech ohledech vézani stejnymi povinnostmi jako
ZkousSejici, a je povinen Spoluzkou$ejici o vSech
takovych povinnostech podrobné informovat a
podavat jim pravidelné informace. Zkousejici dale
odpovida za  zagjisténi toho, aby se
Spoluzkou8ejici a v8echen personal a
zaméstnanci Instituce, ktefi se na Cinnosti v ramci
studie podileji, seznamili s Protokolem a
porozumeéli mu.

Uzavieni jakékoli subdodavatelské smlouvy
k jakymkoli zavazkim Instituce podle této
Smiouvy s néjakou treti stranou musi predem
pisemné schvalit spole€nost o udéleni
takového souhlasu rozhoduje vyhradné
spole¢nost [} nesmi je vsak bezdivodné
odpirat.  V pfipadé uzavieni subdodavatelské
smiouvy:

(i) nese Instituce odpovédnost za uzavieni
pisemné smlouvy se subdodavatelem
obsahujici podminky, které a) jsou podobnée
podminkam této Smlouvy, véetné napfiklad
harmonogramd, b) postupuji vSéechna prava
vsouladu sélankem 3 HHSC nebo
spole¢nosti [JJij 2 ¢) dovoluji spolegnosti
i nebo tretim stranam najatym
spolecnosti i} 2 piislusnym organim
uskuteciiovat audity a inspekce na takovych
mistech tfetich stran; toto ustanoveni viak
neomezuje odpovédnost Instituce za audit a
inspekci; a

(i) nese Instituce odpovédnost za jakékoli

poruseni takové smlouvy takovou treti

stranou a zlstava plné odpovédna za
uskuteéiiovani Cinnosti v ramci studie.

Instituce zajisti, aby veskeré udaje tykajici se

bezpecnosti, jak jsou stanoveny v Protokolu, byly
okamzité sdélovany PHRI nebo jeho zastupci dle

pozadavk( Protokolu.
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Institution shall prepare and maintain complete,
accurately written records, accounts, medical
notes, reports, and data including all supporting
documentation for each Subject (hereinafter the
“Source Documents”) in accordance with the
operating procedures provided by PHRI and all
Applicable Laws for the longer of the two following
periods: 1) fifteen (15) years as of end of Study
Activity, or 2) any longer record retention period
mandated by any national or local laws, rules or
regulations. [nstitution shall prepare and submit
to PHRI all case report forms and all additional
documentation (hereinafter the “CRFs”) within
three (3) business days of the study visit for each
Subject as required by the Protocol and shall
promptly resolve all data queries from PHRI
and/or h Institution agrees that all CRFs
submitted to PHRI will be complete and accurate.
Institution and Investigator agree to provide to
PHRI and/or [} any documentation required
by Regulatory Authorities and/or Applicable Laws.
Institution shall ensure that any data or supportive
documentation provided to PHRI and/or

does not include any information that would
personally identify a Subject with the exception of
signed Consent Forms where permitted by the
Subject.

Institution shall submit to PHRI copies of any
documents received from authorities, ethics
committee, and/or other relevant regulatory body
regarding approvals, authorizations or safety
relevant communication with respect to the Study
within two working days.

Institution shall cooperate with and permit, upon
request, PHRI, or their representative, ora
third party on behalf of and/or officials of
any regulatory authority to examine and inspect
Institution’s facilities and equipment required for
performance of the Study Activity and inspect and
copy all data, reports, work products and results
relating to the Study Activity. The access to
records for monitoring or audit does not entitle the
other party to make or retain a copy of any
Subject’'s personal health information. If
Institution or Investigator is notified of an
inspection by a regulatory authority, the entity so
notified shall immediately inform PHRI and

about the pending inspection and authorize PHRI
and/or or any person designated by PHRI
or to participate in this inspection.
Institution shall immediately communicate to PHRI
the information that arises from such inspections
by the regulatory authorities. It is expressly
agreed that the compensation for the assistance
and availability of Institution and Investigator for
the audits and inspections is included in the
amount mentioned in Article 4.

2013-1968-PHRI

1.14

1.16

Instituce pro kazdy Subjekt vypracuje a bude vést
kompletni, pfesné pisemné zaznamy, UGty,
Iékaiské poznamky, zpravy a data véetné veskeré
doprovodné dokumentace (dale jen ,Zdrojové
dokumenty”), v souladu s provoznimi postupy
poskytnutymi PHRI a Prislusnou legislativou po
del$i ze dvou dale uvedenych obdobi: 1) patnact
(15) let po skonéeni Cinnosti v ramci studie, nebo
2) po jakékoli delSi obdobi uchovavani stanovené
jakymikoli statnimi nebo mistnimi zakony, pravidly
nebo piedpisy. Instituce vyplni pro kazdy Subjekt
v8echny formulare zaznaml Subjektl a veskerou
dalsi dokumentaci (dale jen ,CRF") a predlozi ji
PHRI béhem tfi (3) pracovnich dnli po navstévé v
ramci Studie, jak vyZaduje Protokol, a veskeré
dotazy PHRI a/nebo spolecnosti k datim
budou fe8it okamZité. Instituce souhlasi, Ze
vSechny CRF pfedlozené PHRI budou kompletni
a presné. Instituce a ZkousSejici souhlasi, ze
poskytnou PHRI a spole¢nosti [Jij veskerou
dokumentaci, kterou poZaduji Regulac¢ni organy
alnebo Prislusna legislativa. Instituce zajisti, aby
Zadna data ani doprovodna dokumentace
poskytnutd PHRI a/nebo spolecnosti
neobsahovala Zadné informace, podle nichz by
bylo mozné identifikovat osobu Subjektu, s
vyjimkou podepsanych formulard souhlasu, kde je
to povoleno Subjektem.

Instituce  pfedlozi PHRI kopie jakychkoli
dokumentl pfijatych od Grfadd, etické komise
alnebo jiného relevantniho regulaéniho organu ve
v&ci schvaleni, opravnéni nebo sdéleni tykajicich
se bezpecnosti ve vztahu ke Studii b&hem dvou
pracovnich dn.

Instituce jsou povinni spolupracovat s PHRI, nebo
jeho zastupcem, se spole¢nosti nebo
néjakou treti stranou jednajici za spolednost
a/nebo s uredniky jakéhokoli regulaéniho
organu a na jejich zadost jim umoznit provedeni
kontroly a inspekce zafizeni Instituce a vybaveni
potfebného k provadéni Cinnosti v ramci studie a
kontroly vSech dat, zprav, pracovnich produktd a
vysledkd vztahujicich se k Cinnosti v ramci studie
a pofizeni jejich kopii. Pristup k zaznamim za
Uu€elem monitorovani nebo auditu neopraviiuje
tyto druhé strany pofizovat nebo uchovavat kopie
osobnich  zdravotnich  informaci  Zadného
Subjektu. Pokud Instituce nebo ZkouS$ejici obdrzi
od regulaéniho organu oznameni o inspekci, jsou
ovinni okamzité informovat PHRI a spole¢nost
h o chystané inspekei a zmocnit PHRI a/nebo
spoleénost nebo jakoukoli osobu uréenou
PHRI nebo spoleénosti [JJij k ugasti na této
inspekci. Instituce je povinna PHRI okamzité
informovat o wvysledcich takovych inspekci
provedenych regulaénimi organy. Je vyslovné
dohodnuto, Ze kompenzace za asistenci a
dostupnost Instituce a Zkou$ejiciho v piipadé
auditll a inspekci je zahrnuta v ¢astce uvedené

v Elanku 4.
e

Y/
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1.17

1.18

1.19

1.20

Should Investigator leave Institution or otherwise
become unavailable during the term of this
Agreement, Institution and PHRI shall make
reasonable efforts to find a replacement
investigator who is acceptable to both Institution
and PHRI. [ shall have the right to object to
such replacement. Institution shall ensure that
any replacement investigator agrees to be bound
by all the terms and conditions hereof.
Notwithstanding the foregoing, PHRI and/or

in its sole and absolute discretion, may
elect not to approve any person proposed as a
replacement investigator, in which event [}
shall have the right to terminate this Agreement in
accordance with Section 10.2.

If from the time of informed consent signature to
the [ Study a Subject’s health is injured,
Institution shall inform PHRI and [ as per
contact identified in Manual of Operations of any
such case by fax or email (i) in case of serious
adverse reactions and/or serious adverse events
and/or, if applicable, pregnancies, within 24 hours
at the latest and, (ii) in case of adverse reactions
and/or adverse events immediately within the
timelines stipulated in the Protocol and other
instructions on safety related data reporting
provided by i} Such reporting shall be done
together with an assessment of causality. For the
avoidance of doubt, this section refers to Subjects
having consented to participation in the
tudy.

Institution shall promptly respond to any query
from [} or PHRI regarding adverse event
documentation. This includes — but is not limited
to - active follow up on and clarification of
relevant inconsistencies in adverse event and
pregnancy reports. For reporting adverse events
and pregnancies, Institution shall use the relevant
documents provided by [JJij if applicable.

B o' its representative shall provide free of
charge, to the Institution, a sufficient amount of
the study drugs (hereinafter referred to as
“Product’) to conduct the Study Activity. [l
provides the distribution of the shipment of the
Product through the pharmacy runner Lékarna
203-02 s.r.o., Masarykovo nameésti 135, Slany,
27401, 1D:26725592, registration in the
companies” registry of The Municipal Court in
Prague, Reference No: C 89791 acting through

if applicable and his
pharmacy located at Masarykovo namésti 135,
Slany, 27401, where the pharmacy is located
actually Masarykovo nameésti 135, Slany, 27401
(hereinafter referred to as “Pharmacy”).

2013-1968-PHRI

1.17

1.18

1.19

1.20

Pokud Zkousejici opusti Instituci nebo bude jinak
nedostupny v pribéhu trvani této Smlouvy,
Instituce a PHRI vyvinou dostate¢né usili pro
nalezeni nahradniho zkou$ejiciho, ktery bude
pfijatelny jak pro Instituci, tak pro PHRIL
Spole&nost ma pravo vznést namitky proti
takové nahradé. Instituce je povinna zajistit, aby
kazdy nahradni zkousejici souhlasil s tim, Ze bude
vazan vSemi podminkami této smlouvy. Nehledé
na vySe uvedené se mlUze PHRI a/nebo
spoleénost [} de svého viastniho a
vyhradniho uvazeni rozhodnout zamitnout osobu
navrhovanou jako nahradni zkou$ejici, v takovém
piipadé ma spolecnost [ pravo tuto smiouvu
vypovedét v souladu s odstavcem 10.2.

Pokud bude v dob& po podpisu formulafe
informovaného souhlasu ke Studii

poskozeno zdravi Subjektu, musi Instituce
informovat PHRI a spolecnost [} podle
kontaktnich Udaju uvedenych v Provozni pfiru¢ce
o kazdém takovém pripadu faxem nebo
elektronickou postou (i) v pfipadé zavaznych
nezadoucich reakci a/nebo zavaznych
nezadoucich piithod  alnebo  piipadného
t&hotenstvi nejpozdgji do 24 hodin a (ii) v pfipadé
nezadoucich reakci a/nebo nezadoucich pfihod
ihned vramci c¢asovych obdobi stanovenych
v Protokolu a v jinych pokynech k oznamovani
Udaju vztahujicich se k bezpecénosti, poskytnutych
spolecnosti i} Takové oznameni je tfeba
pifedat spolecné s hodnocenim kauzality. Aby
nedoSlo k pochybnostem, tyka se tento oddil

Sublektﬁ, které souhlasily s ucéasti ve Studii

Instituce musi neprodlené odpovédét na jakykoli
dotaz spole¢nosti [Jij nebo PHRI tykajici se
dokumentace neZadouci pfihody. To zahrnuje
napfiklad, nikoli v8ak pouze, aktivni sledovani a
vysvétleni relevantnich rozpornosti v hlaSenich
nezadouci pfihody a téhotenstvi. Pro hlaseni
nezadoucich pfihod a téhotenstvi musi Instituce
pouzivat pfislusné dokumenty poskytnuté
piipadné spole¢nosti [l

Spole¢nost [} nebo jeji zastupce
poskytne Instituci zdarma k uskute¢fovani
Cinnosti vramci studie dostateéné mnozstvi
studijni medikace (dale jen ,Produkt®).
Spolecnost zajiStuje distribuci dodavky
Produktu prostfednictvim provozovatele |ékarny
Lékarna 203-02 s.r.o.,, Masarykovo namésti
135, Slany, 27401, |D:26725592, zapsaném v
obchodnim rejstfiku, u Méstského soudu v

Praze, spisova znacka: C 89791, jednajici
B - - <k:my umisténe
na adrese Masarykovo namesti 135, Slany,
27401, kde je lekarna skute¢né umisténa
Masarykovo namesti 135, Slany, 27401 (dale
jen ,Lékarna"). Zkousejici pfevezme Produkt od

J
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Investigator shall take over the Product from the
Pharmacy upon order form to the site when
he/she will be fully responsible for its further
handling. [JJij shall report safety relevant new
information regarding the Product to Investigator
(through PHRI) promptly as detailed in the
Pharmacovigilance Agreement between [}
and HHSC. [nstitution shall use only the Product
provided by ] and shall use the Product
solely for the purposes of conducting the Study
Activity and shall ensure that the Product is stored
in accordance with the instructions provided by
PHRI or [} Institution shall ensure that an
accurate record of the quantity of the Product
received and dispensed to each Study Subject is
maintained. Institution shall promptly provide to
PHRI all required documentation with respect to
the usage and the disposal of the Product. After
completion of the Study Activity, Institution shall
dispose of the Product in accordance with the
instructions  from PHRI, [ or s
representative. For further certainty, Institution
and lInvestigator shall not use for the Study
Activity any drugs that they may receive from
sources other than i or its representative.

1.21 The Institution acknowledges that there will be an
Investigator Agreement executed between the
Investigator and PHRI, in which agreement there
are provisions for compensation to be paid directly

to the Investigator.
ARTICLE 2. PERFORMANCE PERIOD
2.1 This Agreement shall be in effect until the Study

has been completed unless otherwise terminated
earlier in accordance with Article 10.

ARTICLE 3. OWNERSHIP OF DATA, RESULTS,
INVENTIONS AND PATENTS

3.1 | and/or HHSC and/or any assignee of [}
and/or HHSC (in their sole and absolute
discretion) shall exclusively own and have all
right, title and interest, whether patentable or not
in a) all information, documents and data
collected; b) results derived from the performance
of the Study whether in paper, oral, electronic or
any other form, and c¢) any discovery, finding,
specification or invention made by Institution,
Investigator or their personnel in the course of or
in connection with the Study Activity.

3.2 Institution hereby specifically disclaims any right,
title or interest of any kind whatsoever to the data,

results, and any discovery or invention of the

2013-1968-PHRI
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Lekarny na =zakladé formulafe objednavky
v misté provedeni Studie a potom nese plnou
odpovédnost za dalsi manipulaci s nim. [l
musi neprodlené oznamit nové informace
vztahujici se Kk bezpe¢nosti Produktu
Zkou$ejicimu (prostfednictvim PHRI) podle
pokyn( ve Smlouvé pro oblast farmakovigilance
uzaviené mezi spolecnosti [Jj a2 HHSC.
Instituce budou pouZivat pouze Produkt
poskytnuty spolecnosti [Jjj a budou pouzivat
Produkt vyhradné pro ucely provedeni Cinnosti
vramci studie a zajisti, aby byl Produkt
uchovavan v souladu s pokyny poskytnutymi
PHRI nebo spolecnosti H Instituce zajisti
vedeni pfesnych zaznamt o mnozstvi pfijatého
Produktu a o mnozstvich vydanych kazdému
Subjektu vramci Studie. Instituce musi
neprodlené  poskytnout PHRI  veSkerou
pozadovanou dokumentaci tykajici se uzivani a
vydavani Produktu. Po skoné&eni Cinnosti
v ramci studie musi Instituce Produkt zlikvidovat
v souladu s pokyny od PHRI, spolecnosti [}
nebo jejiho zastupce. Aby nevznikla zadna
pochybnost: Instituce a Zkousejici nesméji
pouzivat pro Cinnost v ramci studie zadné Iéky,
které by pfipadné mohli dostat z jiného zdroje
nez od spoletnosti [} nebo od jejiho
zastupce.

Instituce bere na védomi, Ze mezi Zkousejicim a
PHRI bude uzaviena Smlouvy se zkouS$ejicim,
ktera bude obsahovat ustanoveni o odSkodnéni
vyplaceném piimo Zkousejicimu.

CLANEK 2. DOBA UCINNOSTI

24

CLANEK 3.

Uginnost této Smlouvy zanika dokonéenim Studie,
pokud neni dfive ukon€ena jinak v souladu s
¢lankem 10.

VLASTNICTVi DAT, VYSLEDKU,

VYNALEZU A PATENTU

3.1

3.2

Spole¢nost [l a/nebo HHSC a/mebo jakykoli
zmocnénec spolecnosti [Jj a/nebo HHSC (dle
jejich vlastniho a vyhradniho uvazeni) je
exkluzivnim vlastnikem veskerych prav, narokl a
podilu, bez ohledu na to, zda je nebo neni mozné
je chranit pomoci patentu, vzhledem ka)
veskerym ziskanym informacim, dokumentim a
datlm; b) vysledkiim ziskanym na zakladé Studie,
at jiz v pisemné, ustni, elektronické, nebo jakekoli
jiné podobé, a c) jakémukoli objevu, zjisténi,
specifikaci nebo vynalezu ucinénému Instituci,
ZkouSejicim nebo jejich zaméstnanci v pribéhu
nebo v souvislosti s Cinnosti v ramci studie.

Instituce se timto vzdavaji veskerych prav, narok
nebo podilu jakéhokoli druhu vzhledem k datiim,
vysledkim a jakymkoli objeviim, nalezim nebo ,



B - CZECH REPUBLIC - CENTRE # 0647

3.3

Study and to information and documents received
by the Institution or the Investigator as a result of
or in the course of performing the Study Activity,
except to the extent that such rights are expressly
granted hereunder. Any discovery or invention
shall be immediately communicated to HHSC and
If requested by HHSC and/or its assignee
and/or Institution, Investigator and their
personnel agree to provide assistance with any
patent applications at expense, without
further compensation. Institution shall be solely
responsible for all payments due to the
Investigator and/or the Institution's employees
according to the applicable law for any inventions
transferred to [ or its designee.

Institution shall ensure that the Investigator and all
personnel hired to perform services hereunder
shall agree to fulfil the obligations herein,
especially in relation to the assignment of rights in
discoveries and inventions to HHSC and/or [}
as applicable.

ARTICLE 4. COST AND PAYMENT

4.1

4.2

4.3

4.4

As consideration for performance of the Study
Activity under the terms of this Agreement, HHSC,
on behalf of [ shall pay Institution as set
forth in the Payment Schedule and Payment Rule
Form which is attached herein as follows:

(i) Exhibit A: Part 2 Payment Schedule.
Exhibit A is effective only upon written
notification by PHRI that the Centre has
been activated to Part 2 of the Study;

(i)  Exhibit B: Payment Rule form.
(i) and (ii) (hereinafter collectively the “PRF").

Payments shall be made by HHSC on behalf of
according to Sections 4.3 — 4.5. [ is

entitled to claim the applicable tax credits on any

eligible amounts paid by HHSC to Institution.

Unless otherwise provided herein, all amounts
payable under this Agreement are net of value
added tax (VAT). If any payments are subject to
VAT by law, HHSC on behalf of [ will pay the
relevant amount as reflected in the payment
statement. Any other tax with respect to the
payments under this Agreement will be borne by
Center.

Institution shall review the payment details
generated by PHRI that accompany each
payment and inform PHRI in writing of any
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3.3

vynaleziim Studie a k informacim a dokumentlm,
které Instituce nebo Zkousejici ziskali na zakladé
Cinnosti vramci studie nebo v priib&hu jejiho
provadéni, s vyjimkou rozsahu, v jakém jsou
takova prava vyslovné udélena v této smlouvé.
Jakykoli objev nebo vynalez musi byt ihned
oznamen HHSC a spoleénosti [JJij Instituce,
ZkouSejici a jejich zameéstnanci souhlasi, zZe
budou asistovat pfi vypracovani piipadné zadosti
o udéleni patentu na naklady spole¢nosti [l
bez dalsi kompenzace, pokud o to HHSC a/nebo
jeho zmocnénec a/nebo spoletnost [N
pozadaji. Za vSechny platby, které nalezi
ZkousSejicimu a/nebo zaméstnancim Instituce
v souladu s pfislusnym zakonem za jakékoli
vynélezy postoupené spoleénosti - nebo
strang, kterou spole¢nost [ oficiainé jmenuije,
odpovida vyhradné Instituce.

Instituce je povinna zajistit, aby Zkousejici a
vSichni zaméstnanci pfijati na poskytovani sluzeb
podle této Smlouvy souhlasili s plnénim
povinnosti zde uvedenych, zejména v souvislosti
s piipadnym postoupenim prav

na objevy a
vynalezy HHSC a/nebo spoleénosti i

CLANEK 4. NAKLADY A PLATBY

4.1

4.2

4.3

4.4

Jako odménu za provedeni Cinnosti vramci
studie vsouladu spodminkami této Smlouvy
zaplati HHSC jménem spolecnosti [ Instituci,
jak je stanoveno v Harmonogramu plateb a
Formulafi predpisu plateb, ktery je pripojen k této
Smilouvé, takto:

(i)  Priloha A: Harmonogram plateb k Casti 2.
Pfiloha A je ucinna pouze na zakladé
pisemného oznameni PHRI, ze bylo
Centrum aktivovano pro Cast 2 Studie;

(i)  Priloha B: Formular pravidla plateb.
(i) a (i) (dale hromadné jen ,PRF").

HHSC provede platby jménem spolecnosti

podle odstavcll 4.3 — 4.5. Spole¢nost ma
pravo narokovat platné dariové Ulevy z jakychkoli
zpUsobilych ¢astek zaplacenych HHSC Instituci.

Pokud neni v této Smlouvé uvedeno jinak, jsou
vSechny &astky splatné podle této Smlouvy bez
dané z pridané hodnoty (DPH). Pokud jakékoli
platby podléhaji podle zakona DPH, zaplati HHSC
za spolecnost prislusnou ¢&astku podle
vykazu platby. VSechny ostatni dané ve spojeni
s platbami podle této Smlouvy uhradi Centrum.

Instituce jsou povinni zkontrolovat platebni Gdaje,
které PHRI vystavuje ke kazdé platbé&, a pisemné
informovat PHRI o jakychkoliv nesrovnalostech,

2
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4.5

discrepancies that may exist in the payment(s)
received and the payment(s) expected. Institution
shall ensure that any such discrepancies that may
exist are brought to the attention of PHRI no later
than four (4) months after the Study database is
locked. Should PHRI not receive written notice of
any final discrepancies within such 4 month
period, then all payments required to be made
hereunder shall be deemed to have been made in
full.

Institution represents and warrants that they are
not a resident of Canada for the purposes of the
Excise Tax Act and are not registered for such
purposes.

ARTICLE 5. CONFIDENTIAL INFORMATION

5.1

5.2

5.3

Institution agrees to maintain or cause to be
maintained in confidence all information received
under this Agreement and all information resulting
from or related to work performed under this
Agreement or related to the Product or this
Agreement, including but not limited to, the
Protocol and the CRFs (hereinafter the
“Confidential Information”). This obligation shall
be binding for a period of ten (10) years after
termination or completion of the Study.
Investigator or Institution will not disclose the
Confidential Information without the prior written
approval of [Jj !nstitution may from time to
time disclose Confidential Information to support
staff and Ethics Committee but only to the extent
required for the proper conduct of the Study
Activity and provided that each member of the
support staff and Ethics Committee to whom
disclosure is made is fully informed of the
confidential nature of the information disclosed
and agrees to keep it confidential in accordance
with this Agreement.

All Parties agree to comply with applicable laws
and regulations regarding protection of personal
and/or health information.

Institution is aware that [Jij or a third party
authorized by [JJiij is entering the results of the
Study Activity and any reports related to the Study
Activity, site training records and the outcome of
any audits performed by or on behalf of
under GCP Rules into internal and/or

third party electronic databases. In
connection with such data management, data
about Institution or personal data about other
employees of the Institution and their involvement
in the Study Activity and the outcome of any
audits performed by under GCP Rules may
be stored, processed and used by [l its
Affiliates and authorized third parties in
accordance to ICH/GCP requirements and
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které se mohou objevit v piijate platbe (platbach)
nebo vocekavané platbé (platbach). Instituce
jsou povinni zajistit, aby PHRI byl o pfipadnych
takovych zjisténych nesrovnalostech informovan
nejpozdeji do &ty (4) mésicl po uzamceni
databaze Studie. V pfipadé, Zze PHRI neobdrzi
pisemné oznameni o zadnych finanénich
nesrovnalostech b&hem této &tyfmésicni |hity,
budou v8echny platby, které maji byt v souladu
s touto smlouvou provedeny, povazovany za
zcela uskute¢néné.

45 Instituce  prohlasuje a =zaruCuje, ze nesidli
v Kanadé pro ucely zakona o nepfimych danich
(Excise Tax Act) a ze nejsou registrovani pro
takové Ucely.

CLANEK 5. DUVERNE INFORMACE

5.1 Instituce souhlasi, Ze bude uchovavat v tajnosti a
zajisti uchovavani v tajnosti véech informaci, které
obdrzeli v souvislosti s touto Smlouvou, a vSech
informaci vyplyvajicich nebo souvisejicich s praci
provadénou podle této Smlouvy nebo s ni
souvisegjicich, nebo souvisejicich s Produktem
nebo touto Smlouvou, v€etng, mimo jing,
Protokolu a CRF (dale jen ,Divérné informace").
Tato povinnost je zavazna po dobu deseti (10) let
od pieruseni nebo dokonéeni Studie. Zkousejici
nebo Instituce nesdéli Dlvérné informace bez
pfedchoziho pisemného souhlasu spoleénosti

Instituce mize pfilezitostné Dlvérné
informace sdélit podplrmnému tymu a etickému
vyboru, ale pouze vrozsahu vyzadovaném pro
fadné provadéni Cinnosti vramci studie a za
predpokladu, Ze kaZdy ¢len podplirného tymu a
etického vyboru, kterému jsou informace sdéleny,
je plné informovan o dlvérné povaze sdélenych
informaci a souhlasi stim, Ze je bude udrzovat
v tajnosti v souladu s touto Smlouvou.

5.2 V8echny Strany souhlasi, Ze budou jednat
v souladu s piislusnymi zakony a piedpisy o
ochrané osobnich a/nebo zdravotnich informaci.

5.3 Instituce si uvédomuije, ze spolecnost [Jj nebo
néjaka treti strana povéiena spolecnosti
zaznamenavaji vysledky Cinnosti v ramci studie a
jakékoli zpravy vztahujici se k Cinnosti v ramci
studie, zaznamy o $koleni v misté provedeni
Studie a vysledky jakychkali auditt
uskute¢nénych nebo jeho jménem podle
pravidel Spravné Kklinické praxe (GCP) do
internich databazi a/nebo do databazi tretich
stran schvalenych spoleénosti i} Ve spojeni
se spravou takovych dat mohou byt uchovavany
tdaje o Instituci nebo osobni Gdaje Zkousejicichéi
jinych zaméstnancl Instituce a jejich zapojeni do
Cinnosti vramci studie a vysledky auditl
provedenych spolecnosti [Jij podle pravidel

. A
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5.4

5.5

applicable data protection laws. may
provide such data to external public databases
such as clinicaltrials.gov, as well as, to the extent
necessary under applicable laws to government
authorities. Institution shall ensure granting of
previous consent with processing of contact
personal data by any and all physical persons
they will use to conduct the Study Activities
hereunder. Such a consent shall be granted in
writing and prior to any personal data processing
starts, granted to the Sponsor only for the period
necessary for such data processing, only to such
persons contact data (name, surname, address,
position/occupation, role in the Study Activities
performance), for the purpose of the Study
database operation, without including the explicit
consent to transfer such data to other countries
within and outside the European Union, including
countries whose legal order does not provide at
least the same level of personal data protection as
the Czech legal order does, but always in
compliance with the applicable laws and
regulations of the Czech Republic and the
European Union. The Institution shall ensure that
any and all persons asked to provide their
informed consent hereunder shall be informed
about their rights resulting from their personal
data processing, especially their right to access
their data, the right to require correction of their
incorrect personal data processed, the right to
withdraw their consent if they have justifiable
reasons related to misuse of their data, and the
right to address their problem with personal data
protection hereunder to the competent Czech
authority.

Institution shall not publish any press releases or
other public statements about the Study Activities
or data, and/or the Product without [Jli§ prior
written consent, which shall not be unreasonably
withheld.

Upon request of [} Instituton shall
destroy/delete any Confidential Information in their
possession or will return any documents, records,
or other information provided by [JJjjij to conduct
the Study Activity. Institution will destroy all paper
material except one copy if needed for the files
according to local legal rules. Any information in
an electronic format shall be subject to the
confidentiality provisions set out in this Article.

2013-1968-PHRI
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5.5

GCP, a spolecnost [l jeii pobocky a
poverené ffeti strany je mohou uchovavat,
zpracovavat a pouzivat v souladu s poZadavky
ICH/GCP a prislu$nymi zakony o ochrané udaju.
Spole¢nost [l mize poskytnout takové udaje
externim  vefejnym  databazim, napfiklad
clinicaltrials.gov, a vnezbytné mife podle
pfislusnych zakonl statnim organim. Instituce
alnebo Instituce zajisti prfedem poskytnuti
souhlasu se zpracovanim kontaktnich osobnich
Udajl, které budou pouzivat pii provadéni
Cinnosti v ramci studie podle této Smlouvy, od
v8ech fyzickych osob. Takovy souhlas musi byt
udélen Zadavateli pisemné a pied zacatkem
jakéhokoli zpracovavani osobnich tdajl pouze na
dobu nezbytnou pro takové zpracovani udajd,
pouze k takovym kontaktnim tdajiim osob (jméno,
pfijmeni, adresa, funkce/zaméstnani, Uloha pfi
provadéni Cinnosti vramci studie), pro ugel
provozovani databaze ke Studii, aniz by byl
zahrnut vyslovny souhlas s pifevodem takovych
Udajl do jinych zemi v Evropské unii a mimo ni,
véetné zemi, jejichz pravni fad neposkytuje
alespoii stejnou Uroven ochrany osobnich Gdajl
jako Cesky pravni fad, avsak vzdy v souladu
s pfislusnymi zakony a predpisy Ceské republiky
a Evropské unie. Instituce zajisti, aby byly
véechny osoby, od nichz se zada poskytnuti
informovaného souhlasu podle této Smiouvy,
informovany o svych pravech vyplyvajicich ze
zpracovani jejich osobnich udajl, zejména o
pravu na pfistup k jejich tdajiim, pravu pozadovat
opravu zpracovanych nespravnych osobnich
Gdajl, pravu na odvolani jejich souhlasu, maji-li
ktomu opravnéné dlvody vztahujici se ke
zneuziti jejich Gdajli, a pravu na oznameni jejich
problému s ochranou osobnich Gdaji podle této
Smlouvy prislusnému ¢eskému Gradu.

Instituce nesmi bez pfedem vydaného pisemného
souhlasu spole¢nosti ktery nesmi svij
souhlas bezdlGvodné odpirat, zverejiiovat zadné
tiskové zpravy nebo jina vefejna prohlaseni o
Cinnostech v ramci studie, ani o udajich a/nebo
Produktu.

Instituce musi na zakladé Zadosti spole¢nosti
I znicit'vymazat vSechny Duvérné informace
ve svém drZeni nebo vratit véechny dokumenty,
zéznamy nebo jiné informace poskytnuté
spolecnosti [} k provadéni Cinnosti v ramci
studie. Instituce zni¢i véechny papirové materialy,
az na jeden vytisk, pokud ho bude potfebovat pro
své zaznamy podle mistnich zakond a predpis.
Ustanoveni o divérnosti uvedena v tomto ¢lanku
se tykaji vSech informaci v jakémkoli
elektronickém formatu.

L
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ARTICLE 6. PUBLICATIONS

6.1

6.2

6.3

6.4

MULTI-SITE PUBLICATIONS: The Parties agree
that, the consolidated data from all centres will be
analyzed collectively in accordance with the
procedures set out in the Protocol and reported as
such by the Study Operations Committee (as
defined in the Protocol) (hereinafter the “Study
Results”). The Operations Committee shall,
regardless of the outcome, submit the initial
publication to a peer reviewed, biomedical journal
or otherwise make public the Study Results as
soon as practicable but no later than twelve (12)
months after the completion of the Study.

Institution shall not make any publications related
to the Study Activity or the Product or the results
before the Study Results are published.
Proposals for all publications, abstracts, and other
presentations arising from the Study will be
submitted for approval to the Operations
Committee. Each paper or abstract must be
submitted to the Operations Committee, through
PHRI, for approval at least sixty (60) days prior to
the date it is intended to be submitted for
publication. The Operations Committee or a
subcommittee thereof, may recommend changes
necessary for scientific purposes prior to approval.
Notwithstanding the foregoing, the Operations
Committee may at any time disclose or publish all
information as they may reasonably decide where
such disclosure or publication relates to the safety
of the Study Subjects, patients in general, or the
general public.

SINGLE SITE PUBLICATION: Twenty-four (24)
months after the conclusion of the Study at all
centres, Institution and Investigator shall have the
right to independently publish results based solely
on the Study data collected by the Centre. Sixty
(60) days prior to the date it is intended to be
submitted for publication, Institution shall provide
copies of any proposed publication to the
Operations Committee, through PHRI, for
comment and review. Institution and Investigator
shall take into consideration the comments, if any,
of the Operations Committee or a subcommittee
thereof. Section 6.2 shall apply accordingly.

With respect to Sections 6.1, 6.2 and 6.3, if the
Operations Committee identifies any Confidential
Information of HHSC or [ within the proposed
abstract or manuscript, or otherwise identifies
information relevant to the protection of HHSC's
and/or [l intellectual property rights (or
those of any third party with whom HHSC and/or
Il s entered into an agreement in relation of
such rights)or the ability for [JJjj to obtain patent
protection for any Invention, HHSC and/or |}
or its designee shall have the right to require
amendments to any such proposed presentation

2013-1968-PHRI
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CLANEK 6. PUBLIKACE

PUBLIKACE NEKOLIKA MIST: Strany se
dohodly, Ze konsolidovana data ze v&ech mist
budou analyzovana dohromady v souladu
s postupy uvedenymi v Protokolu a jako takova
sdélovana provoznim vyborem Studie (jak je
definovan v Protokolu) (dale jen ,Vysledky
studie”). Bez ohledu na vysledek musi provozni
vybor uvefejnit prvni publikaci v recenzovanem
¢asopise specializujicim se na biomedicinu, nebo
musi vysledky Studie zvefejnit jinak, co nejdiive je
to mozZné, nejpozdéji v8ak do dvanacti (12)
mésict po dokonceni Studie.

Instituce nesmi pred zvefejnénim vysledk( Studie
zvefejnit nic, co by se vztahovalo k Cinnosti
vramci studie nebo Produkiu nebo vysledkiim
Studie. Navrhy na veskeré publikace, abstrakty a
dalSi prezentace na zdakladé Studie musi byt
pfedloZzeny provoznimu vyboru ke schvaleni.
Kazdy referat nebo abstrakt musi byt
prostiednictvim PHRI pfedlozen Provoznimu
vyboru ke schvaleni alesponn Sedesat (60) dn
pred planovanym predanim ke zvefejnéni.
Provozni vybor nebo jeho diléi vybor mlze pred
schvalenim doporugit provedeni zmén nezbytnych
pro védecké ucely. Bez ohledu na vySe uvedené
miZze Provozni vybor dle svého dlvodného
uvazeni kdykoli zvefejnit & publikovat veSkeré
informace, pokud se takové zvefejnéni nebo
publikovani vztahuje k bezpecnosti Subjektl
Studie, pacientli obecné nebo Siroké verejnosti.

PUBLIKACE JEDNOHO MISTA: Dvacet &tyfi (24)
meésicl po uzavieni Studie ve vsech centrech ma
Instituce a ZkouSejici pravo nezavisle publikovat
vysledky zalozené pouze na datech Studie
shroméazdénych v daném Centru. Sedesat (60)
dnt pied planovanym piedanim ke zvefejnéni
musi Instituce poskytnout kopie jakékoli
navrhované publikace prostiednictvim PHRI
Provoznimu vyboru k okomentovani a recenzi.
Instituce a ZkouSejicl musi pripadné komentare
Provozniho vyboru nebo jeho dil€iho vyboru
zohlednit. Odstavec 6.2 se uplatiuje
odpovidajicim zpUsobem.

Ve vztahu k odstaveim 6.1, 6.2 a 6.3, pokud
Provozni vybor v navrhovaném abstraktu nebo
rukopisu naleznou jakékoli Dlvérné Informace
HHSC nebo spolecnosti [Jij nebo informace,
které podléhaji ochrané prav dusevniho vlastnictvi
HHSC a/nebo spoleénosti [} (nebo treti
strany, se kterou HHSC a/nebo spoleé¢nost

uzavieli smlouvu ohledné& takovych prav) nebo
jestlize mize v dané souvislosti spole¢nost

ziskat patentovou ochranu k jakémukoli vynalezu,
m& HHSC a/nebo spole¢nost [} nebo jimi
oficidlné jmenovana strana pravo pozadovat

A
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6.5

or publication on reasonable grounds including
without limitation: i) to ensure that proprietary
information is not inadvertently divulged; ii) to
enable intellectual property rights to be secured;
and iii) to enable the relevant supplementary
information to be provided. The Institution shall
be required to comply with any request to amend
or delete any statement in a proposed publication,
provided such request is based on any one of i) to
iii) above. [} may also require Investigator
and/or Institution by notice provided in writing to
postpone the publication of the proposed abstract
or manuscript in order for [JJij (or any relevant
third party) to take the steps necessary to protect
such intellectual property rights. Upon receipt of
such written notice, Institution and Investigator
shall delay the publication or presentation of the
proposed abstract or manuscript for the period of
time specified in the notice, provided that such
period shall not exceed six (6) months.

Institution shall not use the name(s) of
HHSC/PHRI or i} and/or any of its employees
in advertising or promotional material without the
prior written consent of PHRI and/or [
provided however that the Institution must
acknowledge, in general terms, the existence of
this Agreement and the Institution’s receipt of
financial support from PHRI shall not use
the name(s) of Institution in advertising or
promotional material or publication (excluding
Study Results) without having received the prior
written consent(s) of the applicable Party,
provided however, that PHRI may provide the
required information necessary for registration of
the Study on www.clinicaltrials.gov, as well as any
information that is required to be reported in
accordance with regulatory rules, applicable laws
or general industry standards, including but not
limited to, the amount of funding provided to
Institution and/or Investigator by [Jij for the
conduct of the Study Activity and identifying the
Institution and Investigator as part of this
disclosure.

ARTICLE 7. RELATIONSHIP OF PARTIES

s

Any work performed by Institution and/or any of its
personnel under this Agreement shall be
considered as to be performed by independent
contractors and not as partners, joint venturers,
employees, subcontractors or agents of [l
and shall not have the power to bind [JJjjjj or any
persons affiliated with [l

2013-1968-PHRI
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zménu takto navrhované prezentace nebo
publikace na zakladé rozumnych divodl, véetné,
mimo jiné: i) aby bylo zajisténo, Ze vlastnické
informace nebudou netmysliné Sifeny; ii) aby bylo
mozné zajistit prava dusevniho vlastnictvi a iii)
aby bylo mozné poskytnout relevantni dopliujici
informace. Instituce je povinna vyhovét takovému
pozadavku na zménu nebo vypusténi jakéhokoli
vyroku z navrhované publikace za predpokladuy,
Ze je tento poZadavek zalozen na jednom
z divodl uvedenych vy$e vbodech i) az iii).
Spoleénost mlze rovnéz pisemné
pozadovat, aby ZkouSejici a/nebo Instituce odlozili
zvefejnéni  navrhovaného  abstraktu nebo
rukopisu, aby spolecnost [Jij (nebo jakakoli
relevantni tfeti strana) mohla ucinit kroky
nezbytné kochrané takovych prav dusevniho
vlastnictvi. Po obdrzeni takového pisemného
oznameni musi Instituce a Zkousejici odlozit
zvefejnéni nebo prezentaci navrhovaného
abstraktu nebo rukopisu po dobu uvedenou
voznameni za pledpokladu, 2Ze tato doba
nepresahne Sest (6) mésica.

Instituce neni opravnéna bez pfedchoziho
pisemného souhlasu PHRI a/nebo spoleénosti

pouzivat nazev/nazvy HHSC/PHRI nebo
- ani jména zadného z jejich zaméstnancl
v reklamnich nebo propagacnich materidlech, s
vyhradou, Ze Instituce musi obecn& potvrdit
existenci této Smilouvy a pfijem finanéni podpory
od spole¢nosti PHRI nesmi bez
pfedchoziho pisemného souhlasu(ll) pfislusné
Strany pouzivat nazev/nazvy Instituce
v reklamnich a propagaénich materialech nebo
publikacich (s vyjimkou Vysledkl studie),
s vyhradou, Ze je PHRI opravnén poskytnout
poZadované informace nezbytné pro registraci
Studie na portalu www.clinicaltrials.gov, jakoz i
jakékoli  informace, jejichz oznameni je
pozadované v souladu s regulacnimi predpisy,
pfislusnymi zakony nebo obecnymi primyslovymi
normami, vcéetneé, mimo jing, finanéni C&astky,
kterou Instituci a/nebo Zkousejicimu spoleénost
B roskytia na provedeni Cinnosti v ramci
studie, a oznageni Instituce a Zkousejiciho jako
soucast tohoto zvefejnéni.

CLANEK 7. VZTAHY STRAN

Jakakoli prace provedena Institucia/nebo kymkoli
z jejich zaméstnancl v souladu s touto Smlouvou
je povaZzovana za praci provedenou nezavislymi
smluvni partnery, a nikoli partnery, spole¢niky,
zaméstnanci, subdodavateli nebo  agenty

spole¢nosti a nezaklada pravo zavazovat
spole¢nost ani jakékoli osoby spojene se

spolecnosti
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ARTICLE 8. NOTICE

8.1

8.2

Any notice required or permitted by this
Agreement shall be in writing and shall be
delivered to the addresses or facsimile numbers
specified below (or as updated by subsequent
notice in writing) as follows, with notice deemed
given as indicated: (a) by personal delivery, when
delivered personally; (b) by courier, upon courier's
verification of delivery; (c) by certified or
registered mail, return receipt requested, upon
postal service's verification of delivery; or (d) by
facsimile, upon confirmed successful transmission
at sender's location. A notice given pursuant to
this Agreement shall be deemed also to be a
notice given pursuant to and in accordance with
the provisions of the Investigator Agreement, and
vice versa. Any notice given pursuant to this
Agreement shall also refer the recipient to the
existence of the separate but related agreement
between the Investigator and ] - ie. the
Investigator Agreement. However, the failure to do
so shall not affect the validity of the notice given
both with respect to this Agreement and the
Investigator Agreement.

If to the Institution:

Slany Municipal Hospital
Politickycm Veznu 576
Slany, 27401

Czech Republic

Tel:

Fax:

If to HHSC:

Population Health Research Institute (PHRI)
Hamilton Health Sciences - DBCVSRI
Hamilton General Hospital Campus

237 Barton Street East

Hamilton, ON L8L 2X2

Attention: - Prolect Manager
Tel:
=mai: |

If to

Inc.
77 Belfield Road
Toronto, ON MOW 1G6

Attention: Study Manager
Fax:
E-mail: I

Updates to HHSC and [} contacts will be
reflected in the Manual of Operations.

In addition, where any notice is given to PHRI
under this Agreement in relation to: 1) any breach
or alleged breach or default or alleged default of
PHRI; or 2) any claim against PHRI by any
person, then notice shall, in addition, be provided

2013-1968-PHRI
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CLANEK 8. OZNAMENI

8.1

8.2

VSechna oznameni pozZadovana nebo povolena
touto Smlouvou musi byt vyhotovena pisemné a
zaslana na adresy nebo faxova &isla uvedena
nize (nebo aktualizovana pozdé&jsSim pisemnym
oznamenim) nasledovng, pficemz je oznameni
povazovano za dorucené: (a) osobnim
doruéenim, kdyz je doruéeno osobné; (b)
prostfednictvim kuryra, na zakladé potvrzeni o
doruceni kuryrem; (c) doporuéenym dopisem,
pficemz je poZadovana dorucenka, na zakladé
potvrzeni o dorueni postovni dorucovatelskou
sluZzbou; nebo (d) faxem, na zakladé potvrzeni o
UspéSném prenosu u odesilatele. Oznameni
podle této Smlouvy se budou rovnéZz povazovat
za oznameni uskuteénéna v souladu s
ustanovenimi Smlouvy se zkou$ejicim a naopak.
Veskera oznameni podle této Smlouvy museji
rovnéz odkazovat pfijemce na existenci
samostatné, av8ak souvisejici smlouvy mezi
Zkousejicim a spolecnosti [JJiij tzn. Smiouvy se
zkousejicim. Pokud se tak nestane, nebude to mit
vliv na platnost oznameni u€inéného podle této
Smlouvy i Smlouvy se zkouSejicim.

Doruéovaci udaje instituce:
Slany Municipal Hospital
Politickycm Veznu 576
Slany, 27401

Czech Republic

Tel:

Fax:

Dorucovaci udaje HHSC:

Population Health Research Institute (PHRI)
Hamilton Health Sciences - DBCVSRI
Hamilton General Hospital Campus

237 Barton Street East

Hamilton, ON L8L 2X2

K rukéam: vedouciho projektu

Tel.:

E-mail: I

Dorugovaci tdaje spoleénosti [}
Inc.

77 Belfield Road

Toronto, ON MOW 1G6

K rukam: vedouciho studie ||| Gz
Tel.:
Fax:

Aktualizace kontaktt HHSC a spole¢nosti [}
budou uvedeny v Provozni pfiruéce.

Dale, v pripadé zaslani oznameni PHRI podle této
Smiouvy ohledné: 1) jakéhokoli poruseni nebo
domnélého poruseni nebo prodleni nebo
domnélého prodleni PHRI; nebo 2) jakéhokoli
naroku vici PHRI vzneseného jakoukoli osoboi%
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in accordance with the provisions of this Article 8
to:

PHRI Executive Director — Dr. Yusuf
Population Health Research Institute (PHRI)
Hamilton Health Sciences

DBCVSRI - Room C2-119

Hamilton General Hospital Campus

237 Barton Street East

Hamilton, ON L8L 2X2

Fax:

Director of Research Administration

293 Wellington St. N., Suite 120
Hamilton, ON L8L 8E7
Fax:

ARTICLE 9. TERM OF THE AGREEMENT

9.1 This Agreement is effective upon last signature of
the Parties hereunder and ends upon the later of
(a) completion of the overall Study report, or (b)
the last payment made to Institution hereunder.

9.2 The rights and obligations of [Jij and Institution
set forth in this Agreement, which by intent or
meaning have validity beyond such termination
(including, without limitation, rights with respect to
ownership, patents, confidentiality, liability and
indemnification) shall survive termination or
expiration of this Agreement.

ARTICLE 10. TERMINATION

10.1 In case any regulatory or legal authorization
necessary for the conduct of the Study Activity is
(i) not received or (ii) withdrawn, this Agreement
shall terminate automatically at the date of receipt
of notification to the Institution.

10.2 This Agreement may be terminated by
immediately, which may be upon the suggestion
from PHRI, if any of the following conditions
occur:

(a) If a decision is made to terminate the Study
early due to safety reasons; or

(b) If the Investigator or the Institution is
debarred, disqualified or blacklisted as
described in Section 1.9; or

(c) In the event that the Institution fails to
complete Part 1 of the Study as described
in the Bolus Recruitment Summary provided

2013-1968-PHRI
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musi byt oznameni zaslano v souladu
s ustanovenimi tohoto ¢lanku 8 na adresu:

PHRI Executive Director — Dr. Yusuf
Population Health Research Institute (PHRI)
Hamilton Health Sciences

DBCVSRI - Room C2-119

Hamilton General Hospital Campus

237 Barton Street East

Hami
Fax:

Director of Research Administration

293 Wellington St. N., Suite 120
Hamilton, ON L8L 8E7
Fax:

CLANEK 9. DOBA TRVANi SMLOUVY

9.1 Tato Smlouva nabyva uGcinnosti pfi poslednim
podpisu smiuvnich Stran a jeji u€innost konéi pfi
pozdé&jSi z dale uvedenych udalosti: (a) dokon&eni
celkové zpravy o Studii, nebo (b) provedeni
posledni platby Instituci podle této Smiouvy.

9.2 Prava a povinnosti spole¢nosti [JJjJj 2 Instituce
podle této Smlouvy, které maji na zakladé zameéru
nebo smyslu platnost i po takovém ukonceni
(v€etné napriklad prav tykajicich se vlastnictvi,
patentt, daveérnosti, odpovédnosti a
odSkodnéni/zajisténi, avsak i jinych), pretrvavaji i
po ukon&eni nebo vyprSeni platnosti této
Smilouvy.

CLANEK 10. UKONCENI

10.1 V pfipadg, Ze (i) nebude ziskano nebo (ii) bude
odvolano jakékoli regulaéni nebo pravni povoleni
nezbytné pro provadéni Cinnosti v ramci studie,
konéi automaticky platnost této Smilouvy k datu
pfijeti oznameni Instituci.

10.2 Spole¢nost ] mize tuto Smiouvu okamzité
vypovédét, treba na navrh PHRI, nastane-li
néktera z nasledujicich skute¢nosti:

(a) Jjestlize bude rozhodnuto o piedéasném
ukoncéeni Studie z bezpeénostnich divodu,
nebo

(b) jestlize se Zkousejiciho nebo Instituce
budou tykat situace popsané v odstavci 1.9
(znemozneéni, diskvalifikace, zafazeni na
¢ernou listinu), nebo

(c) v pfipad&, Ze Instituce nedokon&i Cast 1
Studie, jak je popsano ve shrnuti Bolus
Recruitment Summary v bali¢ku pfizvani

-
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10.3

10.4

10.5

10.6

in the site invitation package or fails to enrol
any Subjects into Part 2 within 6 weeks
from the date of written notification from
PHRI that the Centre has been activated
and can begin Part 2 of the Study; or
(d) Without cause with three (3) months
termination period at any time prior to the
recruitment of Subjects into the Study, with
the expectation of closeout activities to be
performed by Centre within the three (3)
months termination period; or

If i} does not approve a
investigator pursuant to Section 1.17.

(e)

new

This Agreement may be terminated by either
Party by providing thirty (30) days written notice, if
(i) the other Party is in material breach of this
Agreement and is unable to cure the breach within
the thirty (30) day period, or (ii) due to medical or
ethical reasons. In case of such termination by
Institution, prior consultation by Investigator with
I is mandatory. Without prejudice to the
foregoing, in the event of critical or important
findings following audit/inspection affecting GCP,
pharmacovigilance or regulatory system, practice
or process that adversely affect the rights, safety
or well-being of Study Subjects or that poses a
potential risk to public health or that renders Study
data inadmissible or that represents a serious
violation of applicable legislation and guidelines,

reserves the right to temporarily stop the
recruitment of Study Subjects with immediate
effect until the relevant finding has been fully
assessed.

Immediately upon receipt of a notice of
termination, Institution shall stop pre-screening
Study Subjects into Part 1 or enrolling into Part 2
of the Study (as applicable) and shall cease
conducting procedures on Study Subjects already
entered in Part 2 of the Study as directed by PHRI
and to the extent medically permissible.

Institution may terminate this Agreement only if in
the reasonable judgement of Institution and/or
Investigator serious or life-threatening events
raise issues of patient safety, by jointly providing
written notice to PHRI and termination shall,
subject to the on-going obligations of each of the
Parties pursuant to paragraph 10.6 below, be
effective immediately upon receipt of the
termination notice by PHRI.

Regardless of the cause of the early termination
of this Agreement, the Parties shall in all
instances cooperate in closing-out of the Study
Activity at the Institution and this shall include if

2013-1968-PHRI
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10.3

10.4

10.5

10.6

Mista k ucasti na provedeni Studie, nebo
nezaradi zadné Subjekty do Casti 2 béhem
6 tydni od data pisemného oznameni
PHRI, Zze Centrum bylo aktivovano a mize
zahajit Cast 2 Studie, nebo
(d) bez udani divodu s tfimési¢ni (3 mésice)
vypovédni |hitou kdykoli pfed naborem
Subjektll do Studie, s ocekavanim, ze
Centrum provede =zavérecné c&innosti
béhem tfimésiéni (3 mésice) vypovédni
Ihaty, nebo
(e) jestlize spolecnost [Jij neschvali nového
zkousejiciho podle odstavce 1.17.

Kterakoli Strana mulze vypovédét tuto Smlouvu
s tficetidenni (30 dnl) vypovédni |hltou
pisemnym oznamenim, jestlize (i) druha Strana
vyznamnym zplsobem porusuje tuto Smiouvu a
neni schopna poruSeni napravit béhem
tficetidenni (30 dnt) Ihdty, nebo (ii) z |ékarskych
nebo etickych divodi. V pripadé takové vypovédi
Instituci se musi ZkouSejici predem poradit se
spolecnosti i}l Aniz by bylo ovlivnéno
pfedchozi ustanoveni, vyhrazuje si spole¢nost
Il pravo docasné pozastavit nabor Subjekt
studie sokamZitou ucinnosti, dokud nebude
pfislusne zjisténi piné zhodnoceno, v pfipadé
kritickych nebo  vyznamnych  zjisténi po
auditu/inspekci, ktera se tykaji spravné klinické
praxe, farmakovigilance nebo regulagniho
systému, praxe nebo postupu, ktery nepriznivé
ovliviiuje prava, bezpecnost nebo pohodu
Subjektll studie nebo mize ohrozit zdravi
vefejnosti nebo zplsobuje, Ze jsou udaje ze
Studie nepfiipustné, &i pfedstavuje vazné poruseni
Pfislusné legislativy a smérnic.

Instituce je povinna okamzZité po obdrzeni
vypovédi ukongit prescreening Subjektd studie do
Casti 1 nebo zafazovani do Casti 2 Studie (podle
situace) a ukongit provadéni procedur na
Subjektech studie, které jiz byly do Casti 2 Studie
zafazeny, vsouladu s nafizenim PHRI a
v rozsahu piipustném z Iékai'ského hlediska.

Instituce ma pravo vypovédét tuto Smilouvy,
pouze pokud na zakladé svého pfiméfeného
usudku shledaji, Ze je bezpeénost pacient
ohrozena vaznymi nebo Zivot ohrozujicimi
udalostmi, spole¢nou pisemnou vypovédi PHRI a
tato vypovéd nabyva ucinnosti okamzité po jejim
obdrzeni PHRI, svyhradou pokracujicich
povinnosti kazdé ze Stran podle odstavce 10.6
nize.

Bez ohledu na pfi€inu pfedéasného ukonéeni této
Smlouvy jsou Strany za vSech okolnosti povinny
spolupracovat na uzavieni Cinnosti v ramci studie
v Instituci, coZ zahrnuje povinnosti véech Stran

4
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10.7

10.8

applicable, an obligation upon all of the Parties to
comply with all recommendations of the Steering
Committee (as defined in the Protocol) for closing
out of the Study.

In the event of termination of this Agreement,
other than due to material breach of the Institution
and/or the Investigator, the Institution and/or the
Investigator shall be paid by HHSC for all Subject
fees actually earned up to the date the termination
notice is received by Institution or Investigator and
for applicable closing-out activities in accordance
with Exhibit A of this Agreement.

A material breach under this Agreement shall be
deemed to be a material breach under the
Investigator Agreement and/or a material breach
of the Investigator under the Investigator
Agreement shall be deemed to be a material
breach under this Agreement.  Further any
notification given or termination effected by [}
pursuant to the termination provisions contained
in the Investigator's Agreement shall be deemed
to be a notice given or termination effected under
this Agreement unless, in its sole and
absolute discretion, expressly and in writing states
otherwise in its notices given or otherwise during
the termination proceedings. For further certainty,
provided that [l has complied with its
obligations relating to termination under the
Investigator Agreement, no failure by [ to
perform any act or give any notice required
pursuant to this Agreement shall be construed as
a waiver of the provisions in the preceding
sentence or affect in any way the termination of
both Agreements simultaneously.

ARTICLE 11. INDEMNITIES AND INSURANCE

1.1

11.2

In consideration for Institution agreeing to perform
the Study Activity and assuming the obligations
set out herein, Institution shall be indemnified and
held harmless by Sponsor in accordance with the
terms set out in Exhibit C to this Agreement. This
Letter of Indemnification from Sponsor cannot be
modified in any manner. For purposes of clarity,
any indemnification in accordance with this
Agreement will be by Sponsor. HHSC will not
provide any indemnification and HHSC's sole
obligation with respect to the indemnity provided
by Sponsor under this Article 11 shall be to
ensure that the names of the Investigator and the
Institution are provided to Sponsor for the purpose
of ensuring that Sponsor is aware of its obligation
of indemnity hereunder.

Institution shall be liable towards [} and will
defend, indemnify and hold harmless

and/or their Affiliates and/or their directors,
officers, employees, contractors in case of (i)
negligence or willful misconduct or omission

2013-1968-PHRI

pfipadné jednat podle véech doporuéeni Ridiciho
vyboru (jak je definovan v Protokolu) pro uzavieni
Studie.

10.7 V pripadég, Ze byla tato Smlouva vypovézena jinak
nez kvlli vyznamnému poru$eni na strané
Instituce a/nebo Zkou$ejiciho, uhradi HHSC
Instituci a/nebo Zkou$ejicimu castky za vsechny
Subjekty ziskané do data obdrzeni vypovédi
Instituci nebo Zkou$ejicim a za pfislusné innosti
spojené s uzavienim Studie v souladu s Prilohou
A této Smilouvy.

10.8 Za zavazné poruSeni podle této Smlouvy se
povazuje zavazneé poruseni podle Smlouvy se
zkou$ejicim anebo zavazné poruseni na strané
ZkousSejiciho podle Smiouvy se zkousejicim se

bude povaZovat za zavazné poruseni podle této

Smlouvy. Dale plati, ze vesSkeré vypovédi di

odstoupeni od smlouvy ze strany spole¢nosti

v souladu s ustanovenimi o ukonceni

Smlouvy se zkousejicim, se budou povazovat za

vypovédi ¢&i odstoupeni od této Smlouvy,

neuvede-li spole¢nost [Jij dle svého vyluéného

a absolutniho uvazeni, vyslovné a pisemné jinak

ve své vypoveédi & v ramci odstoupeni. Ab

nevznikly pochybnosti, pokud spole¢nost

spini svoje povinnosti tykajici se odstoupeni od

Smlouvy se zkousejicim, pak skuteénost, ze

spole¢nost [ neuskuteéni nékteré kroky nebo

neucini néktera oznameni podle této Smlouvy
nelze vykladat jako vzdani se prava na vymahani
ustanoveni pfedchozi véty a nebude to mit Zadny

vliv na sougasné ukonéeni obou Smiuv.

CLANEK 11. ODSKODNENI A POJISTENI

11.1 S ohledem na souhlas Instituce s provedenim
Cinnosti v ramci studie a pievzetim zavazki
stanovenych v této Smlouvé Zadavatel ochrani a
odSkodni Instituci v souladu s podminkami
stanovenymi v Priloze C ktéto Smlouvé. Toto
Potvrzeni Zadavatele o zajisténi se nesmi nijak
upravovat. Aby nedoslo k pochybnostem, jakékoli
zajisténi a odskodnéni v souladu s touto
Smilouvou  poskytne Zadavatel. HHSC
neposkytne Zadné od3kodnéni a jedinou
povinnosti HHSC ve vztahu k odS8kodnéni
poskytnutému Zadavatelem podle tohoto &lanku
11 je zajistit, aby byla Zadavateli pfedana jména
Zkousejictho a Instituce, aby si byl Zadavatel
védom svého zavazku zajisténi a odskodnéni
podle této Smiouvy.

11.2 Instituce nese odpovédnost vici spoleénosti
a budebranit, odSkodfiovat a chranit

spolecnost [Jlij a/nebo jeji pobotky a/nebo
jejich feditele, funkcionafe, zaméstnance, smluvni
partnery v pfipadé (i) nedbalosti nebo umysiného
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11.3

11.4

and/or (ii) a breach of any obligations assumed
under this Agreement by the Investigator any of its
employees or contractors involved by Institution in
connection with this Agreement. Institution will
have the same liability towards HHSC and/or their
Affiliates and/or their directors, officers,
employees, contractors in case of (i) negligence
or willful misconduct or omission and/or (i) a
breach of any obligations assumed under this
Agreement by the Investigator any of its
employees or contractors involved by Institution in
connection with this Agreement. “Affiliate” shall
mean, with respect to a Party, an entity which,
directly or indirectly, controls, is controlled by, or is
under common control with, such Party. For the
purpose of this definition, “control” means the
ownership, directly or indirectly, through one or
more intermediaries, of at least fifty per cent
(50%) of all classes of voting stock of, or the right
or power to otherwise direct or cause the direction
of management and policies of such individual,
corporation, partnership, association, trust or
other legal entity or organization. With respect to
HHSC, the term “Affiliate” also includes its
affiliated institution McMaster University, with
offices at 1280 Main St, West, Hamilton, Ontario,
Canada.

Notwithstanding any other provision of this
Agreement, under no circumstances will either
Party be liable to the other for: any indirect,
consequential or incidental damages that such
other Party may have suffered, including without
limitation damages for loss of profit or revenue
and regardless of whether such other Party has
been advised of the possibility of such damages
arising which may have arisen in connection with
the performance, purported performance or non-
performance of this Agreement; or for non-
compensatory damages of any kind, including
without limitation aggravated or punitive damages.
This limitation will not be applicable to claims
arising from willful misconduct.

Further, while [JJlj and HHSC consider that
patient safety has been appropriately taken into
consideration in the design of the Protocol,
Institution agrees that it and its IRB shall be
responsible for evaluating the safety of the
Protocol (as it may be amended from time to time)
in general for use at the Institution and also
specifically with respect to the participation in the
Study of each of the Subjects enrolled at the
Institution.

Bl shall be responsible for the clinical trial
insurance of the Study in accordance with
applicable laws and regulations. During the term

2013-1968-PHRI
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11.3

11.4

11.5

nespravneho pocinani ¢i opomenuti a/nebo (ii)
poruseni jakychkoli zavazkl prevzatych podle této
Smlouvy ZkouSejicim nebo jakymkoli zjejich
zameéstnancl nebo smluvni partnery zapojenych
Instituci ve spojeni s toutc Smlouvou. Instituce
ma stejnou odpovédnost vici HHSC a/nebo jejim
pobockam a jejim feditelim, funkcionariim,
zaméstnanciim, smluvni partnery v pfipadeé (i)
nedbalosti nebo Umysiného  nespravného
pocinani a/nebo (ii) poruseni jakychkoli zavazkl
prevzatych podle této Smiouvy Investigatorem
nebo jakymkoli zjejich zaméstnancli nebo
smluvni partnery zapojenych Instituci ve spojeni
s touto Smlouvou. ,Poboc¢ka" znamena ve vztahu
k nékteré Strané subjekt, ktery pifimo nebo
nepiimo oviada danou Stranu, je ji ovladan nebo
je s ni pod spoleénym ovladanim. Pro ucel této
definice znamena ,ovladani* viastnictvi, pfimo
nebo nepfimo, prostiednictvim jednoho nebo
nékolika prostfednik(i, nejméné padesati procent
(50 %) akcii s hlasovacim pravem vsech ffid,

nebo pravo ¢&i pravomoc jinak fidit nebo
zplsobovat fizeni managementu a politik
takového jednotlivce, korporace, obchodni

spolecnosti, sdruzeni, trustu nebo jiného pravniho
subjektu ¢i organizace. S ohledem na HHSC
zahrnuje pojem ,Pobotka” také jeji pridruzenou
instituci McMaster University s kancelaremi na
adrese 1280 Main St. West, Hamilton, Ontario,
Kanada.

Bez ohledu na jakékoli jiné ustanoveni této
Smlouvy nebude Zadna Strana za Zzadnych
okolnosti odpovédna druhé strané za: jakékoli
nepiimé, nasledné nebo nahodné $Skody, které
tato Strana mohla utrpét, v€etn&, mimo jiné, Skody
z dlivodu uslého zisku nebo piijmu, a bez ohledu
na to, jestli tato druha Strana byla informovana o
mozZnosti vzniku takovych Skod, které by mohly
vzniknout ve spojeni s plnénim, zamyslenym
plnénim nebo neplnénim této Smlouvy; ani za
nekompenzaéni nahrady Skody jakéhokoli druhu,
véetng, mimo jiné, s$kody vzniklé v disledku
nasilné nebo trestné &innosti. Toto omezeni se
netyka narokl vzniklych na zakladé umysiného
nespravného pocinani.

Dale, zatimco spolegnost [Jij 2 HHSC soudi,
Ze pii zpracovani Protokolu byla dostatecné
zohlednéna bezpecnost pacientl, Instituce
uznava, Ze ona a jeji hodnotici komise (IRB)
ponesou odpovédnost za hodnoceni bezpecnosti
Protokolu (ve znéni doplfiovaném ¢as od &asu)
obecneé pro pouZiti v Instituci a také specificky
s ohledem na zapojeni kazdého ze Subjektl
zafazenych v Instituci do Studie.

Spoleénost [ nese odpovédnost za pojisténi
této klinicke Studie v souladu s piislusnymi
zakony a predpisy. V dobé platnosti této Smlouvy

b
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of this Agreement and for the duration of their
obligations surviving expiration or premature
termination of this Agreement, Institution shall
maintain its own general liability and/or
professional liability insurance covering their
liability during the conduct of the Study and under
this Agreement with a minimum coverage which
complies with local laws and good local

standards. Institution shall irovide B vith

insurance certificates upon request.

ARTICLE 12. ENTIRE AGREEMENT, AMENDMENT
AND ASSIGNMENT

121

12.2

12.3

12.4

The conclusion of this Agreement is not

conditioned on any pre-existing or future business

relationship between [JJij and Institution and/or

Investigator. It is also not conditioned on any

business or other decision Institution and/or

Investigator has made or will make relating to
or il products.

All exhibits attached hereto, as well as the
Protocol in each current version, shall be
incorporated herein as part of this Agreement.
This Agreement sets forth the entire agreement
and understanding of the Parties as to the subject
matter herein and, other than expressly provided
herein, no part of this Agreement may be modified
except where agreed to in writing by the Parties.
The Institution may not assign this Agreement or
any obligation hereunder without the prior written
consent of

Bl shal have the right to assign this
Agreement to any of its Affiliates. The Institution
shall not assign its rights or duties under this
Agreement to a third party without prior written
consent of [ and this Agreement shall bind
and inure to the benefit of the respective Parties
and their successors and assigns.

In the event of any conflict between this
Agreement and the Protocol, this Agreement will
govern for any non-clinical matters and the
Protocol will govern for any scientific or clinical
matters.

ARTICLE 13. CONCLUDING PROVISIONS

131

The invalidity or unenforceability of any provision
of this Agreement shall not affect the validity of
any other provision hereof. The Parties undertake
to make all commercially reasonable efforts to
replace any such invalid or unenforceable
provision with a replacement provision that is valid
and enforceable and that reflects the originally
intended commercial objectives of the Parties as
closely as possible.

2013-1968-PHRI

a po dobu trvani jejich zavazkl pokraéujicich po
vyprseni nebo pred¢asném ukonéeni platnosti
této Smlouvy musi Instituce udrzovat v platnosti
sve viastni pojisteéni vseobecné a/nebo profesni
odpovédnosti, které bude kryt jejich odpovédnost
béhem provadéni Studie a podle této Smilouvy
s minimalnim  krytim  odpovidajicim  mistnim
zakonim a dobrym mistnim standardim.
Instituce prediozi spole¢nosti i} potvrzeni o
pojisténi na pozadani ze strany spolecnosti [l

CLANEK 12. UPLNA DOHODA, ZMENY A
POSTOUPENI

12.1 Uzavieni této Smlouvy neni poedminéno zadnym
diive existujicim nebo budoucim obchodnim
vztahem mezi spole¢nosti [l a Instituc
a/lnebo Zkousejicim. Neni rovné&z podminéno
jakymkoli obchodnim nebo jinym rozhodnutim,
které Instituce a/nebo ZkouSejici pfijme ve vztahu
ke spole¢nosti [ij nebo produktim spolegnosti

12.2 VSechny prilohy k této Smlouve, jakoz i Protokol
v kazdém platném znéni, tvofi nedilnou soudast
této Smlouvy. Tato Smlouva predstavuje Uplnou
dohodu a porozuméni Stran ohledné predmétu
této Smlouvy, a pokud neni vtéto smlouvé
vyslovné uvedeno jinak, nemdze byt zadna cast
této Smlouvy ménéna, s vyjimkou uprav, které
Strany odsouhlasi pisemné. Instituce nejsou
opravneni tuto Smiouvu ani Zadné povinnosti z ni
vyplyvajici postoupit bez pifedchoziho pisemného
souhlasu spolegnosti ﬂ

12.3 Spole¢nost [l mé@ pravo postoupit tuto
Smlouvu kterémukoli ze svych pobocky. Instituce
nesmi postoupit sva prava nebo povinnosti podle
této Smlouvy Zadné ftfeti strané bez predchoziho
pisemného souhlasu spole¢nosti ﬁ a tato
Smlouva je zavazna a prechazi ve prospéch
pfislusnych Stran a jejich nastupcl a nabyvatelt.

12.4 V pfipadé jakéhokoli rozporu mezi touto
Smlouvou a Protokolem se vSechny neklinické
zalezitosti ridi touto Smlouvou a v8echny védecké
a klinické zalezitosti se fidi Protokolem.

CLANEK 13. ZAVERECNA USTANOVENI

13.1 Neplatnost nebo nevymahatelnost jakéhokoli
ustanoveni této Smlouvy neovlivni platnost
ostatnich ustanoveni této Smlouvy. Strany se
zavazuji, Ze vyvinou veskeré komeréné pfriméfené
usili  ktomu, aby takové neplatné nebo
nevymahatelné ustanoveni nahradily
ustanovenim, které je platné a vymahatelné a
které co nejlépe vyjadiuje plvodné zamyslené
komer¢éni cile Stran.
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13.2 This Agreement and any dispute arising
hereunder, shall be governed in accordance with
the local laws of the country of the Institution
applicable therein without reference fto the
conflicts of laws/rules of either jurisdiction, and
should it not be possible to resolve any dispute
arising hereunder through good faith discussions
and negotiations between the Parties, the Parties
agree to the resolution of such disputes by the
jurisdiction of the competent Court.

13.3 Articles 1.7, 1.9, 1.13, 1.14, 1.15, 1.16, 1.19, 1.20,

3, 4, 5 6,9 106, 10.7, 11, 12 and 13 shall

survive termination or expiration of this
Agreement.
13.4 This Agreement has been executed in the Czech

and English languages. In case of any
inconsistency between the English version and
the Czech version, the English version shall
prevail to the extent where such inconsistency
exists.

IN WITNESS WHEREOF, the Parties hereto have
caused this Agreement to be duly executed in two (2)
counterparts, each of which shall be deemed to be an
original, as of the day and year first above written.

signed for and on behalf of | GG
h(“HHSC”)

13.2 Tato Smlouva a jakykoli spor z ni vyplyvajici se
fidi podle mistnich zakonl, platnych v zemi
Instituce, bez ohledu na kolizni pravni predpisy
kterékoli jurisdikce, a pokud neni mozné jakykoli
spor vyplyvajici z této Smlouvy vyiesit v dobré
vife rozhovory a jednanimi smluvnich Stran,
souhlasi smluvni Strany s feSenim takovych spor(
pravomoci prislusného Soudu.

13.3 Clanky 1.7, 1.9, 1.13, 1.14, 1.15, 1.16, 1.19, 1.20,
3,4, 5 6, 9, 106, 10.7, 11, 12 a 13 zlstavaji
v platnosti i po ukonéeni nebo vypréeni platnosti

této Smiouvy.
13.4 Tato Smlouva byla vypracovana v deském a
anglickém jazyce. V pfipadé nesrovnalosti mezi
obéma verzemi bude smérodatna verze
v anglickém jazyce v celém rozsahu rozporného
textu.

NA DUKAZ CEHOZ, strany této Smiouvy uzaviraji tuto
Smlouvu vyhotovenou ve dvou (2) kopiich, pficemz
kazda znich ma platnost originalu, ke dni a roku
uvedenému vyse.

Podepséano jménem a za spole¢nost ||| TGN
M

(,HHSC¥)

Signature
Name:
Position: Director, Financial and Contract Services,
Population Health Research Institute, HHSC

B3 SEP~ &l
(YYYY-MMM-DD)

Date:

-and-

INSTITUTION: Slany Municipal Hospital

Podpis

Jmeno: [ NG_G_G_N

Pozice: Director, Financial and Contract Services,

Population Health Research Institute, HHSC

2 0] ?) = SELP~R ]
(RRRR-MMM-DD)

Datum:

=

INSTITUCE: Slany Municipal Hospital

Signature
Title: P abe.
Date: 2075 —0CT — 0

(YYYY-MMM-DD)

2013-1968-PHRI

Podpis
Titul: F2upr,
Datum: e 13 —OCF —ed
(RRRR-MMM-DD)
. 4
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-and-

The undersigned — not being a party to this Agreement
but being the Principal Investigator as that term is used
herein, understands and agrees to comply with the
terms and conditions of this Agreement insofar as they
relate to him/her:

-a-

Nize podepsany Zkousejici neni stranou této smlouvy,
ale jako Hlavni zkousejici ve smyslu této smlouvy
rozumi a souhlasi s jejim znénim a se vSim, co se
vztahuje na négj (na ni):

Signature

L. 0CT. 293
(YYYY-MMM-DD)

Date:

2013-1968-PHRI

Podpis
Py, L2 77
(RRRR-MMM-DD)

Datum:
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Exhibit A - Page 1/2

Priloha A - Strana 1/2

PAYMENT SCHEDULE HARMONOGRAM PLATEB
STUDY: STUDIE:
CENTRE#: C. CENTRA:

COUNTRY: CZECH REPUBLIC

STAT: CESKA REPUBLIKA

Payment distribution will be as shown below. Payments
will be processed on a bi-monthly basis with the payment
run cut-offs on February 28", April 30", June 30", August
30", October 31* and December 31% of each year.
Payments will be issued and sent out within 25 days from
the processing/run date (i.e., Payment for run date
February 28" will be mailed on or prior to March 25").
Payments will be made for all CRFs received and validated
to be clean prior to this date, according to the attached
payment schedule.

Platby budou rozdéleny, jak je uvedeno nize. Platby budou
provadény vzdy po dvou mésicich s terminy vyplaty 28.
tnora, 30. dubna 30. ¢ervna, 30. srpna, 31. fijna a 31.
prosince kazdého roku. Platby budou vystaveny a odeslany
do 25 dnll od data zpracovani (tj. platba k 28. Gnoru bude
odeslana nejpozdgji do 25. bfezna). Platby budou
provedeny na zakladé vSech CRF obdrZzenych a
schvalenych prfed timto datem v souladu s
harmonogramem plateb.

The fee per Subject is inclusive of all costs (i.e. staff time,
pharmacy costs, events reporting costs, archiving costs,
institutional overheads, participant expenses such as travel
and parking, CD/DVD, courier costs for sending scans to
the CORE Lab and central blood collection).

Odmeéna za pfipad zahrnuje veSkeré naklady (tj. cas
personalu, naklady I|ékamy, naklady souvisejici se
zasilanim zprav o udalostech & s archivaci dokumentd,
rezijni naklady instituce, naklady hrazené ucéastnikim
studie — napf. cestovné ¢i parkovné, naklady na CD/DVD,
naklady na zasilani skenll do referencéni laboratofe a
naklady na krevni odbéry).

Amount in EUR
per Study Subject, per
visit and receipt
of all required CRFs
for the visit

Visit Type *

Castka v EUR na
Subjekt studie, na
navstévu a prijem
vSech pozadovanych
CRF pro navstévu

Druh navstévy *

Randomization Visit

Randomizaéni navstéva

1 Month 1 mésic

3 Month Phone Visit Siresios = ieleionicia
navstéva

6 Month 6 mésicl

9 Month Phone Visit 9 mesic - telefonicka
navstéva

1 Year 1 rok

1.5 Year 1,5 roku

2 Year 2 roky

2.5 Year 2,5 roku

3 Year 3 roky

3.5 Year 3,5 roku

4 Year 4 roky

4.5 Year 4,5 roku

5 Year 5 let

Final Zavéretna
Kontrolni telefonicka

Washout Phone Visit navstéva po odeznéni Gcinku
studijni medikace

Holdback fee **

Zadrzeny poplatek **

Average per patient fee
(based on follow-up of 4
years) ***

Pramérny poplatek za
pacienta (na zakladé
4letého sledovani) ***

2013-1968-PHRI
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Exhibit A - Page 2/2

Priloha A - Strana 2/2

PAYMENT SCHEDULE HARMONOGRAM PLATEB
STUDY: STUDIE:
CENTRE#: C. CENTRA:

COUNTRY: CZECH REPUBLIC

STAT: CESKA REPUBLIKA

Additional Fees for
CABG patients only

iar 1 CT scan for peri-operative

-Dalsi poplatky za CT scan po 1 roce pouze u CABG
pacientﬂb

Substudy fees: MIND substudy (applicable only for sites
participating in the substudy)

Poplatky za Diléi studii: Diléi studie MIND (uplatiiuji se
pouze pro mista zapojena do Dil¢i studie)

Baseline Brain magnetic resonance imaging ("MRI") =

Vstupni  zobrazeni mozku pomoci

rezonance (MRI mozku) (,MRI") G EEGED

magnetické

Final Visit Brain MR| D

MRI mozku pii zavérecné naviteve G D

*

Visits will continue every 6 months until the
required number of primary efficacy outcomes has
been collected. The expected average follow-up
is 3-4 years.

*

Navstévy budou pokracovat vzdy po 6 mésicich,
dokud nebude ziskan pozadovany poéet vysledk
tykajicich se primarni G€innosti. Ocekava se
sledovani po dobu 3-4 let.

dek

Holdback fee will be paid after database lock if all
required data for the participant has been
collected and provided to PHRI prior to database
lock.

~a

ek

Zadrzena platba bude proplacena po uzavfeni
databaze, budou-li shromazdény a pied
uzavienim databaze poskytnuty PHRI v8echny
pozadované Udaje daného ucastnika.

The actual fees paid will be based-on completion
of visits and collection of all required data.

-t

ek

Skute¢né poplatky se budou vyplacet na zakladé
dokonceni navstév a shromazdeni vsSech
pozadovanych udaij.

IRB invoices must be received within thré.e (3) months of

Faktury IRB museji byt prijaty do tri (3) mésicll od

IRB approval and must contain the following information: | schvaleni IRB a museji obsahovat nasledujici
. informace:
1. Study name 1. Nazev studie
2. [Institution name g 2. Nazev instituce
3. Investigator name 7 3. Jméno zkousejiciho
4. Centre number e 4. Cislo centra
Any IRB invoices received after the end”of the Study | Faktury IRB pfijaté po skongeni Studie nebudou
shall not be eligible for reimbursement. =« proplaceny. b,
E -

2013-1968-PHRI
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Exhibit B — Page 1/2
PAYMENT RULE FORM

Priloha B — Strana 1/2
FORMULAR PRAVIDLA PLATEB

If request to change existing information, please check

Pokud pozadujete zménit stavajici informace, zaskrtnéte

COUNTRY: CZECH REPUBLIC
CENTRE #: I

INSTITUTION: Slany.Municipal Hospital
invesTicaToR: [

STAT: CESKA REPUBLIKA

C. CENTRA:

INSTITUCE: Slany Municipal Hospital
ZKOUSEJICI:

Payment will be in EUR. Payments will be processed
on a bi- rncmthlyr basis W|th the payment run cut~oﬁs on
February 28" April 30 June 30" August 30", October
31% and December 31° of each year. Payments will be
issued and sent out within 25 days from the
wrocessmgfrun date (i.e., Payment for run date February
28"™ will be mailed on or prior to March 25™) provided
that a minimum of [l EUR has been earned within the
given payment period. Payments will be made for all
CRF’s received and validated to be clean prior to this
date, according to the attached payment schedule.

Platba bude provedena v EUR. Platby budou provadény
vzdy po dvou mésicich s terminy vyplaty 28. tnora, 30.
dubna, 30. €ervna, 30. srpna, 31. fijna a 31. prosince
kazdého roku. Platby budou vystaveny a odeslany do 25
dni od data zpracovani (. platba k 28. tGnoru bude
odeslana nejpozdéji do 25. biezfia), za piedpokladu, ze
ziskana ¢astka za dané obdobi ¢ini minimainé Il
EUR. Platby budou provedeny na zakladé vSech CRF
obdrzenych, schvalenych a bez vyhrad kdatu
zpracovani v souladu s harmonogramem plateb.

Payments will be made to only one party.

Platby budou vyplaceny pouze jedné strané.

information could result in a delay in payment.

(ALL INFORMATION BELOW MUST BE PRINTED) {VSECHNY NIZE UVEDENE INFORMACE MUSEJi
BYT TISKACIM PISMEM)

The following information is required in order to | Nasledujici informace jsou nezbytné k provedeni platby

generate payment by wire transfer. Incomplete | pfevodem. Neuplné informace mohou mit za nasledek

zdrzeni platby.

Bank Name (Nazev banky)

Bank Address (Adresa banky)

Bank SWIFT code (SWIFT kod)

Beneficiary Name (Jméno piijemce)

Beneficiary Address (Adresa pfijemce)

Beneficiary IBAN or Account number (IBAN nebo &islo
Uctu pfijemce)

Instituce Podpis

Datum: Zes>— @CF —o2_

Jmeéno:

Email address:

2013-1968-PHRI
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Exhibit B - Page 2/2
PAYMENT RULE FORM

Pfiloha B - Strana 2/2
FORMULAR PRAVIDLA PLATEB

The information requested below has to be provided
before we can initiate any payments.

Nize pozadované informace museji byt poskytnuty
piedtim, nez mizeme iniciovat platby.

Are you an entity that has to submit value added tax?

Yes No
—_— d e

VAT tax rate: M%

Jste platcem DPH?

_Wé

sazba dané z pfidané hodnoty (DPH) %

____Ne

If payment to the Investigator, please provide
following:

V pripadé platby zkouSejicimu uved'te nasledujici
udaje:

Social Security (US)/Social Insurance Number (Canada)
or other applicable personal income tax identifier # (e.g.
DIC used in the Czech Republic):

Cislo socialniho zabezpegeni (USA) / &islo socialniho
pojisténi (Kanada) nebo jiné osobni &islo pro identifikaci
dané zpfijmu (napi. DIC které pouzivate v Ceské
Republice):

Investigator First Name, Middle Initial and Last Name:

Krestni jméno, prostiedni iniciala a pfijmeni
zkousejiciho:

If payment to a business entity such as the

V pripadé platby podnikatelské jednotce, jako je

Investigator’s professional corporation or the | vefejna obchodni spoleénost ZkousSejiciho nebo
Institution please provide the following: Instituce, uved'te nasledujici tidaje:

Tax ID #/GST Registration#: DICI/&. registrace GST:

For HHSC use only — VVendor ID #: Pouze pro ucely HHSC - |dentifikadni &islo prodejce:
2013-1968-PHRI 25 ‘%
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EXHIBIT C
LETTER OF INDEMNIFICATION FROM [

Sponsor will defend, indemnify and hold harmless the Invesligalor (and employees and
contractors) andfor Instilution and its directors, officers, employeas, conlractors (hereinafter and
coflectively refered to as ‘Indemnified Party”} from liability for bodily injury, compensation ar
immaterial damage and loss of eamings, arising out of any claim made or lawsuit brought by a
human subject as a result of the administration of the Preduct or any clinlcal intervention ar

procedure provided for or required by the Protocol, provided that the following requirements are
met:

Such liability:

1.1 Does not arise from the failure of the Indemnified Pardy to comply with (a) the terms of this
Agreement; andfor (b) the Protocol, andfor (¢) all applicable laws and regulations
governing the conduct of the Study, andfor {(d) any precautions, indications and wrillen
instructions of Spensor or a ] Affiliate. Deviations from the terms of the Protocol that
may arise out of necessily to ensure patient safety do not constilute negligence or wilful
malfeasance provided that the Indemnified Party promptly shall notify Spensor andfor
HHSC in writing of any such devialions; and/or

1.2 Dees not arise from & negligent or wilful act or omission of the Indemnified Party.

However, in case such liabilly does arise from a failure as specified in section 1.1 by the
Indemnified Party or from a negligent or wilful act or cmission of the Indemnified Parly, the
Indemnified Party undertakes o defend, indemnify and hold harmless Sponsor and/for its affiliated
companles and s respective directors, officers, employees and contractors with regard to such
liability.

The Indemnification provided for by Sponsor in this Letter of Indemnification is subject to the
compliance of the Indemnified Party to the following terms:

21.  The Indemnified Party notifies Sponsor in wriling of a claim or lawsuit which is or could be
covered under this Letter of Indemnification within fifteen (15) days after it has received
notice of said claim or lawsuit, and Sponsor shall have the right to take over the defense
and disposition of any such claim ar lawsuit; and

2.2, The Indemnified Party will reasonably cooperate, and will require its employees to
reasonably cooperate, with local Affiliale andfor Sponsor and its attorneys and
insurer(s) in the defense and disposition of any such claim or lawsuit; and

2.3, Inthe event a claim or acticn is or may be asserted, the Institution andfor the Investigator
shall have the right 1o select and lo obtain representation by separate lagal counsel. If tha
Institution and/er the Investigator exercises such right, all costs and expenses incurred by
Institution for such separate counsel shall be borne by the Institution andfor the
Investigator; and

2.4.  No such claim or lawsuit shall be seltled withoul the prior wrilten approval of Sponsor. No
such ¢faim shall be seltled without the Indemnified Party's prior written consent unless
such settlement includes a complete release of Indemnified Party from all liability and does

COMPASS Protocol 16746 - Glabal Indemnification Lettar from Baysr [excluding US siles) 201JAPRI9 Page1of2
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not contain or contemplate any payment by, or injunctive or other equitable relief binding
upon, Indemnified Party.

3. All terms used in this Exhibit C shall have the meaning provided for in the Agreement unless
otherwise indicated.

M Al 9002

Date

CAQ-LPC-Law Germany

I ¢rotoco! 15726 - Global Indempification Letler from Bayer taxcluding US sihtes), 2013APR09 Paps 2of2
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EXHIBIT C

LETTER OF INDEMNIFICATION FROM [

FOR REFERENCE PURPOSES ONLY

1.  Sponsor will defend, indemnify and hold harmless
the Investigator (and employees and contractors)
and/or Institution and its directors, officers,
employees, contractors  (hereinafter
collectively referred to as “Indemnified Party”)
from liability for bodily injury, compensation or
immaterial damage and loss of eamings, arising
out of any claim made or lawsuit brought by a
human subject as a result of the administration of
the Product or any clinical intervention or
procedure provided for or required by the
Protocol, provided that the following requirements

are met:

Such liability:

1.1 Does not arise from the failure of the
Indemnified Party to comply with (a) the
terms of this Agreement; and/or (b) the
Protocol, and/or (c) all applicable laws and
regulations goveming the conduct of the
Study, and/or (d) any precautions,
indications and written instructions of

sponsor or a | Affliate.

from the terms of the Protocol that may
arise out of necessity to ensure patient
safety do not constitute negligence or wilful
malfeasance provided that the Indemnified
Party promptly shall notify Sponsor and/or
HHSC in writing of any such deviations;

andfor

1.2 Does not arise from a negligent or wilful act
or omission of the Indemnified Party.

However, in case such liability does arise from a failure
as specified in Section 1.1 by the Indemnified Party or
from a negligent or wilful act or omission of the
Indemnified Party, the Indemnified Party undertakes to
defend, indemnify and hold harmless Sponsor and/or its
affiliated companies and its respective directors,
officers, employees and contraclors with regard to such

liability.

2. The indemnification provided for by Sponsor in
this Letter of Indemnification is subject to the
compliance of the Indemnified Party to the

following terms:

2.1 The Indemnified Party notifies Sponsor in
writing of a claim or lawsuit which is or
could be covered under this Letter of
Indemnification within fifteen (15) days after
it has received notfice of said claim or

2013-1968-PHRI

~ PRILOHAC L
POTVRZENI ZADAVATELE 0 ZAJISTENI A
ODSKODNENI

JEN PRO INFORMACI

1.  Zadavatel bude branit, odSkodrovat a ochrafovat
Zkousejicino (a jeho zaméstnance a smiluvni
parinery) a/mebo Instituci a jeji feditele,
funkcionafe, zaméstnance, smluvni partnery (dale
jen .Zajisténa strana“) pred odpovédnosti za Uraz,
odSkodnéni nebo nemateridini odSkodné a
nahradu uslého zisku vyplyvajici zjakéhokoli
pfedloZeného naroku nebo soudniho stihani
zahajeneho nékterym lidskym subjektem na
zakladé podavani Produktu nebo jakéhokoli
klinického zakroku nebo procedury pfedpokladané
nebo poZadovane Protokolem, pokud budou
splnény nize uvedené pozadavky:

Takova odpovédnost:

1.1 Nevznika zneplnéni (a) podminek této
Smilouvy a/nebo (b) Protokolu a/nebo (c)
vSech pouZitelnych zakonl a predpisd,
kterymi se ridi provadéni Studie, a/nebo (d)
jakychkoli upozornéni, indikaci a pisemnych
pokynli Zadavatele nebo nékterého
Pridruzeného subjektu spoleCnosti
Zajisténou stranou. Odchylky od podminek
Protokolu, které mohou vzniknout kvuli
nezbytnosti zajistit bezpecnost pacienta,
nepredstavuji nedbalost nebo Umysiné
nespravné potinani, pokud Zajisténa strana
neprodlené pisemné upozorni Zadavatele
alnebo HHSC na jakoukoli takovou
odchylku, a/nebo

1.2 Nevznika z nedbalého nebo Umysiného
nespravného pocinani nebo opomenuti
Zajisténé strany.

Pokud vSak takova odpovédnost vznikne z neplnéni
uvedeného v odstavci 1.1 ZajiSténou stranou nebo na
zakladé nedbalého ¢i Umysiné nespravného pocinani
Zajisténé strany, zavazuje se Zajisténa strana, Ze bude
branit, zajisti a ochrani Zadavatele a/nebo jeho
pridruzené spolecnosti a pfislusné feditele, funkciondre,
zameéstnance a smluvni parinery s ohledem na takovou
odpovédnost.

2. Zajisténi poskytnuté Zadavatelem v tomto
Potvrzeni o zajiSténi se uplatiiuje pfi dodrZovani
nize uvedenych podminek Zajisténou stranou:

2.1 Zajisténa strana musi upozomit Zadavatele
pisemné na narok nebo soudni stihani,
kterého se tyka nebo kterého by se mohlo
tykat toto Potvrzeni o zajisténi, b&hem
patnacti (15) dnl po tom, co dostala
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23

24

lawsuit, and Sponsor shall have the right to
take over the defense and disposition of
any such claim or lawsuit; and

The Indemnified Party will reasonably
cooperate, and will require its employees to
reasonably cooperate, with local

Affiliate and/or Sponsor and its attorneys
and insurer(s) in the defense and
disposition of any such claim or lawsuit; and

In the event a claim or action is or may be
asserted, the |Institution andfor the
Investigator shall have the right to select
and to obtain representation by separate
legal counsel. If the Institution and/or the
Investigator exercises such right, all costs
and expenses incurred by Institution for
such separate counsel shall be bome by
the Institution and/or the Investigator; and

No such claim or lawsuit shall be settied
without the prior written approval of
Sponsor. No such claim shall be settled
without the Indemnified Party's prior written
consent unless such settlement includes a
complete release of Indemnified Party from
all liability and does not contain or
contemplate any payment by, or injunctive
or other equitable relief binding upon,
indemnified Party.

3 All terms used in this Exhibit C shall have the
meaning provided for in the Agreement unless
otherwise indicated.

2013-1968-PHRI
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oznameni o uvedeném naroku nebo
soudnim fizeni, a Zadavatel ma pravo
prevzit obhajobu a urovnavani jakéhokoli
takového naroku nebo soudniho fizeni, a

Zajisténa strana musi priméfené
spolupracovat a pozadat své zaméstnance,
aby pfiméfené spolupracovali s mistni
pobockou a/nebo zadavatelem a jeho
pravniky a  pojistitelem/pojistiteli  pri
obhajobé a urovnavani jakéhokoli takového
naroku nebo soudniho fizeni, a

v pfipadé, Ze bude vznesen ndarok nebo
podana Zzaloba ¢i bude hrozit, Ze bude
vznesen narok nebo podana Zaloba, ma
Instituce a/nebo ZkousSejici pravo vybrat si a
dostat zastoupeni samostatnym pravnim
poradcem. Jesllize Instituce a/nebo
ZkouSejici tolo pravo uplatni, ponese
vSechny naklady a vydaje vzniklé Instituci
za takového samostainého poradce
Instituce a/nebo Zkousejici, a

Zadny takovy ndrok nebo soudni fizeni
nesméji byt urovnany bez predchoziho
pisemného souhlasu Zadavatele. Zadny
takovy narok se nesmi urovnat bez
predchoziho pisemného souhlasu
odSkodfované strany, pokud takove
urovnani nezahmuje dpiné zprosténi
odSkodnované strany veskeré odpovédnosti
a pokud neobsahuje nebo nezvazuje
jakoukoli platbu odSkodfnovanou stranou,
nebo soudni prikaz nebo napravu podle
prava ekvity zavazné pro odsSkodhiovanou
stranu.

Pokud neni uvedeno jinak, maji vSechny pojmy
pouzité v télo Priloze C vyznam uvedeny ve
Smiouve.





