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CLINICAL STUDY AGREEMENT - COMPASS

This Site Agreement for the performance of a clinical
trial (hereinafter the “Agreement”) is entered into and
effective this 4" day of July 2014 (“Effective Date”)
between Nemocnice Ceské Budgjovice, a.s. with its
principal place of business at B. Némcové 585/54,
Ceské Budsjovice, 37001, Czech Republic (hereinafter
the “Institution”) represented by

B Chairman of Board of Directors and -

I \/iccchairman of Board of
Directors. ldentification No.: 260 68 877

-and-

I - (- principal investigator at the

institution, with office at Kardiochirurgické oddéleni
Nemocnice Ceské Budgjovice, a.s. B. Némcové 585/54,
Ceské Budsjovice, 37001, Czech Republic (hereinafter
the “Investigator”)

-and-

Bayer Pharma AG, Muellerstrasse 178, 13353 Berlin,

Germany (hereinafter “Bayer”), VAT No.:
DE136563568

represented by
Hamilton Health Sciences Corporation(hereinafter

“HHSC”) with its offices at Hamilton Health Sciences —
DBCVSRI, Hamilton General Hospital Campus, 237
Barton Street East, Hamilton, Ontario, L8L 2X2 Canada,
delegation is attached to this contract as Exhibit D

The Institution, Investigator and Bayer are hereinafter
each individually referred to as a “Party” and collectively
referred to as the “Parties”.

WHEREAS, Bayer Healthcare AG (D-51368
Leverkusen, Germany) (hereinafter “Sponsor”) is
sponsoring and funding a multi-centre clinical trial
known as COMPASS (hereinafter the "Study”) which will
be conducted in accordance with the study protocol
[Protocol 15786], A randomized controlled trial of
rivaroxaban for the prevention of major cardiovascular
events in patients with coronary or peripheral artery
disease (COMPASS - 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 Bayer to act on
Sponsor’s behalf regarding all matters related to the
conduct of clinical trials (authorization is attached to this
contract as Exhibit D);

SMLOUVA O PROVEDENI KLINICKE STUDIE -
COMPASS

Tato smlouva o provedeni klinické studie (dale jen
,~Smlouva®) se uzavira a nabyva ucinnosti dne 4.
Cervenec 2014 (,Datum nabyti ulinnosti*) mezi
Nemocnici Ceské Budsjovice, a.s., se sidlem na adrese
B. N&mcové 585/54, Ceské Budéjovice, 37001, Czech
Republic, IC 260 68 877 (dale jen ,Instituce”
zastoupena: pfedsedou pfedstavenstva i

I - istopiedsedou predstavenstva
|

_a_

jako  hlavnim  zkousejicim
Vv instituci adrese Kardiochirurgické oddéleni
Nemocnice Ceské Budg&jovice, a.s., B. Némcové
585/54, Ceské Bud&jovice, 37001, Czech Republic
(dale jen “Zkousejici”)

_a_

spoleCnosti Bayer Pharma AG, Muellerstrasse 178,
13353 Berlin, Némecko (dale jen ,Bayer‘), DIC:
DE136563568

zastoupenou

spole¢nosti Hamilton Health Sciences Corporation (dale
jen ,HHSC") se sidlem na adrese Hamilton Health
Sciences — DBCVSRI, Hamilton General Hospital
Campus, 237 Barton Street East, Hamilton, Ontario, L8L
2X2 Kanada, plna moc je soucasti této smlouvy jako
ptiloha D

Instituce, ZkouSejici a Bayer jsou dale oznaovany
kazda jednotlivé jako ,Strana“ a spole¢né jako ,Strany*.

VZHLEDEM K TOMU, Ze Bayer Healthcare AG (D-
51368 Leverkusen, Némecko) (dale jen ,Zadavatel®)
sponzoruje a financuje multicentrickou klinickou studii
znadmou jako COMPASS (déle jen ,Studie®), ktera bude
provedena v souladu s protokolem klinické studie
[Protokol 15786], Randomizovana kontrolovana studie
rivaroxabanu pro prevenci vaznych kardiovaskularnich
pfihod u pacientd s onemocnénim koronarnich nebo
perifernich tepen (COMPASS - 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 povéfil spole¢nost
Bayer, aby jednala jménem Zadavatele ve vSech
zalezitostech, které se vztahuji k provadéni klinickych
studii (povéreni je souCasti této smlouvy jako pfiloha D);
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WHEREAS, Bayer Inc. (Canada), performing
development services for Bayer, has entered into a
Clinical Trial Service Agreement with HHSC (the
“COMPASS Clinical Trials Service Agreement” or
“COMPASS CTSA”) according to which HHSC has
agreed to provide certain services to Bayer 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;

WHEREAS, HHSC is performing research activities
related to the COMPASS Study through its Population
Health Research Institute (“PHRI”) which was formed
within the legal corporation HHSC and has no legal
independency; i.e. if there is reference to PHRI in this
Agreement, it is understood as HHSC;

WHEREAS, HHSC, 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); if this is accepted
by all the parties in given case;

WHEREAS, Investigator, in the role of the Principal
Investigator at site, and Institution possess the
resources and expertise to carry out a portion of the
Study and wish to assist PHRI and Bayer by acting as a
centre for the Study 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”;

institution
laws and

WHEREAS, Institution is a legitimate
pharmacy runner under the applicable
regulations;

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.

The rights and obligations of the Parties are outlined
below:

ARTICLE 1. PERFORMANCE OF THE STUDY
ACTIVITY
1.1 Institution and Investigator 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

VZHLEDEM K TOMU, Ze spole¢nost Bayer Inc.
(Kanada), ktera poskytuje spolecnosti Bayer sluzby
v oblasti vyvoje, uzaviela smlouvu o sluzbach pfi
klinické studii s HHSC (,Smlouva o sluzbach pfi
klinickych studiich COMPASS* nebo ,COMPASS
CTSA"), podle niz se HHSC zavazala, Ze bude
poskytovat spole€nosti Bayer ur€ité sluzby vztahujici se
k fizeni Studie, napfiklad, mimo jinych zaleZitosti,
shromazdovani a analyzovani dat souvisejicich se
Studii od ZkouSejicich, spravu plateb ZkousSejicim a
uzavirani smluv o klinické studii se Zkous$ejicimi a/nebo
Institucemi;

VZHLEDEM K TOMU, Ze HHSC vykonava vyzkumné
Cinnosti  vztahujici se ke Studii COMPASS
prostfednictvim svého Vyzkumného ustavu zdravi
obyvatel (,PHRI), ktery byl vytvofen v ramci spole&nosti
HHSC a nema pravni samostatnost; je-li v této smlouvé
odkaz na PHRI, rozumi se tim HHSC;

VZHLEDEM K TOMU, ze HHSC muze prostfednictvim
PHRI provadét také podstudie (dale jen ,Podstudie®) ve
spojeni se Studii, a vSechny odkazy na Studii zahrnuji
také jakoukoli Podstudii (jakékoli Podstudie), bude-li to
v konkrétnim pfipadé odpovidat vili vSech Stran;

VZHLEDEM K TOMU, zZe ZkouSejici v uloze Hlavniho
zkouSejiciho v misté provadéni klinického hodnoceni a
ze Instituce vlastni zdroje a odborné znalosti pro
provedeni ¢asti Studie a chtéji asistovat PHRI a
spoleCnosti Bayer jakozto centrum pro uskutec¢néni
Studie. ZkousSejici a Instituce jsou dale spole¢né
oznaCovani jako ,Centrum“ a cCinnosti provadéné
Centrem v ramci Studie jsou oznadovany jako ,Cinnost
v ramci studie®;

VZHLEDEM K TOMU, ze Instituce je Fadnym
provozovatelem lékarny podle pfisluSnych zakonl a
predpis(;

VZHLEDEM K TOMU, ze Studie bude mit dvé (2) ¢asti:
Cast 1 bude sestavat z prescreeningové &asti (dale jen
,Cést 1) a 6ast 2 bude sestavat z naboru subjektd
studie a sledovani (dale jen ,Cast 2°);

VZHLEDEM K TOMU, Jelikoz Centrum ukoncilo
pozadované pred-skriningové aktivity v ¢asti 1 je uréeno
ke vstupu do faze 2 studie.

Nize jsou uvedena prava a povinnosti Stran:

CLANEK 1. PROVEDENi CINNOSTI V RAMCI
STUDIE
1.1 Instituce a Zkousejici provedou Cinnost v ramci

studie za peclivého dodrzovani: obecné pfijatych
norem spravné klinické praxe, v€etné Guidance
for Good Clinical Practice of the International
Conference on Harmonization (Smérnice spravné
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(hereinafter the “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 and Investigator hereby represent and
agree that: a) they have, 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; b) the Study
Activity will be carried out under the direction,
responsibility and supervision of Investigator.

Investigator 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 COMPASS Study
informed consent form, Investigator 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 Investigator 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).

Investigator shall start enrolling Subjects into the
Study only after it has received authorization from
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klinické praxe mezinarodni konference pro
harmonizaci; dale jen ,ICH-GCP®); helsinské
deklarace (ve znéni pozdéjSich predpish);
zvykovych zdsad etického vyzkumu, Protokolu
(ve znéni pozdéjsich uprav); této Smlouvy; vSech
prislusnych pozadavk( vladnich ¢&i regulaénich
organu, které maji pfislusné pravomoci
v souvislosti s provadénim Cinnosti v rdmci
studie (dale jen ,Regulaéni organy®); jakychkoli a
v§ech nafizeni a mandatl pfislusnych IRB a/nebo
etickych komisi a vSech pfislusnych zakonu,
pfedpisi a smeérnic upravujicich provadéni
klinickych vyzkumu a ochranu lidskych subjektu
(dale jen ,Prislusna legislativa®).

Instituce a ZkousSejici timto prohlasuji a souhlasi,
Ze: a) maji a po celou dobu provadéni Cinnosti
vramci studie budou mit zaméstnance, ktefi
absolvovali odpovidajici  vzdélani, maiji
odpovidajici informace, licence, povoleni a
certifikace nezbytné k bezpe€nému, vhodnému a
zakonnému provadéni Cinnosti v ramci studie
v souladu s Protokolem, ICH-GCP a PfisluSnou
legislativou; b) Cinnost vramci studie bude
provadéna pod vedenim ZkouS3ejiciho, s
odpovédnosti a pod dohledem ZkousSejiciho.

Zkousejici musi pred zahajenim Cinnosti v ramci
studie a v pfipadé potieby béhem provadéni
Cinnosti v ramci studie ziskat pisemné povoleni
od institucionalni hodnotici komise nebo etické
komise (,IRB“) k Protokolu a formulafim
informovaného souhlasu, které budou pouzity v
Instituci (dale jen ,Formulafe souhlasu®),
v poslednim znéni. ZkouS$ejici obdrzi od PHRI
vzorové Formulare souhlasu, které bude pouzivat
pfi provadéni Cinnosti v ramci studie. Jakékoli
vyznamné zmény ve Formulafich souhlasu musi
schvalit PHRI. Vyznamné zmény jsou napfiklad
zmény vztahujici se k hodnoceni rizika/pfinosu
nebo k pravnimu znéni.

ZkouSejici musi ziskat s vyuzitim formulare
informovaného souhlasu ke Studii COMPASS,
schvaleného =z hlediska etiky, vyplnény a
podepsany Formulaf souhlasu od kazdého
subjektu (,Subjekt®), ktery se Studie u€astni, pfed
zafazenim takového Subjektu do Studie a musi
mit informovany souhlas kazdého Subjektu po
celou dobu pribéhu Studie. Dale, pokud to
poZaduji mistni zakony a pfedpisy, musi
ZkouSejici ziskat vyplnény a podepsany Formulaf
souhlasu od kazdého potencialniho Subjektu
pfed uskutec¢nénim volitelné prescreeningove
navstévy; k tomuto ucelu se mdze pouzit formular
souhlasu k Registru vydany PHRI (,Subjekt
zahrnuje podle situace jak potencialni predem
vybrané Ucastniky, tak zafazené subjekty).

ZkouSejici mlze zahajit zafazovani Subjektu do
Studie teprve, kdyz ziska povoleni od PHRI
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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 Investigator 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.

Centre 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
Investigator shall immediately cease further
enrollment of Subjects. Centre shall ensure to the
best of their 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 Bayer.

Investigator and/or Institution shall assist Bayer 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 and Investigator represent and agree
that they are not 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, except in case of
impediment which cannot be influenced by
Centre.

Institution represents, to the best of its knowledge,
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 Bayer in the event of such debarment
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k zahajeni zafazovani. Toto povoleni bude
vydano poté, co PHRI obdrzi vesSkerou potfebnou
dokumentaci. Aby nedoslo k pochybnostem,
povoleni pro Zkousejiciho zah4jit Cinnost v ramci
studie k Casti 2 Studie bude vydano teprve po
Usp&sném dokonéeni Casti 1 Zkousejicim, pokud
Centrum neprovadi chirurgickou revaskularizaci
myokardu (CABG).

Centrum vynalozi nejvysSi usili, aby zafazovalo
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. Pfi pfijeti pisemného
oznameni od PHRI o ukon&eni zafazovani musi
ZkouSejici neprodlené prestat zafazovat dalSi
Subjekty. Centrum musi zajistit, aby se podle
jeho nejlepsich znalosti Subjekty zapojené do
Studie bez pfedem vydaného pisemného
souhlasu spoleCnosti Bayer neucastnily zadné
jiné studie v dobé provadeéni této Studie a v dobé
jakéhokoli pferuseni uvedeného v Protokolu.

ZkousSejici a/nebo Instituce bude asistovat
spoleCnosti Bayer pfi pfipravé potifebnych
dokumentl ke Studii a neprodlené predaji PHRI
vSechna prohlaseni nezbytna pro schvaleni
Studie regula¢nimi organy a/nebo etickou komisi,
napfiklad, nikoli vSak pouze, pokud se uplatriuji,
(i) formulafe odhalujici informace o mozné
finan¢ni zainteresovanosti, (ii) zivotopisy a, pokud
se uplatiuje, potvrzeni dostate€ného vybaveni
mista uskutecnéni Studie.

Instituce a ZkouSejici prohladuji a souhlasi, Ze
v souCasné dobé nemaji zadné povinnosti vuci
néjaké tfeti strané ani neceli Zadnym pravnim
pfekazkam, které by byly vrozporu s jejich
povinnostmi podle této smlouvy, nebo které by
mohly jinak znemoznit pfijeti dat shromazdénych
Centrem regulaénim organem, a zaijisti,, aby
k tomu nedo$lo nikdy b&hem provadéni Cinnosti
v ramci studie, ledaze se jedna o pfekazky, které
nemohlo Centrum ovlivnit.

Instituce podle svého nejlepSiho védomi
prohladuje, Ze ani ji ani ZkouSejicimu ani Zadné
osobé u nich zaméstnané v pribéhu provadéni
Cinnosti vramci studie nebylo znemoznéno
provadét, odebrana moznost nebo zakazano
provadét klinické testy, Ze nebyla zafazena na
¢ernou listinu, ani ji nehrozi vySetfovani &i ji
nevySetfuje zadny regulaCni organ ve véci
znemoznéni, diskvalifikace, zafazeni na Cernou
listinu nebo jakéhokoli jiného regulaéniho
opatreni regulacniho organu v jakékoli jurisdikci
na svété. Instituce je rovnéz povinna v prabéhu
platnosti této Smlouvy a po tfi (3) roky po jejim
ukon&eni nebo vypovézeni okamzité informovat
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or threat of debarment, conviction, disqualification
or indictment of the Investigator or any person that
has provided services under this Agreement.

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

Investigator 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 by Bayer, the
granting of which shall be within Bayer's sole
discretion which shall not be unreasonably
withheld. Institution shall in case of
subcontracting:

0) 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 Bayer and (c) allows Bayer or third
parties contracted by Bayer 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.

Investigator will ensure that all safety data, as
specified in the Protocol, are promptly reported to

1.10

1.11

1.12

1.13

PHRI a spole¢nost Bayer v pfipadé takového

znemozneéni nebo hrozby  znemoznéni,
usvédceni, diskvalifikace nebo Zzaloby na
ZkouSejiciho nebo jakoukoli osobu, ktera

poskytuje sluzby podle této Smiouvy.

ZkousSejici a ¢lenové tymu provadéjiciho Studii
museji podle pozadavkUl vynalozit pfiméfené usili,

aby se vnezbytné mife zucéastnili porad a
telefonickych konferenci Zkousejiciho
uskute¢novanych v pribéhu Studie, v mife

pozadované PHRI.

ZkouSejici muze jmenovat jako spoluzkousejici
(dale jen ,Spoluzkousejici“) jiné osoby, které maji
pfislusnou kvalifikaci a vzdélani, aby mohly
asistovat pfi provadéni Cinnosti v ramci studie
v souladu s Protokolem. Zkousejici odpovida za
vedeni tymu Spoluzkousejicich, ktefi jsou ve
vSech ohledech vazani stejnymi povinnostmi jako
Zkousejici, a je povinen Spoluzkousejici o vSech
takovych povinnostech podrobné informovat a
podavat jim pravidelné informace. Zkousejici
dale odpovida za =zajisténi toho, aby se
Spoluzkousejici a vSechen personal a
zaméstnanci Instituce, ktefi se na Cinnosti
v ramci studie podileji, seznamili s Protokolem a
porozuméli mu.

Uzavieni jakékoli subdodavatelské smlouvy
k jakymkoli zavazkim Instituce podle této
Smlouvy s néjakou tfeti stranou musi prfedem
pisemné schvalit spoleCnost Bayer; o udéleni
takového  souhlasu  rozhoduje  vyhradné
spole¢nost Bayer, nesmi je vSak bezdlivodné
odpirat. V pfipadé uzavieni subdodavatelské
smlouvy:

(i) nese Instituce odpovédnost za uzavreni
pisemné smlouvy se subdodavatelem
obsahujici podminky, které a) jsou
podobné podminkam této Smlouvy, véetné
napfiklad harmonogram(, b) postupu;ji
vSechna prava v souladu s ¢lankem 3
HHSC nebo spole¢nosti Bayer a c)
dovoluji spole€nosti Bayer nebo tfetim
strandm najatym spole¢nosti Bayer a
pFislusnym organum uskutecnovat audity
a inspekce na takovych mistech tfetich
stran; toto ustanoveni vSak neomezuje
odpovédnost Instituce za audit a inspekci;
a

(i) nese Instituce odpovédnost za jakékoli

poruSeni takové smlouvy takovou tfeti

stranou a zUstava plné odpovédna za
uskuteériovani Cinnosti v ramci studie.

ZkouSejici zajisti, aby veSkeré udaje tykajici se
bezpecnosti, jak jsou stanoveny v Protokolu, byly
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PHRI or their representatives in accordance with
the requirements of the Protocol.

Institution and/or Investigator 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. Institution
and/or the Investigator 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 Bayer. Institution and/or Investigator
agree that all CRFs submitted to PHRI will be
complete and accurate. Institution and
Investigator agree to provide to PHRI and/or
Bayer any documentation required by Regulatory
Authorities and/or Applicable Laws. Investigator
shall ensure that any data or supportive
documentation provided to PHRI and/or Bayer
does not include any information that would
personally identify a Subject with the exception of
signed Consent Forms where permitted by the
Subject.

Investigator(s) and/or 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 and the Investigator shall cooperate
with and permit, upon request, PHRI, or their
representative, Bayer or a third party on behalf of
Bayer 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 Bayer about the pending inspection and
authorize PHRI and/or Bayer, or any person
designated by PHRI or Bayer, to participate in this
inspection. Institution and/or Investigator shall
immediately communicate to PHRI the
information that arises from such inspections by

1.14

1.15

1.16

okamzité sdélovany PHRI nebo jeho zastupci dle
pozadavku Protokolu.

Instituce a/nebo ZkousSejici pro kazdy Subjekt
vypracuji a budou vést kompletni, pfesné
pisemné zaznamy, UcCty, lékafské poznamky,
zpravy a data vcetné vedkeré doprovodné
dokumentace (dale jen ,Zdrojové dokumenty®),
v souladu s provoznimi postupy poskytnutymi
PHRI a PfisluSnou legislativou po delSi ze dvou
dale uvedenych obdobi: 1) patnact (15) let po
skon&eni Cinnosti v ramci studie, nebo 2) po
jakékoli del$i obdobi uchovavani stanovené
jakymikoli statnimi nebo mistnimi zakony, pravidly
nebo predpisy. Instituce a/nebo Zkousejici vyplni
pro kazdy Subjekt vSechny formulafe zaznamu
Subjektl a vesSkerou dal§i dokumentaci (dale jen
,CRF*) a pfedlozi ji PHRI b&hem tfi (3) pracovnich
dnd po navstévé v ramci Studie, jak vyzaduje
Protokol, a veskeré dotazy PHRI a/nebo
spole¢nosti Bayer k datim budou feSit okamZité.
Instituce a/nebo ZkouSejici souhlasi, ze vSechny
CRF predlozené PHRI budou kompletni a pfesné.
Instituce a Zkousejici souhlasi, Zze poskytnou
PHRI a spole€nosti Bayer veSkerou dokumentaci,
kterou pozaduji Regulaéni organy a/nebo
Pfislusna legislativa.  ZkouS$ejici zaijisti, aby
zadna data ani doprovodna dokumentace
poskytnutd PHRI a/nebo spolecnosti Bayer
neobsahovala zadné informace, podle nichz by
bylo mozné identifikovat osobu Subjektu, s
vyjimkou podepsanych formulari souhlasu, kde je
to povoleno Subjektem.

ZkouSejici a/nebo Instituce predlozi PHRI kopie
jakychkoli dokumentd pfijatych od uradi, etické
komise a/nebo jiného relevantniho regulaéniho
organu ve véci schvaleni, opravnéni nebo sdéleni
tykajicich se bezpec&nosti ve vztahu ke Studii
b&hem dvou pracovnich dn(.

Instituce a ZkousSejici jsou povinni spolupracovat
s PHRI, nebo jeho zastupcem, se spole¢nosti
Bayer nebo néjakou tfeti stranou jednajici za
spole¢nost Bayer a/nebo s ufedniky 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 v8ech dat, zprav,
pracovnich produktd a vysledku vztahujicich se k
Cinnosti v ramci studie a pofizeni jejich kopii.
Pristup k zaznamlm za ucelem monitorovani
nebo auditu neopravnuje tyto druhé strany
pofizovat nebo uchovavat kopie osobnich
zdravotnich informaci zadného Subjektu. Pokud
Instituce nebo ZkousSejici obdrzi od regula¢niho
organu oznameni o0 inspekci, jsou povinni
okamzité informovat PHRI a spole¢nost Bayer o
chystané inspekci a zmocnit PHRI a/nebo
spole¢nost Bayer, nebo jakoukoli osobu uréenou
PHRI nebo spole€nosti Bayer k u¢asti na této
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1.17

1.18

1.19

1.20

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.

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

If from the time of informed consent signature to
the COMPASS Study a Subject’s health is injured,
Institution and/or Investigator(s) shall inform PHRI
and Bayer 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 Bayer. 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 COMPASS Study.

Institution and Investigator(s) shall promptly
respond to any query from Bayer 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 pregnhancies,
Institution and Investigator(s) shall use the
relevant documents provided by Bayer, if
applicable.

Bayer or its representative shall provide free of
charge, to the Investigator, a sufficient amount of
the study drugs (hereinafter referred to as
“Product”) to conduct the Study Activity. Bayer
shall ensure the supply/distribution of the Product
to the Institution pharmacy. The Institution shall

1.17

1.18

1.19

1.20

inspekci. Instituce a/nebo ZkousSejici jsou povinni
PHRI okamzité informovat o vysledcich takovych
inspekci provedenych regulaénimi organy. Je
vyslovné dohodnuto, Ze kompenzace za asistenci
a dostupnost Instituce a Zkous$ejiciho v pfipadé
auditu a inspekci je zahrnuta v ¢astce uvedené
v ¢lanku 4.

Pokud ZkouSejici opusti Instituci nebo bude jinak
nedostupny v prlbéhu trvani této Smlouvy,
Instituce a PHRI vyvinou dostate¢né Uusili pro
nalezeni nahradniho zkouSejiciho, ktery bude
pfijatelny jak pro Instituci, tak pro PHRI.
Spole¢nost Bayer ma pravo vznést namitky proti
takové nahradé. Instituce je povinna zajistit, aby
kazdy nahradni zkousejici souhlasil stim, Ze
bude vazan vSemi podminkami této smlouvy.
Nehledé na vySe uvedené se mlze PHRI a/nebo
spoleCnost Bayer dle svého vlastniho a
vyhradniho uvazeni rozhodnout zamitnout osobu
navrhovanou jako nahradni zkouSejici, v takovém
pfipadé ma spole¢nost Bayer pravo tuto smlouvu
vypovédét v souladu s odstavcem 10.2.

Pokud bude v dobé po podpisu formulare
informovaného souhlasu ke Studii COMPASS
poskozeno zdravi Subjektu, musi Instituce a/nebo
Zkousejici informovat PHRI a spole¢nost Bayer
podle kontaktnich Udaju uvedenych v Provozni
pfiru¢ce o kazdém takovém pfipadu faxem nebo
elektronickou postou (i) v pfipadé zavaznych
nezadoucich reakci  a/nebo  zavaznych
nezadoucich  pfihod a/nebo  pfipadného
téhotenstvi nejpozdéji do 24 hodin a (i) v pfipadé
nezadoucich reakci a/nebo nezadoucich pfihod
ihned vramci &asovych obdobi stanovenych
v Protokolu a v jinych pokynech k oznamovani
udaju vztahujicich se k bezpecénosti,
poskytnutych spole€nosti Bayer. Takové
oznameni je tfeba pfedat spole€né s hodnocenim
kauzality. Aby nedoS$lo k pochybnostem, tyka se
tento oddil Subjektl, které souhlasily s Ucasti ve
Studii COMPASS.

Instituce a ZkouSejici musi neprodlené odpovédét
na jakykoli dotaz spole¢nosti Bayer nebo PHRI
tykajici se dokumentace nezadouci pfihody. To
zahrnuje napfiklad, nikoli vSak pouze, aktivni
sledovani a vysvétleni relevantnich rozpornosti v
hlasenich neZadouci pfihody a téhotenstvi. Pro
hlaSeni nezadoucich pfihod a té€hotenstvi musi
Instituce Zkousejici pouzivat pfislusné
dokumenty poskytnuté pfipadné spolecnosti
Bayer.

Spole¢nost Bayer nebo jeji zastupce poskytne
Zkousejici zdarma k uskuteétiovani Cinnosti
vramci studie dostateCné mnozstvi studijni
medikace (dale jen ,Produkt®). Spole¢nost Bayer
zajisti distribuci dodavky Produktu do lékarny
Instituce, kde kazdou takovou dodavku Produktu
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ensure that a pharmacist appointed for this
purpose by Institution shall receive and check
each such supply of the Product for any eventual
shortcomings or defects (in the extent like other
standard shipments — if it is not damaged,
properly labeled, accompanied with instructions
for storage, the supply’s content complies with
the accompanied documents) and confirm receipt
of each supply. Subsequently the Investigator
shall take over the Product from the Institution
pharmacy upon an order form and take it to the
site when he/she will be fully responsible for its
further handling. Bayer shall report safety
relevant new information regarding the Product to
Investigator (through PHRI) promptly as detailed
in the Pharmacovigilance Agreement between
Bayer and HHSC. Institution and Investigator
shall use only the Product provided by Bayer 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 Bayer.
Institution and/or Investigator shall ensure that an
accurate record of the quantity of the Product
received and dispensed to each Study Subject is
maintained. Institution and/or Investigator 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 and/or Investigator shall
dispose of the Product, at the expense of Bayer,
in accordance with the instructions from PHRI,
Bayer or its representative. For further certainty,
Institution and Investigator shall not use for the
Study Activity any Study drugs that they may
receive from sources other than Bayer or its
representative.

In this agreement, any rights and obligations of
PHRI shall also be those of Bayer.

121

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 Bayer and/or HHSC and/or any assignee of Bayer
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,

pfijme a zkontroluje (jako jiné dodavky, neni-li
poskozena, nema-li néjakou vadu, v pfipadé
zvlastnich pozadavkl na dopravu, zda byly tyto
pozadavky splnény, zda dodavka odpovida k ni
pfipojenym dokumentim) Iékarnik povéreny
k tomuto ucelu Instituci, ktery potvrdi pfijeti
takové dodavky. ZkouSejici nasledné pfevezme
Produkt podle formulafe objednavky v misté
provedeni Studie a potom nese plnou
odpovédnost za dalS§i manipulaci s nim. Bayer
musi neprodlené oznamit nové informace
vztahujici se k  bezpeCnosti  Produktu
Zkousejicimu  (prostfednictvim PHRI) podle
pokynl ve Smlouvé pro oblast farmakovigilance
uzaviené mezi spolecnosti Bayer a HHSC.
Instituce a ZkouSejici bude pouzivat pouze
Produkt poskytnuty spoleCnosti Bayer a bude
pouzivat Produkt vyhradné pro ucely provedeni
Cinnosti v rdmci studie a zajisti, aby byl Produkt
uchovavan v souladu s pokyny poskytnutymi
PHRI nebo spolecnosti Bayer. Instituce a/nebo
Zkousejici zajisti vedeni pfesnych zaznamu o
mnozstvi pfijatého Produktu a o mnozZstvich
vydanych kazdému Subjektu vramci Studie.
Instituce a/nebo ZkouSejici musi neprodlené
poskytnout PHRI veSkerou poZadovanou
dokumentaci tykajici se uzivani a vydavani
Produktu. Po skonéeni Cinnosti v ramci studie
musi Instituce a/nebo Zkou$ejici Produkt na
naklady Bayer zlikvidovat v souladu s pokyny od
PHRI, spolecnosti Bayer nebo jejiho zastupce.
Aby nevznikla zadna pochybnost: Instituce a
Zkousejici nesméji pouzivat pro Cinnost v ramci
studie Zadné jiné studijni Iéky které by pfipadné
mohli dostat z jiného zdroje neZ od spole€nosti
Bayer nebo od jejiho zéstupce.

1.21 Jsou-li vtéto Smlouvé spojena prava nebo

povinnosti ve vztahu k PHRI, pfi€itaji se tato

prava a povinnosti spole¢nosti Bayer.

CLANEK 2. DOBA UCINNOSTI

2.1 Uginnost této Smlouvy zanika dokon&enim
Studie, pokud neni dfive ukonfena jinak
v souladu s ¢lankem 10.

CLANEK 3. VLASTNICTVi DAT, VYSLEDKU,

VYNALEZU A PATENTU
3.1 Spolecnost Bayer a/nebo HHSC a/nebo jakykoli
zmocnénec spole¢nosti Bayer 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
datim; b) vysledkim ziskanym na zakladé
Studie, at jiz v pisemné, Ustni, elektronické, nebo
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3.2

3.3

Investigator or their personnel in the course of or
in connection with the Study Activity.

Institution and Investigator hereby specifically
disclaim any right, title or interest of any kind
whatsoever to the data, results, and any discovery
or invention of the 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
or are granted by law. Any discovery or invention
shall be immediately communicated to HHSC and
Bayer. If requested by HHSC and/or its assignee
and/or Bayer, Institution, Investigator and their
personnel agree to provide assistance with any
patent applications at Bayer's expense, without
further compensation.

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

ARTICLE 4. COST AND PAYMENT

4.1

4.2

4.3

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

0] 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 Bayer through HHSC
according to Sections 4.3 — 4.5. Bayer 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, Bayer through HHSC will pay the
relevant amount of VAT on the top of given
payments as reflected in the payment statement.

3.2

3.3

jakékoli jiné podobé, a c) jakémukoli objevu,
zjisténi, specifikaci nebo vynalezu ucinénému
Instituci, ZkouSejicim nebo jejich zaméstnanci
v priib&hu nebo v souvislosti s Cinnosti v rdmci
studie.

Instituce a ZkouSejici se timto vzdavaji veSkerych
prav, naroki nebo podilu jakéhokoli druhu
vzhledem k datim, vysledkim a jakymkoli
objeviim, nalezim nebo vynaleziim Studie a
k informacim a dokumentdim, které Instituce nebo
Zkousejici ziskali na zakladé Cinnosti v ramci
studie nebo v pribéhu jejiho provadéni,
s vyjimkou rozsahu, v jakém jsou takova prava
vyslovné udélena v této smlouvé nebo ze zakona.
Jakykoli objev nebo vynalez musi byt ihned
oznamen HHSC a spolecnosti Bayer. Instituce,
ZkouSejici a jejich zaméstnanci souhlasi, ze
budou asistovat pfi vypracovani pfipadné zadosti
o udéleni patentu na naklady spole¢nosti Bayer,
bez dalSi kompenzace, pokud o to HHSC a/nebo
jeho zmocnénec a/nebo spoleCnost Bayer
pozadaiji.

Instituce a ZkouS$ejici je povinni zajistit, aby
v8ichni zaméstnanci pfijati na poskytovani sluzeb
podle této Smlouvy souhlasili s plnénim
povinnosti zde uvedenych, zejména v souvislosti
s pfipadnym postoupenim prav na objevy a
vynalezy HHSC a/nebo spole¢nosti Bayeru.

CLANEK 4. NAKLADY A PLATBY

4.1

4.2

4.3

Jako odménu za provedeni Cinnosti v ramci
studie v souladu s podminkami této Smlouvy
zaplati Bayer prostfednictvim HHSC Instituci, jak
je stanoveno v Harmonogramu plateb a Formuléfi
pfedpisu plateb, ktery je pfipojen k této Smlouvé,
takto:

0] PFiloha A: Harmonogram plateb k Casti 2.
Pfiloha A je ucinnd pouze na zakladé
pisemného oznameni PHRI, Ze bylo
Centrum aktivovano pro Cast 2 Studie;

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

Bayer provede platby prostfednictvim HHSC
podle odstavcli 4.3 — 4.5. Spole€nost Bayer ma
pravo narokovat platné darfiové ulevy z jakychkoli
zpUsobilych ¢astek zaplacenych HHSC Instituci.

Pokud neni v této Smlouvé uvedeno jinak, jsou
vSechny d&astky splatné podle této Smlouvy
uvedeny bez dané& z pfidané hodnoty (DPH).
Pokud jakékoli platby podléhaji podle zakona
DPH, zaplati Bayer prostfednictvim HHSC
prislusnou ¢astku DPH pfipoétenou k uvedenym
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4.4

4.5

Any other tax required by law with respect to the
payments under this Agreement will be borne by
Center.

Institution and Investigator shall review the
payment details generated by PHRI that
accompany each payment and inform PHRI in
writing of any discrepancies that may exist in the
payment(s) received and the payment(s)
expected. Institution and Investigator shall
ensure that any such discrepancies that may exist
are brought to the attention of PHRI no later than
six (6) months after the Study database is locked.
Should PHRI not receive written notice of any final
discrepancies within such 6 month period, then all
payments required to be made hereunder shall be
deemed to have been made in full. This does not
however affect the right of the Institution to make
a court claim even after this term.

Institution and/or Investigator, as applicable,
represent and warrant 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

51

5.2

53

Institution and Investigator agree to maintain or
cause to be maintained in confidence all
information received under this Agreement and all
information resulting from or related to activities
performed for the Study 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 Bayer. Institution or Investigator 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 and Investigator are aware that Bayer
or a third party authorized by Bayer 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 Bayer under GCP Rules into internal

4.4

4.5

5.1

5.2

53

10

platbam podle vykazu platby. VSechny ostatni
dané ve spojeni s platbami podle této Smilouvy
uhradi Centrum, pokud tak stanovi zakon.

Instituce a ZkouSejici je povinna zkontrolovat
platebni Gdaje, které PHRI vystavuje ke kazdé
platb&, a pisemné informovat PHRI o jakychkoliv
nesrovnalostech, které se mohou objevit v pfijaté
platbé (platbach) nebo v ofekavané platbé
(platbach). Instituce a ZkouSejici jsou povinni
zajistit, aby PHRI byl o pfipadnych takovych
zjisténych nesrovnalostech informovan nejpozdé;ji
do Sesti (6) mésicl po uzamceni databaze Studie.
V pfipadé, Zze PHRI neobdrzi pisemné oznameni
o zadnych finanénich nesrovnalostech bé&hem
této Sestimésicni Ihdty, budou vSechny platby,
které maji byt vsouladu stouto smlouvou
provedeny, povazovany ze strany Bayer za zcela
uskutec¢néné. Timto neni dotéeno pravo Instituce
uplatnit sv{ij narok u soudu i po uplynuti této lhaty.

Instituce a/nebo pfipadné Zkousejici 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

Instituce a ZkouSejici souhlasi, Ze budou
uchovavat v tajnosti a zajisti uchovavani v tajnosti
vSech informaci, které obdrzeli v souvislosti
s touto Smlouvou, a vSech informaci vyplyvajicich
nebo souvisejicich s Cinnosti v ramci studie nebo
s ni souvisejicich, nebo souvisejicich
s Produktem nebo touto Smlouvou, v€etn&, mimo
jiné, Protokolu a CRF (dale jen ,Duavérné
informace®). Tato povinnost je zavazna po dobu
deseti (10) let od pferuSeni nebo dokon&eni
Studie. ZkouSejici nebo Instituce nesdéli
Duvérné informace bez pfedchoziho pisemného
souhlasu spole¢nosti Bayer. Instituce nebo
Zkousejici mlze pfilezitostné DUdvérné informace
sdélit podpirnému tymu a etickému vyboru, ale
pouze Vvrozsahu vyzadovaném pro fadné
provadéni Cinnosti vramci studie a za
predpokladu, Zze kazdy ¢len podplirného tymu a
etického vyboru, kterému jsou informace sdéleny,
je pIné informovan o davérné povaze sdélenych
informaci a souhlasi s tim, Ze je bude udrZovat
Vv tajnosti v souladu s touto Smlouvou.

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

Instituce a ZkouSejici si uvédomuje, ze
spoleCnost Bayer nebo néjaka ftreti strana
povéifena spoleCnosti Bayer zaznamenavaji
vysledky Cinnosti v ramci studie a jakékoli zpravy
vztahuijici se k Cinnosti v ramci studie, zadznamy o
Skoleni v misté provedeni Studie a vysledky
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5.4
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and/or Bayer-authorized third party electronic
databases. In connection with such data
management, data about Institution and/or
Investigator or personal data about other
employees of the Institution and their involvement
in the Study Activity and the outcome of any audits
performed by Bayer under GCP Rules may be
stored, processed and used by Bayer, its Affiliates
and authorized third parties in accordance to
ICH/GCP requirements and applicable data
protection laws. Bayer 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 and/or Investigator 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/Investigator 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 to 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.

Centre shall not publish any press releases or
other public statements about the Study Activities
or data, and/or the Product without Bayer’s prior
written consent, which shall not be unreasonably
withheld.

Upon request of Bayer, Centre shall
destroy/delete any Confidential Information in
their possession or will return any documents,
records, or other information provided by Bayer to
conduct the Study Activity. Centre will destroy all

5.4

5.5
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jakychkoli auditl uskuteénénych Bayerem nebo
jeho jménem podle pravidel Spravné Kklinické
praxe (GCP) do internich databazi a/nebo do
databazi tretich stran schvalenych spolecnosti
Bayer. Ve spojeni se spravou takovych dat
mohou byt uchovavany udaje ZkouSejiciho
Instituci nebo osobni Gdaje ZkouSejicich¢i jinych
zaméstnancu Instituce a jejich zapojeni do
Cinnosti vramci studie a vysledky auditl
provedenych spole¢nosti Bayer podle pravidel
GCP, a spolec¢nost Bayer, jeji pobocky a
povéiené ftfeti strany je mohou uchovavat,
zpracovavat a pouzivat v souladu s pozadavky
ICH/GCP a pfislusnymi zakony o ochrané udaju.
Spole¢nost Bayer mlze poskytnout takové udaje
externim  vefejnym  databazim, napfiklad
clinicaltrials.gov, a vnezbytné mife podle
pfislusnych zakon( statnim organdm. Instituce
a/nebo ZkouSejici zajisti pfedem poskytnuti
souhlasu se zpracovanim kontaktnich osobnich
udaji, které budou pouzivat pfi provadéni
Cinnosti v ramci studie podle této Smilouvy, od
vSech fyzickych osob. Takovy souhlas musi byt
udélen Zadavateli pisemné a prfed zacCatkem
jakéhokoli zpracovavani osobnich udaju pouze na
dobu nezbytnou pro takové zpracovani udaja,
pouze ktakovym kontaktnim G(dajim osob
(jméno, pfijmeni, adresa, funkce/zaméstnani,
Uloha pFi provadéni Cinnosti v ramci studie), pro
ucCel provozovani databaze ke Studii, aniz by byl
zahrnut vyslovny souhlas s pfevodem takovych
Gdaju do jinych zemi v Evropské unii a mimo ni,
vCetné zemi, jejichz pravni fad neposkytuje
alespon stejnou Urover ochrany osobnich udaji
jako C&esky pravni fad, av3ak vzdy v souladu
s prislusnymi zakony a predpisy Ceské republiky
a Evropské unie. Instituce/ZkouSejici zajisti, aby
byly vSechny osoby, od nichZ se Zada poskytnuti
informovaného souhlasu podle této Smlouvy,
informovany o svych pravech vyplyvajicich ze
zpracovani jejich osobnich udaju, zejména o
pravu na pristup k jejich adajum, pravu pozadovat
opravu zpracovanych nespravnych osobnich
Udaju, pravu na odvolani jejich souhlasu, maji-li
k tomu opravnéné duavody vztahujici se ke
zneuziti jejich udajd, a pravu na oznameni jejich
problému s ochranou osobnich Gdaju podle této
Smlouvy pfislusnému &eskému ufadu.

Centrum nesmi bez pfedem vydaného
pisemného souhlasu spoleCnosti Bayer, ktery
nesmi svldj souhlas bezdlvodné odpirat,
zvefejnovat zadné tiskové zpravy nebo jina
vefejna prohlaseni o Cinnostech v ramci studie,
ani o udajich a/nebo Produktu.

Centrum musi na zakladé Zzadosti spolecnosti
Bayer znicit/'vymazat vSechny Dlvérné informace
ve svém drZeni nebo vratit vSechny dokumenty,
zdznamy nebo jiné informace poskytnuté
spolegnosti Bayer k provadéni Cinnosti v ramci
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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.

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 and Investigator 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 Subijects,
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 and
Investigator 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 Bayer within the proposed

6.1

6.2

6.3

6.4
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studie. Centrum zni¢i vSechny papirové
materialy, aZz na jeden vytisk, pokud ho bude
potfebovat pro své zaznamy podle mistnich
zakonl a predpist. Ustanoveni o davérnosti
uvedena v tomto ¢lanku se tykaji vSech informaci
v jakémkoli elektronickém formatu.

CLANEK 6. PUBLIKACE

PUBLIKACE NEKOLIKA MIiST: Strany se
dohodly, Ze konsolidovana data ze vSech 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 recenzovaném
Casopise specializujicim se na biomedicinu, nebo
musi vysledky Studie zvefejnit jinak, co nejdfive
je to mozné, nejpozdéji vSak do dvanacti (12)
mésicl po dokonceni Studie.

Instituce a ZkouSejici nesméji pfed zvefejnénim
vysledkl Studie zvefejnit nic, co by se vztahovalo
k Cinnosti v ramci studie nebo Produktu nebo
vysledkm Studie. Navrhy na veskeré publikace,
abstrakty a dalSi prezentace na zakladé Studie
musi byt predlozeny provoznimu vyboru ke
schvaleni. Kazdy referat nebo abstrakt musi byt
prostfednictvim PHRI predlozen Provoznimu
vyboru ke schvaleni alespori Sedesat (60) dnl
pfed planovanym predanim ke zvefejnéni.
Provozni vybor nebo jeho dil€i vybor mize pifed
schvélenim doporucit provedeni zmeén
nezbytnych pro védecké ucely. Bez ohledu na
vySe uvedené mulze Provozni vybor dle svého
ddvodného uvazeni kdykoli zvefejnit €i publikovat
veskeré informace, pokud se takové zvefejnéni
nebo publikovani  vztahuje k bezpec&nosti
Subjektti Studie, pacientll obecné nebo Siroké
verejnosti.

PUBLIKACE JEDNOHO MISTA: Dvacet &tyfi
(24) mésicu po uzavreni Studie ve vSech centrech
ma Instituce a ZkouSejici pravo nezavisle
publikovat vysledky zalozené pouze na datech
Studie shromé&zdénych v daném Centru. Sedesat
(60) dnu pfed planovanym predanim ke
zvefejnéni musi Instituce a Zkous$ejici poskytnout
kopie jakékoli navrhované publikace
prostfednictvim  PHRI  Provoznimu  vyboru
k okomentovani a recenzi. Instituce a Zkousejici
musi pfipadné komentafe Provozniho vyboru
nebo jeho dil¢iho vyboru zohlednit. Odstavec 6.2
se uplatiiuje odpovidajicim zpisobem.

Ve vztahu k odstavcim 6.1, 6.2 a 6.3, pokud
Provozni vybor v navrhovaném abstraktu nebo
rukopisu naleznou jakékoli Dlvérné Informace
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6.5

abstract or manuscript, or otherwise identifies
information relevant to the protection of HHSC'’s
and/or Bayer’s intellectual property rights (or
those of any third party with whom HHSC and/or
Bayer has entered into an agreement in relation
of such rights)or the ability for Bayer to obtain
patent protection for any Invention, HHSC and/or
Bayer or its designee shall have the right to
require amendments to any such proposed
presentation 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 and/or Investigator 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. Bayer 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 Bayer (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 and Investigator shall not use the
name(s) of HHSC/PHRI or Bayer and/or any of its
employees in advertising or promotional material
without the prior written consent of PHRI and/or
Bayer, provided however that the Institution must
acknowledge, in general terms, the existence of
this Agreement and the Institution’s receipt of
financial support from Bayer. PHRI, HHSC or
Bayer shall not use the name(s) of Institution
and/or Investigator 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, HHSC or Bayer 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 Bayer for the
conduct of the Study Activity and identifying the
Institution and Investigator as part of this
disclosure.

6.5
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HHSC nebo spole¢nosti Bayer, nebo informace,
které podléhaji ochrané prav duSevniho
vlastnictvi HHSC a/nebo spole¢nosti Bayer (nebo
treti strany, se kterou HHSC a/nebo spole¢nost
Bayer uzavfeli smlouvu ohledné takovych prav)
nebo jestlize mGze v dané souvislosti spoleénost
Bayer ziskat patentovou ochranu k jakémukoli
vynalezu, ma HHSC a/nebo spoleCnost Bayer
nebo jimi oficidln€ jmenovana strana pravo
pozadovat zménu takto navrhované prezentace
nebo publikace na zakladé rozumnych divod,
véetné, mimo jiné: i) aby bylo zajiSténo, ze
vlastnické informace nebudou neumysiné Sifeny;
i) aby bylo mozné zajistit prava duSevniho
vlastnictvi a iii) aby bylo mozné poskytnout
relevantni doplfiujici informace. Instituce a/nebo
ZkouSejici jsou povinni vyhovét takovému
poZadavku na zmé&nu nebo vypusténi jakéhokoli
vyroku z navrhované publikace za pfedpokladu,
Ze je tento pozadavek =zalozen na jednom
z davodd uvedenych vySe v bodech i) az iii).
Spoleénost Bayer mulze rovnéz pisemné
pozadovat, aby ZkouSejici a/nebo Instituce
odlozili zvefejnéni navrhovaného abstraktu nebo
rukopisu, aby spole¢nost Bayer (nebo jakakoli
relevantni tfeti strana) mohla ucinit kroky
nezbytné k ochrané takovych prav duSevniho
vlastnictvi. Po obdrzeni takového pisemného
oznameni musi Instituce a Zkousejici odlozit
zvefejnéni nebo prezentaci navrhovaného
abstraktu nebo rukopisu po dobu uvedenou
v oznameni za predpokladu, Zze tato doba
nepfesahne Sest (6) mésicu.

Instituce a ZkouSejici neni opravnéna bez
pfedchoziho pisemného souhlasu PHRI a/nebo
spole¢nosti  Bayer pouzivat nazev/nazvy
HHSC/PHRI nebo Bayer, ani jména Zadného
zjejich  zaméstnanct  vreklamnich  nebo
propagacnich materidlech, s vyhradou, ze
Instituce musi obecné potvrdit existenci této
Smlouvy a pfijem finanéni podpory od spolecnosti
Bayer. PHRI, HHSC nebo Bayer nesmi bez
predchoziho pisemného souhlasu(u) pfislusné
Strany pouzivat nazev/nazvy Instituce a/nebo
jméno Zkousejiciho v reklamnich a propagacnich
materidlech nebo publikacich (s vyjimkou
Vysledku studie), s vyhradou, Ze je PHRI, HHSC
nebo Bayer opravnén poskytnout poZadované
informace nezbytné pro registraci Studie na
portalu www.clinicaltrials.gov, jakoz i jakékoli
informace, jejichz oznameni je pozadované
v souladu s regulaénimi predpisy, pfislusSnymi
zakony nebo obecnymi prdmyslovymi normami,
v€etn&, mimo jiné, financni ¢astky, kterou Instituci
a/nebo ZkousSejicimu spole¢nost Bayer poskytla
na provedeni Cinnosti v ramci studie, a oznageni
Instituce a ZkousSejiciho jako soudast tohoto
zverejnéni.
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ARTICLE 7. RELATIONSHIP OF PARTIES

7.1

Any work performed by Institution, Investigator
and/or any of their 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 Bayer and shall not
have the power to bind Bayer or any persons
affiliated with Bayer.

ARTICLE 8. NOTICE

8.1

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.

If to the Institution:

Kardiocentrum Ceske Budejovice
B. Nemcove 54

Ceske Budejovice 37001

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: COMPASS Project Manager

Tel: I

E-mail: | @ phri.ca

If to Bayer:

Bayer Inc.

77 Belfield Road

Toronto, ON M9W 1G6

Attention: COMPASS Study Manager
Tel:

Fax:
E-mail: @bayer.com

Updates to HHSC and Bayer contacts will be
reflected in the Manual of Operations.
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CLANEK 7. VZTAHY STRAN

7.1

Jakakoli prace provedena Instituci, Zkousejici
a/nebo kymkoli z jejich zaméstnancl v souladu
stouto Smlouvou je povazovana za praci
provedenou nezavislymi smluvni partnery, a nikoli
partnery, spole¢niky, zaméstnanci, subdodavateli
nebo agenty spole¢nosti Bayer a nezaklada pravo
zavazovat spole¢nost Bayer ani jakékoli osoby
spojené se spole¢nosti Bayer.

CLANEK 8. OZNAMENI

8.1

VSechna oznameni pozZadovana nebo povolena
touto Smlouvou musi byt vyhotovena pisemné a
zaslana na adresy nebo faxova Cisla uvedena
nize (nebo aktualizovana pozdé&jS§im pisemnym
oznamenim) nasledovné, pficemz je oznameni
povazovano za doruCené: (a) osobnim
doru¢enim, kdyz je doruCeno osobnég; (b)
prostfednictvim kuryra, na zakladé potvrzeni o
doruéeni kuryrem; (c) doporu¢enym dopisem,
pfitemz je pozadovana doruCenka, na zakladé
potvrzeni o doru€eni postovni doruCovatelskou
sluzbou; nebo (d) faxem, na zakladé potvrzeni o
uspésSném pienosu u odesilatele.

Doruc€ovaci udaje Instituce:

Kardiocentrum Ceske Budejovice
B. Nemcove 54

Ceske Budejovice 37001

Czech Republic

Tel:
Fax:

Doru&ovaci udaje HHSC:

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

237 Barton Street East

Hamilton, ON L8L 2X2

K rukam: vedouciho projektu COMPASS
Tel.: ﬂ

E-mail: N @ ohri.ca

Dorucovaci udaje spole¢nosti Bayer:

Bayer Inc.

77 Belfield Road

Toronto, ON MOW 1G6

K rukam: vedouciho studie COMPASS
Tel.:
Fax:

E-mail: | @ bayer.com

Aktualizace kontaktl HHSC a spole¢nosti Bayer
budou uvedeny v Provozni pfirucce.
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8.2

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
in accordance with the provisions of this Article 8
to:

PHRI Executive Director — _

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
Hamilton Health Sciences Corporation
293 Wellington St. N., Suite 120
Hamilton, ON L8L 8E7

Fax:

ARTICLE 9. TERM OF THE AGREEMENT

9.1

9.2

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 Centre hereunder.

The rights and obligations of Bayer and Centre 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

10.2

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 natification to the Centre.

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

(&) If adecision 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

8.2

Dale, v pfipadé zaslani oznameni PHRI podle
této Smlouvy ohledné: 1) jakéhokoli poruseni
nebo domnélého porudeni nebo prodleni nebo
domnélého prodleni PHRI; nebo 2) jakéhokoli
naroku vl¢i PHRI vzneseného jakoukoli osobou
musi byt oznameni zasldno v souladu
s ustanovenimi tohoto ¢lanku 8 na adresu:

PHRI Executive Director — || GNNEEGE

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
Hamilton Health Sciences Corporation
293 Wellington St. N., Suite 120
Hamilton, ON L 8L 8E7

Fax: |

CLANEK 9. DOBA TRVANIi SMLOUVY

9.1

9.2

Tato Smlouva nabyva ucinnosti pfi poslednim
podpisu smluvnich Stran a jeji u¢innost konéi pfi
pozdéjSi zdale uvedenych wudalosti: (a)
dokonCeni celkové zpravy o Studii, nebo (b)
provedeni posledni platby Centru podle této
Smiouvy.

Prava a povinnosti spole¢nosti Bayer a Centra
podle této Smlouvy, které maji na zakladé zaméru
nebo smyslu platnost i po takovém ukonceni
(v€etné napfiklad prav tykajicich se vlastnictvi,
patentd, dlveérnosti, odpovédnosti a
od3dkodnéni/zajidténi, aviak i jinych), pfetrvavaji i
po ukon&eni nebo vyprdeni platnosti této
Smlouvy.

CLANEK 10. UKONCENI

10.1

10.2

15

V pfipadé, ze (i) nebude ziskano nebo (ii) bude
odvolano jakékoli regulacni nebo pravni povoleni
nezbytné pro provadéni Cinnosti v ramci studie,
kon¢i automaticky platnost této Smlouvy k datu
pfijeti oznameni Centrem.

Spole¢nost Bayer muze tuto Smlouvu okamzité
vypovédét, tfeba na néavrh PHRI, nastane-li
néktera z nasledujicich skuteénosti:

(a) jestlize bude rozhodnuto o pfed€asném
ukoncéeni Studie z bezpeénostnich divodd,
nebo

(b) jestlize se Zkousejiciho nebo Instituce

budou tykat situace popsané v odstavci 1.9
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10.3

10.4

10.5

(c) Inthe eventthatthe Centre fails to complete
Part 1 of the Study as described in the
Bolus Recruitment Summary provided 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 Bayer does not approve a new
investigator pursuant to Section 1.17.

()

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 and/or Investigator, prior consultation
by Investigator with Bayer 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, Bayer 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, Investigator 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.
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10.3

10.4

10.5

(znemoznéni, diskvalifikace, zafazeni na
¢ernou listinu), nebo

v pfipadé, Ze Centrum nedokon&i Cast 1
Studie, jak je popsano ve shrnuti Bolus
Recruitment Summary v bali¢ku pfizvani
Mista k ucasti na provedeni Studie, nebo
nezaradi zadné Subjekty do Casti 2 b&hem
6 tydnl od data pisemného oznameni
PHRI, ze Centrum bylo aktivovano a mGze
zahajit Cast 2 Studie, nebo

(©)

(d) bez udani divodu s tfimésiéni (3 mésice)
vypovédni Ih(tou kdykoli pfed naborem
Subjektd do Studie, s océekavanim, ze
Centrum provede zavére¢né cinnosti
béhem tfimésicni (3 mésice) vypovédni
Ihaty, nebo

(e)

jestlize spole¢nost Bayer neschvali nového
zkouSejiciho podle odstavce 1.17.

Kterakoli Strana muze vypovédét tuto Smilouvu
s tficetidenni (30 dnd) vypovédni Ihdtou
pisemnym oznamenim, jestlize (i) druha Strana
vyznamnym zpUsobem porusuje tuto Smlouvu a
neni schopna poruSeni napravit béhem
tficetidenni (30 dnu) Ihaty, nebo (ii) z Iékafskych
nebo etickych duvodu. V pfipadé takové
vypoveédi Instituci a/nebo ZkouSejicim se musi
ZkouSejici pfedem poradit se spole¢nosti Bayer.
Aniz by bylo ovlivnéno pfedchozi ustanoveni,
vyhrazuje si spoleCnost Bayer pravo docCasné
pozastavit nabor Subjektll studie s okamzitou
ucinnosti, dokud nebude pfislusné zjisténi plné
zhodnoceno, v pfipadé kritickych nebo
vyznamnych zjisténi po auditu/inspekci, ktera se
tykaji spravné klinické praxe, farmakovigilance
nebo regulaéniho systému, praxe nebo postupu,
ktery nepfiznivé ovliviiuje prava, bezpecnost
nebo pohodu Subjektu studie nebo mize ohrozit
zdravi verejnosti nebo zpUsobuje, Zze jsou udaje
ze Studie nepfipustné, &i predstavuje vazné
poruseni Pfislusné legislativy a smérnic.

ZkouSejici je povinen okamzité po obdrzeni
vypoveédi ukongit prescreening Subjektd studie do
Casti 1 nebo zafazovani do Casti 2 Studie (podle
situace) a ukoncit provadéni procedur na
Subjektech studie, které jiz byly do Casti 2 Studie
zafazeny, vsouladu s nafizenim PHRI a
v rozsahu pfipustném z lékafského hlediska.

Instituce ma pravo vypovédét tuto Smiouvu,
pouze pokud na zakladé svého priméreného
usudku shledaji, ze je bezpelnost pacientl
ohrozena vaznymi nebo zivot ohrozujicimi
udalostmi, spole¢nou pisemnou vypovédi PHRI a
tato vypovéd nabyvéa G&innosti okamZité po jejim
obdrzeni PHRI, svyhradou pokracujicich
povinnosti kazdé ze Stran podle odstavce 10.6
nize.
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10.6

10.7

ARTICLE 11.

111

11.2

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 Centre and this shall include if
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 this Agreement is terminated or
otherwise discontinued, the Institution shall be
paid by Bayer through HHSC for all Subject fees
actually earned up to the date the termination
notice is received or this Agreement is terminated
by Institution or Investigator and for applicable
closing-out activities in accordance with Exhibit A
of this Agreement.

INDEMNITIES AND INSURANCE

In consideration for Institution and Investigator
agreeing to perform the Study Activity and
assuming the obligations set out herein, Bayer
undertakes to ensure that Institution and
Investigator 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; Bayer assumes by
this Agreement the responsibility for ensuring that
Sponsor fulfils this obligation. Bayer agrees to
indemnify Institution and Investigator for any
damages resulting from administration of this
Agreement and proper administration of Activities
related to the Study in extent which is not covered
by the sponsor. In particular those are damages
resulting from charge of Institution and
Investigator to compensate injury (including non-
financial damage) and any health or life damages
of study subijects, all including attributions of such
claims and legal charges of Institution and
Investigator, provided those legal charges are
legitimate and expedient and used for protection
of Institution and/or Investigator and preapproved
by Bayer. Indemnifying conditions are same as
those listed in Exhibit C except Indemnification
from Bayer is governed by legal order of Czech
Republic. 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 Bayer and will
defend, indemnify and hold harmless Bayer
and/or their Affiliates and/or their directors,
officers, employees, contractors in case of (i)
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10.6

10.7

Bez ohledu na pfi¢inu pfed€asného ukonceni této
Smlouvy jsou Strany za vSech okolnosti povinny
spolupracovat na uzavieni Cinnosti v ramci studie
v Centru, coz zahrnuje povinnosti vSech Stran
pFipadné jednat podle véech doporugeni Ridiciho
vyboru (jak je definovan v Protokolu) pro uzavieni
Studie.

V pfipadé, Ze byla tato Smlouva vypovézena
nebo  jinak ukoncena uhradi Bayer
prostfednictvim HHSC Instituci Castky za vSechny
Subjekty ziskané do data obdrzeni vypovédi nebo
ukonéeni Smlouvy Instituci nebo ZkouSejicim a
za pfislusné &innosti spojené s uzavienim Studie
v souladu s PFilohou A této Smlouvy.

CLANEK 11. ODSKODNENI A POJISTENI

111

11.2

S ohledem na souhlas Instituce a Zkousejici
s provedenim Cinnosti v rdmci studie a prevzetim
zavazku stanovenych v této Smlouvé se Bayer
zavazuije zajistit, Zze Zadavatel ochrani a odSkodni
Instituci a ZkouSejici v souladu s podminkami
stanovenymi v Pfiloze C k této Smlouvé. Toto
Potvrzeni Zadavatele o zajisténi se nesmi nijak
upravovat. Aby nedoslo k pochybnostem,
jakékoli zajisténi a odSkodnéni v souladu s touto
Smlouvou poskytne Zadavatel, Bayer touto
Smlouvou prebira odpovédnost za to, Zze
Zadavatel tuto svou povinnost splni. Bayer timto
prohlasuje, ze odSkodni Instituci a ZkouSejiciho
za jakékoliv Skody vzniklé v dlisledku uzavieni
této Smlouvy a Fadného provadéni Cinnosti
vramci studie vrozsahu, vjakém toto
odskodnéni neposkytne Zadavatel. Zejména se
jedna o Skody vzniklé v dasledku povinnosti
Instituce a ZkouSejiciho nahradit Ujmu (véetné
nemajetkové Udjmy) a jakékoliv Skody vzniklé
zejména na zivoté a zdravi Subjektud, a to v€etné
prislusenstvi téchto narokld a soudnich nakladi
Instituce nebo ZkousSejici, jedna-li se o opravnéné
a ucelné vynalozené soudni naklady pfi obrané
Instituce a/nebo ZkouSejici a ze strany Bayer
pfedem odsouhlasené a stim souvisejici
pfisluSenstvi.. Podminky odSkodnéni se fidi
obdobné podminkami uvedenymi v Pfiloze C
s tim, Ze toto odSkodnéni Bayeru se fidi pravnim
fadem Ceské republiky. HHSC neposkytne zadné
odskodnéni a jedinou povinnosti HHSC ve vztahu
k odSkodnéni poskytnutému Zadavatelem podle
tohoto ¢&lanku 11 je zajistit, aby byla Zadavateli
pfedana jména ZkouSejiciho a Instituce, aby si byl
Zadavatel védom svého zavazku zajisténi a
od3kodnéni podle této Smiouvy.

Instituce nese odpovédnost vici spolecnosti
Bayer a budebranit, odSkodfiovat a chréanit
spole¢nost Bayer a/nebo jeji poboCky a/nebo
jejich  Feditele, funkcionafe, zaméstnance,
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11.3

negligence or willful misconduct or omission
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 (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.
“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.

Bayer shall be responsible for the clinical trial
insurance of the Study in accordance with
applicable laws and regulations. During the term
of this Agreement and for the duration of their
obligations surviving expiration or premature
termination of this Agreement, Institution and
Investigator(s) shall maintain their 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. Centre shall provide Bayer
with insurance certificates upon Bayer’s request.

ARTICLE 12. ENTIRE AGREEMENT, AMENDMENT
AND ASSIGNMENT

12.1

12.2

The conclusion of this Agreement is not
conditioned on any pre-existing or future business
relationship between Bayer 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
Bayer or Bayer products.

All exhibits attached hereto, as well as the
Protocol in each current version, shall be
incorporated herein as part of this Agreement.

11.3

12.2

18

smluvni partnery v pfipadé (i) nedbalosti nebo
umysiného nespravného pocinani €i opomenuti
a/nebo (i) poruseni jakychkoli zavazku
pfevzatych podle této Smlouvy ZkouSejicim nebo
jakymkoli z jejich zaméstnancli nebo smluvnimi
partnery zapojenych Instituci ve spojeni s touto
Smlouvou. Instituce ma stejnou odpovédnost
vi¢i HHSC a/nebo jejim pobockam a jejim
feditelim, funkcionaram, zaméstnanclim,
smluvnim partneram v pfipadé (i) nedbalosti nebo
umysiného nespravného pocinani a/nebo (ii)
poruseni jakychkoli zavazkl pfevzatych podle
této Smlouvy Zkousejicim nebo jakymkoli z jejich
zameéstnancu nebo smluvnimi partnery
zapojenych Instituci ve spojeni s touto Smlouvou.
,Pobocka“ znamena ve vztahu k nékteré Strané
subjekt, ktery pfimo nebo nepfimo ovlada danou
Stranu, je ji ovladan nebo je s ni pod spoleCnym
ovladanim. Pro ucel této definice znamena
sovladani“ vlastnictvi, pfimo nebo nepfimo,
prostfednictvim  jednoho nebo nékolika
prostfednikl, nejméné padesati procent (50 %)
akcii s hlasovacim pravem vsech tfid, nebo pravo
¢i pravomoc jinak fidit nebo zpusobovat fizeni
managementu a politik takového jednotlivce,
korporace, obchodni spole¢nosti, sdruzeni, trustu
nebo jiného pravniho subjektu &i organizace.
S ohledem na HHSC zahrnuje pojem ,Pobocka“
také jeji pfidruzenou instituci McMaster University
s kancelafemi na adrese 1280 Main St. West,
Hamilton, Ontario, Kanada.

Spole¢nost Bayer nese odpovédnost za pojisténi
této klinické Studie v souladu s pfislusnymi
zakony a predpisy. V dobé platnosti této Smlouvy
a po dobu trvani jejich zavazkd pokracujicich po
vyprseni nebo pied€asném ukonceni platnosti
této Smlouvy musi Instituce a ZkousSejici udrzovat
v platnosti své vlastni pojisténi vSeobecné a/nebo
profesni odpovédnosti, které bude kryt jejich
odpovédnost béhem provadéni Studie a podle
této Smlouvy s minimalnim krytim odpovidajicim
mistnim zakonlm a dobrym mistnim standarddm.
Centrum predlozi spole€nosti Bayer potvrzeni o
pojisténi na pozadani ze strany spoleénosti
Bayer.

CLANEK 12. UPLNA DOHODA, ZMENY A
POSTOUPENI
12.1 Uzavieni této Smlouvy neni podminéno zadnym

dfive existujicim nebo budoucim obchodnim
vztahem mezi spoleCnosti Bayer a Instituci
a/nebo ZkouSejicim. Neni rovnéz podminéno
jakymkoli obchodnim nebo jinym rozhodnutim,
které Instituce a/nebo ZkousSejici pfijme ve vztahu
ke spole¢nosti Bayer nebo produktiim spole¢nosti
Bayer.

VSechny pfilohy k této Smlouvé, jakoZ i Protokol
v kazdém platném znéni, tvofi nedilnou soucast
této Smlouvy. Tato Smlouva pfedstavuje Uplnou
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12.3

12.4

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 and/or Investigator may not assign
this Agreement or any obligation hereunder
without the prior written consent of Bayer.

Bayer shall have the right to assign this
Agreement to any of its Affiliates. The Centre
shall not assign its rights or duties under this
Agreement to a third party without prior written
consent of Bayer 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

13.2

13.3

13.4

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.

This Agreement and any dispute arising therefrom
shall be governed by the laws of the Czech
Republic. The Parties agree to resolve disputes
arising from this Agreement under the powers and
jurisdiction of the ordinary courts of the Czech
Republic.

Articles 1.7, 1.9, 1.13, 1.14, 1.15, 1.16, 1.19, 1.20,
3,4,5,6,9,10.6,10.7, 11, 12 and 13 shall survive
termination or expiration of this Agreement.

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 Czech 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 three (3)
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 Bayer Pharma AG
(“Bayer”)

Hamilton Health Sciences Corporation (“HHSC”)

12.3

12.4

131

13.2

13.3

134
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dohodu a porozuméni Stran ohledné predmétu
této Smlouvy, a pokud neni vtéto smlouvé
vyslovné uvedeno jinak, nemlze byt zadna ¢ast
této Smlouvy ménéna, s vyjimkou uprav, které
Strany odsouhlasi pisemné. Instituce a/nebo
ZkouSejici neni opravnéna tuto Smlouvu ani
Zadné povinnosti z ni vyplyvajici postoupit bez
pfedchoziho pisemného souhlasu spolecnosti
Bayeru.

Spole€nost Bayer ma pravo postoupit tuto
Smlouvu kterékoliv ze svych poboc¢ek. Centrum
nesmi postoupit sva prava nebo povinnosti podle
této Smlouvy zadné treti strané bez predchoziho
pisemného souhlasu spole€nosti Bayer a tato
Smlouva je zavazna a pfechazi ve prospéch
pfislusnych Stran a jejich nastupcl a nabyvateld.

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

CLANEK 13. ZAVERECNA USTANOVENI

Neplatnost nebo nevymahatelnost jakéhokoli
ustanoveni této Smlouvy neovlivni platnost
ostatnich ustanoveni této Smlouvy. Strany se
zavazuji, Zze vyvinou veSkeré komeréné
pfiméfené usili k tomu, aby takové neplatné nebo
nevymahatelné ustanoveni nahradily
ustanovenim, které je platné a vymahatelné a
které co nejlépe vyjadfuje plvodné zamyslené
komer¢ni cile Stran.

Tato Smlouva a jakykoli spor z ni vyplyvajici se
Fidi pravnim fadem Ceské republiky. Smluvni
strany sjednavaji pro feseni sporl z této Smlouvy
pravomoc a pfislusnost obecnych soudd Ceské
republiky.

Clanky 1.7,1.9, 1.13, 1.14, 1.15, 1.16, 1.19, 1.20,
3,4,5,6,9, 10.6, 10.7, 11, 12 a 13 zlstavaji
v platnosti i po ukonéeni nebo vyprSeni platnosti
této Smlouvy.

Tato Smlouva byla vypracovana v Ceském a
anglickém jazyce. V pfipadé nesrovnalosti mezi
obéma verzemi bude smérodatna verze v eském
jazyce v celém rozsahu rozporného textu.

NA DUKAZ CEHOZ, strany této Smlouvy uzaviraji tuto
Smlouvu vyhotovenou ve tfech (3) kopiich, pfi¢emz
kazda znich méa platnost origindlu, ke dni a roku
uvedenému vyse.

Podepsano jménem a za spoleénost Bayer Pharma
AG (,,Bayer®)

Hamilton Health Sciences Corporation (,,HHSC*)
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Signature

Name:

Position: Chief Operating Officer, Population Health
Research Institute, HHSC

Date:

(YYYY-MMM-DD)
-and-

INSTITUTION: Nemocnice Ceské Budéjovice, a.s.

Podpis

Jméno:

Pozice: Chief Operating Officer, Population Health
Research Institute, HHSC

Datum:

(RRRR-MMM-DD)
_a_

INSTITUCE: Nemocnice Ceské Budéjovice, a. s.

Signature

Name:

Title:

Date:

(YYYY-MMM-DD)
-and-

INVESTIGATOR: [

Podpis

Jméno:

Titul:

Datum:

(RRRR-MMM-DD)
_a_

zkouseJici: NG

Signature

Date:

(YYYY-MMM-DD)

Podpis

Datum:

(RRRR-MMM-DD)
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All exhibits of this Agreement are anonymized/VSechny pfilohy této smlouvy jsou anonymizované
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