BAY2433334, Protfocol Ne 20603

SMLOUVA
O PROVEDENI KLINICKEHO HODNOCENI

mezi

BAYER s. 1. 0.

se sidlem: Praha 5, Stodllky, Siemensova 2717/4,
155 00, Ceska republika

zapsana v obchodnim rejstiiku u Méstského soudu
v Praze, oddil C, viozka 391

IC: 00565474

DIC: CZ00565474

zastoupena: ing. Vaclav VIk, Prokurista

(date jen jako ,Bayer”)
a

Ustfedni vojenska nemocnice -~ Vojenska
fakultni nemocnice Praha:

se sidlem: U Vojenské nemocnice 1200/1, 168 02
Praha 8, Bfevnov, Ceska republika

IC: 61383082

DIC:CZ61383082

pfispévkova organizace zfizena zfizovaci listinou
ministra obrany Ceské republiky &j. 4595-1 ze dne
31. biezna 1994

zastoupena: prof. MUDr. Miroslay Zavoral, Ph.D.,
feditel |

(dale jen ,Centrum™)

uzaviena niZze uvedeného dne, mésice a roku

podie ustanoven! § 1746 odst 2 zakona &.

8972012 Sh., obd¢ansky =zakonik, ve zneéni

pozdé&jsich pfedpis (dale jen ,Smilouva"):
Preambule

Vzhledem k tomu, 2e Bayer poZadal Centrum o
moznost pravést v Centru a o poskytnuti sluZeb
v souvisiosti s provedenim klinického hodnoceni
s hodnocenym lé&ivym pFipravkem BAY 2433334
(dale  jen  ,Hodnoceny  Iék’) s nazvem|
,.Multicentrickég, randomizovaneé, placebem
kontrolované, s paralelnim uspofadanim, dvogjité
zaslepené klinické hodnoceni faze H k vyhodnoceni
uginnosti  a bezpe¢nosti  vhodné  davky
hodnoceného lééivého piipravku BAY 2433334 u
pacientll s akutnim infarktem myokardu s &islem
Bayer 20603 (déle jen ,Studie'), které je blize
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AGREEMENT
FOR THE PERFORMANCE OF A CLINICAL
TRIAL
between
BAYERs.r. 0.

with its registered seat at Prague 5, Stodliky,
Siemensova 2717/4, 155 00, Czech Republic
registered at the Municipal Court in Prague, Section C,
insert 391

1D No.: 00565474

VAT No.: CZ00565474

represented by: Ing. Vaclav Vik, Proxy

(hereinafter referred to as "Bayer")
and

Ustredni vojenska nemocnice — Vojenska fakultni
nemocnice Praha

with its registered seat at: U Vojenské nemachice
1200/1, 169 02 Prague 5, Bfevnov, Czech Republfic
ID No.: 61383082

VAT No.. CZ61383082

icontributory organization established by the Deed of
Foundation of the Minister of Defence of the Czech
Republic dated 31 March 1994

represented by. prof. MUDr. Miroslavy Zaveral, Ph.D,,
Director |

(hereinafter referred to as "Center")

entered into on the below stated day, month and year
pursuant to § 1746 sect. 2 of the Act No, 83/2012 Coll.,
Civil Code, as amended {hereinafter referred to as
“Agreement”).

Preamble

Whereas, Bayer has requested Center to assist in and
allow conducting in Center of a ciinical trial involving
the study drug | BAY 2433334 (hereinafter called the
“Study Drug”) entited | .Multicenter, randomized,
placebo controlled, double-blind, parallel group, dose-
finding Phase 2 study to evaluate efficacy and safety
of BAY2433334 in patients following an acute
myocardial infarction” with the Bayer number 20603
{hereinafter referred to as "Study") as described in
more detail in the protocol as amended from time to
time (latest approved version hereinafter referred to as
"Protocol”) by and under the supervision of the
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popsano v protokolu, véetné jeho naslednych zmén
{ieho posledni schvalend verze se dale oznacuje

jen jako ,Protokol"), pod vedenim zkousejiciho, jimz
byl spolednosti Bayer uréen“

dale jen ,Zkous$ejici),

vzhiedem ktomu, Ze zadavatelem Studie je
spoletnost Bayer AG, Kaiser-Wilhelm-Allee 1,
51373 Leverkusen, Né&mecko, jez je spoleénosti
propojenou se spolecnosti Bayer a ktera poveéfila
spoletnost Bayer vykonem svych prav a povinnosti
v ramci provadéni Studie v Ceské republice,

vzhledem k tomu, ze Centrum a Zkousejici viastni
znalosti, zkusenosti a zdroje nezbytné k provedeni
Studie, dle jejich nejlepsiho védomi maji pfistup
k poZadovanému poéiu  subjektll hodnoceni
dle kritérifl pro zafazenilvyfazeni, jak jsou stanoveny
v Protokolu, a jsou ochoini Studii provest,

dohodly se smiuvni strany nasledovné:

I. Pfedmét Smlouvy

1. Pfedmétem této Smiouvy je provedeni Studie
v Centru, rozdéleni povinnosti souvisejicich
se Studii mezi spole¢nost Bayer a Centrum a
pfipadné Zkousgjictho. Pfedmétem této
Smiouvy jsou zévazky Cenitra umoZnit
provedeni Studie a poskytnout sluzby spojené
s provedenim Studie za podminek sjednanych
v léto Smiouvé a zavazek spoletnosti Bayer
k hradé odmény za fadné provedeni Studie.
Jakékoli odchylky od Protokolu a dodatky
k Protokolu, véetng, av8ak nejen, jakéhokoli
vysetfovani neboc hodnoceni doplfujicich
klinickych &i laboratornich parametrl, vyZaduiji
pfedchozi pisemny souhlas spoleénosti Bayer.

2. Pro odstranéni pochybnosti se sjednava, ze
jakékoli pravo anebo povinnost spole€nosti
Bayer vyplyvajici z této Smlouvy mohou byt
vykonany anebo spiné&ny pfimo zadavatelemn
Studie, a v takovém pfipadé se tento vykon
prava, resp. spinéni povinnosti povaiduji za
provedené spolednosti Bayer v souladu
s touto Smiouvou.

3. Zkousejici je zaméstnancem Centra a Centrum
timto jako zaméstnavatel udéluje v souladu s

2019 CZ_CO_55624

investigator appointed by the company Bayer and who
shall be reinafter
referred to as the “Investigator”),

whereas, the Study is sponsored by Bayer AG,
Kaiser-Wilhelm-Allee 1, 51373 Leverkusen, Germany,
an affiliate company of Bayer, which delegated the
exercise of its rights and duties within performance of
the Study in the Czech Republic upon Bayer,

whereas, Center and the Investigator possess
knowledge, experience and resources necessary for
the conduct of the Study, have - o the best of their
knowledge - access to the required number of trial
subjects with the inclusion/exclusion criteria as laid
down in the Protocol and are willing to conduct the
Study,

therefore, it is agreed as follows:

l. Subject of the Agreement

1. Subject of the Agreement is the performance of
the Study at the Centre and the allocation of
Study related obligations either to Bayer or fo
Center or the Investigator, as the case may be.
Subject of the Agreement are covenants of the
Center to allow conducting the Study and provide
Study related services pursuant to the terms and
conditions agreed herein and the covenant of
Bayer fo pay the compensation for the due
conduct of the Siudy. Any deviations from or
amendments of the Protocol, including without
limitation any investigation or evaluation of
additional clinical or laboratory parameters,
require prior written approval of Bayer.

2. For the avoidance of doubt, it is agreed, that any
right or obligation of Bayer arising from this
Agreement may be exercised or fulfilled directly
by the Study sponsor and in this case such
exercise or fulfiiment shall be deemed as done by
Bayer in accordance herewith,

3. Investigator is employed by the Center a Center
as an employer grants its permission according to
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ust. § 304 odst. 1 zakona & 262/2006 Sb.,
zakoniku prace, ve zndnl pozdéjsich piedpis(,
pfipadné § 47 zdkona ¢. 221/1989 Sb., zaken
o vojacich z povoladni ve znéni pozdégjSich
pfedpish, svij vysiovny souhlas s udast
Zkousejiciho na provadéni Studie dle této
Smilouvy.

Pinéni povinnost{ Zkousejiciho a
spoluzkousejicich {déle jen Zkousejici)
stanovenych touto smiouvou zajistf
zdravotnické zarizen! jako jejich
zaméstnavatel v ramci pracovnépravnich
vztahU. Zdravotnické zafizeni odpovida za
pinéni povinnosti zkousejiciho. Zdravotnické
zafizeni se zavazuje do 14 dnl ode dne
uzavieni této smiouvy uzavfit se zkousejicim
«Dohodu ¢ provedeni  prace/dohodu o
pracovni ¢innosti», ktera zkousejiciho zavéze
k plnéni povinnosti dle této smiouvy

il. Povinnosti Centra

Centrum se zavazuje umozZnit provedeni
Studie a spoleéngé se  Zkoudejicim
zdokumentovat Studii v pfisném souladu s (a)
Protokolem; a {(b) podminkami této Smiouvy; a
(¢) etickymi zasadami Helsinské deklarace; a
{d) Harmonizovanym Tristrannym Guideline
ICH pro spravnou klinickou praxi vetné jeho
naslednych zmén a obecné pfijimanymi
standardy spravné klinické praxe;, a (e)
pisemnymi pokyny a instrukcemi spoiednosti
Bayer, jejich Propojenych osob nebo ffeti
strany ktomu pové&fené, vyplyvajicimi a
souvisejicimi se Studii, a (f) plathymi a
zavaznymi pravnimi pfedpisy a etlickymi
kodexy, véetn&, aviak nejen, zakona &
378/2007 Sb., o légivech, ve zné&ni pozdéjsich
pfedpisll, vyhlasdky & 226/2008 Sb. o spravné
klinické praxi a blizsich podminkach klinického
hodnoceni 1é&lv, vyhiasky &. 84/2008 Sb., o
spravné lekarenskeé praxi, bliz3ich
podminkach zachazen! s 1&divy v lékérnach,
zdravotnickych zafizenich a u daldich
provozovatelll a zafizeni vydavajicich légivé
pfipravky; a () veSkerymi pfikazy a
smérnicemi pfisludnych orgéni vefejné mocia
spravy a etickych komisl, jsou-li takove.
Centrum se zavazuje poskytnout odpovidajic
zdraje a vybaveni k provadén! Studie.

2019 CZ €0 _55624

§ 304 section 1 of Act No. 262/2006 Coll.,, on
Labor Code, as amended, alternatively § 47 of
Act No. 221/1999 Coll., on professional soldiers,
as amended, to the Investigator to participate on
performance of the Study according to this
Agreement.

Healthcare institution as an employer of the
Investigator and sub-investigators (hereinafter
referred to as Investigators) shall fulfil
obligations of the Investigators according to this
Agreement in relation of their employment status.
Healthcare institution is responsible for fulfiling th
eobligations of the investigator. Healthcare
institution shall conclude ,Agreement on work
performace" with the Investigator within 14 days
of signing of this Agreement that shall stipufate
the Investigator to fulfii obligations of this
Agreement.

Il. Responsibilities of Center

Center shall aliow conducting and document the
Study in concurrence with the Investigator in strict
accordance with {a@) the Protocol; and (b) the
terms and conditions of this Agreement; and (c)
the ethical principles of the Declaration of
Helsinki; and {d) the ICH Harmonised Tripartite
Guideline for Good Clinical Practice as amended
from time to time as well as generally accepted
standards of Good Clinical Practice; and () any
Study-related instructions given in writing by
Bayer, a Bayer Affiliate or a third party authorized
by them; and {f}) the laws, regulations and code(s)
of ethics, including without limitation Act No.
378/2007 Coll., on Medicines, as amended,
Order No. 226/2008 Coll., on Good Clinical
Practice and more detailed conditions ¢n clinical
trials of medicines, Order No. 84/2008 Coll., on
Good Pharmacy Practice, more detailed
conditions for manipulation with medicines in
pharmacies, healthcare institutions and at other
operators and facilities dispensing medicines;
and (f} any and all orders and mandates of the
relevant governmental and administrative
authorities and ethic committees, if any. Center
shail provide adequate resources and facilities for
the performance of the Study.
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Centrum se zavazuje zajistit a archivovat
vsouladu s mistnimi pravnimi  pfedpisy
laboratorni vysledky poZadované Protokolem
Studie  vgetné souvisejici  dokumentace
(zejména Zivotopis vedouctho laboratofe,
laboratorni certifikdty, referencni meze apod.)
pro ufely provadéni auditd a inspekel
spolenosti Bayer nebo smiluvnimi subjekty
spoletnosti Bayer a pfislusnymi regulatnimi
Ufady.

Studie bude v Centru provadéna pod
dohledem Zkousejiciho, ktery za jeji provedeni
nase odpovédnost. Zkousejici je odpovédnym
vedoucim  skupiny daiich  zkoudejicich
v pfipadé, 2e Studie je v Centru provadéna
vicero nez jednim zkousegjicim (taci daldi
zkou$ejici se déle oznaduji jako ,Zkusebni tym
lekarl"). Zkousdejici je odpoveédny z lékafského
hlediska =za blaho subjektd hodnoceni
tuGastnicich se Studie.

Zkousejici souCasné slouzi pro Bayer jako
kontakinf osoba v Centru ve vztahu ke Studii.

Centrum se zavazuje umoZnit a Zkousejici
bude povinen zajistit, aby Zkudebni tym iékard
a ostatni personal zahrnuly do provadéni
Studie (dale jen ,Clenové studijniho tymu*)
jednali v souladu s podminkami této Smiouvy.
Cenfrum se zavazuje prostiednictvim
Zkousejiciho zagjistit, Ze pavodni i novi Elenové
Zkusebniho tymu lékatt a Clenové studijniho
tymu jsou fadné proSkoleni, kvalifikovani a
vzdélani, obzviast Ze se zicastiujf viech
gkolicich setkan! o Studii. Bayer ma pravo
odmitnout konkrétni Cleny studijniho tymu na
zakladé pfiméfenych divodl, pokud se Bayer
domniva, Ze nejsou pfisiuiné vzdélani a/nebo
kvalifikovani.

Centrum se zavazuje umoznit Zkousejicimu,
Zkusebnimu tymu lékafa a Clenum studijniho
tymu, ucastnit se podle potfeby setkani
zkousejicich a telekonferenci
uskuteénovanych v pribéhu Studie v rozsahu
poZzadovaném spolednosti Bayer.

Kazdé postoupeni kterékoli z povinnosti
Centra na zakladé této Smiouvy tieti strané
vyzaduje  pfedchozi  piseminy  souhlas
spoteénosti Bayer. Udéleni takoveho souhlasu

2019 CZ €O 55624

Center is obliged to ensure and archived
according to local laws delivery of lab resulls
required by Clinical Study Protoco! including
associated documents (in particular, CV Head of
the Lab, Laboratory Certificated, Normal Lab
Ranges). Investigator shall aliow Bayer, or third
parties contracted by Bayer and the relevant
authorities te perform audits and inspections.

The Study at the Center will be conducted under
the responsibility and supervision of Investigator.
Investigator is the responsible head of the group
of further participating investigators in case the
Study at the Center is performed by more than
one investigator (such further investigator/s
hereinafter referred to as “Study Team
Physicians”). Investigator is  medically
responsible for the well-being of the trial subjects
participating in the Study.

Investigator also serves as the contact person for
Bayer with regard to the Study at the Center.

Center shall allow and Investigator will be obliged
to ensure that, Investigators and other personnel
involved with the Study (hereinafter referred to as
“Study Team Members") comply with the terms
and conditions of this Agreement. Center shall
ensure trough the Investigator that initial and
joining Study Team Physicians and Study Team
Members are appropriately trained, quaiified and
educated, in particular that they participate in ail
training sessions regarding the Study. Bayer shall
have the right to reject specific Study Team
Members on reasonable grounds, if Bayer deems
them not appropriately trained and/or qualified.

Center shall aliow Investigator, Study Team
Physicians and Study Team Members, as
required, to participate in the investigator
meetings and telephone conferences conducted
in the course of the Study to the extent requested
by Bayer.

Any subconiracting of any of Center's obligations
under this Agreement to a third party requires a
prior written permission by Bayer, the granting of
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je na vyluéném rozhodnuti spolet¢nosti Bayer.
V piipadé takovéha postoupeni Centrum:

(i)  je povinno uzaviit pisemnou smiouvy
se subjekiem, na né&jZ svou povinnost
pfenasl, ktera bude obsahovat
podminky, (a) které jscu padobné
podminkam této Smilouvy, vietng,
aviak nejen, |hiit k plnéni povinnosti,
(b} na zakladé kterych treli strana
postoupi veskera prava k Vysledkam
na Centrum anebo Bayer a (c} dle
kterych tfeti strana umozni spoleCnosti
Bayer nebo smiluvnim subjektdm
spolednosti  Bayer a  pfisludnym
regula¢nim afadim provedeni auditi a
inspekci u takoveé fifetl strany, coZ
soudasné neznamena omezeni
povinnosti Centra ve vztahu k auditdm
a kontrotam; a

(il bude nést odpovédnost za jakeékoli
poruseni takové povinnosti touto tfeti
stranou a z(stane piné odpovédné za
provedeni Studie.

Centrum se zavazuje ve
se Zkoudejicim  vynalozit veskere  uasili
k zafazeni .subjektﬁ hodnocen! do Studie
vsoutadu s poZadavky na zafazovani a
ihiitami stanovenymi v Protokolu. Tento cll
naboru mizZe byt pfekroéen a zvy3ovan, dokud
je zafazovani otevieno a podléha pisemnému
souhlasu Bayer. Sou&asné lhiity vztahujici se
k provadéni Studie jsou nasledujici:

spolupraci

Pfedpokladany
hodnoceni je
ukondeni
rychlost  zafazovani je
Pfedpokladana, avéak nezavazna délka trvani
Studie je Predpokiadané
ukondeni studie

zagatek naboru  subjektd
a piedpokladané
Piedpokladana

Oznami-i Bayer Centru anebo Zkousejicimu
pisemn&, Ze pozadovany celkovy podet
subjektt hodnoceni pro Studii byl jiZ dosazen
prostfednictvim drivéjsiho néboru
provedeného jinymi centry, Centrum se
zavazuje zajistit, Ze bude ihned zastaven dalsi
nabor do Studie a jiZ zadné daldi subjekty
hodnoceni nesmi byt v Centru prijaty.

2009 CZ CO_55624

which shali be within Bayer's sole discretion.

Center shatll in case of subcontracting

() 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}
assign all rights with regard to the Results
to Center or Bayer and (c) aliows 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 fimit
Center'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.

In cooperation with the Investigatoer Center shall
use its bast efforts to include .tria! subjects in
the Study in accordance with the enrolment
requirements and timelines set forth in the
Protocol. This number of subjects can be
increased until recruitment stop and it is subject
to written approval by Bayer. The current time
schedule for the conduct of the Study is as
follows:

Recruitment of the trial subjects is expected to

begin on [ to be completed until,
“md recruitment rate is ‘

Expected but not binding duration
of the Study _Expected completion
of the study

If Bayer provides a written notice to Center or the
Investigator that the requested overall number of
trial subjects for the Study has already been
achieved through earlier recruitment by
competitive Study centres, Center shall ensure
that further recruitment for the Study is
immediately suspended and no further ftria
subjects shall be accepted for the Study at the
Center.
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1G.

Centrum se zavazuje zajistit, Ze Studie bude
provadéna v souladu s povolenim/souhlasem
k ohidSen! vydanym Statnim dstavem pro
kontrolu Ié¢iv a souhlasy pfisludnych etickych
komisi, které budou Centru pfedany
spole¢nosti Bayer| Centrum se zavazuje
spoletné se ZkouSejicim nebo prosttednictvim
Zkoudegjiciho poskytnout spolenosti Bayer
soudinnost pii pfipravé dokumenti tykajicich
se Studie a pfedat spoletnosti Bayer nebo tieti
strané urfené spolecnosti Bayer bezodkiadng
veskera prohlaseni nezbytnd Kk povolenf
Siudie regulagnimi organy a/nebo etickymi
komisemi, vCetne, avdak nejen, (i) Prohlaseni
o finanénich zajmech, {ii) CV a (iii) potvrzeni o
odpovidgjicim vybaveni mista hodnoceni.
Centrum se zavazuje zajistit, Ze poskytnuté
dokumenty tykajici se Studie jsou tplné a
spravne.

Centrum se prostfednictvim ZkouSejiciho
zavazuje vSechny subjekty bhodnoceni
odpovidajicim zplsobem informovat o cilech,
metodach, predpokiddanych piinosech a
potencialnich rizicich Studie a o okolnostech,
za kterych by jejich osobni tdaje mohly byt

zpfistupnény  spoleénosti  Bayer, jejim
Propojenym osobam, plisiudnym orgéaniim,
tretim  stranam, jez poskytuii  sluZby

spoletnosti Bayer a/nebo etickym komisim.
JPropojenou  osobou” se rozumi  jakakoli
pravnicka oscba nebo spolecnost, ktera pfimo
nebo nepfimo, prostiednictvim jedncho &i vice
prostfednikd, vykonava kontroly, je
kontrolovana anebo je pod spoletnou
kontrolou se smluvni stranou.

Centrum se prostiednictvim Zkousejictho
zavazuje zajistit, Ze subjekly hodnoceni se
zii¢astni Studie teprve poté, co podepisi
informovany souhlas subjektu hodnoceni
poskytnuty spolecnosti Bayer. Pokud subjekt
hodnoceni sviij souhlas v pribéhu Studie
odvoid, Centrum se zavazuje zajistit
prostfadnictvim Zkousejictho, Ze ve vztahu
k tomuto subjektu hodnoceni nesmi byt
provedeny Zadné daldi postupy v ramci Studie

vyima pfipadnych opatfeni tykajicich se
nasledného sledovéni pfedepsanych
Protokolem, snimiz  subjekt hodnoceni

souhlasil. Nasiedna l&¢ba subjektu hodnoceni
je vyhradni 1ékaiskou odpovédnosti Centra a
Zkousejlcino.

10.
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Center shall ensure that the Study is conducted
in compliance with the approval (o the
notification) of the State Institute for Drug Centrol
and approvals of competent Ethics Commiittees,
which will be handed over to Center by Bayer.
Center in cooperation with or through the
investigator shail assist Bayer in the preparation
of necessary Study documents and forward to
Bayer or a third party specified by Bayer ail
declarations necessary for the approval of the
Study by regulatory authorities and/or ethics
committees, including without limitation, if
applicable, {i) Financial Disclosure Forms, (ii)
CVs and (i} confirmation of adequate site
facilities without delay. Center shall ensure that
forwarded Study documents are complete and
correct.

Center using the Investigator shall inform all trial
subjects adequately of the aims, methods,
anticipated benefits and potential hazards of the
Study and the circumstances under which their
personal data might be disclosed to Bayer, iis
Affiliates, competent authorities, third parties who
perform  services for Bayer andior ethics
committees. “Affiliate” shall mean any antity or
company which directly or indirectly, through one
or more intermediaries, controls, is controlled by
or is under common control with a party. Center
shall ensure through the Investigator that the trial
subjects only participate in the Study after signing
the trial subject's informed consent provided by
Bayer. If such consent is revoked in the course of
the Study, the Center shall ensure through the
Investigator that no further Study related
procedures must be performed with regard to the
respective trial subject except for any Study
related foliow-up measures laid down in the
Protoco! and consented to by ftrial subject.
Subsequent treatment of the trial subject lies in
the sole medical responsibility of Center and the
investigator.
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11.

12.

13.

14.

Centrum se prostiednictvim  Zkousejictho
zavazuje informovat subjekty hodnoceni
zafazené do Studie, 2e se nesmf (OCastnit
Zadneé jiné studie v pribehu Studie ani béhem
doby preruseni Studie  specifikovane
v Protokolu bez predchoziho pisemného
souhlasu spole&nosti Bayer.

Pokud v pribéhu Studie v Centru dojde
k pogkozeni zdravi subjektu hodnoceni,
Centrum se zavazuje prostiednictvim
Zkousejiciho informovat o kazdém takovém
pfipadu  spole¢nost Bayer faxem nebo
emailem (i) v pfipadé zavazného nezadouciho
Ucinku a/mebo zavainé neZadouci pfihody
a/nebo v pfipadech t&hotenstvi, jsou-li takové,
nejpozdéji do 24 hodin od zjisténi a (i)
v piipadeé neZadouciho ucinku  a/nebo
nezadouci pfihody neprodlené v ramci lhiit
stanovenych v Protokolu a jinych pokynech
danych spoletnosti Bayer o hlaseni dat
tykajicich se bezpeénosti, (i) v ostatnich
pfipadech do 24 hodin poté, ¢o se © nich
dovédél. Soucasti takového hlaseni musi byt
take posouzen pfiginné souvisiosti.

Centrum se =zavazuje prostfednictvim
Zkousegjiclho okamzité zodpovédét viechny

dotazy spoleCnosti Bayer nebo osob
povéfenych spoleénosti Bayer tykajici se
dokumentace neZadouci wudalosti. Toto

zahrnuje mimo jiné aktivni nasledne siedovani
a objasnéni pfisludsnych  nesrovnalosti
v hldsSenich neZadoucich pithod a pripadd
téhotenstvl. Za u&elem hiadeni nezadoucich
pithod a pfipadl téhotenstvi je Centrum

povinno  zajistit  pouzivani  formulafe
poskytnuteho  spolenosti  Bayer, jsou-li
takové.

Béhem a po skonceni Studie se zavazuje
Centrum pfediozit spolednosti Bayer veskeré
dokumenty pfijaté od ufad0, etickych komisi
afnebo pfisluénych regula&nich organt tykajici
se jakychkoli souhlasll nebo pavoleni nebo
piisiugné komunikace vztahujici se
k bezpelnosti ve vztahu ke Studii do 24 hodin
od jejich obdrZeni.

Centrum se prostiednictvim Zkoudejiciho
zavazuje pouZivat Hodnoceny lék vyhradné

11.

12.

13.

14.

2019 CZ CO 35624

Center shall inform through the Investigator trial
subjects invoived in the Study that they may 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.

if in the course of the Study at the Center 3 trial
subjects’ health is injured, Center shail inform
Bayer through the Investigator 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 of
awareness 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 reiated data reporting
provided by Bayer, (iii) in other cases within
Z4hours after getting knowledge of it. Such
reporting shall be done together with an
assessment of causality.

Center shall promptly respond through the
Investigator to any query from Bayer or dedicated
agents of Bayer regarding adverse event
documentation. This inciudes - but is not limited
to - active follow up on and clarification of relevant
inconsistencies in adverse event and pregnancy
reports. For reporling adverse evenis and
pregnancies, Center shaill ensure that the
relevant forms provided by Bavyer, if applicable,
are used.

During and after the Study, Center shall submit to
Bayer copies of any documents received from
authorities, ethics committee/s, andior other
relevant regulatory body regarding any approvals
or  authorisations or  safety relevant
communication with respect to the Study within
24 hours following their receipt.

Center shall ensure through the Investigator
using the Study Drug exclusively for the purpose
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18.

16.

pro utely provadéni Studie a pouze zplsobem
specifikovanym v Protokolu. Centrum je
odpovedné za fadné piijimani, pouZivani,
nakiadani, skladovani a vedeni dikladné a
pfesné evidence zachézeni s Hodnocenym
Iekem v pribéhu Studie v souladu s poZadavky
spravné kiinické praxe a spravné iékarenské
praxe. Bayer se zavazuje dodavat a Centrum
se zavazuje pfijimat Hodnoceny l1ék ve své
nemocniéni 1ékarné v pracovni dny od 8 do
14.30, v ni jej fadné uchovavat a evidovat a
vydavat Hodnoceny iék pouze d&lendm
Zkusebniho tymu lékafu, Clenim zkusebniho
tymu, subjektim hodnoceni nebho ostatnim
osobam oproti fadné vystavené zadance nebo
lékarfskému pfedpisu v souladu s poZadavky
spravné klinické praxe a spravné lékarenské
praxe. Navic se Centrum v soucinnosti
se Zkousejicim zavazuje vratit nepouzity |
expirovany Hodnocenylék spoleénosti Bayer .,

Kdykoli o to spolednost Bayer pozZadajl,
zavazuje se Jim Centrum prostfednictvim
Zkousejictho podat hia&eni o postupu ve Studii
v Centru v€etné udajl o zarazovani subjektd
hodnoceni.

Centrum se zavazuje, Ze ZkouS$ejici bude
shromazdovat data a vkladat je do 48 hodin od
jejich vytvofeni do kelektronickych
zaznamovych listh (dale jen ,CRF*) v souladu
s podrobnymi instrukcemi stanovenymi
v Protokolu.  Centrum se zavazuje, 2Ze
Zkousejici bude povinen pravidelné pfedavat
spolednosti Bayer CRF a  ve&kerou
dokumentaci vyzadovanou Protokolem, aby je
spoie¢nost Bayer mohla piimo &
prostfednictvim jiného subjektu pribezng
zpracovavat. V pfipadé prodleni se vkladanim
Gdajli je spoletnost Bayer opravnéna, na
zakladé pisemného oznameni dorudengho
Zkousejicimu, zastavit zafazovani subjekil
hodnoceni Zkousejicim aZ do doby, kdy je
vkladani udajl) aktualizované. Pokud bude mit
foto za nasledek prodieni v 2zafazovani
subjektd hodnoceni, spoleénosti Bayer piislusi
prava stanovena v odstavci 12.4. lhned po
odetfeni posledniho ze subjektl hodnocent
musi byt dokon&eno vicZzeni veskerych
zbyvajicich CRF, a CRF, souvisejici
dokumentace a rovnéZz nepouZité CRF

185.

16.
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of conducting the Study and only as specified in
the Protocol. Center is responsibie for the proper
use, handiing, storage and keeping detailed and
accurate records of handling with the Study Drug
in the course of the Study pursuant fo
requirements of the good clinical practice and
good pharmacy practice. Center underfakes to
receive the Study Drug in its pharmacy in
business days between 8:00am and 2:30pm,
store, keep records of and dispense the Study
Drug only to the Study Team Physicians, Study
Team Members, to the trial subjects or other
persons upon an order or a prescription pursuant
to requirements of the good clinical practice and
good pharmacy practice. In addition, Center in
cooperation with the Investigator shall return
unused and expired quantities of Study Drug.

At any time on Bayer's reguest, Center shall
report through the Investigator on the progress of
the Study at the Center, including recruitment
figures.

The Center undertakes that the Investigator will
collect data and entry thereof within 48 hours of
generating the data in the electronic case report
forms (hereinafter referred to as “CRFs"} in
accordance with the specifications set forth in the
Protocol. The CRFs and any documentation
required by the Protocol shall regularly be
forwarded to Bayer in order to enable Bayer to
process the data or have it processed on a
continuous basis. in case of delays of data entry
Bayer has the right by giving written notice to
Investigator to stop enrolment by the Investigator
until data eniry is up to date. If this results in
deiays in trial subject recruitment, Bayer shall
have the rights set forth in Section 12.4.
immediately after the treatment of the last trial
subject, all outstanding CRF entries shall be
completed and CRFs, related documentation as
well as unused paper CRFs, if applicable, shall
be forwarded to Bayer or destroyed upon Bayer's
request. In case electronic CRFs are used in the
Study, Bayer will provide access to electronic
CRFs to the Center to the attention of the
Investigator. Furthermore, Bayer will provide the
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17.

v papirové podobé, jsou-li takové, musi byt
pfedany spolec¢nosti Bayer anebo na poZadani
spoleénosti Bayer zniceny. PouZivaji-li se ve
Studii elektronické evidenéni zdznamove listy
pacienta, Bayer poskytne pfistup do
elektronického evidenéniho zaznamového
fistu pacienta Centru k rukam Zkousejiciho.
Navic Bayer poskyine findini elektronické
evidenéni zaznamové listy pacienta (End of
Study PDFs) Centru k rukam Zkousejiciho na
digitalnim mediu (ij. kompakini disk, pamétové
medium USB) a Centrum se zavazuje
prostfednictvim Zkousejiciho po obdrZeni
potvrdit iteinost vyde zminénych
elektronickych evidenénich zaznamovych listl
pacienta. Povinnosti Centra je ovéfit Uplnost
finalniho elektronického evidenéniho
zaznamoveho listu pacienta podie instrukci
poskytnutych spoleénosti Bayer. Cenftrum
prostfednictvim Zkou3ejiciho se zavazuje
zajistit, Ze tato data budou archivovana
v souladuy s pfislusnymi  mistnimi  pravnimi
pfedpisy a budou kdispozici pro budouci
inspekce a audity.

Centrum se zavazuje  prostfednictvim
Zkousejiciho poskytovat soudinnost  pii
pohotovém objasfiovani jakychkoli dotazi)
tykajicich se udajli v CRF a vénovat ge témto
dotazim a zodpovidat je nejpozdéji ve thité 3—
5 (tfi az pét) pracovnich dnl. Spoletnost
Bayer miZe pozadovat odpovédi | v krat&im
gasovém Useku s ohledem na kiitova stadia
Studie, jako napf. dista databaze. Centrum se
dale zavazuje prostfednictvim Zkousejiciho na
Zadost  spolegénosti  Bayer  poskytovat
pfiméfenou soutinnost pfi pfipravé celkové
zpravy o Studii. ; Centrum se dale zavazuje
prostifednictvim  Zkou$ejiciho  spolu s
dokumentaci uvedenou vyse dolozit pfisiusné
vzorky a klinicke udaje pro naplnéni ucelu
popsaneho v Protokolu v souladu s pozadavky
v ném uvedené: (i) krevni vzorky a (ii) vzorky
pro farmakokinetiku (ddle jen ,Slozky subjektd
hodnoceni”). Naklady na dopravu SloZek
subjektt hodnoceni do mista uréeného
spoletnost! Bayer ponese spoletnost Bayer,
tak jak je uvedeno v Protokolu, v&etné nakladu
vynaloZzenych na potfebnda povoleni v ramci
této dopravy.

Centrum se zavazuje uchovavat veskerou
dokumentaci a elektronickou dokumentaci,

17.
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final patient electronic CRFs (End of Study PDFs)
to the Center to the attention of the Investigator
on digital data media {e.g. CDs, USB memory
sticks) and the Center through investigator shall
confirm that data is readable. it is Center's
responsibility to verify the completeness and
correctness of the End of Study PDFs according
to instructions provided by Bayer. The Center
shall ensure through investigator that such data
is archived according to local faws and made
available for future auditsfinspections.

Center shall assist through the Investigator in the
prompt clarification of any queries related to CRF
data and shall aftend to and respond to such
gueries within 3-5 {three to five) business days
the latest. Shorter response times may be
requested by Bayer with respect to key Study
milestones, such as clean database. Furthermore
Center shall reasonably assist through the
investigator in the preparation of the overall Study
report upon Bayer's request.. Center shall
through Investigator, in addition to the
documentation specified above, provide the
following samples and associated clinical data for
the purposes described in the Protocol to Bayer
in accordance with the specifications set forth
therein. (i) blood samples and  (ii)
pharmacokinetic sampies (hereinafter referred to
as “Trial Subject Sets”). The costs for shipping of
Tral Subjects Sets to the location specified by
Bavyer will be borne by Bayer as set forth in the
Protocol, including the cost of procuring any
necessary permits for shipping.}

Center shall retain all documents and e-
documents, including without limitation, source
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véetné, aviak nejen, zdrojové dokumentace a
sloZky zkouSejictho, vyZadovanych ICH
pfedpisy a pfislusnymi pravnimi pfedpisy
upravujicimi provadéni  Studie, po delsi
z nasledujicich dvou dob: 1) patnéct (15) let po
skongeni Studie nebo 2} jakoukoli delsi dobu
pro archivaci dokumentace stanovenou
pfisludSnymi  pravnimi pfedpisy.  Studijni
dgokumentace musi byt uchovdvana na
vhodném misté a vhodnym zplsobem a
Centrum je povinno vést zaznamy o misté, kde
je dokumentace Studie uchovavana, aby tato
byla pohotové k dispozici na 2adost monitora,
etické komise, audilora nebo pfisiudnych
Gfadd. Centrum je povinno spole&nost Bayer
informovat v pfipadé, Ze planuje archivovat
dokumentaci Studie mimo své viastni prostory.
Po uplynuti doby archivace neni Centrum
opravnéno zlikvidovat Zadnou dokumentaci
Studie bez souhlasu spole&nosti Bayer a na
Zadost spolecnosti Bayer je povinno pledat
dokumenty spoleénosti Bayer nebo tfeti osobé
uréené spolecnosti Bayer v rozsahu, v jakéem
to dovoluji pravni pFedpisy. Gentrum je
povinno informovat spoleCnost Bayer o
veskerych zménach ve zdrojové dokumentaci
(napf. zaveden!{ & wvyfazeni systému
elektronickych zaznama).

Centrum bere na védomi, Ze spoleénost Bayer
nebo jejim jménem tfeti strana dikladné
monitoruje provadéni Studie a pravideing
navstévuje Centrum. Centrum se zavazuje
pliméfené podporovat tyto monitorovact
aktivity mimo  jiné poskytnutim  pfistupu
monitorovi do prostor a k datim dle potfeby a
spolupracovat se spoleénosti Bayer nebo
pfisludnou ffeti stranou v tomto ohledu.
Zavazek Centra podle pfedchozi véty zahrnuje
{(avéak neomezuje se na) povinnost umoznéni
ovéfeni spravnosti a Upinosti dat zadanych do
CRF oproti zdrojové dokumentaci v jeji
originalni podobé (1. nikoliv jeji kopie, byt
ovéfeng), bez ohledu na to, zda je tato
dokumentace wvedena vlistinné a/nebo
elektronické form&, a to vrozsahu
informovaného souhlasu udélengho
subjektem hodnoceni. Na zadost spoleénosti
Bayer je Centrum povinno umoznit
Zkougejicimu zucasinit se osobni diskuze.
Bayer je dale povinen provadét vySe uvedengé
navitévy v bézné pracovni dobé Centra po

18.
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documents and investigator site files, required by
ICH guidelines and by applicable laws relating to
the Study for the longer of the two following
periods, 1) fifteen (15) years as of end of Study,
or 2) any longer record retention period mandated
by any national or local laws, rules or regulations.
The Study documentation shall be retained
securely in an appropriate location and manner
and Center shall keep record of the place where
the Study documentation is stored to ensure that
it is readily available upon monitor's, IRB/EC’s,
auditor's or authorities’ reguest, Center shall
notify Bayer in the event that Center plans to
store Study documentation outside of its own
premises. After expiry of the retention period,
Center shall not destroy any Study
documentation without Baver's approval, and,
upon Bayer's request, transfer documents to
Bayer or a third party designated by Bayer to the
extent permitted by law. Center shali notify Bayer
about any changes in source documentation (e.g.
introduction or retirement of an electronic records
system).

Center is aware that Bayer or a third party on
behalf of Bayer is monitoring the conduct of the
Study closely and is visiting the Center on a
regular basis. Center agrees to appropriateiy
support such monitoring activities, including
without limitation by providing such monitor with
access to the facilities and data as required, and
cooperate with Bayer or the relevant third party in
this regard. Obligation of the Center according to
the previous sentence includes (but not limited to)
the responsibility to enable verification of
correctness and completeness of daia entered
into eCRF against source data in its original form
(ie. Not its copy even if certified) regardless of
data in paper and/or electronic form, in the extent
of informed consent given by the trial subject
Center shall allow the Investigator to be available
for personal discussion, if requested by Bayer.
Bayer shall perform above mentioned visits in
normal business hours of the Center after mutual
agreement with the Investigator or employee of
the Center, as the case may be.
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vzajemné domluvé se Zkousejicim, piipadne
povéfenym pracovnikem Centra.

Spole¢nost Bayer ma pravo provadét audit
zéznaml  pofizenych  Centrem  a/nebo
Zkousejicim, veskeré jiné dokumentace a
prostor souvisejicich s provadénim Studie, a
to kdykoli v pribéhu a/nebo po dobu 15 let po
skondeni Studie a bez jakychkoli narokl
Centra na zviasini platbu. Takovy audit je
spolednost Bayer nebc kitomu spolednosti
Bayer povéfena tfeti strana povinna pfiméfené
pfedem ohlasit, Centrum je povinno
poskytovat spoleénosti Bayer nebo ji
povéfenym monitorim souginnost pfi plnéni
jejich  gloh vsouladu s Protokolem a
podniknout  vedkeré  pfiméfené  kroky
poZadované spoletnosti Bayer za
Utelem odstranéni  nedostatkd  zjidténych
behem auditu.

Navic se Centrum zavazuje, Zze béhem a po
skonc¢eni Studie umozni a bude podporovat
vedkeré kontroly odpovédnych ufadd bez
jakychkoli naroklG na zvlastni odmeénu ¢&i
nahradu. Centrum je povinno informovat
spolednost Bayer ¢ kaZdé takové inspekci &i
zaméru takovou inspekei provést ihned poté,
co se o nich dovi. Centrum se zavazuje
umoznit, aby spoleCnost Bayer mohla byt
pfitomna na kazdé inspekci provadéng dfady
nebo podobnymi institucemi. Pfed vyjadienim
se knalezim takové inspekce, budou-li
nejake, je Centrum povinno odpovéd posoudit
a prodiskutovat se spoleénosti Bayer.

Centrum nesmi vyuZivat sluZeb, bez ohledu na
jejich objem, Zadné osoby, jiZ bylo poskytovani
t&chto sluzeb zakazano, ktera je vedena na
seznamu neZadoucich osob, je ji zakdzana
¢innost nebo je objektem vySetfovani ze strany
statniho organu s hrozici sankci zékazu
¢innosti, vylouceni nebe zafazeni na seznam
netadoucich osob nebo s jakoukoli jinou
hrozici sankci v ramci kteréhokoli pravniho
fadu na svété. Centrum dale zavazné
prohladuje, Ze jeho zaméstnancam, agentim
¢i zastupcim, kfefi se ucastni provadéni
Studie, nebylo zakazano provadét &innosti, jez
jsou  provadéné vramci Studie, nebyli
vyfazeni, uvedeni na seznam neZadoucich
osob nebo jim nebyla zakazana Zinnost

19.
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Bayer retains the right to audit records made by
Center and/or the Investigator, any and all other
documentation and the facility relating to the
Study at any time during and/or another 15 years
following the Study without extra charge. Such
audit will require reascnable prior written notice
by Bayer or Bayer authorized third party. Center
shall assist Bayer or its designated monitors in
the performance of their tasks pursuant to the
Protocol and take any and all reasonable actions
requested by Bayer to cure deficiencies noted
during an audit.

Furthermore, Center shall, during and after the
Study, allow and support any inspections of
responsible authorities without extra charge.
Center shall inform Bayer about any such
inspection and the intent to conduct such
inspection upon gaining knowledge thereof.
Center will allow Bayer to be present at any
inspection by authorities or similar institutions.
Prior to responding to the findings of any such
inspection, if any, Center shall review and discuss
such response with Bayer.

Center shall not use in any capacity the services
of anyone debarred, disqualified, blacklisted or
banned or under investigation or threat of
investigations by regulatory authority for
debarment, disqualification, blacklisting or any
similar regulatory action in any jurisdiction
anywhere in the world. Furthermore, Center
represents and warrants that neither them nor
their employees, agenis or representatives
involved in the performance of the Study, have
been debarred, disqualified, blacklisted or
banned by regulatory authority, nor that they are
currently, to the best of its knowledge, the subject
of such a debarment, disqualification, blacklisting
or banning proceeding. During the term of this
Agreement, Center shall promptly notify Bayer
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22.

vramci rozhodnuti statniho organu, ani
vsoutasné dob& neprobiha Zadné Fizeni
tykajici se takového zakazu ve vztahu k térnto
osobam, vylouceni nebo zafazeni na seznam
nezadoucich osob. Centrum se zavazuje
v prubéhu Studie ihned informovat spoleénost
Bayer, pokud bude zahdjeno takové fizeni o
zakazu, vylougeni nebo uvedeni na seznam
nezadoucich osob v souvislosti s provadénim
¢innosti, jez jsou pfedmeétem Studie, ve vztahu
k Centru &i jeho zaméstnanci, agentovi nebo
zastupci, ktefl se O¢astni provadéni Studie.

V pfipadé, Ze Zkousejici pfestane vykonavat
své povolani v Ceniru nebo pokud Centrum
odvold svij souhlas ve smyslu odst 1.3,
protoze Zkousejici nemiZe z objektivhich
divodd Studii dale provadét, Centrum je
povinno o této skuteCnosti informovat
spoleénost Bayer neprodlené poté, co se o tom
dovi a/nebo co dand skuteénost nastane, a
soutasné navrhnout fadné kvalifikovanou
aosobu jako nového zkousejiciho. Bayer ma
pravo vznest namitky viéi tomuto nahrazeni.

Centrum se zavazuje s vynaloZzenim
maximainthoc usill poZadovat pc novém
zkousejicim, aby se pisemné zavazal
k dodrzovani podminek sjednanych vtéto

Smilouvé. Pokud Centrum a Bayer nejsou
schopni domluvit se na osobé nového
zkousejiciho anebo pokud navy zkoudejici
nenf ochoten zavazat se K podminkam
stanovenym touto Smiouvou, Bayer je
opravnén skongit tutc Smilouvu Vv souladu
s odst. 12.5,

Centrum se zavazuje pfimo a neprodiené
Bayer:

informovat spoletnost

v pfipadé, Ze subjekt hodnoceni O&astnici se
Studie vyjadii nazor, Ze dosdlo kK poskozeni
jeho zdravi v dusledku G&asti ve Studii, a ze
ma proto pravo na finanéni nahradu.

Centrum se zavazuje umoznit smiuvnim
vyzkumnym organizacim, smiuvné zajisténym
spolednosti Bayer nebo kieroukoli
z Propojenych oscb, aby jménem spolednosti
Bayer vykonavali kierékoli z prav a povinnosti
spoletnosti Bayer na zakladé této Smilouvy.
Centrum se zavazuje spolupracovat s

20.
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shouid them or any of their employees, agents or
representatives involved in the performance of
the Study become subject of such debarment,
disqualification, blacklisting or banning
proceeding.

In the event that the Investigator resigns from his
job at the Center or if Center withdraws its
approval according to section 1.3, because the
Investigator cannot objectively perform the Study
anymore, Center shall provide a written notice to
Bayer immediately upon gaining knowledge
thereof and/or given actuality arises, and shall
propose a duly qualified person acting as new
investigator. Bayer shall have the right to object
to such replacement. Center shall use best efforts
to require the new investigator to agree to the
terms and conditions of this Agreement in writing.
If Center and Bayer are unable to agree on a new
investigator or if the new investigator is unwilling
to agree to the terms and conditions of this
Agreement, Bayer shall be entitled to terminate
this Agreement in accordance with Section 12.5.

Center shall inform Bayer:

directly
and immediately in case a trial subject
participating in the Study expresses the opinion
that his/her health has been damaged due to
his/her participation in the Study and that he/she
is therefore entitled to financial compensation.

Center shall permit any clinical research
organizations contracted by Bayer or any of its’
Affiliates to exercise andior perform any of

Bayer's righis and obligations under this
Agreement on behalf of Bayer and shall
cooperate  with such  clinical research
organization.
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23.

takovymi smiuvnimi vyzkumnymi
organizacemi.
V pfipadech, kdy je Zkousejici d&lenem

pfisluéné etické komise nebo podobného
organu, Ktery je opravnén rozhodovat o
zalezitostech tykajicich se Studie, Centrum je
povinno informovat Bayer o této skute¢nosti a
zavazuje se  zajistit, aby ZkouSejicl
nevykonaval svoje hiasovaci pravo ve vztahu
ke Studii.

jll. Povinnosti spoleénosti Bayer

Kontaktnimi osobami spolec¢nosti Bayer ve
vztahu ke Studii jsou:

kterékoli  dalsi

nebo
Zkousejicimu.

osoby oznamené

Bayer se zavazuje provadét a dekumentovat
Studii v pfisném souladu s (a) Protokolem; a
(b} podminkami této Smiouvy; a (c} etickymi
zasadami Helsinské deklarace;, a (d)
Harmonizovanym Tfistrannym Guideline 1ICH
pro spravnou klinickou praxi véetné jeho
naslednych zmén a obecné pfifimanymi
standardy spravné Kklinické praxe;, a (e}
pravnimi pfedpisy a etickymi kodexy, jez jsou
platné a zavazné v misté, kde je Studie
provadéna, vdetné, avsak nejen, zakona &.
378/2007 Sb., o iédivech, ve znéni pozdéjsich
pfedpisl, vyhlasky ¢. 226/2008 Sb. o spravneé
klinické praxi a bliZz§ich podminkach klinického
hodnoceni |éc¢iv, a (f) vedkerymi pfikazy a
smérnicemi pfisiudnych autorit a etickych
komisi,

Bayer se zavazuje pro t&ely Studie poskytnout
Centru a Zkousejicimu zdarma v mnozstvi a
Gasovych intervaiech nezbyinych pro fadné
provedeni Studie Hodnoceny €k, nezbyiné
vzory CRF a dalsi informace vyzadované pro
provadéni Studie, napf. izvolte podie potfeby:
Prirucka  zkousejictho  {posledni verze
¢isfo/datum), Dokumentaci o léku (posledni
verze &fslo/datum) a Souhrn udajl o pfipravku
- 8SmPC (pousiedni verze &isio/datum)..

23.
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In case Investigator is a member of the
competent ethic committee or any similar
institution deciding about matters with regard to
the Study, Center shall inform Bayer about this
circumstance and shall ensure that the
investigator does not execute his or her voting
right with regard to the Study.

M. Responsibilities of Bayer

Contact persons regarding the Study at Bayer
are:

or any other persons notified to the Investigator.

Bayer shall perform and document the Study in
strict accordance with (a) the Protocol; and (b) the
terms and conditions of this Agreement; and (c)
the ethical principles of the Declaration of
Helsinki; and {(d) the ICH Harmonised Tripartite
Guideline for Good Clinical Practice as amended
from time to time as well as generally accepted
standards of Good Clinical Practice; and (e) the
laws and regulations applicable at the site where
the Study is conducted, including without
limitation Act No. 378/2007 Coll., on Medicines,
as amended, Order No. 226/2008 Coll., on good
clinical practice and more detailed conditions on
clinical trials of me and (f) any and all orders and
mandates of the relevant authorities and IRB
and/or ethic committees.

For the purpose of the Study Bayer shall provide
Center and the Investigator the Study Drug free
of charge in quantities and timeframe needed for
proper performance of the Study, the necessary
CRF templates and other information required for
the performance of the Study, for example [select
as appiicable: Investigator’'s Brochure (recent
version [number/date]), Product Monograph
(recent version fnumber/date]) and Summary of
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Hodnoceny lék bude dodavan na nasleduijici
adresu:

Nemocniéni lékarna UVN Praha..............

U Vojenské nemocnice 1200...............

189 02 Praha 6...............

Spoletnost Bayer se zavazuje poskytovat
Zkousejicimu pfislusné nové informace o
bezpednosti tykajici se Hodnoceného Iéku
v pfiméfené lhaté.

Spoleénost Bayer se zavazuje ziskat veskera
povoleni regulacnich organt a etickych komisi
nezbytnd pro provadéni Studie a udinit
pifsludna oznameni k regula¢nim autoritam a
etickym komisim.

i Bayer se zavazuje poskytnout Centru (jedna-
li se o zdravotnické prostiedky, tak
prostfednictyvim Oddsleni zdravotnické
techniky UVN) a Zkou$ejicimu [typ vybaven/,
napi. poditace] pro UCely jeho vyhradniho
pouziti ve Studii. Centrum se zavazuje zajistit
vraceni vybaveni po skonéen! Studie
spolednosti  Bayer anebo jej odkoupit
v souladu sodst. 4.2 Spoleénost Bayer
nenese odpovédnost za Zadné vady vybaven|
ani nasledky, ez mohou vzniknout
nefunkénosti & Spatnym  fungovanim
poskytnutého vybaveni

iV, Odména

Spole¢nost Bayer se zavazuje zaplatit Centru
za umoznéni provadéni Studie a fadné
provedené &innosti na zakladé této Smiouvy
véetné pfevodu prav dle ¢lanku 5 odménu ve
vysi, zplisobem a za podminek sjednanych
dale v fomto &lanku Smiouvy a Pfiloze ¢&. 1,
ktera zahrnuje rovnéz odmeénu Zkousejiciho a
Clent Zkusebniho tymu a &lend studiiniho
tymu. Centrum se zavazuje vyplatit pfislusnou
c¢ast odmény Zkoudejicimu a &lenlm
Zkusebniho tymu lékafl a ¢lenim studijniho
tymu v souladu se svymi internimi pfedpisy.
Hodnota této Smiouvy je 1 326 000 Ke&. |

2019 CZ_CO 55624

Product Characteristics — SmPC (recent version
{number/date]).]

The Study Drug shall be delivered to the following
address:

Nemocniéni lekarna UVN Praha...............

U Vojenské nemochice 1200...............

16902 Praha6.......... |

Bayer shall report safety relevant new information
regarding the Study Drug to the Investigator in
due time,

Bayer undertakes to obtain any and all approvals
of regulatory authorities and ethics committees
necessary for the performance of the Study and
shall provide necessary notifications to the
regulatory authorities and ethic committees.

| Bayer shall provide [type of equipment, e.g.
cornputers] to the Centre frough Department of
medical techriology of UVN if medical devices are
ient and the Investigator for the exclusive use in
the Study, which is to be returned at the end of
the Study or to be bought by Center according to
section 4.2. Bayer does not assume any liability
for defects of the equipment, neither liability for
any consequences caused by non-operation or
mal-function of the provided equipment.

IV. Payments

In consideration of aflowing performance of the
Study and the proper fulfiment of activilies
hereunder and transfer of rights under Art. 5,
Bayer agrees to pay to the Center remuneration
in the amount, by means and under the terms
agreed by the parties below herein and in
Appendix No. 1, which also includes the
remuneration for the Investigator and Study team
physicians and study team members. Center
shall pay the adequate part of the remuneration
to the Investigator and Study team physicians
and study team members pursuant to internal
rules of the Center. This Agreement is value at
11 326 000 CZK |
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Vybaveni stanovené vodst. 3.5 vyse je
Centrum opravnéno odkoupit pfi skonceni
Studie, a to za v tom ¢ase obvyklou trzni cenu.
Spoletnost Bayer ma pravo zapodist
povinnost k zaplaceni kupni ceny proti své
povinnosti k zaplaceni jakékoli Castky dle teto
Smiouvy!

Centrum nema narck na Zadnou jincu ocdmeénu
& nahradu kromé téch, které jsou uvedeny
vtéto Smiouvé nebo Prilcze 1, ledaZe je
pfedem pisemné schvall spoleénost Bayer.

Veskeré odmény a nahrady, které maji byt
zaplaceny Centru, jsou splatné ve Ihité 30 dnd
ode dne, kdy bude spoletnosti Bayer derutien
odpovidajici dafiovy doklad (faktura) majici
véechny naleZitosti dle pFislusnych pravnich
pfedpisl upravujicich daii z pfidané hodnoty,
a to ve prospéch bankovniho Gétu Centra:

Banka: Ceska narodni banka.

Kod banky: 0710

Majitel uétu: Ustfedni vojenska nemocnice ~
Vojenska fakultni nemocnice Praha

Cislo u¢tu: 32123881/0710

Variabilni symbol: &isle faktury

Faktury musi byt zasilany spoletnosti Bayer
s uvedenim &isla protokolu a €isla objednavky
na adresu:

Oddéleni klinickych studif

Bayers. r. o.

Siemensova 2717/4

155 00 Praha 5, Ceska republika

Veskeré odmény a nahrady dle této Smiouvy
a Prilohy & 1 budou Centru uhrazeny takto:
Zpétné za uplynulé a dosud nefakturované
obdobl vidy ke dni 30.4 a 30.9. kaZdého
kalendafniho roku Studie si  Zkousejicl
spoleéné s monitorujici osobou povéfenou
spoletnosti Bayer vzajemné pisemné nebo
formou e-mailt odsouhlasl pfehled podtu,
druhu a jim odpovidajici hodnoty jednotlivych
Gkont provedenych Zkousejicim, ostatnimi
Cleny Zkusebniho tymu lékafl a/nebo Cleny
studijniho tymu, je2 maji byt dle této Smiouvy
spole€nosti Bayer hrazeny (tzv. platebn]
schema), zaslany monitorujici  osobou
povéfenou spoleCnosti Bayer. Na zakladé
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if applicable, the equipment set forth in Section
3.5 may be purchased by the Center at the end
of the Study at its then applicable fair market
value, Bayer has the right to reconcile against
and deduct the respective amount from any due
payments hereunder. |

Center is not entitled to any further payments
than those set forth in this Agreement and its
Appendix No. 1, unless approved in advance by
Bayer in writing

All payments to Center will be made within 30
days after the day when Bayer receives a
corresponding invoice which meets all
requirements according to applicable legal VAT
rules, to the following account of Center:

Bank: Ceska narodni banka

Bank code: 0710

Account owner: Ustfedni vojenska nemocnice —
Vaojenska fakultnl nemocnice Praha

Account No.: 32123881/0710

Variable symbol: invoice number

Invoices shaill be addressed to Bayer and shall
name protocol number, purchase order number
and shall be sent to:

Clinical Operations

Bayers. 1. 0.

Siemensova 2717/4

155 00 Prague 5, Czech Republic

All remunerations and costs according to this
Agreement and Appendix Mo. 1 of this Agreement
will be paid to Center in the following manner:
Retrospectively for the past and not yet invoiced
period always by April 30 and September 30 of
each calendar year of the Study, lnvestigator
together with the monitoring person delegated by
Bayer will mutually agree in writing or by email on
the overview of number, sort and corresponding
value of particular activities performed by
Investigator, other Study Team Physicians
and/or study team members , that shall be paid
by Bayer pursuant to this Agreement (i.e.
payment scheme ), sent by monitoring person
delegated by Bayer. Based on such mutual
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tohoto vzajemného odsouhlaseni platebniho
schématu zaSle Bayer Centru vyzvu
K fakturaci pro vystaveni faktury, ktera musf
obsahovat poskytnuté objednavkoveé Eislo. Ve
vyzvé  kfakiuraci musi byt uvedena
specifikace cinnosti a obdobi, za které je
platba provadéna. Faklurace bude vsak
provedena nejpozdéji do 15, listopadu
beéineého roku za préce  vykonané
zdravotnickym zafizenim v b&Zném roce.
Centrum nasledné vystavi fakturu na cdmeénu
a pfipadné nahrady, jeZ je v souladu s touto
Smlouvou opravnénoc fakturovat, kterou doruéi
spoleénosti Bayer. Bayer zaplat! Centru na
zékladé fadné vystavené a dorugené faktury
pfislusnou odménu a pfipadné opravnéné
fakturované nahrady za obdobl, pro néz byla
pfedmeétna objednavka vystavena. Invoice
proposal tvofi piilohu faktury. Centrum nese
odpovédnost za uhrazeni viech ostatnich dani
v souvisiosti s platbami na zéakiadé této
Smiouvy.

Centrum se zavazuje poskytnout spoletnosti
Bayer fadny pfehled jednotlivych poloZzek a
souvisejici dokumentace spoletné s kazdou
zaslanou fakturou, a to vrozsahu pifehledu
ginnosti odsouhlasenych jako podkiad pro
fakturaci mezi Zkousejicim a spolecnosti
Bayer. Speolecnost Bayer ma pravo zadriet
pfisiudnou plathu az do dorudeni takové
podrobné dokumentace.

Bayer ma pravo zadrZet piiméfenou &ast
dosud neprovedené platby v pfipadg, :Ze
sluzby, jez maji byt poskytnuty na zakiada této
Smiouvy, nejsou poskytnuty sjednanym
zpusobem. Takové &astka nesmi pfesahnout
hodnotu  sluZeb, kieré nebyly fadné
poskytnuty, a bude zaplacena po odstranéni
pfisiusného nesouladu za predpokiadu, Ze
takové prodieni nezplsobilo, Ze tyto sluzby se
staly nepotfebnymi pro Ulely této Smicuvy.
Bayer ma pravo dale zadrzet az 50 % platby
odmény za subjekt hodnoceni do doby, nez
budou predloZeny vdechny pfisluéné CRF,
budou =zodpovézeny viechny dotazy s
chledem na data obsaZena v t&chto CRF a
jsou odstranény vdechny nespravnosti a
nedostatky dat v databazi,
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agreement on the payment scheme, Bayer shall
send formal notice to Center to issue the invoice
which must contain invoice order number. Formal
notice must contain specification of activities and
period for which is payment due. invoicing shall
be made up to 15" November of the year for
activities performed by Center in that year. Center
will issue an invoice for the remuneration and
eventual costs that it is entitted to charge
pursuant to this Agreement, and will send it to
Bayer. Based on the duly issued and delivered
invoice, Bayer will pay to Center the respective
remuneration and eventual justifiably invoiced
costs for the period for which the Invoice proposal
has been agreed pursuant to this section. Center
is aware to pay all other taxes in regards with
payments based on this Agreement.

Center shall provide proper and audit worthy
itemization and documentation with each
submitted invoice and in the extent of overview of
activities as background documents for invoicing
as approved by investigator and Bayer. Bayer
has the right to withhold the respective payment
until such detailed documentation has been
received.

Bayer has the right to retain up to 50 % on each
due per subject fee until all CRFs have been
received and all queries with regard to the data
contained therein are resolved and a clean
database for the Study has been achieved. Also,
Bayer has the right to retain up to 50 % on each
due per subject fee until ali CRFs have been
received and all queries with regard to the data
containad therein are resolved and a clean
database for the Study has been achieved.
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Véechny &astky uvedené v tétc Smiouvé a
jejich ptilohach jsou uvedeny bez DPH. Pokud
nékteré platby za sluzby Centra podléhail
DPH, spoleCnost Bayer zaplati pfisludnou
¢astku DPH na zakladé prisiudného dafoveho
dokladu (faktury) vystaveného Centrem, ktery
bude splfiovat véechny nalezitosti pfedepsané
ptisludnymi pravnimi pfedpisy. Centrum nese
odpovédnaost za uhrazeni véech cstatnich dant
v souvislosti s platbami na zakladé této
Smlouvy.
Centrum se zavazuje, ze pro uéely plateb ze
strany Bayer uvede na dafovém dokladu
oznateni pené&Zniho Ustavu a Eislo
bankovniho Gétu, ktery je zvefejnén spravcem
dané podie § 98 zakona ¢. 235/2004 8b., o
dani z pfidane hodnoty, v platnem znéni
(,Zakon o DPH"). V pfipadé, Ze ke dni
uskutednéni zdaniteiného pinéni a/nebo ke dni
provedeni platby spaleénosti Bayer
- bude v pfisludném systému spravce dané
Centrum uveden jako nespolehlivy platce,
nebo
¢islo bankovniho agtu, na ktery ma byt
castka zaplacena, neni zvefejnénc podie
§ 98 Zakona o DPH a Giplata za dané pinéni
pfekracuje dvojnasobek &astky, pfi jeiimz
pfekroéeni je podle zékona upravujiciho
cmezen! plateb v hotovosti stanovena
povinnast provést platbu bezhotovostng,
nebo
- nastane jina okalnost, na zakladé niz ma
Bayer za 1o, Ze by se dle Zakona o DPH
moh! stat rucitelem za nezaplacenou DPH,
jejimz platcem je Centrum,

je Bayer opravnén uhradit DPH za Centrum
pfimo na OCet spravce dané podie § 10%a
Zakona o DPH a Centrum uhradit
fakturovanou Castku bez DPH. Centrum se
zavazuje takovy postup dle tohoto bodu strpét
bez uplatnéni jakychkoliv sankci a s timto
postupem vyslovné souhlasi. Centrum je
povinno nahradit Bayer veskerou Skodu a
naklady vzniklé z divodu postupu dle tcho
bodu a/nebo z divodu ruéeni Bayer za DPH,
jehoz platcem je Centrum.

Centrum si je védomo, Ze spoletnost Bayer
zvefejni na centralni webové strance koncernu
BAYER a/nebo na webové strance

8.
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Al agreed consideration is exclusive of Value
Added Tax (VAT). If VAT is legally owed by
Center VAT applies and will be invoiced
additionally by Center and has to be paid by
Bayer after receipt of a correct invoice which
meets all legal reguirements according o the
applicable VAT law. Any ather tax with respect to
the payments under this Agreement will be borne
by Center. The Center undertakes that for the
purpose of payments from Bayer, it will indicate
in the tax document the financial institute and
bank account number, which is published by the
tax administrator according to Section 98 of the
Act No. 235/2004 Coll., on value added tax, as
amended ("VAT Act’). If on the date of taxable
fulfiilment and/or on the date of payment by Bayer

the Center is listed in the relevant system of
the tax administrator as an unreliable payer, or

the bank account number to which the amount
is to be paid is not published according to
Section 88 of the VAT Act and the payment for
the given fulfilment exceeds two times the
amount, which when exceeded must be paid
via cashless payment according to the act
reguiating the restriction of cash payments, or

another circumstance cccurs based on which
the Customer believes that it could become
liable for unpaid VAT, of which the Centeris a
payer, according to the VAT Act,

Bayer is authorised to pay VAT an behalf of the
Center directly to the tax administrator's account
accaording to Section 109a of the VAT Act, and to
pay the Center the invoiced amount exciuding
VAT. The Center undertakes to tolerate such
procedure under this point without applying any
sanctions and hereby explicitly agrees to this
procedure. The Center is obliged to compensate
Bayer for all damages and costs incurred due to
the procedure according to this point and/or due
to the Bayer's liability for VAT, of which the
Center is a payer.

Center is aware that Bayer will publish on the
central web site of the BAYER group andfor on

the web site www transparentnispoluprace.cz
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www.iransparentnispoluprace.cz viastnéné a
provozované AIFP (Asociace inovativniho
farmaceutickeho primyslu) platby a jina pinéni
tykajici se vyzkumu a vyvoje, ti. (1) platby
provedené ze strany Bayer na zakladé této
Smiouvy a (2) veSkeré vydaje na ubytovani,
souvisejici vydaje na pohosténi a dopravu
Centra, které Bayer uhradi na zakladé této
Smiouvy, a (3) veskeré kongresové registraéni
poplatky, ucCastnicke poplatky nebo obdobné
poplatky, které Bayer uhradi na zakladé této
Smiouvy, a to anonymnim zplsobem, tj. na
agregované urovni. Centrum rovnéz bere na
védomi politiku Evropské agentury pro [égivé
plipravky (EMA) tykajici se evidence
prohlaseni o vyloudeni stfetu zajmi ¢len( a
expertll védeckych komisi a prohlaiuje timto,
Z2e zde neni zadny stfet zajmu branici pinéni
jejich povinnosti vychézejicich z provadéni
Studie.

V. Prava k Vysledkum

Spoleénosti Bayer patii vyhradni prava ke véem
vysledkiim, datim, zjisténim, radiologickym a
diagnostickym snimktm, objeviim, vynalezim
a specifikacim, bez ohledu na to zda jsou
zplsobilé byt predmétem patentové ochrany &i
nikoli, které vznikly, byly vytvofené, odvozeng,
vyprodukovang, objeveng, vymyslené nebo
jinak udinéné Centrem, Zkou$ejicim a/nebo
Cleny Zkusebntho tymu lékafll v souvislosti
s provadénim Studie (déle jen ,Vysledky®).
Centrum timto pfedem postupuje veskera sva
majetkova prava k Vysiedkim na spoleénost
Bayer a zavazuje se, 2e stejné bude postupovat
i Zkousejici, a Bayer tato postoupena prava
piijima. Odména za tento pfevod je jiz zahrnuta
v odméné Smiuvnich partnera dle &. 4. agini b
% z takoveé odmény.

1.1. Véechna zdravotnicka dokumentace a
plvodni zdrojova dokumentace zlstane
majetkemn Centra; nicméné, spolefnost
Bayer je opravnéna je pouzit v souladu
3 podminkami této Smiouvy a souhlasem
subjektd hodnoceni. Zpfistupnénti
Vysledkl jakémukoli subjektu, véetné
smiuvni vyzkumné organizace ¢i etické
komise anebec reguladni autority nebude
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owned and operated by AIFP (Asociace
inovativnino farmaceutického pramysiu) any
transfer of wvalue reiating to Research and
Development, ie. (1} the payments made by
Bayer under this Agreement and (2) any costs for
accommodation, work related meals and travel of
Center, which Bayer has covered under this
Agreement and (3) any congress registration or
participation fees or alike which Bayer has
covered under this Agreement, in an ananymized
way, i.e. on aggregated level. Center is also
aware of the "EMA Policy of Handling
Declarations of Scientific Committees” Members
and Experts” and confirms that there is no conflict
of interest preventing the fulfilment of their Study
duties.

V. Rights to Results

Bayer shall own the exclusive rights to all results,
data, findings, radiological and diagnostic images,
discoveries, inventions and  specifications,
whether patentable or not, that are originated,
conceived, derived, produced, discovered,
invented or otherwise made by Center,
investigator and/or Study Team Physicians in
connection with the performance of the Study
(hereinafter referred to as "Results”). Center
hereby assigns its proprietary rights to the Results
tc Bayer in advance and underiakes that the
Investigator will proceed in the same way and
Bayer accepts such assignment. The royaity fee
for this assignment is already included in the fee
under Article 4 hereof and amounts to 5% of that
fee.

1.1. Any medical records and/or original source
documents shall remain the property of
Center; however, Bayer shall be permitted fo
use such items in accordance to the terms of
this Agreement and the trial subject's
authorization. Disclosure of Results to any
entity, including a Contract Research
Organisation, IRB / Ethics Committee, or
regulatory authority shall not be deemed to
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1.2.

1.3.

1.4,

2. Centrum se zavazuje <zajisti,

povazovano za udéleni viastnického prava
k t&émto informacim témto subjektim.

Vrozsahu vjakém prava dusevniho
vlastnictvi k Vysledkim nejscu
pfevoditelng, udéluje timta Centrum
spolednosti Bayer vyhradni,
neodvolatelnou v misté, mnozstvi

neomezenou licenci po celou dobu trvani
ochrany autorskych prav s pravem
udélovat podlicence, a to ke vem moZnym
zpUsobim uZiti téchto Vysledki. Licence
je poskytnuta jako neodvolatelna s
mozZnosti Uprav Vysledkd dle rozhodnuti
Bayer. Odména za tuto licenci je jiz
zahrnuta v odméné Centra dle &l 4. a &inf
5 % ztakové odmény. Centrum se
zavazuje vyvinout maximaini Gsili k tomu,
aby skutedni vlastnici téchto prav
duSevniho vlastnictvi, tzn. zaméstnanci
Centra a/nebo zulastnéné tfetl strany,
umoznili Centru udélit vyse uvedenou
licenci spoletnosti Bayer.

Pro odstranéni pochybnosti plati, Ze
vynalezy, jak je uvedeno v odst. 5.2, které
isou vylepSenimi, nebo novym pouZitim &i
novymi lékovymi formami Hodnoceného
léku a kieré jsou zavislé na, souvisi
s, anebo vznikaji v disledku provéadéni
Studie, anebo které se objevi v pribé&hu
trvani Studie specifikované v Protokoly a
jsou zaloZené na, nebo jscu pfedmeétem
narokQ vyplyvajicich z patentovatelnych
vynalez(i anebo Davérmych infermaci
nalezejicich spoleénosti Bayer, jsou
vyluénym vlastnictvim spoleénosti Bayer.

i Centrum timte (i) uznava vyhradni pravo
na uZiti Slozek subjektld hodnoceni pro
udely popsané v Protokolu nebo (i) jestlize
udéli timto spoleénosti Bayer vyhradni,
neodvolatelnou licenci s pravem udéalit
podlicenci  uZivat  SloZky  subjektd
hodnoceni pro Géely popsané v Protokolu
a spoletnost Bayer stimto udélenim
souhiasi. Centrum zajisti opravnéni udélit
tato prava spolednosti Bayer. |

Ze veskeré

patentovateiné Vysledky {ddle jen ,Vynalezy"),

uéinéne zaméstnanci

Centra nebo jinymi

1.2.

1.3.

1.4.
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confer an ownership interest in such

information to those entities.

To the extent copyrights to Resuits are legally
not assignable, Bayer is hereby granted by
Center an exclusive, world-wide, sub-
licensable, perpetual, time-uniimited, fully
paid-up, irrevocable license for unlimited
useof Results for all possible means of their
use. License is granted with the possibility of
Results adjustment according to Bayer
decision. The royalty fee for this license is
already included in the fee under Article 4
hereof and amounts to 5% of that fee. Center
shall make maximum efforts in order that the
actual owner of the copyrighis, i.e. employees
of Center and/or involved third parties, allows
Center to grant the aforementioned license to
Bayer.

For the avoidance of doubt, Inventions as
defined in 5.2 that are improvements to, or
are new uses of, or are new dosages or
dosage forms of the Study Drug and which
are dependent on, or relate to, or arise from,
the performance of the Study; or that occur
during the term of the Study as specified in
the Protocol, and are based upon or subject
to the claims of Bayers patentable
inventions, or Bayer's Confidential
Information shall be the sole property of
Bayer.

Center hereby (i) acknowledges Bayer's
exclusive right to use the Trial Subjects Sets
for the purposes described in the Protocol or
{ily it applicable, grant to Bayer an exclusive,
perpetual, fully-paid up, royalty-free, world-
wide, sub-licensable right to use the Trial
Subjects Sets for the purposes described in
the Protocol and Bayer accepts such
granting. Center will ensure that they have the
legal power to grant such rights to Bayer.

2. Center shall ensure that all patentable Resuits
(hereinafter
employees of Center or other parties involved by

called “Inventions”), made by
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stranami zahrnutymi Centrem anebo
Zkousejicim do provadéni Studie, budou
bezodkladné nahlaeny spoletnosti Baver.

Spoleénost Bayer anebo kterdkoli sni
Propojena osoba jsou opravnény podat
piihladku patentu pro iyto Vynalezy svym
viastnim jménem anebo jménem urtené tFet!
strany, na vlastni naklady, s uvedenim jména
vynélezce(-0) v pfihlasce patentu. Centrum se
zavazuje podepsat a zajistit, aby zaméstnanci
Centra a dalsi subjekty zahrnuté Centrem nebo
Zkousejicim do provadéni Studie podepsali
veskere dokumenty a poskytli takova svédectvi,
jaké Bayer uzna za nezbytné pro Gcely podani
pfinlasky patentu a ziskani patentu za Uéelem
ochrany opravnénych zajmul spoleénosti Bayer
k duSevnimu viastnictvi, ktera vzniknou ze
Studie.

Bayer a jeho Propojené osoby smi uzivat,
rozmnoZovat a pfevadét anonymizované
radiologické/diagnostické  snimky  pofizené
v pribéhu Studie v souladu s ustanovenimi
informovaného souhlasu, pro vedkerée utely,
vedecké arnebo komercnl, v jakékoli formeé a
jakymikoli zplsoby, elektronickymi nebo
mechanickymi  vietné pofizovani fotokopi,
glektronickych zaznam( (napf. na CD-ROM),
mikro-kopil nebo prostfednictvim  systemi
uchovavani a obnovovani dat véetné databank
a internetu. Centrum se zavazuje zajistit, aby
veskeré takové snimky byly ziskané se
souhlasem  subjektu  hodnoceni a aby
neobsahovaly Zadneé informace, jejichz
prostiednictvim by mohl byt identifikovan
konkrétni subjekt hodnoceni.

Centru patii nevyhradni licence k Vysledkdm
vytvafenym v Centru pro interni nekomeréni
vyzkumné a vzdélavaci ucely pfi dodrZeni
podminek zachovavani davérnosti a podminek
pro publikovani, jeZ jsou obsaZeny v této
Smiouvé,

V1. Zachovavani dGivérnosti

Centrum se zavazuje, ze Centrum i Zkousejici
budou =zachazet se vSemi informacemi
plijatymi od spoletnosti Bayer nebo jejim
jménem anebo od Propojenych o0sob

2019 CZ CO_55624

Center or by the Investigator in connection with the
performance of the Study, will be notified to Bayer
without delay.

Bayer or any of its Affiliates is entitled to file a
patent application for the Inventions under its own
name, or in the name of a dedicated third party,
and at its own expense, with the inventor{s) named
in the patent application. Contract Partners shall
execute and shall ensure that any employees of
Center and othar parties involved by Center or the
Investigator in connection with the performance of
the Study executes - any and all documents and
give all such testimony as Bayer deems necessary
to apply for and obtain patents to protect Bayer's
intellectual property interests arising out of the
Study.

Bayer and its Affiliates may utilize, reproduce and
transmit  de-identified  radiologicalfdiaghostic
images generated in the course of the Study, as
stated in the informed consent, for any purpose,
scientific and/or commercial, in any form or by any
means, electronic or mechanical, including
photocopying, recording {(e.g. on CD-ROM),
microcopying, or by any information storage and
retrieval system, including data banks and the
internet. Center shall ensure that all such images
will be obtained with the patient's consent and that
the images will not contain any information through
which the relevant patient could be idendified.

Center shall refain a non-exclusive license to the
Results generated at the Center for internal non-
commercial research and teaching purposes,
subject to the terms on confidentiality and
publication provided herein.

Vi, Confidentiality

Center undertakes that Center and Investigator
shall treat all information received from or on
behalf of Bayer or any of its Affiliates in relation to
the Study, the Study Drug or this Agreement as
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spoleénosti Bayer v souvislosti se Studii,
Hodnocenym lékem nebo touto Smiouvou a
s Vysledky (dale jen ,Davé&rné informace”)
pfisné divérné Centrum i Zkousejict sml
pouZivat a umoZnit pouzivani Divérné
informace pouze pro Udely pinéni této Smiouvy
a zavazuje se nezpfistupnit takové Dlvérne
informace Zadné tieti strané bez pfedchoziho
pisemného souhlasu spole¢nosti Bayer.
Centrum se zavazuje umoZnit pfistup
k Dlvérnym informacim pouze osobam, jeZ se
s Ddvémymi informacemi maji potfebu
seznamovat pro Uely poskytovani sluzeb na
zakladé této Smiouvy a ito pouze tehdy, pokud
tyto osoby byly Centrem prokazatelng
zavazany k dodrzovani podminek alespori tak
pfisnych, jako jsou podminky die tohoto
Clanku 6.

Povinnost  k zachovavanl divérnosti  se
nevztahuje na ty pfipady, kdy je Centrum
opravnénc pubiikovat Divérné Informace
v souladu s &lankem 7.

Pcjem Divérné informace, jak je pouZivan
vtéto Smiouvé, se nevztahuje na data a
informace, u nichZ maze Centrum prokazat, 2e
{B) jimi Centrum nebo ZkouSejici disponovali
v dobé, kdy jim byly zpfistupnény spoleénosti
Bayer nebo jejimi Propojenymi osobami,
anebo jménem nékterych z nich, {ii} jsou nebo
se stanou soucasti vefejnych informaci jinak
nez jednanim & opomenutim Centra nebo
ZkouSejiciho, (iii) je Cenirum pravem nabylo
od tfeti strany, kterd neni vidi spoletnosti
Bayer nebo jejim Propojenym osobam véazana
vysiovnou nebo pPedpokiadanou povinnosti
migenlivosti, nebo {iv) byly vytvofeny nezavisle
Centrem nebo Zkousejicim bez odkazovani se
na Duvérnég informace nebo bez jejich pouziti.

Navic je Centrum opravnéno zpfistupnit
Davérné informace v takovém rozsahu,
vjakém je takové zpfistupnéni vyZadovano
pravnimi  pfedpisy nebo  vykonatelnym
soudnim rozhodnutim, avsak za podminky, Zze
Centrum o takové skuteCnosti v pfiméfeném
Casovém pfedstihu  informuje spoleCnost
Bayer a na jejl Zadost s ni bude spolupracovat
ve shaze dosahnout opatfeni za ucelem
ochrany nebo jineho piiméfeného pravniho
prostfedku. Centrum se zavazuje vyvinout
vBechnoc pfimé&fené usili, aby zabezpetilo
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well as Results (hereinafter calied "Confidential
information”) strictly confidential. Center as well
as Investigator shall use and allow the
Confidential Information to be used only for the
purposes of this Agreement and shall not disclose
such Confidential Information to any third party
without Bayer's prior written consent. Center
shall provide access to the Confidential
Information only to persons that have a need to
know the Confidential Information for the purpose
of providing services under this Agreement and
only if such persons are bound to Center, which
it must be capable to prove, by a written
agreement with terms at least as stringent as the
terms of this Section 8.

The obligation of confidentiality shall not apply as
far as Center is entitled to publish Confidential
Information in accordance with Section 7.

The term Confidential Information, as used in this
Agreement, does not apply to data and
information which the Center can prove (i) was
already in possession of the Center or the
Investigator at the time of its disclosure to them
by or on behalf of Bayer or any of its Affiliates, (ii)
is or becomes public knowledge other than by an
act or omission on the part of the Center or the
Investigator, (iii) is legally acquired by the Center
from a third party not bound to Bayer or its
Affiliates by any express or implied obligation of
secrecy, or (iv) was developed independently by
Center or Investigator without reference to or use
of the Confidential Information.

Furthermore, Center may disclose Confidential
Information to the extent that such disclosure is
required to comply with law or an enforceable
judicial order, provided, however, that Centrum
shall give reasonabie advance notice to Bayer
and, at Bayer's request, shail cooperate with
Bayver to seek a protective order or other
appropriate remedy. Center will use reasonable
efforts to secure confidential treatment of any
Confidential information that will be disclosed.
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divérné zachazeni s kteroukaoli z Dlvérnych
informacil, jez bude zpfistupnéna.

Tyto povinnosti k zachovavani migenlivosti a
zakazu pouzivani Divérnych informaci dle
této Smicuvy zlstanou v platnosti jesté po
dobu deseti (10) let od skonceni této Smilouvy.

Centrum se zavazuje na Zadost spolednosti
Bayer zlikvidovat/smazat Divérné informace,
jimiz disponuje Centrum nebo Zkousejici
anebo je vratit spoleénosti Bayer.

Veskeré dohody existujici pfed uzavienim této
Smilouvy a tykajici se zachovavani miéenlivosti
ve vztahu ke Studi, se nahrazuji touto
Smiouvou a pouze ve vztahu ke Studii.

VI Publikovani, Tiskové zpravy a Verejna
oznameni

Spolednost Bayer uznava zajem Centra na
nekomerénim védeckém publikovani
Vysiedkl, bez ohledu na to, zda vysledek
Studie je pozitivni £i negativni. S ohledem na
opravnéné zajmy spoleCnosti Bayer se
Centrum zavazuje dodrZzovat nésledujicl
povinnosti a podminky pro publikovani:

1.1. Centrum  se  zavazuje  poskytovat
spole¢nosti Bayer veskeré navrhy na
publikevani neba ustni prezentace tykajlci
se Studie nebo Hodnoceného léku nebo
Vysledkl (dale jen ,Publikace") nejméné
$edesat (60) dnu pred zamy$lenym
pfedloZenim nebo prezentaci Publikace,
aby je spoleénost Bayer mohla
zkontrolovat.

Pokud spoleénest Bayer neugini vOcCi
Centru zadné oznameni ve lhiité 45 dni
ode dne, kdy jl byla doruena zamyslena
Publikace, Centrum se zavazuje
pfipomenout spoleénosti Bayer zamysleng
datum Publikace. Pokud spoleénost Bayer
neposkytne Zadné pfipominky ve thité 60
dnd, Centrum je opravnéno uvedené
publikovat.

1.2. Centrum bere na védomi a souhlasi, Ze
v pfipadé multicentrickych  studif se
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These obligations of confidentiality and non-use
provided hereunder shall survive for a period of
ten (10) vears upon termination of this
Agreement.

Upon request of Bayer, Center shall destroy /
delete any Confidential Information in the
Center’s or Investigator's possession or return it
to Bayer.

Any  pre-existing agreements  regarding
confidentiality with regard to the Study shall be
superseded by this Agreement and only with
regard to the Study.

VI Publication, Press releases, Public
announcements

Bayer acknowledges and accepts the interest of
the Center in the non-commercial scientific
publication of Results, independent of a positive or
negative outcome of the Study. Considering
Bayer's reasonable interests the Center agrees {o
comply with the following terms on publication:

1.1. Center shall provide to Bayer any proposed
publication or oral presentation relating to the
Study or the Study Drug or the Resulls
(hereinafter called "Publication") at least sixty
{60) days prior to the intended submission or
presentation of the Publication in order to
allow Bayer to review it.

if Bayer does not notify Center within forty-
five (45) days of Bayer's receipt of the
intended Publication, Center shall remind
Bayer of the intended date of Publication. If
Bayer does not provide any comments within
the sixty (60) day period, Center shall be free
o publish.

1.2. Center acknowledges that in case of multi-
centre studies the Results of the Study are to
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1.3

1.4.

Vysledky Studie publikuji ~ pouze
prostiednictvim koordinace se spoleénosti
Bayer za ttelem kombinovani vystedkl ze
v8ech center UCastnicich se Studie.
Centrum je opravnénc publikovat Vysledky
Centra za podminky, Ze celkové vysledky
nebyly publikovany do 18 mésich od
dokondeni Studie, a soucasné za
podminky postupovani v souladu
s podminkami stanovenymi v odst. 7.1.

Spole¢nost Bayer a Centrum se zavazujf
prodiskutovat veskeré rozdily v nazorech
na zamysieny obsah Publikace za u¢elem
nalezeni  feSeni  uspokojivého  pro
spole¢nost Bayer i pro  Centrum,
Spoletnost Bayer je opravnéna navrhnaout
jakékoli  zmeény Publikace, ktere
ocdlvodnéné povazuje za nezbytné pro
védecké gely. Centrum se zavazuje, Ze
implementace takovych doporucenych
zmén nebude nedtvodné odmitnuta.

Pokud Ize ofekavat, Ze takova Publikace
by mohla mit nezadouci G€inek na
zachovani divérnosti kterékoli
z Davérnych informaci spolecnosti Bayer,
Centrum se zavazuje zabranit takové
Publikaci, ledaze pfedmétna Dlvérna
informace nemlze byt vymazana
2 Publikace bez Ujmy védecké spravnosti
Publikace.

Pokud by Publikace z pohledu spoleénosti
Bayer mohla mit nezadouci GCinek na
schopnost ziskat patentovou ochranu pro
ktervkali Vynalez, spoleénost Bayer ma
prévo pozadovat odklad Publikace na
pfimefenou dobu za GCelem pfipravy a
podani Zadané patentové pfihiasky
spoleénosti Bayer nebo jejim jménem,
aviak tato doba nesmi pfesahnout Sest (6)
mésicl od data, kdy byla spoleénosti
Bayer Publikace doru€ena ke kontrole.
Spoletnost Bayer ma pravo poZadovat
daldi odklad Publikace, pokud patentova
pfihladka byla podana a pokud piihlaska
s pravem pfednosti je nedplna a v ramci 1
roku od podani pfihlasky s pravem
pfednosti musi byt do Zadosti dopinén
pfedmét patentové pfihlasky. Vtomio
piipadé ma& spoletnost Bayer pravo

1.3.

1.4.
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be published only through ccordination by
Bayer in order to combine the results of all
centres participating in the Study. Center
shall be free to publish the Results of the
Center provided the overall results have not
been published within eighteen (18) months
from the completion of the Study, subject to
the compliance with the terms set forth in
Section 7.1.

Bayer and Center shall discuss any
difference of opinion with regard to the
intended content of the Publication in order to
find a solution satisfactory for Bayer and
Center. Bayer may recommend any changes
to the Publication which Bayer reascnably
deems necessary for scientific purposes.
Center agrees that the implementation of
such recommended changes will not be
unreasonably refused.

If such Publication could be expected to have
an adverse effect on the confidentiality of any
cof Bayer's Confidential Information, Center
shail prevent the Publication, unless the
Confidential Information can be deleted from
the Publication without detriment effect on the
scientific correctness of the Publication.

If the Publication could in Bayer's view have
an adverse effect on the ability to aobtain
patent protection for any invention, Bayer
may request a delay of the Publication for a
reasonable period of time in order to permit
the preparation and filing of any desired
patent application by or on behalf of Bayer,
such period, however, not to exceed six (6)
months from the date on which Bayer
received the intended Publication for review.
Bayer may request a further delay of the
Publication in case that the patent application
has been filed and that the priority application
is incomplete and subject matter has to be
added to the application during the pricrity
year. In this case Bayer may request a delay
of any Publication until the completion of the
priority application. Bayer shall not unduly
delay such completion. Moreover, Bayer will
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poZadovat odklad jakékoli Publikace aZ do
dopinéni pfihlasky s pravem pfednosti.
Spoleénost Bayer nebude zakazovat
Publikaciv pfipadé, kdy informace, ktera je
zplsobila byt pfedmétem patentové
ochrany, byla z planované Publikace
odstranéna.

1.5. Centrum se zavazuje zahrnout do kazdeé
Publikace ustanoveni informujici, 2e
vytvofeni dat bylo podpofeno spoleé¢nosti
Bayer a soufasné se Centrum zavazuje
informovat o své mife angaZovanosti ve
Studii a prospéchu, ktery mu ze Studie
plynul. Autorstvi a uznani za védecké
publikovani by mély byt vsouladu
s Jednotnymi pozadavky na rukopisy
Mezinarcdniho vyboru redaktord
Iékarskych ¢asopist (ICMJE).

Centrum se zavazuje zavazat slejnymi
povinnostmi a poZadavky na publikovani, které
jsou stanoveny vodstavci 7.1, take
Zkousejictho a vsechny &leny ZkuSebniho
tymu iekafd.

Povinnosti stanové vodst 7.1 zlstanou
v platnosti  daldich deset (10) let po
pfedéasném ukonfeni nebo uplynuli této
Smiouvy.

Spole¢nost Bayer je opravnéna umistit
informace o Studii a o Vysledcich na internet,
napt. na stranky www. ClinicalTrials.gov
(zverejnéni registru) a na stranky pro
zvefejnénl vysledkd, na firemni stranky
spoletnosti Bayer (zvefejnéni registru a
vysledk() a v kterémkoli registru
vyZzadovaném pravnimi pfedpisy.

Centrum se zavazuje nepublikovat Zadne
tiskové zpravy nebo jina vefejna oznameni o
studii, Vysledelch Studie a/nebo Hodnoceném
léku bez pfedchozihe pisemného povéfeni
spolednosti Bayer.

Nazev spoleénosti Bayer nesmi byt pouzivan
v zadném reklamnim &i jiném materidlu Centra
bez plfedchoziho Dpisemného schvaleni
spoletnosti Bayer. Bayer se zavazuje
nepouzivat tdaje o Centru v Zadné reklamni
ginnosti a nevykonavat prezentace
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not prohibit a Publication if the patentable
information has been removed in full from the
plannad Publication.

1.5. Center shall include a statement in any
Publication that creation of the data was
supported by Bayer, they shall alse
adequately inform about their involvement in
and its benefits from the Study. Authorship
and acknowledgements for  scientific
publications should be consistent with the
principles embodied in the International
Committee of Medical Joumal Editors
{(ICMJE) Uniform  Requirements  for
Manuscripts.

Centrum shall impose the same obligations and
requirements for publication as set forth in Section
7.1 on the Investigator and all Study Team
Physicians

The obligations set forth in Section 7.1 shall
survive for a period of ten (10} years upon early
termination or expiration of this Agreement.

Bayer may post information on the Study and on
the Results on the Internet eg on
www.ClinicalTrials.gov (registry posting) and on
sites for results posting, on Bayer's company
website (registry and results posting} and in any
other registry required by laws or reguiations.

Center shall not publish any press releases or
other public statements about the Study, the
Resuits of the Study and/or the Study Drug without
Bayer's prior written authorization.

The name of Bayer shall not be used in any
advertising or other material of Center without
Bayer's prior written authorisation. Baye shall not
use data of the Center in any advertising activity
and not to perform presentation of the Study drug
in connection with propagation of activities or
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Hodnoceného léku ve spojeni s prapagaci
ginnosti nebo produktd Centra bez jeho
pfedchoziho pisemného svoleni.

Vill. Odpovédnost a odSkodnéni

Centrum se zavazuje spoletnosti Bayer a jejim
Propojenym osobam a/nebo jejich statutarnim
organim,  pracovnikim, zaméstnancim,
smiuvnim partnerdim nahradit gjmu (véetné
ujmy nemajetkové) vzniklou z davodu (i)
nedbalosti nebo Umysiného protipravniho
jednani éi opomenuti a/nebo (iiy poruseni
kterékoli z povinnosti pfijatych na zakladé této
Smicuvy nebo kterymkoli ze zaméstnancl
Centra nebo smiuvnich partnerdl, jichZz pouziji
pro Ucely plnénl této Smiouvy.

Spole¢nost Bayer je GCentru a jeho
statutarnimu organu Centra, jeho
pracovnikiim, zaméstnancim a smluvnim
partnerim {Centrum, Zkousejici, statutamni
organ Centra, jeho pracovnici, zameéstnanci a
smiuvni  partnefi, nebo kierykoli z nich
samostatné, dale oznafovani jen jako
,Odskodfiovana strana“) povinen nahradit
ajimu (v&etnd Ojmy nemajetkové) vrozsahu,
vjakém je vadi nim u plisludného soudu
subjektern hodnoceni nebo jinymi k tomu
padle platnych pravnich pfedpisl opravnénych
osob uUspésné uplatnén narck na nahradu
Gimy na zdravi (véetné smrti) vzniklé z dGvodu
uzZivani Hodnoceného léku nebo jakéhokoli
vykonu nebo postupu vykonaného na subjektu
hodnoceni dle poZadavkd Protokoiu, a o za
podminky, Ze tato Gjma:

2.1. nevznikla z dlivodu, Ze Odskodiiovana
strana nejednala v souladu (a)
s podminkami této Smiouvy; a/nebo (b)
Protokolem; a/nebo (c) viemi pfislugnymi
pravnimi pfedpisy a pravidly upravujicimi
provadéni Studie; a/nebo (d)
bezpednostnimi opatfenimi a pisemnymi
pokyny spolecnosti Bayer nebo jejich
Prapojenych osob; a/nebo

2.2. nevznikla zddvodu nedbalého nebo
umysiného  jednani &  opomenuti
Odskodnované strany; a/nebo
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products of the Center without its prior written
permission.

VIIL. Indemnity and Liability

Center shall indemnify Bayer and/or its Affiliates
and/or its directors, officers, empioyees,
contractors with respect to any damage in case
of (i} negligence or wilful misconduct or omission
and/or (i) a breach of any obligations assumed
under this Agreement by any of Center’s
employees ar confractars involved by the Center
for the purpose of fulfilment of this Agreement.

Bayer shall indemnify the Center and/or directors,
officers, employees, contractors of the Centre
{Center, Investigator,  directors,  officers,
empioyees, contractors of the Centre collectively
and each of them separately hereinafter referred
to as “Indemnified Party”) for damage to the
extent to which a trial subject or any other under
law entitled persons successfully claims the
damage to health (including death) as a result of
the administration of the Study Drug or any
clinical intervention or procedure provided for or
required by the Protacol in a competent court of
justice, provided that such damage:

21. did not arise from the failure of the
Indemnified Party to comply with (&) the terms
of this Agreement, and/or (b) the Protocol,
and/or (c} all applicable laws and regulations
governing the conduct of the Study, and/or (d}
any precautions, indications and written
instructions of Bayer or a Bayer Affiliate;
and/or

2.2. does not arise from a negligent or wilful act or
omission of the Indemnified Party; and/or
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2.3, neniKkryta pojisténim sjednanym v souladu

s pravnimi  pfedpisy ve  prospéch
Odskodfiované strany.

Nicmeéné pokud vznikne takova (jma zcela
nebo z&asti z divodl uvedenych v odst. 8 2.1,
nebo 8.2.2, Odskodiiované strané nevznika
narok na nahradu Gjmy vi&i spole¢nosti Bayer
v rozsahu, v jakém se na vzniku Ujmy podilely
davody uvedené v odst. 8.2.1 a/nebo 8.2.2.

Prévo Centra na nahradu Gjmy dle adst. 8.2
dale nevznikne a spole¢nost Bayer nebude mit
povinnast nahradu Ujmy poskytnout, pokud
Centrum (a to i prostiednictvim Zkousejiciha)
porudi nékierou z nasledujicich povinnosti a
toto porusSeni bude mit negativni viiv na
moznost Uspésné se branit proti uplathénému
naroku na nahradu gjmy:

3.1. Centrum se zavazuje pisemné informovat
spoleénost Bayer o kazdém naroku alnebo
Zalobé, jez spadajl nebo by mohly spadat
pod fato ustanoveni o nahradé Ujmy, a to
do patnacti (15) dnli ode dne, kdy se o nich
dovédéli, a soutasné umoznit spoleénosti
Bayer, aby pfevzala a Ffidila abranu proti
takovému naroku nebo Zalobé vietné
rozhodovani o jeho urovnani; a

3.2. Centrum je povinno spolupracovat se
spoleCnosti Bayer a jejimi  pravnimi
zastupel a polistiteli pfi obrané proti
takovému naroku nebo Zaloheé, a zajistit
takovou spolupraci také svych
zarnéstnancy,

3.3. Centrum nesmi uznat ani urovnat zadny
takovy narok nebo soudni fizeni bez
pfedchoziho plsemného souhlasu
spoletnosti Bayer.

Pra vylougeni pochybnosti Zadavatel potvrzuje,
Ze se zavazuje nahradit Centru naklady na
lé¢bu subjektu hodnoceni v pfipadé poskozeni
zdravi subjektu hodnoceni v souvislosti s jeha
Ucasti na Studii, pokud tyto nejsou hrazeny z
vefejného zdravotning pojisténi, a to za
podminek bod( 2.1, 2.2 a 2.3 vyge.

IX. Pojiténi
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2.3. is not covered by an insurance pursuant to
applicable laws for the benefit of the
Indemnified Party.

However, in case such damage to health arises
in whole or in part from reasons specified in
section 8.2.1 or 8.2.2, the Indemnified Party is not
entited to indemnification from Bayer to the
extent to which such damage arose due to
reasaons indicated in section 8.2.1 and/or 8.2.2.

The right of the Center to indemnification under
sect. 8.2 will not arise and Bayer shall not provide
indemnification if the Center (including, but not
limited to, through the Investigator) breaches any
of the following obligations and such breach wili
affect in a negative way the possibility of
successful defence against the set claim:

3.1. The Center shall notify Bayer in writing of a
claim or lawsuit which is or could be covered
under these provisions on indemnification
within fifteen (15) days after it has gained
knowledge of such a claim or lawsuii, and
they shall allow Bayer to take over the
defence of any such c¢laim or lawsuit including
the right to decide on its setilement; and

3.2. The Center shall cooperate and require its
employees to cooperate, with Bayer and its
attorneys and insurer(s) in the defence of any
such claim or lawsuit, and

3.3. Na such claim or lawsuit shall be admitted or
settled without the prior written approva!l of
Bayer.

For avoiding any doubts Sponsor confirms to
reimburse Center the expenses on treatment of
trial subject in case of health damage of ftrial
subject in relation of his/her participation in the
Study, if these expenses are not covered from
public health insurance system, fulfilling sections
2.1, 2.2 and 2.3 above.

IX. Insurance
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Bayer odpovidd za zajisténi pojisteni pro
Geely  klinického  hodnoceni v souladu
s pfislusnymi pravnimi pfedpisy. Za timto
Uéelem Bayer prohlasuje, Ze zajistil pojistent
odpovédnosti zadavatele a Zkou3ejiciho za
skodu {vtetné nemajetkové (jmy, vyjma
nemajetkové Gjmy 2zplsobené porusenim
prav na ochranu osobnosti & jména, urazkou
na cti, pomluvou, $ikanou, obt&Zovanim,
nerovnym zachazenim & jinymi zp{soby
diskriminace), jehoZ prostfednictvim je
zajidténo | odskodnéni v pfipadé smrti
subjektu hodnoceni nebo v piipadé Skody
vznikié na zdravi subjektu hodnoceni v
diisledky provadéni Studie v souladu s § 52
odst. 3 plsm. f) zakona & 378/2007 Sb., o
Iégivech, ve znéni pozdéjsich predpisl.

Centrum se zavazuje zafidit a udriovat své
viastni pojisténi obecné a/nebo profesni
odpovédnosti za skodu, kieré bude kryt jeho
odpovédnost za $kodu v pribéhu provadéni
Studie a na zakladé této Smiouvy, a to
minimalné s pojistnym plnénim, jez odpovida
piisludnym pravnim pfedpislim a standardiim
v této oblasti, Centrum je povinno poskytnout
spoletnosti Bayer na jeji zadost pojistny
certifikat.

X. Ochrana osobnich udaja

Centrum si je védomo, 2e spoletnost Bayer
nebo tfeti osoba spoleénosti Bayer povéfena
budou vkladat Vysledky Studie a veskeré
Zpravy souvisejici se Studii, zaznamy o
Skolenich v misté provadeéni Studie a vystupy
z vedkerych auditt provadénych v souvislosti
se Studii podle pravidel spravné klinické praxe
do internich listinnych a elektronickych
databazi spoleénosti Bayer, Zadavatele
a/nebo tretich osob povéfenych spolednosti
Bayer nebo Zadavatelem. V ramci této spravy
dat mohou byt v souladu s poZadavky pravidel
spravne klinické praxe a pfisludnych pravnich
pfedpisd na Useku ochrany osobnich Gdajl
uchovavany, zpracovavany a pouZivany
spoletnost!  Bayer, Zadavatelem, jejich
Propojenymi osobami a povéfenymi tfetimi
stranami osobni ldaje Centra a dale také
oscbni Gdaje jinych zaméstnancl Centra, jako
isou jmeno, pfijmeni, titul, kontakini ddaje
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Bayer shall be responsible for the clinical trials
insurance of the Study in accordance with
applicable laws and regulations. For this purpose
Bayer affirms to have ensured insurance of
liability of the Sponsor and the Investigator for
damage (including the non-property damage,
with exception of the non-property damage
caused by breach of the right to protection of
personal rights or name, by defamation, slander,
bullying, harassment, unequai treatment or by
other manners of discrimination), including
indemnification in case of death of a trial subject
or damage to health to a trial subject due to the
Study conduct pursuant to § 52 sect. 3 letter f) of
the Act No. 378/2007 Coll, on Medicines, as
amended.

Center shall maintain own general fiability and/or
professionai liability insurance covering its liability
during the conduct of the Study and under this
Agreement with a minimum coverage which
complies with local laws and good local
standards. Center shall provide Bayer with
insurance certificates upon Bayer's request.

X. Personal Data Protection

Center is aware that Bayer or a third party
authorized by Bayer is entering the Results of the
Study and any reports related {o the Study, site-
training records and the outcome of any audits
performed  in relation to the Study under
ICH/GCP Rules into internal Bayer, Sponsor
and/or Bayer or Sponsor -authorized third party
paper and electronic databases. In connection
with such data management, personal data about
the Center as well as personal data about other
employees of the Center , such as name,
surname, ftitle, address, contact dstails (e.g.
phone number, e-malil), CV details, financial
interests according to the Financial Disclosure
Forms, as well as data about their involvement
in the Study and data related thereto, including
concluded contracts and any declarations, Study
site tfraining records and the outcome of any
audits performed in relation to the Study under
ICH/GCP Rules (hereinafter referred to as “Data”)
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(napf. telefon, e-mail), udaje ze Zivotopisuy,
adresa, finanéni zajmy podle Potvrzeni o
finan&nich zajmech, stejné jako odaje o
ZaangaZovani ve Studii a ddaje stim
souvisejici, véetn& uzavienych smiuv a
jakychkoliv prohiaseni, zaznamy o $kolenich
vmisté provadéni Studie a vystupy auditl
provedenych v souvislosti se Studii podle
pravidel spravneé klinické praxe (dale jen
LData”). Data jsou shromaZdovana,
uchovavana, zpracovévana a pouZivana za
uéeiem (a) provadéni a vyhodnoceni Studie,
(b} regulativnich &innosti, (c) spravy vztahu
s mistem provadéni Studie (véetné zapoCeti
budaoucich klinickych hodnoceni), (d) vkladani
a uchovavani veskerych dat a souvisejici
dokumentace vinternich  listinnych a
elektronickych databazich Bayer, Zadavatele,
anebo tfetich stran zmocnénych spolednosti
Bayer nebo Zadavatelem, vZdy v souladu
s platnymi  pfedpisy na udseku ochrany
osobnich adajd. Vramei spravy dat Studie,
spoleCnost Bayer, Zadavatel nebo jimi
povéfené osocby mohou poskytovat tato Data
externim vefejnym databazim, jako je napf.
clinicaltrials.gov a v nezbyiném rozsahu na
zakladé piislusnych pravnich pfedpist také
organim  vefejné moci. Vrameoi  vyde
uvedenych aktivit mohou byt Data pfedana do
fretich zemi mimo Evropskou unii, které
nezajistuji stejnou droven ochrany osobnich
dajt jako Ceska republika.

Centrum a spoleénost Bayer se zavazuji
jednat v souladu s pfislusnymi pravnimi
pfedpisy na Useku ochrany osobnich adajq,
zejmeéna nafizenim Evropského parlamentu a
Rady (EU) 2016/679 ze dne 27. dubna 2016 ¢
ochrangé fyzickych osob v souvisiosti se
zpracovanim osobnich Gdajt a o volném
pochybu t&chto Gdaji a zrusen{ smérnice
95/46/ES {obecné nafizeni o ochrane
osobnich Gdaji).

V pfipadé, Ze tato Smlouva podiéha
zvefejnéni dle zdkona ¢ 340/2015 Sb., ©
registru smluv (,Zakon o registru®), uplaini se
nasledujici ujednani. Smiuvni strany se
zavazuji v elekironické podobé Smiouvy pied
jejim zaslanim do registru zneCiteinit a
v registru zajistit neuvefejnéni nasleduyjicich
ustanoveni: zacatek a konec Studie, podet
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may be stored, processed and used by Bayer,
Sponsor, their Affiliates and authorized third
parties in accordance to ICH/GCP requirements
and applicable data protection laws. Data is
coliected, stored, processed and used for the
purpose of (a) Study conduct and evaluation, (b)
regulatory activities, (¢} Study site relationship
management (including initiation of future clinical
trials), (d) entering and storing of all data and
refated documentation in internal Bayer, Sponsor
and/or Bayer or Sponsor authorized third pariies
paper and electronic databases, each in
accordance with applicabie data protection laws.
Within the Study data management, Bayer,
Sponsor or persons authorized by them may
provide such Data to external public databases
such as clinicaltrials.gov, as well as, to the extent
necessary under appiicable law, to government
authorities.  Within  the scope of the
aforementioned activities the Data could be
transferred to a country outside the European
Union not providing adequate data protection as
the Czech Republic does.

Centrum and Bayer agree to adhere to applicable
data protection laws and regulations, particularly
direction of European parliament and Council
(EU) 2016/679 dated 27 April 2016 on personal
protection during processing of personal data and
on free fiuctuation of these data and on
cancellation of directive 95/46/ES (general order
on personal data protection).

If this Agreement on performance of a clinical trial
[hereinafter referred to as "Agreement’] is subject
to publication under the Act no. 340/2015 Coll,,
on Contract Registry (,Registry Act’), the
following arrangements shall  apply. The
contracting parties undertake to blank out in the
electronic form of the Agreement before sending
it to the registry and tc ensure the non-publication
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zafazenych subjektll hodnoceni, osobni tdaje
fyzickych osob.

Verze Smlouvy uréena ke zvefejnéni bude
spoletnosti Bayer a Centrem vzajemné
odsouhlasena prostfednictvim e-mailu
nejpozdéji ke dni podpisu Smiouvy. Smiuvni
strany se dale dohodly, ze zvefejnéni v registry
smiuv provede Centrum, a to nejpozdeji do 10
dnt od podpisu Smlouvy posledni ze
smiuvnich stran, v opa¢ném pfipadé je
opravnén k zaslani Smiouvy do registru Bayer.

X1. Trvani Smiouvy

Tato Smicuva nabyva platnosti dnem podpisu
posledni ze smluvnich stran, Géinnosti dnem
uvefejnéni v registru smiuv a skonéi dnem,
kdy (a) bude dokon&ena celkova zprava o
Studii, nebo (b) bude provedena posledni
platba Centru na zakladé této Smiouvy,
pficemz rozhodujici je ta z téchto skutetnosti,
ktera nastane pozdéiji.

Prava a povinnosti spoleénesti Bayer a Centra
stanovené v této Smiouvé, které s chledem na
svou povahu maji pretrvat i po skondeni teto
Smiouvy (véetnd, aviak nejen, prava
s ohledem na vlastnictvi, patenty, zachovavani
migenlivosti, odpovédnosti a  povinnost
k nahradé &kody), zidstavaji v platnosti i po
skonéeni nebo spinéni této Smiouvy.

XH. Ukonéeni

Bez ohledu na jakékoli jiné pravo ukondit tuto
Smlouvu, je2 miZe byt stanoveno v této
Smlouvé anebo vyplyva z obecné zavaznych
préavnich pfedpisii, spoletnost Bayer ma pravo
ukondit tuto Smiouvu kdykoli | bez uvedeni
davodu na zakladé vypovédi s étrnactidenni
(14) vypovédni Ihitou. thned po doruéeni
vypoveédi této Smiouvy na zakladé kteréhokoli
ustanoveni teto Smiouvy, se Centrum
zavazuje zajistit (i) zastaveni naboru a
zarazovani subjekti hodnoceni do Studie, {ii)
zastaveni provadéni veSkerych postupl, u jiz
zafazenych subiekilt hodnoceni, a to v mire,
vijaké to dovoluje lékarské hledisko, a (iii)
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in the registry, of the foliowing provisions: start
and end of the Study, number of enrolled trial
subjects, personal data of natural persons.

Agreement version to be published shall be
mutually agreed between Bayer and the Center
by email on the day on signing of this Agreement
at the latest. Contract parties furthermore agree
that Center shall publish the Agreement in the
confract registry within 10 days of signing of this
Agreement by last Contract party. If the condition
above is not met Bayer is authorized to publish
the Agreement in the registry.

Xl. Term of the Agreement

This Agreement is valid upon last signature of the
parties hereunder, effective on the day of
publication of the Agreement in the registry and
ends upon the later of (8} completion of the overall
Study report, or (b) the last payment made to
Center hereunder.

The rights and obligations of Bayer and Center 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.

Xll. Termination

Notwithstanding any other termination right set
forth in this Agreement or in the applicable laws
and regulations, Bayer reserves the right to
terminate this Agreement at any time without
cause upon fourteen (14) calendar days prior
written notice. Immediately upon receipt of a
notice of termination under any termination right
set forth in this Agreement, Center shall ensure
that (i) recruiting and enrolling trial subjects into
the Study are ceased, (ii) conducting procedures
is ceased to the extent medically permissible on
subjects already entered into the Study and (i)
incurring additional costs and expenses to the
extent possible is refrained from.
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zdrzet se v maximalni mozné mife vytvareni
daldich nakladl a vydaju.

Centrum a spoletnost Bayer, kaZdy z nich,
majf pravo ukongit futo Smiouvu s okamzitym
uginkem formou vypovédi dorutené druhé
smluvn{ strané v pfipadé, Ze provadéni Studie
vCentru musl byt ukonéeno z lékafskych
anebo etickych divodl. Ukonéeni Smiouvy
Centrem dle predchozi véty je Centrum
prostfednictvim Zkousejictho povinne pfedem
prokonzultovat se spolednosti Bayer. AniZ je
tim dotdeno pfedchozi ustanoveni, v pfipadé
kritickych nebo dllezitych zjisténi v ramci
auditu/inspekce tykajicich se spravné klinicke
praxe, farmakovigilance nebo regulagnich
zalezitosti, praxe nebo postupu, které maiji
nepfiznivy viiv na prava, bezpeénost, nebo
blaho subjekili hodnoceni anebo které mohou
pfedstavovat potencialni riziko pro vefejné
zdravi anebo které mohou mit za nésledek
nepfijateinost dat ze Studie anebo kieré
pfedstavuji  vaZné porudeni pfislugnych
pravnich pfedpisil a pravidel, ma spole¢nost
Bayer pravo sokamzitym G&inkem docasné
zastavit nabor subjekitt hodnoceni az dokud
nebudou pfedmeétna zjisténi zcela posouzena.

V pfipadé, Ze kterékoli z povolenf &i souhlasi
nezbytnych pro provadéni Studie je (i)
s kone€nou platnostt zamitnuto anebo (i)
zruseno, skondl tato Smlouva automaticky
dnem dorudeni oznadmeni {rozhodnuti) o
takovém kanedném zamlitnuii &i zrudenl.

Pokud se spoleénost Bayer odivodnéné
domniva, ze Centrum nebude schopno zajistit
zatatek naboru anebo zgjidténi  plnéni
povinnosti  tykajicich se naboru vramci
sjednané Ih(ty, ma spole¢nost Bayer pravo na
zékladé oznamen!/ dorueného Centru
prostfednictvim Zkou$ejiciho {a@) s okamzitym
aginkem snizit podet subjektl hodnoceni, je2
maji byt zafazeny do Studie; anebo (b)
prodlouzit dobu nabory; anebo (c) ukonéit tuto
Smilouvu vypovédi. Die pismene c¢) muize
spolecnost Bayer skoncit Smiouvu
s ckamzitym u&inkem, avdak pouze pokud
pfedem pisemn& upoczomila Centrum
prostfednictvim Zkou8egjictho na prodleni
s naborem subjektd hodnoceni v Centru a
poZédala ho o napravu v dodateéné pfiméfené
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Center and Bayer each have the right to
terminate this Agreement with immediate effect
by giving written notice to the other party if the
Study at the Center needs to be terminated due
to medical or ethical reasons. In case of such
termination by Center, prior consultation by
Center through the 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 wellbeing of trial 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 trial subjects with
immediate effect until the relevant finding has
been fully assessed.

In case any regulatory or legal authorization
necessary for the conduct of the Study is (i} finally
rejected or {ii} withdrawn, this Agreement shall
terminate automatically at the date of receipt of
such final rejection or withdrawal.

in the event Bayer does not approve a new
investigator pursuant to Section 2.19 or such new
investigator does not agree to the terms of this
Agreement in writing, Bayer may terminate this
Agreement as of the day of delivery of the notice
on termination to the Center. In the event that
Investigator and Bayer wish to continue the
collaboration with regard to the Study at another
institution, Center shall reasonably support Bayer
in such transfer, in particular with regard to the
transfer of any and all relevant data, information
and material to such new institution, as far as not
proprietary material of Center
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thiité, kierou mu za timto Ggelem stanovi, a
naprava ani vtakové dodate¢né Ihité neni
sjednana.

V pfipad&, e spolenost Bayer neschvali
nového zkousejiciho podie odst. 2.20 anebo se
tento novy zkousejici pisemné nezavase
k povinnostem die této Smiouvy, spolecnost
Bayer je opravnéna tutc Smiouvu ukoncit
vypoveédi ke dni dorugeni vypovédi Centru.

Bayer je povinen uhradit viechny diuZné Castky
za fadné poskytnuté sluzby Centrem na
zakiadé této Smiouvy a naklady, které jim
odivednéné vznikly, ke dni doruéeni vypovédi
anebo v pfipadé skonéeni této Smiouvy die
odst. 12.3, ke dni dorueni tam uvedeného
kone&ného zamitnutl. Pokud Centrum obdrZelo
vy§si Sastky odmény a nakladl, nez na které
mu padle skuteéné provedenych ¢innosti vzniki
narok, Centrum se piisiusdny rozdil zavazuje
zaplatit zpét spoleénosti Bayer bez zbyteéného
odkladu.

Pfi skonteni Smiocuvy se Centrum zavazuje
zajistit vraceni veskerého materidlu a
pfedmétl, jez byly spoleénosti Bayer
poskytnuty v souvislosti se Studif, spole¢nosti
Bayer.

XIl. Rdzna ustanoveni

Uzavieni této Smiouvy neni podminéno
Zadnym existyjicim ¢ budoucim obchodnim
vztahem mezi Centrem a spoleénost! Bayer
ani Zadnym obchodnim rozhodnutim, které
Centrum ucinilo anebo ulini vi&i spoletnosti
Bayer nebo vyrobkim  obchodovanym
spoleénosti Bayer.

Centrum se zavazuje, Ze Centrum a Zkousejicl
budou plnit svoje povinnosti na zakladé této
Smiouvy zplsobem, ktery bude v souladu
s piisluSnymi pravnimi pfedpisy zaméfenymi
proti korupci a upldceni. Centrum zavazné
prohladuje, Zze Centrum ani Zkousejic],
spole¢né ani  jednotlivé, neposkytli ani
neposkytnou Zadnou platbu ani prospéch,
pfimo &i neplfimo, Gfedni osobé, zakaznikiim,
cbchodnim  partnerim, odbornikim  ve
zdravotnictvi ani Zadné jiné osobé za utelem

2018 CZ CO 55624

in the event Bayer does not approve a new
investigator pursuant to Secticn 2.20 or such new
investigator does not agree to the terms of this
Agreement in writing, Bayer may terminate this
Agreement as of the day of delivery of the notice
on termination to the Center.

Bayer shall make ali payments due for the
performance of proper and contractual services
provided by Center and pass through costs
reasonably incurred in goed faith hereunder which
have accrued up to the date such termination
notice is received, or, in case of a termination of
this Agreement pursuant to Section 12.3, up o the
date of receipt of such final rejection. Should
Center have received higher payments than the
payments due according to the work already
performed, Center shall reimburse the balance to
Bayer without undue delay.

Upon termination of this Agreement, Center shall
ensure that all materials and objects that were
provided by Bayer in relation to the Study are
returned to Bayer.

XIl. Miscellaneous

The conclusion of this Agreement is not
conditioned on any pre-existing or future
business relationship between Bayer and the
Center. It is also not conditioned on any business
or cther decision the Center have made or wil
make relating to Bayer or Bayer products

Center undertakes that Center and
Investigator shall perform their obligations
under this Agreement in & manner consistent
with applicable anti-bribery and anti-trust laws.
Center affirms that Center neither Investigator,
together nor individually, have made or
provided, and that it will not make or provide,
any payment or benefit, directly or indirectly, to
government officials, customers, business
partners, healthcare professionals or any other
person in order to secure an improper benefit
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zajisténi nepatfitného prospéchu nebo nekalé
obchadnl  vyhody, nebudou oviiviiovat
rozhodovani v soukromé ani vefejné sféfe,
pfedepisovani, ani nebudou nikoho
podnécovat k poruSovani profesnich
povinnosti &i pravidel. Centrum se zavazuje
neprodiené v pisemné podob& nahlasit
spoletnosti Bayer kaZdé podezien! &i zjidténe
poruseni vy$e uvedenych zasad v souvislosti
s obchodni &innosti  spolecnosti Bayer a
v takovych pfipadech budou Centrum |
Zkousejici spolupracovat se spoletnosti Bayer
pii proSetfeni takové zaleZitosti. Smiuvni
strany timto vyslovné prohlasuji, ze tato
Smlouva neni zadnym zplsobem spojena s
jakoukoliv jinou obchodni aktivitou, ktera
pfipadng& mezi Smiuvnimi stranami miiZe
existovat, zeiména Ze Zkousejicl ani zadny jiny
zaméstnanec Centra neni nijak zavazan
pfedepisovat, pouZivat, doporutovat nebo
nakupovat jakékoliv zboZl, kieré wvyrabi,
dodava, produkuje nebo promuje Bayer.

Smiuvni strany, kaZda samostatng, zéavazné
prohlasuji, Ze na sebe berou nebezpeéi zmény
okalnosti, a proto v souladu s § 1765 odst. 2
ob¢anského zakoniku Zadne ze sifran
nevznikne pravo domahat se obnoveni jednani
o Smiouvé v pfipadé jakékoli zmény okolnosti.
Ustanoven! § 17656 odst. 1 a § 1766
obc¢anského zakoniku se nepouZiji.

Tato Smiouva obsahuje dpiné ujednani o
pfedmétu Smiouvy a vdech ndleZitostech,
ktere Strany mély a chiély ve Smiouvé ujednat,
a které povazuji za dileZité. Soutasnég Strany
prohlaguji, Ze si navzajem sdélily véechny
informace, které povazuji za dilezité a
podstatné pro uzavfeni této Smiouvy.

Strany si nepfeji, aby nad rémec vyslovnych
ustanaveni této Smilouvy byla jakakoliv prava
a povinnosti Stran dovozovéany z dosavadni &i
budouci praxe zavedené mezi Stranami &
zvyklosti zachovavanych obecné &i v odvétvl
tykajicim se pfedmétu plnéni téta Smiouvy,
ledaze je ve Smlouvé vysiovné sjednano jinak.

Kazda ze smluvnich stran jedna jako nezavisly
subjekt a& pro Zadné ugely neni v postaveni

2019_CZ_C0 55624

or unfair business advantage, affect private or
official decision-making, affect prescription
behavicur, or induce someone to breach
professional duties or standards. Center will
immediately report to Bayer in writing any
suspected or detected violation of the above
principles in cannection with Bayer's business
and, in such cases, Center as well as
Investigator will cooperate fully with Bayer in
reviewing the matter. The Parties hereby
explicitly agree that this Agreement shall not
be connected by any means with any business
activity, which may potentially exist between
the Parties, especially that the Investigator or
any other employee of the Center is not bound
in any way to prescribe, use, recommend or
purchase any goods, which is manufactured,
supplied, marketed or promoted by Bayer.

The Parties, each separately, represent and
warrant that they accept the risk of change of
circumstances and therefore neither party shall
become entitled to claim renegotiation of the
Agreement in case of any change of
circumstances occurs. Sections 1765(1) and
1766 of the Civil Code shall not apply.

This Agreement constitutes entire agreement
about the subject matter hereof and all matters
the Parties had and wished to agree upon herein
and which the Parties consider important. At the
same time the Parties represent and warrant to
have provided to each other all information they
deem important and substantial for entering into
this Agreement.

The Parties do not wish that any rights or
obligations of the Parties are derived from the
current or future practice introduced between the
Parties or from business practice observed
generally or in the field related the subject matter
of this Agreement, unless explicitly agreed in the
Agreement.

Each party to this Agreement shall act as an
independent contractor and shall not be

32735

Version CI/B1 dated 30 August 2018
Agresment between Bayer and Institution for the performance of a clinical trial




BAY2433334, Protocol No 20603

10.

1.

12.

partnera, zprostiedkovatele, zameéstnance ani
zastupce druhé smiuvni strany.

Spolecnost Bayer ma prave tuto Smiouvu
zcela nebo z&asti postoupit na kteroukol ze
svych Propojenych osob. Kromé& vyse
uvedeného nenf Zadna ze smiuvnich stran
opravnéna postoupit sva prava a/nebo
povinnosti zcela ani z&asti na tietf stranu bez
pfedchoziho pisemného souhlasu ostatnich
smiuvnich stran. Tato Smiouva zavazuje jeji
jednotiivé smluvni strany, jakoZ i jejich pravni
nastupce a osohy, na néz budou prava 2
zavazky smiuvnich stran vsouladu s timto
odstavcem postoupené.

Neplatnost nebo nevymahatelnost konkretniho
ustanoveni této Smiouvy nema vliv na platnost
ostatnich ustanoveni. Smiluvni strany se
zavazujl nahradit neplatné a nevymahateiné
ustanoveni  platnym @  vymahatelnym
ustanovenim, podle potfeby, jimz bude co
moZna nejblize dosazeno tmysly, je2 strany
mély v dobé& uzavieni této Smlouvy.

Jednostranné vzdani se prava anebo micky
dany souhlas anebo neuspédné dovolan{ se
porudeni kteréhokoli ustanoveni télo Smiouvy
smiuvni  stranou nezaklada jednostranné
vzdani se prava v souvisiosti s jakymkoli
naslednym porudenim kteréhokoli ustanoveni
této Smiouvy.

Pro Gely této Smilouvy se kazdy ukon udinény
spoleénosti Bayer vig&i ZkouSejicimu povaZzuje
za ukon uéinény a fradné doruteny take
Centru, véetné, aviak nejen, dkonu oznameni
o zméné Protokolu Studie, konu sméfujictho
ke zméné & skonéeni tétc Smiouvy, ledaze
z podstaty ukonu, o ktery se jedna, vyplyva, Ze
je ur€en pouze Zkousejicimu.

Zmeény a dodatky ktéto Smlouvé musl mit
pisemnou formu a musi byt podepsany viemi
smiuvnimi stranami, nestanovi-i v konkrétnim
pfipadé tatc Smlouva jinak. PoZadavek
pfsemné formy se uplatni obdobné v pfipadé
zmén jednotlivych ustanoveni Smiouvy.

Tato Smiouva je vytvofena a fidl se ceskym
pravem bez ohledu na ustanoven! jeho
koliznich norem. Smiuvni strany se dohodly,

10.

11.

12.
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construed for any purpose as the pariner, agent,
employee or representative to the other party.

Bayer shall have the right to assign this
Agreement in whole or in part to any of its
Affiliates. Subject to the foregoing, either party
shall assign neither its rights nor duties under this
Agreement to a third party (in whole or in part)
without prior written consent of the other party
and this Agreement shall bind and inure to the
benefit of the respective parties and their
successors and assigns.

The invalidity or unenforceability of a particular
provision of this Agreement shall not affect the
validity of the remaining provisions. The parties
shall replace the invalid or unenforceable
provision with a valid or enforceable provision, as
the case may be, that comes closest to
effectuating the intent of the parties at the time of
the Agreement's execution.

The waiver or acquiescence by any party or the
failure of any party to claim a breach of any
provision of this Agreement wili not be deemed to
constitute a waiver with respect to any
subsequent breach of any provisions hereof

For purposes of this Agreement any and all
actions taken by Bayer towards the Investigator
shall be considered as actions made and duly
delivered also to the Center, including without
fimitation notification of the Protocol, notices on
termination, unless is ensues from the nature of
such an action that it is addressed only to the
Investigator.

Amendments and extensions to this Agreament
shall not be effective unless in written form and
signed by all parties, unless set forth explicitly
otherwise herein. This requirement equally
applies to this written form clause itself.

This Agreement is made in the Czech and
English language and the Parties consider both
language versions to be equivalent, however in
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Ze veSkeré spory vzniklé z této Smiouvy budou
feSeny vécné a mistné pfisludnymi soudy
Ceskeé republiky.

13. Tato Smiouva je sepsana v &eském a
anglickém jazyce a smiuvni strany povaZuji
obé jazykové verze za rovnocenng, avak pro
pfipad nesrovnalosti mezi jednotlivymi verzemi
se strany dohodly, Ze pfednost ma Ceska verze
Smiouvy. Tato Smiouva a viechny jeji pfilchy
pedstavuji Gpinou dohodu smluvnich stran o
pfedmétu této Smilouvy.

14. Nedilnou soudasti této Smiouvy jsou aktualni
V8eobecné obchodni podminky spoletnosti
BAYER dostupné na www.bayer.cz; v pfipadé
rozporu mezi ustanovenimi tétc Smilouvy a
uvedenymi podminkami maji ustanoven| této
Smilouvy prednost. Pfipadnou dalsi akceptaci
Véeobecnych obchodnich podminek
spoiednosti BAYER po uzavfeni této Smiouvy
nejsou ustanoveni této Smicuvy nijak dotéena
a tato zidstavaji nadale platnd a Géinna
v piném rozsahu.

15. Pfisludné informace o zpracovani osobnich
udajl smiuvni strany tohoto smiuvniho vztahu,
pokud je fyzicka osoba, resp. fyzickych osab,
které ji zastupuji &i za ni jinak jednaji &i jsou
jejimi kontaktnimi osobami v souvislosti s timto

13,

14,

15.

2019 CZ_CO 55624

case of any discrepancies bhetween individual
versions the Parties agreed that the Czech
version shall prevail. This Agreement and any
Appendix hereto set forth the entire
understanding and agreement of the parties
relating to the subject matter hereof.

This Agreement is made in the Czech and
English language and the Parties consider both
language versions to be equivalent, however in
case of any discrepancies between individual
versions the Parties agreed that the Czech
version shall prevail. This Agreement and any
Appendix hereto set forth the entire
understanding and agreement of the parties
relating to the subject matter hereof,

The current General Terms and Conditions of
BAYER available on www.bayercz are an
integral part hereof; in case of any discrepancies
between the provisions hereof and the mentioned
terms and conditions, the provisions hereof shall
prevail. Ancther eventual acceptance of the
General Terms and Conditions of BAYER after
the conclusion hereof shall not affect the
provisions herecf in any way and these remain
valid and effective to the full extent.

The respective information on processing of
personal data of the party to this contractual
relationship, if being a natural person, or the
natural persons representing it or otherwise
acting on its behalf or being its contact persons in
relation to this contractual relationship, as the

smiuvnim vztahem, jsou dostupné na case may be, are available
http://iwww . bayer.cz/csfo-spolecnesti/fochrana- on http.//www. bayer.cz/csfo-

osobnich-udaju; spoletnost Bayer mize tyto
informace kdykoliv aktualizovat; aktualni znéni
Ize nalézt na uvedené webové strance.

18. Tato Smiouva se uzavira v po&tu|5 vyhotoveni,

z toho 2 vyhotoveni pro spole&nost Bayer, 3
vyhctoveni pro Centrum.

XIV. Prilohy

16.

spolecnosti/ochrana-osobnich-udaju; Bayer may
update such information anytime; the current
version is available on the mentioned website.

This Agreement is made in 5 copies, out of which
Bayer receives 2 copies, Center3x copies.

XIV. Appendices

The following Appendix / Appendices shall form an
integral part of this Agreement, unless set forth
otherwise herein:

Nasledujici pfiloha / pfilohy tvofi nedlinou sousast
této Smlouvy, nestanovi-li Smiouva jinak:

Pfiloha ¢. 1: Finanéni podminky Appendix No. 1: Financial Terms
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BAYER s. 1. 0.

. : e &
Misto a datum / Place and Date:  Prahd -0 . 2C

s I
[

Ing. Vaciav Vik
Prokurista / Proxy

UstFedni vojenska nemocnice — Vojenska fakultni nemocnice Praha

Misto a datum / Place and Date:

MUDr. lvan Jefabak

néméstek fedialo pro LPPLYN. ... . .

Prohlaseni zkousejiciho:

Ja, nize podepsany/a
misto vykonu pracovniho zafazenl Ustiedni
vojenska nemocnice, Vojenska fakuitnf nemocnice
Prahatimtc prohlasuji, Ze obsah vySe uvedené
Smlouvy uzaviené mezi spoleCnosti Bayer a
Centrem beru na v&domi, a to se viemi pravy a
povinnostmi, kterg z toho pro mne vyplyvajl, a ze
souhlasim se svym zapojenim do Studie die této
Smilouvy jako hlavni zkousejicl. Dale timto potvrzuii,
e jsem se seznamil/a s Protokolem a vSemi
dokumenty prfedanymi  spoletnostl Bayer Kk
provedeni Studie (v&etné&, avSak nejen pouze,
instrukce zadavatele Siudie nazvané ,Pfirucka
zkousejictho (Investigator's Brochure)”, a zavazuji
se dodrzovat povinnosti stanovene v téchto
dokumentech a ve vy3e uvedené smlouvé
Zkousejicimu (véetn&, avdak nikoliv pouze, &l
Vodst. 1 této Smiouvy) a, dle povahy, Centru i
povinnosti vyplyvajicl pro zkoudejiciho ze spravné
klinické praxe. Prohlasuji, Ze jsem jako lékaf piné
kvalifikovdn bez jakéhokoliv omezenl pfijimat
veskera lékafska rozhodnuti, tykajici se subjekt(
hodnoceni, ktera v této souvislosti udinim nebo
budu nucen ucinit, a poskytovat veSkerou pééi o
zdravi subjektl hodnoceni, k jejimuz poskytovani
se jako ZkouSejici na zakladé uvedene Smiouvy
zavazuji.

Misto a datum / Place and Date:

atement of the Investigator:

I, the undersignedmwith
workplace at Ustfedni vojenska nemocnice, Vojenska

fakultni nemocnice Praha hereby declare that | am
aware of the contents of the Agreement above
conciuded between Bayer and the Center, with all the
rights and obligations that result from it for me, and that
| agree to be involved in the Study under this
Agreement as the Principal Investigator. | also hereby
confirm that | have read the Protocol and all
documents handed over by Bayer for conducting the
Study (including, but not limited to, sponsor's
instruction titled ,Prirudka zkousejiciho {Investigator's
Brochure)* and | undertake to comply with the
obligations set forth in these documents and the
Agreement menticned above which are imposed on
the Investigator and, as the case may be, the Center,
as well as the obligations imposed on the Investigator
in the Good Clinical Practice. | hereby declare that as
a physician | am fully qualified, without any restriction,
to take any medical decisions regarding the trial
subjects which | will take or will have 10 take in this
context, and to provide all care for heaith of the trial
subjects in accordance with my investigator's
obligations under this contract.
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Pfiloha €. 1: Finan&éni podminky

1.  Odména Centra se urgl jako soudet astkovych
odmén uvedenych nize za jednotlivé ¢innosti
fadné a véas provedené, v obdobi, za které je
odména Ultovana. Narok na odménu za
pfisluiné obdobi wvznika posiednim dnem
takovéha obdobi, a o v rozsahu
odpovidajicimu Fadné vypinénym elektronickym
formutaiim CRF za jednotlivé subjekty
hodnoceni, které byly spoletné s vypinénou
dokumentaci ke kompletn&  provedené
monitorovacl navitévé predany spolednosti
Bayer nejpozdé&ji posledni den plislusného
obdobi.

2. Odména uréena podle této Pfilohy kryje
viechny naklady na veSkera vysetfeni (véetng

odmén zaméstnanct Centra a dalsich
administrativnich  a/nebc  reZijnich nakladi
Centra, platby laboratofe & archivaci)

vyZadovana Protokolem, v€etné napf. Uhrady
regulaénich poplatk(, stejn& jako kryje veskeré
nakiady na pinéni zavazk( Centra vyplyvajici ze
Smiouvy, neni-i déle nebo ve Smiouvé
explicitné dohodnuto n&co jiného.

3. Pfi pfedCasném ukonéeni Smiouvy uhradi
spolednost Bayer Centru pouze naklady jiz
prokazatelné vynaloZzené a Ukony jiZ
prokazateiné provedené.

4. Schéma pro thradu jednotlivych tkond:

Appendix 1: Financial Terms

1. The remuneration of the Center shall be
calculated as the total of particular prices
(amounts) presented herein below for individual
activities guly and timely performed in the period,
for which the remuneration is charged. The title
to the remuneration for a particular period shall
arise on the last day of such period and in the
extent corresponding to the duly filled electronic
forms CRF for individual patients, which were
handed over to Bayer together with the filled
documentation concemning the completely
performed monitoring visit on the last day of the
respective period at the latest.

2. The remuneration calculated under this Appendix
covers all costs for all examinations (including
remuneration of the Center’s employees and any
administrative and/or overhead costs of the
Center, costs for laboratory and archiving)
required by the Study Protocol as well as all
regulatory charges and costs incurred by
fulfilment of Center's obligations resulting from
the Contract if not explicitly agreed otherwise
further herein or in the Agreement.

3. In case of an early termination of the Contract,
Bayer will pay the Center only the provably spent
costs and for the activities provably
accomplished.

4. Scheme for remittance of individual activities:

Navstéva

V1 (Screening)

V2 (Randomizace)

V3 (Telefonni ndvstéva)
V4 (ndvitéva Centra)

V4 W4 {nebo nasledujici
navitéva)

V5 {telefonni ndvitéva)
V6

V7 {telefonni ndvitéva)
\':]

V 9 (telefonni ndvitéva)
V10

V 11 (telefonni navstéva)
V12 {ukondeni léCby)

Platba v K¢

Visit

V1 (Screening}

1 V2 (Randomisation)
V3 (phone call)

V4 (Site visit)

V4 W4 {or following visit)
V5 (phone call)

V6

V7 (phone call}

\'2:)

V 9 (phone call)

V10

V11 {phone call}

V12 {end of treatment)
V13

Payment in CZK

Version dated Cctober 2010
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V13 | Total
Celkem

Optional visits:

Volitelné navstévy: Visit

V1&V2Z combined
Navstséva Platha v K& {Screening+Randomisatio
Spojena V1&V2 n))

(Screening+Randomizace)
V12a {pfedasné ukondeni)

V12a (Early Termination)
Drop out continuation

Drop-out pokrafovaci visit

navitéva Irregular dispensation of

Nepravidelné vydani Study Drug

studijniho léciva Liver function test
Jaterni funkéni test manitoring visit

Odména za vypinéni dotazniku; Site survey renumeration:

Za vypinéni dotazniku Zkoudejicim zaslaného The Center shall be paid by Bayer according to
spolecnosti Bayer b&hem trvani Studie obdrzi table below for the Investigator's completing site
Centrum odménu ve vysi dle tabulky niZe. surveys sent by Bayer during the Study.
Odména mize byt zaplacena pouze za Renumeration can be paid only for site surveys
dotazniky, které byly zaslané spoiednosti sent by Bayer and completed by the Investigator
Bayer a vyplnéné Zkousejicim po podepsani after singing of the Agreement.

Smiouvy.

Dotaznik {doba | ' Site survey Paymentin |
vyplnéni) Platba v K& {completion time) CZK

15 min 15 min

30 min 30 min

60 min 60 min

Odména za posouzeni studijnich dokumenti: Adjudication package renumeration:

Za posouzenr Stud“nich dokumentﬁ The CEI’ltET Sha!i be pald by Bayef fOl' the
Zkousejicim bshem trvani Studie obdr2f investigator's adjudication package during the
centrum odménu ve vysi [ | Study

Platby jsou uvedeny vKE na zakladé Payments are given in CZK based upan the visits
vykonanych navétév subjektu hodnoceni ve undergone by a trial subject in the Study.

Studii.

5. Ostatni naklady: 5, Pass-through costs:
Spolecnost Bayer uhradi Smiuvnim partnerim Bayer shall reimburse the Contract Partners with
nasledujici naklady, které nejsou zahrnuty v regard to the following expenses, which are not
odmeéné za subjekt hodnocentf: covered by the Per Subject Fee:
215
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i)

()

Lékarna:
Spoletnost Bayer zaplati Centru za
piijem, uchovavani, evidenci, a vydej

Hodnocenéhe l1éku jednordzovou Castku

B - cinnost iekamy 2 AL

jako cdménu pro jednoho farmaceuta za
jeden rok. Odména podle pfedchozi véty
plati za dobutrvani Studie pocinaje
mésicem, vnémz bude pfijata prvni
dodavka Hodnoceného Iléku, a konge
meésicem  vydeje/vraceni  posledniho
baleni Hodnocengho léku.

Uhrada nahrad subjektim hodnoceni:
Bayer uhradi prostfednictvim Centra
cestovni naklady a kompenzaci za &as
straveny na Centru vynaloZeny subjekty
hodnoceni v souvislosti s G&asti ve Studi
subjektiim hodnoceni pausaini ¢astku za
kazdou vykonanou navstévu Centra
v souladu s Protokolem podle tabulky
uvedené niZe. Za stanoveni vy$e nahrad
proplacenych subjektiim hodnoceni je
odpovédny Bayer,

Centrum povéfuje proplacenim nahrad
podle tohoto Clanku (i} a komunikaci se
spoleénosti Bayer v této vé&ci
Zkousejiclho.

Centrum si necha od subjektl hodnoceni
kazdou vyplacenou thradu nahrad podle
tohoto  dlanku (i) potvrdit  jejich
viastnoruénim podpisem na  pfisludny
formulaf UVN.

Bayer poskyine Centru finanéni rezervu na

Uhradu nahrad podle tohoto Clanku (i) v
celkové vysi # a to poukazanim
na bankovni Ucet Centra uvedeny v odst.

4.3 Smlouvy nejpozdéji do 30 dnl od
podpisu  tetc  Smiouvy.  V pfipadé
vyterpani vyse uvedene finantni rezervy
Bayer poskytne Centru daldf finanéni
rezervu v pfimérené vysi s ohiedem na
poCet akiualné zafazenych subjektl
hodnoceni, a to poukdzéanim na bankovni
ncet Centra uvedeny v odst. 4.3 Smiocuvy
nejpozdéji do 30 dnl od dorugeni
oznameni Centra o vylerpani finanéni
rezervy spolenosti Bayer. Na zavér
Studie Centrum provede Zadavateli
Zuctovani celkevé poukazané finantni
rezervy a proplacenych nahrad ve vztahu
k subjektim hodnoceni a navétévam, u
kterych Ziskalo potvrzeni podie
pfedchoziho odstavce, a to po posledni
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(1)

(i)

Pharmacy:
Bayer shall pay to the Center for receipt,

storage, records keeping and dispensing of
the Study Drug the onetime amount
Bl o pharmacy and J

remuneration for single pharmacist per
year. Remuneration according to preceding
sentence is valid for duration of the Study
period starting in the month, in which the
first Study Drug shipment is received and
ending in the month, in which the last Study
Drug package is dispensed or returned.

Reimbursement of frial sublect costs:

Bayer shall reimburse expenses on
traveiling and compensation for time spent
at the Center incurring in relation to
participation of the trial subjects in the Study
to the trial subjects trough the Center in a
jump sum according to table below for each
visit at the Center performed in accordance
with the Protocol. Bayer is responsible for
determination of the amount of the
reimbursement for trial subjects.

The Center delegates the Investigator fe
reimburse the costs and compensations
under this article (ii) and communicate with
Bayer in this regard.

Center shall ask trial subjects to confirm
acceptance of each reimbursement paid by
signing own UVN form.

Bayer shall provide financial deposit to the
Center for reimbursement according o this
article (i) in total amountﬂ by
sending the amount to the bank account of
the Center stated in section 4.3 of this
Agreement within 30 days of signing of this
Agreement. In case Center uses up the
entire financial deposit mentioned in
preceding sentence Bayer shall provide
next financial deposit to the Center in
adequate amount with regard to number of
currently enrolled trial subjects by sending
the amount to bank account of the Center
stated in section 4.3 of this Agreement
within 30 days of receipt of announcement
from the Center about using up the entire
financial deposit by the Center. At the end
of Study Center shall perform final
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navstévé posledniho subjektu hodnoceni.
Bude-li celkové@ poukazana finanéni
rezerva vy$si neZ Castka Centrem takto
zudtovana, vrati  Centrum  piebytek
finantni rezervy spoletnosti Bayer
nejpozdéji do 60 dni od posledni navatévy
posledniho subjektu hodnoceni.

Qdména Centra za ¢innost podle tohoto
¢lanku je jiz zahrnuta v celtkové odméns,
kterou Centrum obdrzi za provedeni
Studii.

accounting of the total amount provided by
Bayer to the Center and paid
reimbursement to trial subjects for
performed study visits for which Center
received confirmation from trial subjects
according to preceding paragraph and this
accounting shall be performed after final
study visit of last trial subject. If total
financial deposit sent to the Center by Bayer
is higher than used reimbursement Center
shall return the rest of financial deposit to
Bayer within 60 days of last study visit of last
trial subject.

Remuneration of the Center for activity
according this article is already contained in
total remuneration to be paid to the Center
for performance of the Study.

Navé&téva 12/Visit 12

Treatment

Zvolené
Nazev navstévy/Visit Name naklady/Chosen
cost
Navétéva 1/ Visit 1 Skrining/Screening
Visits 1 & 2 Combined Screening + Randomization
Navstéva 2/Visit 2 Randomizace/Randomisation
Navstéva 3/Visit 3 Telefonat/Phone Call
Navstéva 4/Visit 4 Navstéva centra/Site visit
Naystéva 5/Visit 5 Telefonat/Phone Call
Navstéva 6/Visit 6 Navitéva centra /Site visit
Navstéva 7/Visit 7 Telefonat /Phone Call
Navstéva 8/Visit 8 Navsétéva centra /Site visit
Navétéva a/Visit 8 Telefonat /Phone Call
Navstéva 10/Visit 10 Navstéva centra /Site visit
Navstéva 11/Visit 11 Telefonat /Phone Call
Ukonceni 1é¢hy/End of

Navatéva 13/Visit 13

Navstéva 12a/Visit 12a

Pfedcasné ukonceni/Early
Termination

Drop out continuation visit / Drop out
pokradovaci navétéva

Visit / Navstéva za tcelem
nepravidelného vydani studijnfho leciva

irregular re-dispensation of Study Drug Registrace v IVRSAVRS
registration

Liver function test monitoring visit /
Navstéva za uéelem provedeni jaterniho
funkéniho {estu

(ii)Uhrada_nakladl na néast na setkanich
spojenych se Studil:
Spole¢nost Bayer nahradi Centru
pfimé&fené cestovni naklady a naklady na
ubytovani, jez Smiuvnim partnerim

Version dated October 2019

(i) Reimbursement of Study related-meetings

costs:

Bayer shall reimburse the Center upon prior
approval by Bayer for reasonable expenses
on travelling and lodging which occurred
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vznikly v souvislosti s jejich ugasti na
odbornych setkanich tykajicich se Studie
na Zadost spolecnosti Bayer, a které
spolenost Bayer pfedem odsouhlasila, a
to na zakladé faktury vystavené Centrem
a predioZzeni kopil Udéetnich nebo
dafovych doklad( za cestovné vydaje.

(v)Dalsi pfipadné vzniklé naklady budou
nahrazeny pouze s pfedchozim
pisemnym souhlasem spolefnosti Bayer a
po obdrZeni pfisiusné faktury a
pfislusnych prikaznych uéetnich dokladu.

through Contract Partner's participation in
Study-related meetings on request of Bayer,
subject to the receipt of invoice issued by
the Center and copies of receipts of travel
expenses by Bayer.

{iv} Other eventual pass-through costs shall be
reimbursed only after prior written approval
of Bayer and upon receipt of supporting

documentation with receipts attached.

Narok na nahradu veskerych nakladl dle B. The Center shall become entitied to any and all
odstavcll & aZ 7 vznika Centru dnem jejich costs under section 5 to 7 hereof as of the day
prokazatelného vynaloZzeni. Veskeré tyio the Center demonstrably expended these costs.
naklady jsou splatné v nebiliZsim terminu Any and all such costs are due within the first next
splatnosti odmény dle odst. 1 aZ 4 této pfilchy maturity period of the remuneration under
spole€né siouto odménou, nestanovi-i sections 1 to 4 hereof and jointly with this
Smlouva nebo tatc piiloha jinak. remuneration, unless set forth otherwise in the

Agreement or herein.
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