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S

BAYER s.r.o.

se s(dlem/ with its registered seat at: Siemensova 2717/4, 155 00 Praha 5 - Stodilky

IC/ 1D No.: 005 65 474

DIC/ TAX ID No.: CZ005 65 474

spole€nost zapsana v obchodnim rejstiiku u Méstskéha soudu v Praze/ company registered in the
companies’” registry at the Municipal Court in Prague, oddil/ section C, vlozka/ file 391

¢islo uétu/ bank account No.: 2011130109/2600 (Citibank Europe plc.)

zastoupend/ represented bys

(dale jen "BAYER") (hereinafter referred to as ,BAYER")

al and
Fakultni nemocnice Kralovské Vinohrady

se sidlem/ with its seat at: Srobarova 1150/50, Praha 10, PSC 100 34
1C/ 1D Na.: 00064173

DIC/ TAX ID No.: CZ00064173

éislo Ugtu/ bank account No. S REEEGSIRRSE?

&islo jednaci: KH 54/2013

nakladové stfedisko: 43018

zastoupend/ represented by EHiEH

(dale jen "ZADAVATEL") (hereinafter referred to as the "SPONSOR”)

al and

MUDr./ M.D. Miroslav Veith

datum narozeni/ date of birth:\QEEEEN®

bytem/ residing at

(dale jen ,HLAVNI ZKOUSEJICI") (hereinafter referred to as the "PRINCIPAL INVESTIGATOR")

(ZADAVATEL a HLAVN[ ZKOUSEJICI déle spoleéné jen jako “SMLUVNI PARTNERI'Y (the
SPONSOR and the PRINCIPAL INVESTIGATOR hereinafter jointly referred to as the "CONTRACT
PARTNERS")

(VSechny strany této smlouvy dale spolecné jen jako “Smiuvni strany” nebo jednotlivé jako "Smluvni
strana”)/ (All parties to this agreement hereinafter jointly referred to as the “Parties” or individually to
as the "Party")

uzavieli niZze uvedeného dne, mésice a roku tuto | entered on the below stated day, month and year
this
SMLOUVU AGREEMENT
O PODPORE STUDIE ZASTITENE ON SUPPORT OF INVESTIGATOR
ZKOUSEJiciM SPONSORED STUDY
(déle jen ,Smiouva®) (hereinafter referred to as the "Agreement”)
Preambule Preamble
1. ZADAVATEL provadi ze své viastni iniciativy | 1. The SPONSOR is undertaking on his own
a na svou viastnf odpovédnost jako prévni initiative and responsibility as the legal
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zadavatel prostfednictvim své Oftalmologické
kliniky, tuto klinickou studii s nazvem:
.Randomizovana, dvanactimésiénl, aktivnl
kontrolovana studie efektivity apakovanych
davek intravitrealniho afliberceptu u pacientt
s proliferativni  diabetickou retinopatii® (dale
jen ,STUDIE").

2. ZADAVATEL pozadal spoleénost BAYER o
poskytnuti podpory za Ugelem gprovegeni
STUDIE.

3. BAYER ma zaem na zvySovani svych
znalosti o lé€ivém pfipravku Eylea (aflibercept
pro intravitrealni podani) vyrab&ny spoletnosti
ze skupiny BAYER (ddle jen jako
,HODNOCENY LEK") a souhlasil
s poskytnutim podpory STUDIE dle podminek
stanovenych touto Smilouvou,

Proto se Smluvni strany dohodly takto:
§ 1 — Pfedmét Smlouvy

Predmétem této Smlouvy je poskytnuti podpory
spole€nosti BAYER ZADAVATELI za ucelem
nezavislého provedeni STUDIE a poskytnuti
informaci o wvyvoji a vysledcich STUDIE
ZADAVATELEM  spoletnosti BAYER za
podminek stanovenych niZe.

&} Stipulated hereing

§ 2 - Zad4ni STUDIE

1. Smiuvni strany souhlasi a potvrzuji, zZe
ZADAVATEL je jedinym zadavatelem STUDIE
v souladu s § 51 zakona ¢&. 378/2007 Sh., o
[éCivech, vplatném znéni; ZADAVATEL
odpovida za zahajeni, fizeni a financovani
STUDIE. Tato odpovédnost zahrnuje mimo
jiné téz veskeré zékonné povinnosti, které
mohou byt spojené s provadénim STUDIE.
Zejména se jednd o povinnosti stanovené
platnymi zakony a pledpisy upravujicimi
odpovédnost v oblasti spravné Klinické praxe.
Tyto povinnosti a odpovédnost jsou piné ha
strangd ZADAVATELE.

2. BAYER neni zadavatelem STUDIE podie § 51
zékona &. 378/2007 Sh., o légivech, v platném
znéni, a proto neni povinen pinit povinnosti
zadavatele stanovené platnymi zékony a
pfedpisy upravujicimi odpovédnost v oblasti
spravné klinické praxe. BAYER pouze

sponsor, by its Department of Ophtaimology,
the following clinical study entitled: “A
randomized, 12 months, active confrolled
study of the efficacy of repeated doses of
intravitreal aflibercept in subjects with
prolipherative diabetic retinopathy”
(hereinafter referred to as the "STUDY").

2, The SPONSOR has requested BAYER to

wRIOVige - gupPotsingprder to conduct the
STUDY.

3. BAYER is interested in increasing its
knowledge about medicinal product Eylea
(aflibercept for intravitreal injection) produced
by the company of the BAYER group
(hereinafter referred to as the “STUDY
DRUG") and has agreed to provide support
to the STUDY under the terms and
conditions as defined in this Agreement.

Therefomw as follows:

§ 1 — Subject of Agreement

The subject of the Agreement is the support
rendered by BAYER to the SPONSOR for the
independent conduct of the STUDY and the
provision of the information on the progress and
results of the STUDY by the SPONSOR to
BAVER, undegsdigederms and conditions

e

§ 2 — Sponsorship of STUDY

1. The Parties agree and acknowledge that the
SPONSOR is the sole sponsor of the STUDY
pursuant to Article 51 of the Act No.
378/2007 Coll., on Medicines, as amended,
accordingly; the SPONSOR is responsible for
the initiation, management and financing of
the STUDY. This includes but is not limited to
all regulatory obligations that may be in
connection with the performance of the
STUDY. In particular, this also comprises
responsibilites as required by applicable
laws and regulations covering Good Clinical
Practice responsibilities. Such obligations
and responsibilities are with the SPONSOR
entirely.

2. BAYER shall not be the sponsor of the
STUDY pursuant to Article 51 of the Act Na.
378/2007 Coll., on Medicines, as amended,
and is therefore not obliged to fulfill sponsor
responsibilities as required by applicable
laws and regulations covering Good Clinical
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podporuje  STUDIl ZADAVATELE, a to
finanéné a poskytnutim HODNOCENEHO
LEKU. BAYER nebude mit vplanovani a
provadéni STUDIE Zadnou jinou roli nez
zajigténi podplrnych tkoltl stanovenych v této
Smiouvé.

§ 3 — Odpovédnost SMLUVNICH PARTNERU
za provadéni STUDIE

1. ZADAVATEL inicioval a bude provadét
STUDII jako zadavatel podle § 51 zakona &.
378/2007 Sb., o leCivech, v platném znéni.
STUDIE bude provadéna pod dohledem
HLAVNIHO ZKOUSEJICIHO, ktery za ni nese
odpov&dnost. HLAVNI ZKOUSEJICI je
odpovédnym vedoucim skupiny zkousejicich
v pfipadé, 2¢& je STUDIE u ZADAVATELE
provadéna vice neZ jednim zkou3ejicim
(takovi  dalsi  zkoudejici a  HLAVNI
ZKOUSEJICI dale spoleéné jen jako
Zkousejici®). HLAVNI ZKOUSEJICI je
odpovédny z lékafského hlediska za zdravi
subjektl hodnoceni zucastnénych na STUDII.
HLAVNI ZKOUSEJICI je pro BAYER také
kontaktni osobou u ZADAVATELE ohledné
STUDIE.

2. ZADAVATEL prohlauje a uvadi; ze

¢ STUDIE bude provadéna v souladu
s protokolem ze dne 4. Cervence 2013,
ktery tvofi Pfilohu 1 této Smiouvy (dale
jen jako ,PROTOKOL"), a s podminkami
této Smlouvy. PROTOKOL a jakékoliv
jeho zmény jsou nedilnou soudasti této
Smilouvy,

« STUDIE bude provadéna v souladu s (a)
etickymi principy, které maji sv(ij plvod
v Helsinské deklaraci, (b) smérnicemi
ICH-GCP, v platném znéni, stejné jako s
obecné& uznavanymi standardy spravné
klinické praxe, a (¢) zakony, pfedpisy a
etickymi kodexy platnymi v zemi, kde je
STUDIE provadéna, mimo jiné vietné
zakona ¢&. 378/2007 Sh., o I|éCivech,
v platném znéni, vyhlaSky &. 226/2008
Sb., o spravné klinické praxi a o bliz§ich
podminkach klinického hodnoceni
lééivych piipravki, vyhladky &. 84/2008
Sh., o spravné lékarenské praxi, bliz§ich
podminkach zachéazeni s 1éCivy
v lékarnach, zdravotnickych zafizenich a

Practice responsibiliies. BAYER merely
supports the STUDY of the SPONSOR,
financially and with the provision of the
STUDY DRUG. BAYER will have no role in
the planning and conduct of the STUDY
other than providing the supportive tasks set
forth in this Agreement.

§ 3 — Responsibilities of CONTRACT
PARTNERS for STUDY conduct

. The SPONSOR has initiated and wili conduct

the STUDY as sponsor pursuant to Article 51
of the Act No. 378/2007 Coll,, on Medicines,
as amended. The STUDY shall be conducted
under the responsibility and supervision of
the PRINCIPAL INVESTIGATOR. The
PRINCIPAL  INVESTIGATOR is  the
responsible head of the group of
investigators in case the STUDY at the
SPONSOR is performed by more than one
investigator (such further investigators and
the PRINCIPAL INVESTIGATOR hereinafter
jointly referred to as ‘Investigators”). The
PRINCIPAL INVESTIGATOR is medically
responsible for the well-being of the trial
subjects participating in the STUDY. The
PRINCIPAL INVESTIGATOR also serves as
the contact person for BAYER with regard to
the STUDY at the SPONSOR.

. The SPONSOR declares and represents that

¢ The STUDY will be conducted in
accordance with the protocol dated 4 July
2013 attached hereto as Appendix 1
(hereinafter  referred to as the
“PROTOCOL") and the terms of this
Agreement. The PROTOCOL and any
amendments thereto form an integral part
of this Agreement.

o The STUDY will be conducted in
accordance with (a) the ethical principles
that have their origin in the Declaration of
Helsinki, (b) the ICH-GCP Guideline as
amended from time to time as well as
generally accepted standards of Good
Clinical Practice, and (c) the laws,
regulations and codes of ethics applicable
in the country where the STUDY is
performed, 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 medicines,
Order No. 84/2008 Coll, on good
pharmacy  practice, more detailed
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u dalSich provozovatell a zafizenl
vydavajicich légivé pfipravky, a veskerych
daldich vyhlaSek a nafizeni pfisluSnych
organli a etickych komisi. V pfipadé
podezieni na porudeni tohoto ustanoveni
zti¢astnénym Zkousejicim je ZADAVATEL
povinen pfijmout okamzitd napravna
opatfeni, kterd& mohou  zahrnovat
ukonceni Gasti takového ZkouSejictho na
STUDIL.

Pro provadéni STUDIE nebude jakymkoliv
zplsobem vyuzivat sluieb jakékoliv
osoby vylouené kteroukoliv pfislusnou
autoritou. ZADAVATEL dale prohladuje a
potvrzuje, Ze ani on ani jeho zaméstnanci,
jednatelé &i zastupci nebyli vyloueni
kteroukoliv pfistusnou autoritou, ani ze
nejsou v soucasné dobé, podie nejlepsiho
védomi ZADAVATELE, G&astnikem fizeni
o takovém vylougeni, Za trvanf této
Smlouvy je ZADAVATEL povinen
okamzité spole¢nosti BAYER oznamit,
pokud by se ZADAVATEL, kterykoliv
zjeho  zameéstnancli, jedpateld &
zastupcl stal Gcastnikem takového fizeni
o vylouceni.

Jakédkoliv  regulaénf nebo  zakonna
povoleni potfebnd pro provadéni STUDIE
budou obdrZena pfed zahajenim STUDIE
a provadani STUDIE bude piné v souladu
s vedkerymi takovymi povalenimi.
ZkouSejici a jine osoby zapojené do
STUDIE (dale jen jako ,Clenové tymu
studie") budou dodrzovat podminky této
Smiouvy. ZADAVATEL je povinen
prostiednictvim HLAVNIHO
ZKOUSEJICIHO =zajistit, 2e plvodni a
novi Clenové tymu studie jsou Fadné
proskolovani, kvalifikovani a vzdélavani,
zejména Ze se UcCastni vSech 3kolenf
ohledné STUDIE.

HODNOCENY LEK, pokud byl
spolegnosti BAYER nebo  jejim
prostfednictvim  poskytnut, je uZivén
vyluéné pro Ggely STUDIE a pouze fak,
jak je specifikovano v PROTOKOLU.
SMLUVNI PARTNERI jsou odpovédni za
uzivani, nakladani a skladovani
HODNOCENEHO LEKU a vedeni
detailnich a pfesnych  pisemnych
zaznam{l o nakladani s HODNOCENYM
LEKEM bé&éhem STUDIE vsouladu s

conditions for manipulation with medicines
in pharmacies, healthcare institutions and
at other operators and facilities dispensing
medicines, and any and all orders and
mandates of the relevant authorities and
ethic committees. Should a participating
investigator be suspected of non-
compliance therewith, the SPONSOR
shall take immediate corrective actions,
which may include termination of such
Investigator's participation in the STUDY.

For the conduct of the STUDY it will not
use the services in any capacity of
anyone debarred by any competent
authority. Furthermore, the SPONSOR
represents and warrants that neither the
SPONSOR nor its employees, agents or
representatives have been debarred by
any competent authority, nor that they are
currently, to the best of the SPONSOR's
knowledge, the subject of such a
debarment proceeding. During the term of
this Agreement, the SPONSOR shall
promptly notify BAYER should the
SPONSOR or any of its employees,
agents or representatives become subject
of such debarment proceeding.

Any regulatory or legal authorizations
necessary for the performance of the
STUDY will be obtained prior to the
commencement of the STUDY and that
the performance of the STUDY will fully
comply with any and all authorizations.

Investigators and  other  personnel
involved in the STUDY (hereinafter
referred to as the "Study Team
Members”) will comply with the terms and
conditions of this Agreement. The
SPONSOR shall ensure through the
PRINCIPAL INVESTIGATOR that initial
and joining Study Team Members are
appropriately  trained, qualified and
educated, in particular that they
participate in all training sessions
regarding the STUDY.

The STUDY DRUG supplied by or
through BAYER, if any, is exclusively
used for the STUDY and only as specified
in the PROTOCOL. The CONTRACT
PARTNERS are accountable for the use,
handling and storage of the STUDY
DRUG and keeping detailed and accurate
written records of handling with the
STUDY DRUG in the course of the
STUDY pursuant to requirements of the
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pozadavky spravné Klinické praxe a
spravné lékarenské praxe. ZADAVATEL
se zavazuje pfevzit HODNOCENY LEK
na adrese pfijemce uvedené v Dohodé o
klinickych dodavkach pfiloZzené k této
Smilouvé jako Priloha 3, v pracovnich
dnech v dobé mezi 8:.00 a 16:00,
skladovat jej, vést zaznamy a vydavat
HODNOCENY LEK pouze Clentim tymu
studie nebo subjektiim hodnoceni na
zakladé  zadanky nebo  pfedpisu.
SMLUVNI PARTNERI jsou dale povinni
vratit nevyuzité mnoZstvi
HODNOCENEHO LEKU.

o HLAVNI ZKOUSEJICI bude nalezité
informovat vSechny subjekty hodnoceni o
cilech, metodach, pfedpokladanych
pfinosech a potencialnich rizicich STUDIE
a o okolnostech, za nichz mohou byt
osobni tidaje subjektll hodnoceni pfedany
pfislusnym  ufadlm, tfetim osobam
a/nebo  etickym  komisim.  HLAVNI
ZKOUSEJICI je povinen zajistit, ze se
subjekty hodnoceni zt&astnl STUDIE az
po padpisu informovanéha souhlasu
subjektu hodnoceni. Jestlize bude takovy
souhlas v pribéhu STUDIE odvolan,
HLAVNI  ZKOUSEJICI  nesmi  vlgi
piislusnému subjektu hodnoceni provadét
zadné dals§i postupy souvisejici se
STUDH, wvyjma naslednych opatieni
souvisejicich se STUDI, stanovenych
PROTOKOLEM a odsouhlasenych
subjektem hodnoceni.

3. HLAVNI ZKOUSEJICI je povinen wvynaloZit

vegkeré Uusili, aby STUDIE byla zahajena
(prvni pacient prvni navétéva) do 6 mésicl po
nabyti Géinnosti této Smiouvy, ne vdak dfive,
neZ bude ziskén souhlas pfisludnych autorit
se STUDII. BAYER je opravnén ukongit tuto
Smilouvu pisemnym oznamenim SMLUVNIM
PARTNERUM v pfipad®, Ze uvedena lhita
nebude dodrZena, a to v souladu s ¢lankem o
ukonéeni této Smlouvy uvedenym nize.

. V pfipadé, Ze HLAVNI ZKOUSEJICI prestane
vykonavat své povolani u ZADAVATELE, je
ZADAVATEL povinen o této skuteCnosti
pfsemné informovat spoleCnost BAYER
neprodlené poté, co se o tom dozvi, a
soutasné urtit radné kvalifikovanou osobu
jako nového hlavniho zkou$ejictho. Novy
hlavni zkouSejici bude poZadan o pisemny
souhlas s podminkami  této  Smlouvy.
V piipadé, Ze BAYER nového zkou$ejiciho

good clinical practice and good pharmacy
practice. The SPONSOR undertakes to
receive the STUDY DRUG at the recipient
address specified in the Clinical Supply
Agreement attached hereto as
Appendix 3, in business days between
8:00am and 4:00pm, store, keep records
of and dispense the STUDY DRUG only
to the Study Team Members or to the trial
subjects upon an order or a prescription.
In addition, the CONTRACT PARTNERS
shall return unused quantities of the
STUDY DRUG.

o The PRINCIPAL INVESTIGATOR will

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 competent
authorities, third parties and/or ethics
committees. The PRINCIPAL
INVESTIGATOR shall ensure that the trial
subjects only participate in the STUDY
after signing the trial subject’s informed
consent. If such consent is revoked in the
course of the STUDY, no further STUDY
related procedures must be performed by
the PRINCIPAL INVESTIGATOR with
regard to the respective trial subject
except for any STUDY related follow-up
measures laid down in the PROTOCOL
and consented to by the trial subject.

3. The PRINCIPAL INVESTIGATOR shall use

hisfher best efforts to commence the STUDY
(first patient first visit) within 6 months after
the effective date of this Agreement,
however, not earlier than the consent of the
competent authorities with the STUDY is
obtained. BAYER shall have the right to
terminate this Agreement by giving written
notice to the CONTRACT PARTNERS in
case this timeline is not met; in accordance
with the termination Section below,

. In the event that the PRINCIPAL

INVESTIGATOR resigns from his job at the
SPONSOR, the SPONSOR shall provide
written notice to BAYER immediately upon
gaining knowledge thereof and shall
designate a duly qualified person acting as
new principal investigator. The new principal
investigator shall be requested to agree to
the terms and conditions of this Agreement in
writing. In the event BAYER does not
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neschvali nebo takovy novy hlavni zkouejici
nebude souhlasit s podminkami této Smiouvy,
je BAYER opravnén ukonéit tuto Smlouvu
vsouladu snfZze uvedenym  &lankem
upravujicim ukonéeni této Smiouvy.

§ 4 — Podpora STUDIE ze strany BAYER

¢) Pokud bude tato Smlouva zjakéhokoliv

davodu ukongena a piislusny meznik
nebude zcela spinén, BAYER neni povinen
k pfislusné platbé a ani k dal§im platbam dle
naslednych meznik.

BAYER uhradi splatnou podporu
ZADAVATELI do 30 dnl od obdrZeni fadné
vystavené faktury, nebo podobného
pisemného dokumentu vyzyvajictho
k Ghradé, na Géet ZADAVATELE uvedeny

o
~

c)

d)

approve of the new principal investigator or
such new principal investigator does not
agree to the terms of this Agreement in
writing, BAYER may terminate this
Agreement in  accordance with the
termination Section below.

§ 4 — Support of STUDY by BAYER

If a particular milestone has not been fully
reached when the Agreement, for whatever
reason, terminates, BAYER shall not be
obliged to the respective payment and any
further milestone payments.

BAYER will pay the due support to the
SPONSOR within 30 days upon receipt of a

duly issued invoice or similar written
documentation calling for payment, to the
account of the SPONSOR specified in the
headings of this Agreement. The
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vzahlavi této Smiouvy. ZADAVATEL je
opravnén vystavit pfislusnou fakturu nebo
pfipadné podobny pisemny dokument
vyzyvajici k thradé, poté, co bude naplnén
pfislusny meznik, podie kterého ma byt
hrazena fakturovana ¢astka.

Viechny &astky podle této Smiouvy jsou
uvedeny bez DPH. Pokud nékteré platby
podiéhaji DPH dle zakona, BAYER uhradi
plisludnou é&astku na zaklad®é dafiového
dokladu (faktury), ktery spliuje v8echny
naleZitosti pfedepsané platnymi dafovymi
zakony. Jakékoliv jiné dané v souvislosti
s platbami dle této Smlouvy budou uhrazeny
SMLUVNIMI PARTNERY. Kazda faktura
nebo pfipadné podobny pisemny dokument
musi obsahovat  d&islo objednavky
spoletnosti  BAYER, které spolecnost
BAYER pfedda ZADAVATELI po uzavfeni
této Smlouvy.

f) Vyse dohodnuta finanéni podpora STUDIE
je veskerou finanéni podporou paskytnutou
spoletnosti BAYER ZADAVATEL! pro
STUDI. Pokud b&hem STUDIE
ZADAVATEL pozada spoleénost BAYER o
dal$i finanéni podporu STUDIE, je
ZADAVATEL povinen pisemn& objasnit
potfebu takové podpory a detailng uvede

~

divody, pro¢ jsou piivodné dohodnuté
¢astky nedostadujici., Bez  predchozf
pisemné dohody mezi BAYER a

ZADAVATELEM nema ZADAVATEL na
jinou podporu nez sjednanou touto
Smlouvou narok.

Faktury a podobné dokumenty budou
adresovany na BAYER s.ro., Medical
Department, Siemensova 2717/4, 155 00
Praha 5-Stodilky. Jako osoba odpovédna
ve spoleCnosti BAYER za zprocesovéni
dokumentll bude v pfislusné kolonce
uvede

2. Poskytnuti HODNOCENEHO LEKU

BAYER dale podpofi STUDII ZADAVATELE
bezplatnym dodanim HODNOCENEHO LEKU
vmnoZstvi a za podminek dle Dohody o
klinickych  dodavkach  pfilozené  k této
Smlouvé jako Pfiloha 3. Tato Dohoda o
klinickych dodavkach tvofi nedilnou soutast
této Smiouvy.

—

. Dalsi podpora poskytnuta spole€nosti BAYER
BAYER piijima dalsi ukoly vramci podpory
STUDIE pouze v rozsahu vyslovné
sjednaném v Matici povinnosti pfiloZzené k této
Smlouvé jako Priloha 2. Piilcha 2 tvofi

f)

a)

SPONSOR is entitted to issue the
respective invoice or, as the case may be, a
simitar written documentation calling for
payment, after the respective milestone
upon which the invoiced amount is to be
paid, has been fulfilled.

All amounts under this Agreement are net
of value-added-tax (VAT). If any payments
are subject to VAT by law, BAYER will pay
the relevant amount subject to the receipt
of an invoice which meets the requirements
of the applicable tax laws. Any other tax
with respect to the payments under this
Agreement will be bomme by the
CONTRACT PARTNERS. Each invoice or,
as the case may be, similar written
documentation shall include the BAYER's
order number communicated by BAYER to
the SPONSOR after conclusion of this
Agreement.

The above agreed-upon financial support of
the STUDY is all the financial support
granted by BAYER to the SPONSOR for
the STUDY. [f, in the course of the STUDY,
the SPONSOR requests from BAYER
further financial support for the STUDY, the
SPONSOR shali explain the need for such
support in writing and it shall lay out in
detail the reasons why the initially agreed-
upon payments were insufficient. Without a
prior written agreement between BAYER
and the SPONSOR the SPONSOR is not
entitled to any support other than stated in
this Agreement.

Invoices and similar documentation shall be
addressed to BAYER s.r.0., Medical
Department, Siemensova 2717/4, 155 00
Praha 5-Stodulky. They shall nam

s BAYER-responsible for
proceedings the documents in the
reference line.

Provision of the STUDY DRUG

BAYER will furthermore support the STUDY
of the SPONSOR by supplying, free of
charge, the STUDY DRUG in the amount
and otherwise in accordance with the terms
set forth in the Clinical Supply Agreement
attached hereto as Appendix 3. Such Clinical
Supply Agreement forms an integral part of
this Agreement.

Further support granted by BAYER

BAYER takes on further tasks to support the
STUDY solely to the extent and as explicitly
set forth in the Responsibility Matrix attached
hereto as Appendix 2. Appendix 2 forms an
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nedilnou souéast této Smiouvy.

. SMLUVNI PARTNERI budou uzivat a jsou
povinni zajistit, Ze jiné osoby zapojené do
provadéni STUDIE budou uZivat podporu
obdrzenou od spoleénosti BAYER na zakladé
této Smlouvy vyhradné pro provadéni
STUDIE.

§ 5 — Farmakovigilance

. ZADAVATEL je, prostfednictvim HLAVNIHO
ZKOUSEJICIHO, odpovédny za viechny
farmakovigilanéni povinnosti a za
bezpetnosini hlaSeni vsouladu s platnymi
zékony a pfedpisy vzemi, kde je STUDIE
provadéna.

Déle je ZADAVATEL, prostfednictvim
HLAVNIHO ZKOUSEJICIHO, povinen ihned,
nejpozdéji do 24 hodin, podavat hlaseni
spoleCnosti BAYER faxem na &islo +420 266
101 504 nebo e-mailem na
pharmacovigilance.czech@bayer.com

e ohledné produktl, které jsou uzivany
v dosud neschvalené indikaci vICH
(Mezinarodni konference pro
harmonizaci) zemi: veskeré nezZadouci
UCinky nezavisle na jejich pfiginné
souvislosti s HODNOCENYM LEKEM.

o veskeré dalsi dllezité informace o
bezpecnosti, véetné hldsenl o t&hotenstvi
a kojeni, mimo jiné véetné jejich

vysledku, lekové interakce,
pfedavkovani, zneuzivani nebo
nespravné uziti léku, nedostateény

ucinek léku (LODE), jeZz se objevi
kdykoliv béhem lécby; a

o jakékoli Nezadouci UGinky lédiva,
nezadouci pfihody a zavady v
kvalité/technické reklamace Pfipravku,
o kterych se dozvi Parther, musi byt
oznameny spolecnosti BAYER;

e veSkerou komunikaci ohledné
informaci o  bezpelnosti smérem
k regulaénim organlim nebo etické
komisi, mimo jiné véetné:

- Vyroéni zprdwy o bezpeénosti /
piislusné c&asti IND zpravy (zprava o
novém hodnoceném léku) ohledné
STUDIE;

- vedkeré daldi zpravy o bezpelnosti,
problémy a dotazy, vznesené
regulacnimi organy & etickou komisi,
nebo jim sdélované.

. The SPONSOR,

integral part of this Agreement.

. The CONTRACT PARTNERS will use, and

shall ensure that other persons involved in
the conduct of the STUDY will use, the
support received from BAYER based on this
Agreement exclusively for the performance of
the STUDY.

§ 5 - Pharmacovigilance

through  PRINICPAL
INVESTIGATOR, is responsible for all of the
pharmacovigilance obligations and safety
reporting pursuant to the applicable laws and
regulations in the country where the STUDY
is performed.

Additionally, the SPONSOR, through
PRINICPAL INVESTIGATOR, shall
immediately, within 24 hours at the latest,
report to BAYER by fax +420 266 101 504
and/or e-mail
pharmacovigilance.czech@bayer.com

e For products which are used in an
indication not yet approved in an ICH
(International Conference on
Harmonization) country: all Serious
Adverse Events independent of their
causal relationship to the STUDY DRUG.

s any other relevant safety information
including but not limited to reports on
pregnancy and lactation including their
outcome, drug interaction, overdose,
drug abuse or misuse, and lack of drug
effect (LODE) occurring at any time
during the treatment phase; and

e Any Adverse Drug Reactions, Adverse
Events and Product Technical Complaints
that come to the attention of Partner must be
reported to Bayer;

e any communication  concerning
safety related information to regulatory
authorities or ethics committees including
but not limited to:

- Annual Safety Reports / relevant
parts of IND (investigational new drug)
reports for the STUDY;

- Any other safety related reports,
issues and queries that are either raised
by or communicated to regulatory
authorities or ethics committees.
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2. SMLUVNI PARTNERI| se zavazuji okamZité | 2. The CONTRACT PARTNERS commit to

odpovédét spoletnosti BAYER na jakékoliv
otazky  tykajici se  dokumentace o
nezadoucich  G&incich, véetné  otazek
tykajicich se zadani zvlastni léCby hlasenych
zavaznych  neoekavanych  neZadoucich
Gdinkd léku.

. Podrobné informace o bezpecnostnim hiaSeni
a nalezitosti  bezpelnostniho  hlaseni
SMLUVNIMI PARTNERY spoleénosti BAYER
jsou obsaZeny ve Farmakovigilanéni dohodé
pfilozené k této Smlouvé jako Pfiloha 4.
Pfiloha 4 tvofi nedilnou souéast této Smlouvy.

§ 6 — Audity a inspekce

Pokud kterykoliv organ z oblasti zdravotnictvi
bude provadét nebo oznami zadmér provést
inspekci v jakémkoliv misté vyzkumu nebo u
ZADAVATELE, nebo bude €init jakékoliv jiné
kroky v souvislosti se STUD}, ZADAVATEL o
tom okamzité vyrozumi spoleénost BAYER a
poskytne ji veSkeré souvisejici informace.
Spoleénost BAYER miize poskytnout podporu
v souvislosti s inspekcemi na kterémkoliv
misté vyzkumu,

§ 7 — Poskytnuti tidaji a zprav

. Vpfipadé, Zze PROTOKOL neni ke dni
podpisu  této Smilouvy jedté dokoncen,
ZADAVATEL zalle spolednosti BAYER pro
informaci navrh a finalnf verzi PROKOTOLU,

. ZADAVATEL, prostiednictvim HLAVNIHO
ZKOUSEJIC[HO, je  povinen  piedat
spole¢nosti BAYER do dvou dnG od
okamZiku, kdy se o nich dozvédél, nasledujici
informace souvisejici se STUDII:
o Kopii souhlasu Etické komise a
souhlasu Statniho Ustavu pro kontrolu
lé&iv se STUDI, vietné piisiuéného
identifikatoru STUDIE (EUDRACT nebo
obdobny);

e Skutetné datum pfijeti prvniho
pacienta;
e VesSkeré  vyznamné  planované

zmény v navrhu a v provadéni STUDIE,
véetné zmén PROTOKOLU. V pfipadé,
Ze na zékladé svého viastniho uvaZeni
spoleénost BAYER s ohledem na takové
zmény nema zijem dale podporovat
zmeénénou STUDII, ma pravo ukongit tuto

. The SPONSOR,

promptly respond to any query from BAYER
regarding adverse event documentation. This
will include queries related to specific
treatment assignment for reported Serious
Unexpected Adverse Drug Reactions.

. Detailed information on safety reporting and

requisites of safety reporting by CONTRACT
PARTNERS to BAYER are set forth in
Pharmacovigilance Appendix attached hereto
as Appendix 4. Appendix 4 forms an integral
part of this Agreement.

§ 6 — Audits and Inspections

Should any Health Authority conduct or give
notice of intent to conduct any inspection at
any investigation site, or at the SPONSOR
site, or take any other action with respect to
the STUDY, the SPONSOR will promptly
give BAYER notice thereof, and supply all
information pertinent thereto. For inspections
at any investigation site, BAYER may support
such inspections.

§ 7 — Provision of Data & Reports

. In case the PROTOCOL is not yet finalized at

the time this Agreement is signed, the
SPONSOR will send the draft and the final
version of the PROTOCOL to BAYER for
information.

through  PRINICPAL
INVESTIGATOR, shall transmit to BAYER
within two weeks of knowledge the following
information related to the STUDY:

¢ A copy of the consent to the STUDY
of the respective Ethical Commission and
of the State Institute for Drug Control, by
BAYER, including the applicable identifier
of the STUDY (EUDRACT or equivalent);

o The actual date of the first patient
recruitment;

e Any significant planned changes to
the designh and conduct of the STUDY,
including PROTOCOL amendments. In
case BAYER, in its sole discretion,
deems that in respect of such changes it
does not wish to support the changed
STUDY any longer, BAYER has the right
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Smlouvu dle nize uvedeného dlanku
upravujiciho ukonéeni této Smiouvy;

o Skute€né datum dokonéeni STUDIE
(posledni pacient posledni navstévay);

o SkuteCny pocet pacientl pfijatych
bé&hem STUDIE,

3. SMLUVNI PARTNERI jsou povinni informovat

spoletnost BAYER o jakychkoliv otézkach,
pozitivnich &  negativnich, vznesenych
regulacnimi organy ¢&i etickou komisi
v souvislosti se STUDII, a to do 24 hodin, co
s& o nich dozvi.

. ZADAVATEL, prostfednictvim HLAVNIHO
ZKOUSEJICIHO, je povinen podavat
spole€nosti BAYER zpravu o stavu postupu
ve STUDI, vcetné ¢iselnych tdajll o naboru,
kdykoliv na jeji Zadost a vidy nejméné
kazdych 6 mésice, ZADAVATEL,
prostiednictvim HLAVNIHO ZKOUSEJICIHO,
je povinen =zaslat spoleénosti BAYER
konegnou pisemnou zpravu shrnujici veSkeré
vysledky STUDIE hez zbyte¢ného odkladu po
dokoncenf STUDIE (posledni pacient posledni
navétéva). To plati i v pfipadé, kdy je STUDIE
skongena pfed plvodné  planovanym
ukon&enim.

. ZADAVATEL poskytne spolecnosti BAYER na
jeji zadost Prohlaseni o finanénich zajmech,
které shromazdil od Zkousejicich v8ech
ZUCASTNENYCH CENTER.

§ 8 — Prava k vysledkim

. Pokud neni vtéto Smlouvé uvedeno jinak,
veskeré Udaje a duSevni vlastnictvi vzniklé
v souvislosti s provadénim STUDIE (dale jen
jako  ,VYSLEDKY"}) nalezi ZADAVATELI
a/nebo HLAVNIMU ZKOUSEJICIMU.
ZADAVATEL a HLAVNI ZKOUSEJICI timto
kazdy udéluji spole¢nosti BAYER a jejim
PROPOJENYM OSOBAM vyhradni, trvalé (v
rozsahu trvani pfislusnych prav dle zakona)
neodvolatelné, dale sublicencovatelng,
beziplatng, mistné neomezené opravnéni
k pfistupu, pfevodu a k uziti VYSLEDKU bez
omezeni jakymkoliv zplisobem dle svého
uvazeni.

,LLROPOJENOQU 0OSOBOU" se vtéto
Smiouvé rozumi osoba nebo spolecnost,
ktera pfimo &i nepfimo, skrze jednoho &i vice
prostfednik(, kontroluje, je kontrolovana nebo
je pod spole¢nou kontrolou s danou Smluvni

. The SPONSOR,

to terminate this Agreement in
accordance with the termination Section
set forth below;

e The actual date of completion of the
STUDY (last patient last visit);

e The actual number of patients
recruited in the course of the STUDY.

. The CONTRACT PARTNERS shall inform

BAYER within 24 hours upon gaining
knowledge of any issues, positive or
negative, raised by the regulatory authorities
or ethics committees with regard to the
STUDY.

through  PRINICPAL
INVESTIGATOR, shall report to BAYER at
any time upon BAYER's request, and always
at least every 6 months, on the state of
advancement of the STUDY, including
recruitment figures. The SPONSOR, through
PRINICPAL INVESTIGATOR, shall send
BAYER a final written report summarizing
any and all results of the STUDY without
undue delay upon completion of the STUDY
(last patient last visit). This also applies in
case the STUDY has been terminated before
its originally scheduled end.

. The SPONSOR will on BAYER's request

provide to BAYER the Financial Disclosure
Forms it collected from the Investigators of all
PARTICIPATING SITES,

§ 8 — Rights to results

. As far as not otherwise set forth herein, all

data and intellectual property generated in
connection with the performance of the
STUDY (hereinafter referred to as the
“RESULTS") will belong to the SPONSOR
and/or the PRINCIPAL INVESTIGATOR. The
SPONSOR and the PRINCIPAL
INVESTIGATOR each hereby grants to
BAYER and its AFFILIATES an exclusive,
perpetual (to the extent of duration of the
respective rights under the law), irrevocable,
sub-licensable, royalty-free, worldwide right
to access to and transfer and use, without
limitation in any manner in its discretion, of
the RESULTS.

“AFFILIATE” in this Agreement shall mean
any entity or company which direclly or
indirectly, through one or  more
intermediaries, controls, is controlled by or is
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stranou.

2. SMLUVNI PARTNERI si ponechavaji pravo
uzit VYSLEDKY pro své interni neobchodni
vyzkumy a pro uGCely vyuky, s vyhradou
ustanoveni o mienlivosti a publikovani
stanovenych v této Smiouvé.

3. Duevni vlastnictvi ke kterymkoliv
patentovatelnym VYSLEDKUM, které se
vztahuje k HODNOCENEMU LEKU, nebo je
odvozeno od viastnictvi informace poskytnuté
v souvislosti s nim spole¢nosti BAYER nebo
jejim jménem nebo PROPOJENOU OSOBOU
spoleénosti BAYER (dale jen ,VYNALEZ")
nélezi  spoleénosti BAYER. SMLUVNI
PARTNERI zajisti, e veskeré VYNALEZY
budou bez zbyteéného odkladu pisemné
oznameny spolednosti BAYER. SMLUVNI
PARTNERI timto pfedem postupuji veskera
prava, tituly a zajmy ohledné VYNALEZU
spolednosti BAYER. Spoleénost BAYER
anebo kterékoliv s nf PROPOJENA QOSOBA je
opravnéna podat pfihlasku patentu pro tyto
VYNALEZY, a to svym jménem nebo jménem
uréené treti osoby, na své viastni néaklady,
s uvedenim jména vyndlezce(-U) v pfihlasce
patentu. SMLUVNI PARTNERI se zavazuji
podepsat a =zajistit, aby zaméstnanci
ZADAVATELE a dalsi subjekty zahrnuté
SMLUVNIMI  PARTNERY do provadéni
STUDIE podepsali veSkeré dokumenty a
poskytli takova své&dectvi, jaka BAYER uzna
za nezbytné pro (gely podani pfihlasky
patentu a ziskanf patentu za Géelem ochrany
zajmb  dudevniho vlastnictvi spoleénosti
BAYER, ktera vzniknou ze STUDIE.

4, BAYER a sni PROPOJENE OSOBY smi
uZfvat, rozmnozovat a pfevadét
anonymizované radiologické/diagnostické
snimky  pofizené v pribshu  STUDIE
v souladu s informovanym souhlasem, pro
veskeré (lely védecké a/nebo komeréni,
vjakékoli formé& a jakymikoli zpUsoby,
elektronickymi nebo mechanickymi, vCetné
poftizovani fotokopii, elektronickych zaznamb
(napf. na CD-ROM), mikro-kopii, nebo
prostfednictvim  systém(  uchovavani a
obnovovani dat, vEetné databank a internetu.
Za timto tcelem udéluji SMLUVNI PARTNERI
spoleénosti  BAYER  vyhradni, mistem
neomezenou, ¢asové neomezenou (v rozsahu
trvani pfislusnych prav dle zakona) a
neodvolatelnou licenci, véetné prava udélovat
podiicence OSOBAM PROPOJENYM se
spoleCnosti BAYER, k uzivani  vyde

under common control with a respective
Party.

. The CONTRACT PARTNERS retain the right

to use the RESULTS for it's internal non-
commercial research and teaching purposes,
subject to the terms on confidentiality and
publication set forth herein.

. The intellectual property in any patentable

RESULT that relates to the STUDY DRUG,
or is derived from proprietary information
provided in relation to it by or on behalf of
BAYER or an AFFILIATE of BAYER,
(hereinafter referred to as “INVENTION)
belongs to BAYER. The CONTRACT
PARTNERS ensure that all INVENTIONS will
be notified to BAYER in writing without delay.
The CONTRACT PARTNERS hereby assign
in advance all right, title and interest in any
such INVENTION to BAYER. BAYER and
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. The CONTRACT PARTNERS
shall execute - and shall ensure that any
employees of the SPONSOR and other
parties involved by the CONTRACT
PARTNERS 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
radiological/diagnostic images generated in
the course of the STUDY, as stated in the
informed consent, for any purpose, scientific
and/or commercial, in any form and by any
means, electronic or mechanical, including
photocopying, recording (e.g. on CD-ROM),
micro-copying, or by any information storage
and retrieval system, including data banks
and the internet. The CONTRACT
PARTNERS hereby grant to BAYER an
exclusive, royalty-free, world-wide, time-
unlimited (to the extent of duration of the
respective rights under the law), irrevocable
license, with the right to grant a sublicense to
BAYER AFFILIATES, in this respect. The
PRINCIPAL INVESTIGATOR confirms that
all such images will be obtained with the
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uvedenych snimkd.. HLAVNI ZKOUSEJICI
potvrzuje, Ze veskeré takové snimky budou
ziskané se souhlasem subjektu hodnoceni a
Ze nebudou obsahovat Zadné informace,
jejichZ prostiednictvim by mohl byt konkrétni
subjekt hodnoceni identifikovan.

5. Kazda ze Sraluvnich stran zstava viastnikem
veskerych majetkovych prav a/nebo vynalez(
vzniklych pfed zahajenim STUDIE. SMLUVNI
PARTNERI budou informovat BAYER pfed
zahajenim STUDIE a b&hem trvani STUDIE o
vedkerych majetkovych pravech a vynélezech
viastnénych ZADAVATELEM a/nebo
HLAVNIM ZKOUSEJICIM (spoletné dale jen
jako (,DUSEVNI VLASTNICTVI
ZADAVATELE"), pokud se takové DUSEVN|
VLASTNICTVI ZADAVATELE vztahuje k uziti
VYSLEDKU. Vopfipadd, e pro uziti
VYSLEDKU je nezbytna licence
k DUSEVNIMU VLASTNICTVI
ZADAVATELE, ud&luji SMLUVNI PARTNERI
spaleénosti BAYER a sni PROPOJENYM
OSOBAM v rozsahu k tomu potfebném trvalé
(v rozsahu trvani pfisludnych prav dle
zakona), neodvolatelné, mistné neomezené,
sublicencovatelné, bezuplatné a nevyhradni
opravnéni k pfistupu, pfevodu a uzili
takového DUSEVN[HO VLASTNICTVI
ZADAVATELE, .jak je obsaZeno ve
VYSLEDCICH v souladu stouto Smiouvou,
jakymkoliv zplisobem bez omezeni a dle
vlastniho uvazeni.

6. SMLUVNI PARTNERI déle dle svého nejlepsi
védomi budou spole¢nost BAYER pred
zahajenim STUDIE a vpribéhu STUDIE
informovat o veskerych majetkovych pravech
a vynélezech vilastnénych tfetimi stranami,
pokud se takova prava vziahujif k uZiti
VYSLEDKU.

7. Svyjimkou prav uZivani pro provedeni
STUDIE spoleénost BAYER touto Smlouvou
neudéluje SMLUVNIM PARTNERUM 2adna
vyslovnd ani implicitni prdva duSevniho
viastnictvi k HODNOCENEMU LEKU nebo
k jakymkoliv metodam vyroby & uziti
HODNOCENEHO LEKU.

§ 9 — Micenlivost

1. Smluvni strany se zavazuji zachazet se vSemi
informacemi pfijatymi od sdélujici Smluvni
strany nebo jejim jménem anebo od
PROPOJENYCH OSOB takové Smluvni
strany  vsouvislosti se  STUDIl, s
HODNOCENYM LEKEM, s touto Smliouvou

patient’s consent and that the images will not
contain any information through which the
relevant patient could be identified.

. Each Party will remain the owner of any

proprietary rights and/or inventions made
prior to the commencement of the STUDY.
The CONTRACT PARTNERS will inform
BAYER prior to the commencement of and
during the STUDY of any proprietary rights
and inventions owned by the SPONSOR
and/or the PRINCIPAL INVESTIGATOR
(collectively “"SPONSOR IP") if such
SPONSOR IP is related to the use of the
RESULTS. In the event and to the extent that
the use of the RESULTS requires a license
under the SPONSOR IP, the CONTRACT
PARTNERS hereby grant BAYER and its
AFFILIATES a perpetual (to the extent of
duration of the respective rights under the
law), irrevocable, worldwide, sub-licensable,
royalty-free non-exclusive right to access,
transfer and use, without limitation in any
manner and in its sole discretion such
SPONSOR IP as contained in the RESULTS
in accordance with the terms of this
Agreement.

. The CONTRACT PARTNERS  will

furthermore to the best of their knowledge
inform BAYER prior to the commencement of
and during the STUDY of any proprietary
rights and inventions owned by third parties if
such rights are related to the use of the
RESULTS.

. Except for, and limited to the right to use for

the conduct of the STUDY, BAYER grants
the CONTRACT PARTNERS no express or
implied intellectual property rights in the
STUDY DRUG or in any methods of making
or using the STUDY DRUG.

§ 9 - Confidentiality

. The Parties shall treat all information

received by or on behalf of the disclosing
Party or any of its AFFILIATES relating to the
STUDY, the STUDY DRUG, this Agreement
and/or all the RESULTS (hereinafter called
“CONFIDENTIAL INFORMATION") strictly
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a/nebo s VYSLEDKY (dale jen ,DUVERNE
INFORMACE") pfisné duvérné. Smluvnf
strany smi pouzivat DUVERNE INFORMACE
pouze pro utely plnéni teto Smlouvy a
zavazuji se nezpfistupnit takové DUVERNE
INFORMACE zadné ftreti strané bez
pfedchoziho pisemného souhlasu sdélujici
Smiuvni strany. Smiuvni strany se zavazuji
umoznit piistup k DUVERNYM INFORMACIM
pouze osobam, jez se potfebuji
s DOVERNYMI  INFORMACEMI  seznémit
v souladu s ucelem této Smiouvy, a to pouze
tehdy, pokud tyto osoby jsou viéi takové
Smluvni strané zavdzany prokazatelnym
zplsobem, napfiklad pisemnou smlouvou, k
povinnosti mi¢enlivosti alespof tak pfisné jako
stanovi tento Clanek 9.

. Povinnost migenlivosti a zakazu pouZivani se
nevztahuje na ty DUVERNE INFORMACE, (a)
které jsou publikovany v souladu
s podminkami stanovenymi v ¢l. 10 této
Smlouvy; (b) ohledné kterych pfijimajic
Smluvni. strana mbZe prokazat, Ze jiz byly
v jeji dispozici v okamziku jejich zpfistupnéni
sdélujict Smiuvni stranou; {c) které jsou nebo
se stanou vefejné znamymi jinak neZ
jednanim nebo opomenutim na strané
prijimact Smluvni strany, (d) které pfijimajici
Smluvni strana opravnéné nabyla od treti
strany, kterd neni v{¢i sdélujici Smiuvni
strang vazéna vyslovné ani implicitné
povinnosti micenlivosti; (e) ohledné kterych
piijfimajici Smluvni strana mize prokézat, Ze
je vyvinula nezavisle a bez odkazu na
DUVERNE INFORMACE nebo jejich uZiti.

. Pfijimajfci Smiuvni strana je dale opréavnéna
zpiistupnit DUVERNE INFORMACE
vtakovém rozsahu, vjakém je takové
zplistupnéni vyzadovano pravnimi predpisy
nebo vykonatelnym soudnim rozhodnutim,
avdak za podminky, Ze pfijimajici Smiuvni
strana o takové skuteCnosti v pfiméfeném
Gasovém  pfedstihu  informuje  sdélujici
Smluvni stranu a na jeji Zadost s ni bude
spolupracovat ve snaze dosahnout
ochranného opatieni nebo jiného
pfiméFeného pravniho prostfedku. Pfijimajici
Smiluvni strana se zavazuje vyvinout veskeré
piiméfené Usill, aby =zabezpetila divémé
zachazeni s kteroukoli  z DUVERNYCH
INFORMACI, je2 ji bude zp¥istupnéna.

. Povinnost miCenlivosti a zékazu pouzivani
DUVERNYCH INFORMACI dle této Smiouvy
trvaji po celou dobu platnosti této Smlouvy a
jesté po dobu deseti {10) let od pfedSasného

confidential. The Parties shall use the
CONFIDENTIAL INFORMATION only for the
purposes of this Agreement and shall not
disclose such CONFIDENTIAL
INFORMATION to any third party without the
disciosing Party’s prior written consent. The
Parties shall provide access to the
CONFIDENTIAL INFORMATION only to
persons that have a need to know the
CONFIDENTIAL INFORMATION in line with
the purpose of this Agreement and only if
such persons are bound to such Party in a
demonstrable manner, e.g. by a written
agreement, to the confidentiality obligation at
least as stringent as stated in this Section 9.

. The obligation of confidentiality and non-use

shall not apply to CONFIDENTIAL
INFORMATION which (a) is published in
accordance with the terms set forth in
Section 10 hereof; (b) the receiving Party can
demonstrate was already in its possession at
the time of its disclosure to it by the
disclosing Party; (c) is or becomes public
knowledge other than by an act or omission
on the part of the receiving Party; (d) is
legally acquired by the receiving Party from a
third party not bound to the disclosing Party
by any express or implied obligation of
secrecy; (e) the receiving Party can prove
was developed independently by it without
reference to or use of the CONFIDENTIAL
INFORMATION.

. Furthermore the receiving Party may disclose

the CONFIDENTIAL INFORMATION to the
extent that such disclosure is required to
comply with law or an enforceable judicial
order, provided, however, that the receiving
Party shall give reasonable advance notice to
the disclosing Party and, at its request, shall
cooperate with the disclosing Party to seek a
protective order or other appropriate remedy.
The receiving Party will use reasonable
efforts to secure confidential treatment of any
CONFIDENTIAL INFORMATION that will be
disclosed to it.

. The obligation of confidentiality and non-use

provided hereunder shall survive during the
period of this Agreement and for a period of
ten (10) years upon early termination or

Page 13 of 22



SOP ID: BSP-SOP-040
Clinical Supplies Agreement
Associated Dacument Date: 2011-Jan-21

j} Bayer HealthCare

T

B4

L

a)

ukonéeni nebo uplynuti této Smiouvy.

§ 10 — Publikovani

. BAYER bere na védomi zdjem SMLUVNICH

PARTNERU zvefejnit vysledky STUDIE a
takovou aktivitu podporuje.

. K zajisténi, ze nechranéné VYNALEZY a

DUVERNE INFORMACE nebudou nechténé
zvefejnény, zavazuji se SMLUVN| PARTNERI
dodrzet nasledujicl podminky publikovani:

SMLUVNI  PARTNERI  jsou  povinni
poskytovat spoletnosti BAYER veSkeré
navrhy na publikovani nebo na ustni
prezentace  tykajici se STUDIE,
HODNOCENEHQO LEKU nebo VYSLEDKU
(dale jen jako ,PUBLIKACE") nejméné
Sedesat (60) dnO pfed zamyslenym
pfedloZenim k vydani, resp. pied prezentaci
PUBLIKACE, aby je spole¢nost BAYER
mahla zkontrolovat. Pokud spolecnost
BAYER neoznami SMLUVNIM
PARTNERUM z&dné ptipominky ve Ih(té
Sedesat (60) dnlt ode dne piijeti zamyslené
PUBLIKACE spoleCnosti BAYER, jsou
SMLUVNI PARTNER! opravnéni takovou
PUBLIKACI publikovat,

Spole&nost BAYER a SMLUVNI PARTNERI
se zavazuji prodiskutovat veSkeré rozdily
v nazorech na zamysleny obsah
PUBLIKACE za uéelem naleznout feSeni
uspokojivé pro spoletnost BAYER i pro
SMLUVNI PARTNERY. Spolegnost BAYER
je opravnéna navrhnout jakékoli zmény
PUBLIKACE, které odlvodnéné povazuje za
nezbytné pro védecke Udely. SMLUVNI
PARTNER! se zavazuji, Z2e implementace
takovych doporu€enych zmén nebude
nedivodné odmitnuta.

Pokud lze odekévat, Ze takova PUBLIKACE
by mochla mit neZadouci uginek na
zachovani divérnosti kterékoli z
DUVERNYCH  INFORMACI  spoletnosti
BAYER, SMLUVNI PARTNERI se zavazuiji
zabranit takové PUBLIKACI, ledaZe je
pfedmétna DUVERNA INFORMACE
vymazana z PUBLIKACE bez negativniho
vlivu na védeckou spravnost PUBLIKAGE.

Pokud by PUBLIKACE z pohledu
spolednosti BAYER mohla mit nezadouci
uginek na schopnost ziskat patentovou

a)

d)

expiration of this Agreement.

§ 10 — Publication

BAYER acknowledges the interest of the
CONTRACT PARTNERS to publish the
findings of the STUDY and it is supportive
towards such activity.

To ensure against inadvertent disclosure of
unprotected INVENTIONS and
CONFIDENTIAL INFORMATION, the
CONTRACT PARTNERS agree to comply to
the following terms on publication:

The CONTRACT PARTNERS shall provide
to BAYER any proposed publication or oral
presentation relating to the STUDY or the
STUDY DRUG or the RESULTS
(hereinafter called the "PUBLICATION") at
least sixty (60) days prior to the intended
submission for issuance or presentation of
the PUBLICATION in order to allow BAYER
to review it. If BAYER does not notify the
CONTRACT PARTNERS of its comments
within sixty (60) days of BAYER's receipt of
the  intended PUBLICATION, the
CONTRACT PARTNERS shall be free to
publish such PUBLICATION.

BAYER and the CONTRACT PARTNERS
shall discuss any difference of opinion with
regard to the intended content of the
PUBLICATION in order to find a solution
salisfactory for BAYER and the
CONTRACT PARTNERS. BAYER may
recommend any changes to the
PUBLICATION it reasonably believes are
necessary for scientific purposes. The
CONTRACT PARTNERS agree that the
implementation of such recommended
changes shall not be unreasonably refused.

if such PUBLICATION could be expected to
have an adverse effect on the
confidentiality of any of the BAYER's
CONFIDENTIAL  INFORMATION, the
CONTRACT PARTNERS shall prevent the
PUBLICATION, unless the CONFIDENTIAL
INFORMATION is 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
obtain  patent = protection for any
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ochranu pro kterykoli VYNALEZ, spoleénost
BAYER ma pravo pozadovat odklad
PUBLIKACE na pfimérenou dobu za U&elem
pfipravy a podani 2Zadané patentové
pfihlagky spoleénosti BAYER nebo jejim
jménem, av8ak tato doba nesmi pfesahnout
dvanact (12) mésich od data, kdy byla
spole¢nosti BAYER PUBLIKACE dorucena
ke kontrole. Spoleénost BAYER ma pravo
pozadovat dal$i adklad PUBLIKACE, pokud

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 twelve (12)
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 filed

podand patentova pfihladka s pravem patent priority application is incomplete and
pfednosti je nelplna a do Zadosti musi byt subject matter has to be added to the
doplnén pfedmét patentové pfihlasky. application. In this case BAYER may
Vtomto pifpadé ma spole¢nost BAYER request a delay of any PUBLICATION until
pravo pozadovat odklad jakékali the completion of the priority application.
PUBLIKACE az do doplnéni pfihlasky BAYER will not prohibit a PUBLICATION if
s prdvem piednosti. Spole¢nost BAYER the patentable information has been
nebude zakazovat PUBLIKACI v pfipadé, removed in full from the planned

kdy informace, ktera je zplsobila byt
pfedmétem  patentové ochrany, byla
Z planované PUBLIKACE zcela odstranéna.

SMLUVNI PARTNERI se zavazuji zahrnout

PUBLICATION.

e) < ce 2 " e) The CONTRACT PARTNERS shall include

s;’tka?d‘? ZUFLJ‘?ACE praptasan o tom, Ze ) a statement in any PUBLICATION that

voreni dal bylo podpareno Spolecnosi creation of the data was supported by

BAYER soucasne se tSMLUVN' PARTNERI BAYER; they shall also adequately inform

zavazui  Iniormova o Sve mie about their involvement in and their benefits

angazovanosti ve STUDII a jejich prospéchu from the STUDY. Authorship and

ze STQDIE; Autorstvi a pgdék,ov'ani by mély acknowledgements for scientific

byt P vede\;:tlsfm’ pu blikovan J \éso;ﬂe}dﬁ publications should be consistent with the

S principy. clenymt Vv ednotnyc principles embodied in the ICMJE Uniform
pozadavc'u:h na rukoglsy ICM.E. Requirements for Manuscripts.

f) SMLUVNI PARTNERI! jsou odpovédni za f) The CONTRACT PARTNERS are

dodrZenf stejnych povinnosti a poZadavki
na PUBLIKACI, které jsou stanoveny v ¢l
10. odst. 2., také véemi Cleny zkusebniha
tymu.

3. Povinnosti stanové v &l. 10 odst. 2. vy$e trvaji

responsible for compliance with the same
obligations and requirements for
PUBLICATION as set forth in Section 10.
Paragraph 2. also of all Study Team
Members.

po celou dobu platnosti této Smlouvy a 3
zlistanou v platnosti dalSich deset (10) let po | ™
predéasném ukondeni nebo uplynuti této
Smiouvy.

4. Nazev spole¢nosti BAYER nesmi byt
pouZivan v Zadném reklamnim & jiném 4
materialu  SMLUVNICH PARTNERU bez |
pfedchoziho pisemného schvaleni
spoleénosti BAYER.

The obligations set forth in Section 10.
Paragraph 2 above are applicable during the
period of this Agreement and shall survive for
another ten (10) years upon early termination
or expiration of this Agreement.

The name of BAYER shall not be used in any
advertising or other material of the
CONTRACT PARTNERS without BAYER's
prior written authorisation.

§ 11 — Vyhlaseni vysledk § 11 — Results Posting
1. Pokud ZADAVATEL neni jiz na zakladé 1
zékona povinen vyhlasit vysledky STUDIE, |
vyzyvd spoletnost BAYER ZADAVATELE

k vyhlaSeni souhrnu vysledki STUDIE na
www.ClinicalTrials.gov (zvefejnéni registru).

As far as the SPONSOR is not already
obliged by law to post the resuits of the
STUDY, BAYER encourages the SPONSOR
to post on www.ClinicalTrials.gov (registry
posting) a summary of the results of the
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2. Vposledné uvedeném pfipadé spoletnost STUDY.

BAYER wvyzyva ZADAVATELE k vyhlaeni
vysledki STUDIE do dvanacti mésiclt od
dokon¢eni STUDIE, jak je definovano
v PROTOKOLU. Vpfipadé predéasného
ukonéeni STUDIE by maly byt vysledky
vyhld8eny do dvanacti mésicli od data
posledniho vySetfeni posledniho pacienta,
ktery zbyval ve STUDII, nebo od data, kdy
bylo u¢inéno rozhodnuti o ukonteni STUDIE,
podle toho, co nastane dfive. Pokud byla
STUDIE pfedc¢asné ukonéena
z bezpecnostnich diivodd, informace
popisujici divody ukonéeni STUDIE, zvlaité
upozorfiyjici na jakékoliv zjevné ohrozeni
zdravi pacienta (dosud nezvefejnéné na
etiket&), by mély byt vyhlaseny do 30 dni od
ukon&en{ STUDIE.,

. Souhrn vyhlaseni by mél odpovidat principlim
stanovenym v ICH E3 a piipadné dalsim
pisiusnym ICH smémicim. Souhrn vyhiaseni
by mél rovnéz odrazet nejen nazvy generik a
znatek dotéenych produktd spolednosti
BAYER, ale téz seznam veSkerych jejich
pfezdivek, pod kterymi mohou byt tyto
produkty BAYER znamy v dobé zvefejnéni,
véetné sériovych &isel, kadld nazvli a
chemickych popisd.

. ZADAVATEL je povinen umoZnit spoleénosti
BAYER kontrolu vyhlaSeni pfed jeho
uvefejnénim a poskytnout spoleénosti BAYER
piflezitost k jeho pfipominkovani.

§ 12 — Odpovédnost, odSkodnéni, pojisténi

. Smluvni strany berou na védomi a souhlasi

stim, Ze spole¢nost BAYER nenese
odpovédnost ani neruéi za planovani,
provadeéni a/nebo fizeni STUDIE, za

povinnosti souvisejici se STUDIl ani za
narocky zni nebo ve spojeni sni vzniklé,
vyjma pfipadl, kdy spoletnost BAYER touto
Smiouvou a jejimi piilohami vyslovné pfevzala
odpovednost za konkrétn{ tilohy souvisejicl se
STUDII.

. ZADAVATEL prohlasuje a zaruéuje, Ze bude
udrzovat odpovidajici pojisténi  kiinického
hodnoceni pro Geely STUDIE, jak je
pozadovano platnymi pravnimi pledpisy,
mimo jiné véetné pojisténi odpovédnosti
ZADAVATELE a HLAVNIHO ZKOQUSEJiCIHO
za $kodu, véetnd odskodnénl v pfipadé smiti
subjektu hodnoceni nebo v piipadé Skody
vzniklé na zdravi subjekiu  hodnoceni
v disledku provadéni studie v souladu s § 52

In the latter case, BAYER encourages the
SPONSOR to post the STUDY results within
twelve months of the completion of the
STUDY as defined in the PROTOCOL. In
case of a premature termination of the
STUDY, results should be posted within
twelve months after the date of the last
observation of the last patient who remains
enrolled in the STUDY or after the date the
decision has been made to terminate the
STUDY, whichever happens first. Has the
STUDY been prematurely terminated due to
safety reasons, information describing
reasons for terminating the STUDY,
especially noting any discernible threat (not
previously disclosed on the label) to patient
health should be posted within 30 days after
termination of the STUDY.

The summary of the posting should conform
to ICH E3 principles and other respective
ICH guidelines, if applicable. The summary of
the posting should also reflect not only the
generic and brand names of the BAYER
product(s) involved, but also a listing of all
aliases under which the BAYER product(s)
may be known at the time of posting,
including serial numbers, code names and
chemical descriptions.

The SPONSOR shall give BAYER the
opportunity to review the posting prior fo its
publications and grants BAYER the
opportunity to comment.

§ 12 ~ Liability, Indemnification, Insurance

The Parties acknowledge and agree that
BAYER shall not be held responsible or liable
for the planning, performance and/or conduct
of the STUDY, study-related obligations and
claims arising from or in relation thereto,
except to the extent that BAYER has
specifically assumed the responsibility of
certain STUDY related functions under this
Agreement and its Appendices.

The SPONSOR represents and warrants that
it will hold adequate clinical study insurance
for the STUDY as required by the local
regulatory requirements, including but not
limited to the insurance of liability of the
SPONSOR and the PRINCIPAL
INVESTIGATOR for damage, including
indemnification in case of death of a trial
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odst. 3. pism. f) zakona &. 378/2007 Sbh., o
lé€ivech, v platném znéni. Spole€nost BAYER
neni odpovédna a neru¢i za pojistné, ani za
Zadné jiné naklady nebo naroky v souvislosti
s pojisténim.

3. ZADAVATEL prohlasuje, ze ma dle § 45 odst.
2 zakona €. 372/2011 Sb., o zdravotnich
sluZzbach a podminkach jejich poskytovani,
v platném  znéni, uzavfenu  pojistnou
smiouvu ha pojisténi odpovédnosti za $kodu
zplsobenou obganim pfi  poskytovani
zdravotni péce. Tato pojistna smlouva je
uzavfena v zakonem poZadovaném rozsahu a
neobsahuje pojisténi odpovédnosti za Skodu
zplUsobenou  pfi  provadéni  klinickéha
hodnoceni. Dle § 45 odst. 2 zakona &,
372/2011 Sb., musi byt pojisténi uzavieno po
celou dobu, po kterou ZADAVATEL poskytuje
zdravotni pégi.

4. Po celou dobu trvani této Smlouvy a po jejim
ukonéeni budou SMLUVNI PARTNERI hajit,
odskodni a budou kryt spoleénost BAYER,
s ni PROPOJENE OSOBY a jejich piislusné
feditele, vedouci pracovniky, zaméstnance,
zastupce, nastupce a nabyvatele vici
ve§kerym zavazkdm, narokim, Zalobam,
§kodam, nakladim a vydajim, véetné
pfiméfenych nékladii pravniho zastoupeni
(dale jen jako ,Ztrata") vyplyvajicich
z porueni povinnosti, jez byly pfevzaty na
zakladé této Smilouvy, kterymkoliv z nich,
nebo kterymkoliv zaméstnancem
ZADAVATELE nebo obchodnimi  partnery
zapojenymi kterymkoliv z nich do plnéni této
Smilouvy a/nebo vyplyvajicich z provadéni
STUDIE, s vyjimkou pfipadd, kdy je takova
Ztrata  zplUsobena  nedbalostinim  nebo
Gmysinym  porusenim  smiuvnich  nebo
zékonnych povinnosti spole¢nosti BAYER.

§ 13 — Ochrana osobnich Gdajh a zvefejnéni

SMLUVNI PARTNERI se zavazuji b&hem pinénf
této Smlouvy a provadéni STUDIE postupovat
vsouladu se zakonem ¢&. 101/2000 Sbh., o
ochrané osobnich tdajil, v platném znéni. Pokud
by spolecnosti BAYER nebo kterékoliv z OSOB
PROPOJENYCH se spoleénosti BAYER mély
byt poskytnuty jakékoliv osobni tdaje, SMLUVN|
PARTNERI jsou povinni zajistit potfebny souhlas
pfislusného subjektu osabnich Gdajd s takovym
poskytnutim.

subject or damage to health {o 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. BAYER is not
responsible and liable for the insurance
premium, nor for any other costs or claims in
relation to the insurance.

3. The SPONSOR declares that according to
Sec. 45 par. 3 of the Act no. 372/2011 Coll,,
on health services and conditions on their
provision, as amended, it has concluded the
insurance contract on insurance of liability for
damage incurred to the citizens during the
provision of the health care. This insurance
contract is concluded in the extent required
by law and does not include an insurance of
liability for damage incurred during
performance of clinical trials. Pursuant to
Sec. 45 par. 2 of the Act no. 372/2011 Coll,,
the insurance must be concluded for the
entire period during which the SPONSOR
provides the health care.

4, During and after the period of this Agreement

the CONTRACT PARTNERS will defend,
indemnify and hold harmless BAYER, its
AFFILIATES and their respective directors,
officers, employees, agents, successors, and
assigns from and against any and all
liabilities, claims, suits, damages, costs and
expenses, including reasonable legal fees,
(hereinafter "Loss") resulting from the breach
of any obligations assumed under this
Agreement by either of them or any of the
SPONSOR’s employees or contractors
involved by any of them for the purpose of
fulfilment of this Agreement, and/or from
conduct of the STUDY, save to the extent
that such Loss is caused by the negligent or
willful breach of contract or statutory duties
by BAYER.

§ 13 ~ Personal Data Protection and
Disclosure

The CONTRACT PARTNERS undertake to
comply during the fulfilment of this Agreement
and the conduct of the STUDY with the Act No.
101/2000 Coll., on protection of personal data, as
amended. Should any personal data be disclosed
to BAYER or any of its AFFILIATES the
CONTRACT PARTNERS shall ensure necessary
consent of the particular personal data subject to
such disclosure.
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§ 14 — Trvani Smlouvy

Tato Smiouva nabyva (cinnosti podpisem
posledni ze Smluvnich stran této Smlouvy a
kongi nejpozdgjiim z uvedenych okamzik( (a)
dokonenim STUDIE, nebo (b) obdrzenim
veSkerych dat a zprav podle vySe uvedeného
&lanku 7 spolednosti BAYER od SMLUVNICH
PARTNERU, nebo (c) dhradou posledni ze
splatek podle této Smlouvy ze strany spolednosti
BAYER.

§ 15 — Ukonéeni Smlouvy, disledky ukonéeni

1. Bez ohledu na jakékali jiné pravo ukoncit tuto
Smiouvu stanovené vteto Smlouvé anebo
v obecné zavaznych pravnich predpisech,
spole¢nost BAYER ma pravo ukonéit tuto
Smlouvu kdykoli i bez uvedeni divodu na
zékladé vypovédi s &trnactidenni  (14)
vypovédni Ihiitou,

2. SMLUVN[ PARTNERI a spolednost BAYER
maji kazdy pravo ukonéit tuto Smiouvu
s okamzitym  dcinkem  formou  vypovédi
doru€ene druhgé Smluvni strand v pfipadg, Ze
provadéni STUDIE u ZADAVATELE musi byt
ukonceno  zlékafskych anebo  etickych
divodl. Ukongeni Smiouvy SMLUVNIMI
PARTNERY dle piedchozi véty je HLAVNI
ZKOUSEJICI povinen pfedem prokonzultovat
se spole¢nosti BAYER.

3. V pfipadé, Ze kterékoli z povoleni &i souhlasl
nezbytnych pro provadéni STUDIE je (i)
s koneCnou platnosti zamitnuto anebo (i)
zruSeno, skon&i tato Smlouva automaticky
dnem, kdy ZADAVATEL obdrzi oznameni
(rozhodnuti) o takovém koneéném zamitnuti
¢i zruseni. ZADAVATEL je povinen takové
zamitnuti ¢i zrudenl ihned oznamit spaleénosti
BAYER.

4. Kterakoliv ze Smiuvnich stran mize ukonéit
tuto Smilouvu pisemnou vypovédi uGginnou
doruéenim druhé Smluvni strané:

¢ pokud se tato druha Smiuvni strana
dopusti podstatného nebo opakovaného
porudeni této Smiouvy, které, pokud je
mozné jej napravit, nebylo napraveno do
30 dnll od obdrZeni pisemného
oznamen| identifikujicitho poruseni a
pozadujiciho n&pravu; nebo

¢ pokud je tato druhd Smluvni strana

§ 14 — Term of Agreement

This Agreement is effective upon signature of the
last of the Parties hereunder and ends upon the
later of (a) completion of the STUDY, or (b)
receipt by BAYER of all data and reports
pursuant to Section 7 above from the
CONTRACT PARTNERS, or (c) the payment of
the last installment by BAYER under this
Agreement.

§ 15 — Termination of Agreement, Termination
effects

1. Notwithstanding any other termination right
set forth herein or in the applicable laws and
regutations, BAYER reserves the right to
terminate this Agreement at any time without
cause upon fourteen (14) calendar days prior
written notice to the other Parties.

2. The CONTRACT PARTNERS and BAYER
each have the right to terminate this
Agreement with immediate effect by giving
written notice 1o the other party if the STUDY
at the SPONSOR needs to be terminated
due to medical or ethical reasons. In case of
such termination by the CONTRACT
PARTNERS, prior consuitation by the
PRINCIPAL INVESTIGATOR with BAYER is
mandatory.

3. 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 by the SPONSOR. The
SPONSOR shall promptly notify BAYER on
such rejection / withdrawal.

4. Either Party may terminate this Agreement
by giving written notice effective upon
delivery to the other:

o if that other commits any significant
or repeated breach of this Agreement
which, if capable of remedy, has not
been remedied within 30 days after
receipt of a written notice identifying the
breach and requiring it to be remedied; or

o if that other becomes bankrupt; goes
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v tpadku, vstoupi do likvidace, ma into liquidation; has a trustee in
spravce konkurzni podstaty, bankruptcy, receiver or any other similar
insolvencniho spravce, nuceného officer appointed in respect of any of its
sprdvce, nebo  jakéhokoliv  jiného assets; is unable to pay its debts; ceases
podobného  ufednika  ustanoveného or threatens to cease to carry on
v souvislosti s kteroukoliv €asti  jeho business; suffers any judgment or
majetku; neni schopna hradit své execution which remains unsatisfied for
zavazky; ukonduje své podnikani nebo 10 days; or
hrozi, Ze jej ukondi; je povinna snaset e pursuant to Section 3. Paragraph 3
jakékoliv  soudni  rozhodnuti nebo of this Agreement; or
exekuci, které zlstavaji nespinéné vice , P
ne? 10 dni: nebo ° Pursuant to Section 3. Paragraph 6
i '“I 3 odst 3 této Smi ‘ of this Agreement; or
;ebtfo e« oast. cto smiouvy; e pursuant to Section 7. Paragraph 2.
dle & 3 odst ot ' of this Agreement; or
r.1ebc?o le cl. odst. 6 této Smiouvy; s pursuant to Section 16. Paragraph 4.
, of this Agreement.
o podle &. 7 odst. 2 této Smiouvy;
nebo
5 p k.d pod:evcl.‘lfocéi.yll-Et:to S‘r(nlotxlvy.tt 5. If BAYER terminates this Agreement
: S?nlguvu Snp; §§Q|ZZé rava k 'e'irfwl?rtucl‘goné:noi purspant to the termination right set forth in
siodnansho v &l. 3 %dst 31 '{éto Smlouvy Section 3. Paragraph 3 of this Agreement,
SMLUVNI PARTNERI (a) uhradi zpst| he CONTRACT PARTNERS wil (a) pay
spolednosti BAYER veskeré platby, které back to BAYER any payment received under
Sbarzali na zaklads tto Smiouv, ay(’b) yrati | (is Agreement, and (b) retumn any STUDY
otk | HODNGOENY u\g{ ot DRUG supplied by BAYER under this
e levry i BAYER dle této Smi y Agreement. The Parties agree that BAYER
grjﬁlssgfsstrany o do(;\% dE/ ;eo sporlrc‘agxc\)’zi will not lose the termination right pursuant to
BAYER odkladem uplatnéni |:,>réva podle &l. 3. 3. Paragraph 3 due to delayed assertion,
odst. 3 této Smlouvy toto pravo neztraci. 6. Other h ; for b .
e x : . . Other than in cases of termination for breac
. V pfipadech ukon&eni této Smiouvy z jinych 5
dﬂr\)/ozﬂ nez pro porudeni této Smiouvy of this Agreement by the SPONSOCR or the
ZADAVATELEM nebo HLAVNIM PRINCIPAL INVESTIGATOR, BAYER shall
ZKOUSEJICIM je spoleénost BAYER povinna make all payments due hereunder which
provést veskeré platby splatné podle této have accrued up to the date such termination
Smilouvy, na néZ vznikl narok ke dni obdrzeni notice is received, or, in case of a termination
vypovédi této Smlouvy, nebo v pFipadé of this Agreement pursuant to Sgection 15.
ukon&eni této Smiouvy podle &. 15. odst. 3., Paragraph 3, up to the date of receipt of such
ke dni obdrseni takového kone&ného final rejection or withdrawal. Should the
zamitnuti nebo zrudeni. Pokud ZADAVATEL SPONSOR have received higher payments
obdrzel platby vy3&i, nez jak jsou splatné than the payments due according to the work
pOd'e J]i provedené préce, je ZADAVATEL all:eady performed, the SPONSOR shall
povinen vratit rozdil spolednosti BAYER. {elmpurts_e thfe bilancitofBﬁ\.Y EAR' In casesbof
V pfipadé ukondeni této Smlouvy pro jeji srmination tor breach of this Agreement by
poruseni ze strany ZADAVATELE a/nebo the SPONSOR and/or the PRINCIPAL
HLAVNIHO ZKOUSEJICIHO jiz  nejsou INVE'STIGATOR, no further payments, yet
splatné zadné dalsi platby, které dosud nebyly unpaid, shall be due.
vyplaceny. 7.1 f ly termination hereof th
_ V pifpads iakéhokoliv pfedéasného ukonéeni . In case of any early termination hereof the
Ml A vty poskytne | SPONSOR will provide BAYER with a report
spoleénosti BAYER zpravu o dosud ziskanych of th,e previously gained knowledge and the
poznatcich a vysiedcich. o ‘rl"ahsu ts‘h 4 obl CBAYER and th
- ; : = : . i igations o and the
. Préava a povinnosti spoleénosti BAYER a e rights and obliga Al
SMLUVNICH PARTNERU stanovené vtéto |  CONTRACT PARTNERS set forth in this
Agreement, which by intent or meaning have
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Smlouvé, které s ohledem na svou povahu
nebo vyznam maji pretrvat i po skonéeni této
Smlouvy (mimo jiné v&etnd prav souvisejicich
s vlastnictvim, s patenty, se zachovavanim
migenlivosti, s odpovédnosti a s nahradou
skody), zlstavaji v platnosti i po pfeddasném
ukongeni nebo uplynuti této Smiouvy.

. HODNOCENY LEK,  jiné materialy,
dokumentace a DUVERNE INFORMACE
poskytnuté spoletnosti BAYER, kieroukoliv
z0OS0OB PROPOJENYCH se spoleCnosti
BAYER nebo jménem kterékoliv z nich musi
byt po ukonCeni této Smilouvy vraceny
spolednosti BAYER. Ustanoveni tohoto
odstavce plati s vyjimkou dokumentace, ktera
musf byt zachovana SMLUVNIMI PARTNERY
za ulelem spinéni poZadavkl = spravné
klinické praxe na zachovani dokumentace o
STUDII.

§ 16 — Ostatni ustanoveni

. Smiuvni strany potvrzuji, ze tato Smiouva
neni podminéna Zzadnym existujicim &i
budoucim  obchodnim  vztahem  mezi
spolednosti  BAYER a  SMLUVNIMI
PARTNERY, ani zadnym obchodnim &i jinym
rozhodnutim, které SMLUVNI PARTNERI
ucinili anebo ucini viici spole¢nosti BAYER,
OSOBAM PROPOJENYM se spole&nost
BAYER nebo vyrobk{im jimi obchodovanym.

. Kazda ze Smluvnich stran je povinna jednat
jako nezavisly obchodni pariner a pro zadné
ucely neni v  postaveni  parthera,
zprostfedkovatele, zaméstnance ani zastupce
kterékoliv 2z ostatnich Smiuvnich stran,
s vyjimkou pfipadného zaméstnaneckého
poméru  HLAVNIHO ZKOUSEJICIHO u
ZADAVATELE.

. SMLUVNI PARTNERI jsou povinni provést
veskeré Einnosti vykonavané jako soucast
smiuvniho vztahu se spolednosti BAYER
vsouladu se vSemi platnymi zakony a
nafizenimi véetné antikorupénich a
antimonopolnich zakon(. SMLUVNI
PARTNERI neuginili, neposkytli a ani neuginf
jakékoli platby a neposkytnou piimo &
nepfimo statnim zaméstnancim/Grednikiim,
zakazniklm, obchodnim partnerim,
zdravotnickym odbornikim nebo jakymkoliv
jinym osobam jakékoli vyhody, aby si zajistili
nepatficnou vyhodu nebo neopravnény
obchodni prospéch, ovlivnili soukromé nebo
Gfedni rozhodovani, ovlivnili preskripci 1€kl
nebo  pfiméli  nékoho kporueni svych

' STUDY DRUG and other

. The Parties

validity beyond such termination (including
without limitation rights with respect to
ownership, patents, confidentiality, liability
and indemnification) shall survive the early
termination or expiration of this Agreement.

Upon termination of this Agreement, the
materials,
documentation and CONFIDENTIAL
INFORMATION made available- by or on
behalf of BAYER or any of its AFFILIATES
are to be returned to BAYER. Provision of
this Paragraph is applicable with exception of
documentation which must be retained by the
CONTRACT PARTNERS to fulfill the STUDY
documentation retention requirements of
Good Clinical Practice.

§ 16 — Miscellaneous

acknowledge that this
Agreement is not conditioned on any pre-
existing or future business relationship
between BAYER and the CONTRACT
PARTNERS. It is also not conditioned on
any business or other decisions the
CONTRACT PARTNERS have made or may
make relating to BAYER, any of its
AFFILIATES or the products distributed by
any of them.

. Each Party to this Agreement shall act as an

independent contractor and shall not be
construed for any purpose as the partner,
agent, employee or representative to any of
the other Parties, with exception of the
possible employment of the PRINCIPAL
INVESTIGATOR at the SPONSOR.

. The CONTRACT PARTNERS shall perform

their obligations under this Agreement in a
manner consistent with applicable anti-
bribery and anti-trust laws. The CONTRACT
PARTNERS affirm to have not made or
provided, and that they 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 or unfair business
advantage, affect private or official decision-
making, affect prescription behaviour, or
induce someone to breach professional
duties or standards.
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10.Tato Smlouva je vytvofena a fidi se teskym
pravem bez ohledu na ustanoveni jeho
koliznich norem. Smluvni strany se v souladu
s § 262 odst. 1 obchodniho zakoniku vyslovné
dohodly, Ze smluvni vztah zaloZeny touto
Smiouvou se Fidi obchodnim zakonikem.,
Smiuvni strany se dohodly, Ze veskeré spory
vzniklé z této Smlouvy budou feSeny v&cné a
mistné pFislu$nymi soudy Ceské republiky.

11.Tato Smlouva je vyhotovena véeské a
anglické  verzi;  vpfipad®é  jakychkoliv
nesrovnalosti je ¢eska verze rozhodujici. Toto
ustanoven( plati také pro v&echny pfilohy této

Smiouvy, vyjma PROTOKOLU, ktery je
vyhotoven pouze v anglické verzi. Tato
Smlouva je  vyhotovena ve  tfech

vyhotovenich, pro kazdou ze Smiuvnich stran
po jednom,

12.Tato Smlouva a v8echny jeji pfilohy
pfedstavuji Uplnou dohodu Smiuvnich stran o
pfedmétu této Smiouvy.

set forth explicitly otherwise herein.

10.This Agreement shall be governed by,
subject to and construed in accordance with
the laws of the Czech Republic regardless of
its choice of law rules. The Parties agreed
explicitly and pursuant to § 262 Sect. 1 of the
Commercial Code that their relationship
established by this Agreement shall be
governed by the Commercial Code. For any
and all proceedings arising hereunder the
Parties agree to the exclusive jurisdiction of
the competent courts of the Czech Republic,

11. This Agreement is made in Czech and
English; in case of any discrepancies the
Czech version prevails. This applies also
to all Appendixes hereto, except for the
PROTOCOL which is made only in
English version. This Agreement is
conlcuded in three originals with equal
binding force, and each Party shall keep
one original.

12.This Agreement and any Appendix hereto set
forth the entire understanding and agreement
of the Parties relating to the subject matter

hereof.
Pfiloha 1 PROTOKOL STUDIE Appendix 1 STUDY PROTOCOL
Pfiloha 2 Matice povinnosti Appendix 2 Responsibility Matrix
Pfiloha 3 Dohoda o klinickych dodavkach | Appendix 3 Clinical Supply Agreement
Pfiloha 4 Farmakovigilan¢ni dohoda Appendix 4 Pharmacovigilance Agreement
Priloha 5 Appendix 5

26,1 208

V Praze/ in Prague, dne/ on,,

BAYER s.r.o,

V Praze/ in Prague, dne/ on u

...................

Fakultni nemocnice Kralovské Vinohrady/
Facuity Hospital Kré A \/j
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ATTACHMENT "“3” TO AGREEMENT ON SUPPORT OF AN INVESTIGATOR SPONSORED STUDY/ PRILOHA
“3” SMLOUVY O PODPORE STUDIE ZASTITENE ZKOUSEJICIM

CLINICAL SUPPLIES AGREEMENT/
DOHODA O KLINICKYCH DODAVKACH

Whereas BAYER and the SPONSOR have
entered into an Agreement on the Support of an
Investigator Sponsored Study ("Agreement”)
regarding the below mentioned STUDY they wish
to agree on the details of a STUDY DRUG supply
under the Agreement as follows.

Vzhledem k tomu, ze BAYER a ZADAVATEL
mezi sebou uzavieli Smlouvu o podpofe studie
zastiténé zkou$ejicim ohledné nize uvedené
STUDIE, maji zéjem mezi sebou sjednat
konkrétni podminky dodavek HODNOCENEHO
LEKU podle Smlouvy nasledujicim zplisobem.

A randomized, 12 months, active

Randomizovana, dvanactimésicni,

controlled study of the efficacy of | aktivni kontrolovana studie
STUDY Phase and Title/ | repeated doses intravitreal | efektivity = opakovanych  dévek
Faze a nazev STUDIE: aflibercept in  subjects  with | intravitredlniho  afliberceptu u
prolipherative diabetic retinopathy. | pacientl S proliferativni

diabetickou retinopatif.

STUDY DRUG will be supplied to the SPONSOR
for the purpose of the STUDY as a bulk product.

HODNOCENY LEK bude dodan ZADAVATELI
pro ag¢ely STUDIE jako hromadny, maloobchodné
nebaleny produkt.

Name of STUDY DRpGI
nazev HODNOCENEHO

LEKU: injection)

Eylea (aflibercept for intravitreal

Eylea (aflibercept pro intravitreaini
podani)

Material Number/ Cislo

84609200
objednavky: ‘

Storage Instruction/ | 2-8 °C

Pokyny ke skladovani:

Additional information/
Dopliujici informace:

A Certificate of Analysis and a Confirmation of
Correct Manufacturing will be delivered on every
delivery.

Certifikat analyzy a potvrzenf o spréavné vyrobni
praxi budou dorudeny spolu s kazdou dodavkou.

Primary packaging Glass vial
material/ Primérni

obalovy material:

Sklenéna ampule

Storage instruction for
primary packed product/
Pokyny pro skliadovani
produktu v primarnim
obalu:

°F and 46 °F).
Protect from light

Store between 2 °C and 8 °C (36
Do not freeze.

Uchovavejte v chladni¢ce (2°C  az
8°C). Chrafte pfed mrazem.
Chrante pfed svétlem

Distribution instruction, if
applicable / Pfipadné
pokyny k distribuci:

Distribution to be conducted at
2°C and 8 °C (36 °F and 46 °F).

Distribuce musi probihat pfi teploté
2°C aZ 8°C.

Page 1 of 2
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The bulk product labeling is not study specific.
Stability data for the STUDY DRUG have been
generated in the above mentioned primary
packaging material. The labeling of the finished
STUDY DRUG shall include the storage
instruction for the primary packed product.

Oznadovani hromadného, maloobchodné
nebaleného produktu neni pro studii specifické.
Udaje o stabilité byly pro HODNOCENY LEK
ziskany ve shora zminéném primarnim obalovém
materialu. Oznaceni kone¢ného
HODNOCENEHO LEKU musi obsahovat pokyny
pro skladovani produkiu baleného v primarnim
obalu.

Amount of STUDY DRUG | 230 vials
to be supplied / Re-
supplies, if applicable /
MnoZstvi i
HODNOCENEHO LEKU k
dodani/ Pfipadné
opétovné dodavky:

230 ampuli

The SPONSOR - shall:- perform- blinding, if
applicable, and labeling operations] of the STUDY
DRUG under his own responsibility, in strict
compliance with the rules and regulations as well
as Good Practice in force. The SPONSOR shall
be responsible for the release of the finished
STUDY DRUG after blinding and labeling have
been performed. The SPONSOR is responsible
for fulfilling all regulatory requirements for clinicat
trial initiation prior to final STUDY DRUG release.

ZADAVATEL je povinen provést balenl, pfipadné
zaslepeni a oznadeni HODNOCENEHO LEKU na
svou vlastn! odpovédnost, v pfisném souladu
s platnymi pfedpisy, pravidly a spravnou praxi.
ZADAVATEL je odpovédny za vydani kone¢ného
HODNOCENEHO LEKU poté, co bylo provedeno
zaslepeni HODNOCENEHO LEKU a jeho
oznaCeni. ZADAVATEL je odpovédny za to, Ze
v8echny zakonné poZzadavky na zahdjeni
klinického hodnoceni budou pfed koneSnym
vydanim HODNOCENEHO LEKU spin&ny.

Subsequent deliveries shall be ordered by the
SPONSOR at BAYER at least 1 months before
the desired delivery date. ' ’
The Clinical Supplies will be delivered by BAYER
to the shipment address confirmed below by the
SPONSOR.

Unused Clinical Supplies will not be returned to
Bayer. The SPONSCR will destruct the unused

Nasledné  dodavky  budou  objednavany
ZADAVATELEM u spoletnosti BAYER alespott 1
mésic pfed pozadovanym dnem doruéeni.
Klinické dodavky budou dodany spoleénosti
BAYER na dodaci adresu potvrzenou niZze
ZADAVATELEM.

NepouZité klinické do%%ﬁeébudou vracet
spolenosti. _BAYER, K"“‘“‘% zlikviduje

CERY "TER™56 dokondeni

STUDY DRUG j n of the STUDY | NP6
d will documant 166 desirl nM STUDY | STUDIE a likvidaci zdokumentuje ve sloZce
W%w» iR e SR R TR R et B STUDIE
Recipient Address —
(Pharmacy/contact at ::Js‘t(a\lltmllekama ice Kralovské Vinohrad
SPONSOR site) / Adresa Fakultni nemocnice Kralovské Vinohrady
pFijemce Srobarova 1150/50
(Lékarna/kontakt v misté .?r?hfzé%' ;68701 250;632
ZADAVATELE): el ™
E-mail: lekarna@fnkv.cz
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PHARMACOVIGILANCE AGREEMENT
BETWEEN BAYER S.R.0. AND FAKULTNI

FARMAKOVIGILANCNI DOHODA UZAVRENA
MEZI SPOLECNOSTI BAYER S.R.O. A Fakultni

NEMOCNICE KRALOVSKE VINOHRADY
CONCERNING A RANDOMIZED, 12 MONTHS,

nemocnice Kralovské Vinohrady TYKAJICI
SE randomizované, dvanactimésiéni, aktivni

ACTIVE CONTROLLED STUDY OF EFFICACY

kontrolované studie efektivity opakovanych

OF REPEATED DOSES OF INTRAVITREAL

davek intravitrealniho afliberceptu u pacient

AFLIBERCEPT IN SUBJECTS WITH
PROLIPHERATIVE DIABETIC RETINOPATHY
IN THE CZECH REPUBLIC

BAYER s.r.o.
ID No. 00565474
with _its reqistered seat at Siemensova 2717/4,

s proliferagivni d'iabetickou retinopatii
V CESKE REPUBLICE

QAYER S.I.0.
1C: 00565474
se sidlem Siemensova 2717/4, Praha &

Praha 5 — Stodilky, Post code 155 00
registered in the Commercial Register kept by the

Stodulky, PSC 15500
zapsand v obchodnim rejstitku  vedeném

Municipal Court in Prague, section C, file 391

acting through
(hereinafter referred to as “Bayer”)
and

Fakultni nemocnice Kralovské Vinohrady
{D. No. 00064173, VAT: CZ00064173

with its registered seat

Srobarova 1150/50, Praha 10, PSC 100 34

(hereinafter referred to as the ,Sponsor*)

and

M. D. Miroslav Veith
Date of birth: 2N
Residing at: NG

Kr¢

(hereinafter referred to as the ,Principal
Investigator")

(the Sponsor and the Principal Investigator
hereinafter jointly referred to as the “Contract

Partners” or each individually referred as the

“Partner”’)

(All patties to this Agreement hereinafter jointly
referred to as the “Parties” or individually to as

the “Party”)

1
As of Bayer and Contract
Partners have entered into an Agreement on

Preamble

Méstskym soudem v Praze, oddil C, viozka 391

Jednaijic] G
(déle jen ,Bayer")
a

Fakultni nemocnice Kralovské Vinohrady
IC 00064173, DIC:CZ00064173

se sidlem

Srobarova 1150/50, Praha 10, PSC 100 34

jednajici cum———
b

(dale jen ,Zadavatel")

a

MUDr. Miroslav Veith

Datum narozeni; R
Bytem:

(dale jen ,Hlavni zkousejici)

(Zadavatel a Hlavni zkoussijici dale spoledng jen
jako ,Smiuvni partnefi nebo kazdy jednotlivé
LPartner)

V8echny strany této dohody dale spoledng jen
jako ,Smluvni strany* nebo jednotlivé jako
~Smluvni strana”.

1 Preambule
Ke dni

uzaviela spolecnost

.....................

{ sthf/i;
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support of investigator sponsored study
concerning to the Clinical Trial defined in
Preamble of the Agreement for the Product Eylea
(hereinafter referred to as the "Main Agreement”).
Pursuant to the Main Agreement Bayer and
Partner shall adopt rules and procedures
concerning pharmacovigilance issues. This
Pharmacovigilance Agreement (PV Agreement)
sets forth such rules and procedures. This PV
Agreement supersedes any and all prior
pharmacovigilance agreements between the
Parties for the Product in the Territory as defined
below in this PV Agreement.

Therefore, it is agreed as follows:

2 Purpose and Scope

The purpose of this PV Agreement is to describe
the rules and procedures and to define the
responsibilities of Bayer and Contract Partners in
regard to the exchange of pharmacovigilance
information, including without limitation adverse
event and product technical complaint notification
and reporting concerning the Product. Except as
otherwise provided for herein, capitalized terms,
when used herein, shall have the same meaning
as ascribed to them in the Main Agreement.

3 Territory
The territory for this PV Agreement is defined as
the Czech Republic.

4 Product
The product to which this PV Agreement applies
is defined as Eylea.

5 Definitions

The following terms, when used herein, shall
have the meaning as defined in the E2A and E2C
guidelines of the International Conference on
Harmonisation of Technical Requirements for
Registration of Pharmaceuticals for Human Use
(ICH):

Adverse Event (AE)

Adverse Drug Reaction (ADR)
Serious, Non-serious
Listed/Unlisted
Expected/Unexpected
Minimum criteria

o RN =

Such definitions and standards will be considered

Bayer a Smiuvni partnefi Smiouvu o podpofe
studie zastiténé zkousejicim tykajici se provedeni
klinické studie definované v Preambuli dané
smlouvy pro pfipravek Eylea (déle jen ,Hlavni
dohoda™). Die Hlavni dohody maji Bayer a
Partner pfijmout pravidla a postupy, kieré se
tykaji  zdéleZitosti  farmakovigilance.  Tato
farmakovigilanéni dohoda (FV dohoda) stanovuje
tyto pravidla a postupy. Tato FV dohoda
nahrazuje v3echny pfedchozi farmakovigilanéni
dohody uzaviené mezi Smiluvnimi stranami pro
Pripravek na Uzemi definovaném niZe v této FV
dohodé.

Smiluvni strany se dohodly takto:

2 Uéel a rozsah

Ugelem této FV dohody je popsat pravidla a
postupy a definovat povinnosti spoleénosti Bayer
a Smluvnich partnerll v souvislosti s vyménou
farmakovigilanénich informaci, véetné ale nejen
oznamovani nezadoucich pfihod, ale i hiaseni
zavad v kvalité/technickych reklamaci tykajicich
se Pfipravku. Pokud neni uvedeno v tomto
dokumentu jinak, veskeré terminy psané zde
velkym pismenem maji stejny vyznam, jak je
popsano v Hlavni dohodé.

3 Uzemi ]
Pro ucely této FV dohody se Uzemim razumi
Ceska republika.

4 Pfipravek
Pfipravek, kterého se tato FV dohoda tyka, je
definovan jako Eylea.

5 Definice

Nasledujici terminy, pokud jsou pouzity v tomto
dokumentu, budou mit vyznam, ktery je
definovan v pokynech E2A a E2C Mezinarodni
konference o harmonizaci technickych
pozadavkil pro registraci humannich {é¢ivych
pfipravk( (ICH):

Nezadouci pfihoda (AE)
Nezadouci Ucinek legiva (ADR)
Zavazny, nezavazny
Uvedeny/neuvedeny
Odekavany/neotekavany
Minimalni kritéria

SN -
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updated as such documents are officially
amended by ICH to ensure compliance with
regulatory reporting requirements.

Additional definitions:

"First Contact Date” shall mean the calendar
date on which the initial AE/ADR/PTC report
fulfiling the Minimum Criteria is received by
Bayer or Partner, as the case may be. This date
defines the start date for expedited reporting (day
0).

“Product Technical Complaint” (PTC) is any
report received from a third party (written,
electronic or documented verbal communication)
about a potential or alleged failure of a product in
its quality (including the identity, durability,
reliability, safety, efficacy or performance) or
suspect counterfeit. The complaint may or may
not represent a potential risk to the customer.

6
6.1

Partner Responsibilities

Adverse Drug Reactions (ADR),
Adverse Events (AE) and Product
Technical Complaints (PTC)

. Adverse Drug Reactions, Adverse Events and
Product Technical Complaints that come to
the attention of Partner must be reported to
Bayer as follows:
any Adverse Drug Reaction, Adverse Event
or Product Technical Complaint reported in
association with the use of the Product within
one (1) business day of Pariher becoming
aware of such ADR/AE/PTC;
all known cases of exposure during
pregnancy (including paternal exposure) and
breastfeeding, misuse, abuse, lack of drug
effect, overdose (accidental and intentional),
medication  error, drug  dependency,
suspected transmission of an infectious
agent, withdrawal syndrome, off label use,
occupational exposure, and unexpected
product benefit with respect to the Product
must be reported in the same manner as an
ADR/AE/PTC.

Any case report shall be communicated on a

Complementary (Serious) Adverse Event

Tyto definice a normy budou povaZovany za
aktualizované, kdyz dokumenty oficiainé
novelizuje ICH s cilem zajistit shodu se
zakonnymi pozadavky na predkladani zprav.

Dalsi definice:

"Datum prvniho kontaktu” bude znamenat
kalendafni den, kdy spoleCnost Bayer nebo
Partner obdrzi pocatetni hiaseni pfipadu
AE/ADR/PTC, spliujict minimalni kritéria. Toto

datum definuje datum zahajeni urychleného
hiad8eni (den 0).
Zavada v kvalité/technickd reklamace

Pripravku“ (PTC) je jakékoliv hidSeni od treti
strany (pisemnd, dokumentovand ustni, &i
elektronickd komunikace) o potencialni nebo
udajné zavadé v kvalité pfipravku (vCetné
identifikace, stalosti/trvanlivosti, spolehlivosti,
bezpetnosti, GCinnosti nebo vykonu/spinéni
(6elu) nebo podezieni na padélek. Stiznost mlize
nebo nemusi pfedstavovat potenciaini riziko pro
zékaznika.

6
6.1

Povinnosti Partnera

NeZadouci i¢inky léciva (ADR),

NeZadouci pfihody (AE) a Zavady v

kvalité/ Technické reklamace Pripravku

{PTC)
NezZadouci uginky lééiva, nezadouci pfihody a
zavady v kvalité/technické reklamace
Ptipravku, o kterych se dozvi Partner, musi
byt oznameny spoletnosti Bayer, a to:
jakykoli nezadouci uGinek l&civa, nezadouci
pfihoda nebo zavada v kvalité/technicka
reklamace Pripravku, hlaSena v souvislosti
s uzivanim Pripravku, bé&hem jednoho (1)
pracovniho dne, kdy se Partner dozvi o
takovém ADR/AE/PTC ;
véechny znamé pfipady expozice bé&hem
{ehotenstvi (v&etné paternalni expozice) a
kojent, nespravné uziti, zZneuzivani,
nedostateény UcCinek I&¢iva, pFedavkovani
(ndhodné a umysiné), chyba v medikaci,
lékova zavislost, podezieni na pfenos
infekéniho agens, abstinenéni syndrom,
pouziti lIéku v neschvéalené indikaci, profesni
expozice a netekany prfinos piipravku ve
vztahu k PFipravku, musi byt hlaSeny stejnym
zpQsobem jako ADR/AE/PTC.

1.

2. Kazdy ptipad hladeni musi byt pfedan na

M
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Pages (Annex 1) to be sent by e-mail or fax to
Bayer pharmacovigilance functions’ address
listed below.

3. Per request from Bayer pharmaco-vigilance
department, Partner shall use all reasonable
efforts to obtain additional or follow-up
information concerning a previously reported
ADR/AE/PTC and shall forward it immediately
to Bayer.

4. After the initial report, all relevant additional
and follow-up information should be sent to
Bayer pharmaco-vigilance function within one
(1) business day of Sponsor through Principal
Investigator becoming aware of such
information, to the address below.

5. Partner shall use all reasonable efforts to
provide clarification to a previously reported
ADR/AE/PTC per request from Bayer.

6.2 Partner Sponsored Studies
Not applicable.

6.3 Safety Issues

1. Sponsor through Principal Investigator shall
inform Bayer of all safety issues concerning
the Product, including but not limited to safety
related queries from opinion leaders or
regulatory authorities and safety issues raised
by mass media as quickly as possible, but in
no case later than one (1) business day after
obtaining knowledge of the relevant facts.

2. If requested by Bayer, Sponsor through
Principal Investigator shall forward the
answers/statements to such issues as
received from Bayer in a timely manner and
in appropriate format to the recipients.

6.4 Training
Partner is responsible to ensure that all relevant
personnel (such as Individuals that are

reasonably likely to encounter an AE/ADR/PTC
reports) are trained in basic pharmacovigilance
terminology, AE/ADR/PTC recognition, and the
provisions of this Agreement. Such training shall
be provided prior to commencement of work and
at least annually.

formulafi pro (zavazné) Nezadouci prihody
(Priloha 1), a to zaslanim e-mailem nebo
faxem na adresu oddéleni farmakovigilance
spole¢nosti Bayer uvedenou nize.

3. Na Zadost oddéleni farmakovigilance
spoleénosti Bayer Partner vynaloZi pfiméfené
usili k ziskani dodatetnych nebo naslednych
informact tykajicich se jiz dfive hlasenych
ADR/AE/PTC a neprodlené je pieda
spoleénosti Bayer.

4. Po potatetnim hlaseni se musf viechny daisi
vyznamné a navazujici informace zaslat na
oddéleni farmakovigilance spolec¢nosti Bayer
héhem jednoho (1) pracovniho dne, kdy se
Zadavatel prostfednictvim Hlavniho
zkousejiciho dozvi o takovych informacich, a
to na niZe uvedenou adresu.

5. Na Zadost spole¢nosti Bayer vynaloZi Partner
pfiméfené usili k poskytnuti objasnéni dfive
hiasenych ADR/AE/PTC.

6.2 Studie zadavané Partnerem
Neuplatiuje se.

6.3  Bezpecnostni otazky

1. Zadavatel prostfednictvim Hlavniho
zkousSejictho musi informovat spoletnost
Bayer ovSech bezpecénostnich otazkach

tykajicich se Pripravku, véetné, ale nejen,
dotaz( k bezpeénosti od kifSovych zakaznikl
nebo od regulacnich autorit a otazek k
bezpedtnosti vznesenych hromadnymi
sdélovacimi prostredky, a to pokud mozno co
nejrychleji, ale v Zzadném pfipadé ne pozdéji
neZ jeden (1) pracovni den po ziskani
informaci o relevantnich skuteénostech.

2. Na zadost spoleénosti Bayer pfeda Zadavatel
prostfednictvim Hlavniho zkousejiciho na
takové otazky odpovédi/prohlaseni, které
obdrZi od spole¢nosti Bayer, a to véas a ve
formatu vhodném pro pfijemce.

6.4  Skoleni

Partner je povinen zajistit, aby vSichni odpovédni
pracovnici (napf. osoby, které pravdépodobné
mohou pfichdzet do styku s AE/ADR/PTC
hltaSenimi), byli vyskoleni v zékladni terminologii
farmakovigilance, rozpoznani AE/ADR/PTC a v
ustanovenich této dohody. Taoto Skoleni musi byt
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Training records shall be kept by the Partner and
shall be available upon request.

7 Bayer Responsibilities
7.1 Pharmacovigilance Activities

Pharmacovigilance obligations of a registration
holder in regard fo the Product to the competent
authorities are the responsibility of Bayer. This
includes but is not limited to:

answers/statements concerning safety issues
labeling changes

expedited regulatory reporting

periodic regulatory reporting

submission and maintenance of RMPs, if
required

signal detection and risk management
literature screening

case follow-up

EU Qualified Person for Pharmacovigilance
(QPPV)

10. PTC investigations

RN~

©e~N>

7.2 Safety Issues
Bayer will inform Contract Partners about
relevant safety issues in a timely manner.

7.3 Training

Bayer pharmacovigilance function will provide
training/training  modules  regarding  basic
pharmacovigilance and AE/ADR/PTC recognition
to Principal Investigator.

8 Verification of Case Receipt
Sponsor through Principal Investigator  will
regularly (monthly) provide Bayer

pharmacovigilance function with case listings,
containing the Sponsor’s case identifiers and
transmission date, so that Bayer can verify
complete case receipt. If no cases are received, a
communication stating that zero (0) cases were
received during the defined period shall be
forwarded fo Bayer. In case of missing case(s),
Sponsor through Principal Investigator agrees to
resend case(s) upon request by Bayer.

poskytnuto pfed zahajenim vykonu prace a
nejméné jednou ro¢né,

Zaznamy o 8koleni je Partner povinen uchovavat
a na pozadani musi byt tyto zaznamy k dispozici.

7 Povinnosti spole¢nosti Bayer
7.1 Aktivity spojené s farmakovigilanci

Farmakovigilanéni povinnosti drZitele registrace
k prislusnym organam tykajici se Pfipravku jsou
odpovédnosti spoleénosti Bayer. To zahrnuje
zejména:

—

odpovédi/prohladeni tykajici se
bezpenostnich otazek

zmény v oznacenli/etiketovani

urychlené predkladani zprav

pravideiné pfedkladani zprav

podle potfeby pfedkladani a udrzovani pland
fizeni rizik (RMPs), pokud je poZadovano
detekci signalu a fizeni rizik

screening literatury

nasledné sledovani pfipadu

EU kvalifikovanou osobu odpovédnou za
farmakovigilanci (QPPV)

10. PTC hodnoceni

oRrwn

©Co~ND

7.2  Bezpectnostni otazky

Spoleénost Bayer bude v¢as informovat Smluvni
partnery o relevantnich bezpeénostnich
otdzkach.

7.3 Skoleni

Farmakovigilan¢éni oddéleni spole€nosti Bayer
poskytne Hlavnimu zkou$ejicimu koleni/Skolici
moduly tykajici se zakladni farmakovigilance a
rozpoznani AE/ADR/PTC.

8 Ovéfeni pfijeti pfipadu
Zadavatel prostfednictvim Hlavniho zkou$ejiciho

bude pravideiné {mésitng) poskytovat
farmakovigilanénimu oddéleni spoleCnosti Bayer
seznamy pfipadl obsahujici identifikatory

pfipadu Zadavatele a datum pfenosu tak, aby
spoleénost Bayer mohla ovéfit pfijeti kompletniho
pfipadu. Pokud nejsou obdrzeny Zadné pripady,
spoletnosti Bayer musi byt pfedano sdéleni o
tom, Ze v prubéhu daného obdobi byl obdrzen
nulovy (0) poet pfipadl. V pfipadé
chybéjiciho/ch pfipadu(i) souhlasi Zadavatel
prostfednictvim Hlavniho zkouSejictho s tim, Ze
na Zadost spoleénosti Bayer pfipad(y) odeSle

A
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9 Audit / Regulatory Inspections

Sponsor agrees to allow audits by Bayer
regarding compliance with this PV Agreement
upon reasonable prior written notice, provided,
however, that such audit shall take place not
more often than once per year during normal
business hours, except if such audit is requested
by any authority or in case of safety concerns. A
third party can be used to perform the audit on
behalf of Bayer upon notification of Partner in
advance.

Sponsor will inform Bayer immediately of any
announcement of regulatory inspections related
to the Product. Both Parties will mutually assist
each other in preparing for these inspections.

10 Record Keeping

Contract Partners shall maintain all safety data
documentation as required by laws and
regulations in the Territory. In the event that
Contract Partners intend to destroy any such
documentation, it is entitled to do so only upon a
prior written approval given by Bayer. Confract
Partners are obliged to hand over to Bayer
originals of any documentation that is to be
destroyed, upon the request of Bayer.

11 Term and Termination

This PV Agreement shall become effective upon
signature by authorized representatives of the
Parties and shall be in force as long as the Main
Agreement is in force. The obligations of Sponsor
through Principal Investigator to inform Bayer
about Adverse Events, Adverse Drug Reactions
‘| and Product Technical Complaints related to the
Product that came to their attention shall survive
the termination of the Main Agreement.

12 Miscellaneous Provisions

This PV Agreement is concluded in Czech and
English; in case of any discrepancies the Czech
version prevails.

This PV Agreement and all the relations arising
hereof or connected hereto shall be subject to the
Czech law. In case of any litigation between the
Parties related to this PV Agreement, the Czech
courts are competent to decide.

Znovu,

9 Audit/kontrolni inspekce

Zadavatel souhlasi s tim, Zze umozni spole¢nosti
Bayer provedeni auditt ohledné souladu postupu
Smluvnich partnerl s touto FV dohodou po
pfedchozim pisemném oznameni za
pfedpokladu, Ze se audit uskuteé¢ni maximainé
jednou za rok b&hem bézné pracovni doby kromé
pfipadl, kdy o takovy audit pozada jakakoli
autorita nebo v pfipadé bezpeénostnich dlvodu.
K provedeni auditu jménem spoleénosti Bayer
mize byt vyuzZita treti strana, pokud je o tom
Partner informovan pfedem.

Zadavatel bude spoleénost Bayer okamzité
informovat o oznameni o kontrolnich inspekcich
tykajicich se Pfipravku. Obé& Smluvni strany si
budou vzajemné vypomahat pii piipravé téchto
kontral.

Vedeni evidence

10
Smiluvni partnefi musi uchovavat veskerou
dokumentaci bezpeénostnich dat v souladu

s pozadavky legislativy a zakony platnymi na
daném Uzemi. V ptipadé, Ze bude mit Smiuvni
partner v imyslu takovou dokumentaci zniéit, je
opravnén tak udinit pouze na zakladé
pfedchoziho pisemného souhlasu spolecnosti
Bayer. Na zadost spolecnosti Bayer jsou Smiuvni
partnefi povinni ji pfedat originaly vsech
dokumentQ, které maiji byt zniceny.

11 Doba platnosti a ukoncéeni

Tato FV dohoda nabyva ucinnosti dnem podpisu
opravnénymi zastupci Smluvnich stran a bude
piatit po dobu platnosti Hlavni dohody. Povinnost
Zadavatele prostfednictvim Hlavniho
zkousSejiciho informovat spolecnost Bayer o
nezadoucich pfihodach, neZadoucich Ucincich
légiva a zavadach v  kvalité/technickych
reklamacich ~ Pfipravku = v souvislosti- s
Pripravkem, o kterych se dozvi, trvd i po
ukonceni Hlavni dohody. ‘

12 Ostatni ustanoveni

Tato FV dohoda se uzavird vdéeském a
anglickém znéni; v pfipadé jakychkoliv rozpord je
rozhodujici Ceskéa verze.

Tato FV dohoda a v3echny vztahy z ni vznikié
nebo s ni spojené se fidi Ceskym pravem.
V pfipadé jakychkoliv spor(i mezi Smluvnimi
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Shall the provisions of the applicable regulation
be more restrictive than this PV Agreement, than
those provisions shall always apply.

13 Addresses for Information Exchange
Partner shall send all case exchange and
information concerning this PV Agreement to:

Bayer s.r.o.
Responsible person:

Pharmacovigilance Country Head
Address:
Bayer s.r.o.
Siemensova 2717/4
155 00 Praha 5
Czech Republic
Tel: +420 266 101 944
Mobile: +420 725 547 116
Fax:+420 266 101 504
E-mail: pharmagovigilance.czech@bayer.com

Bayer shall send relevant safety information
to:

Fakultni nemocnice Kralovské Vinohrady

ID. No. 00064173

with its registered seat 3

Srobarova 1150/50, Praha 10, PSC 100 34

stranami v souvislosti s touto FV dohodou, jsou
k rozhodovani opravnény soudy Ceské republiky.
V pfipade, Ze jsou ustanoveni obecné zavaznych
pravnich predpist pfisnéjsi neZ tato FV dohoda,
pouziji se ustanoveni obecné zavaznych
pravnich pfedpist.

13 Adresy pro vyménu informaci

Partner odesle veskeré informace o pfipadu a
informace tykajici se této FV dohody na nize
uvedenou adresu:

Bayer s.r.o.
Odpovédna osoba:

Kontaktni osoba odpovédna za farmakovigilanci
v Ceské republice
Adresa:
Bayer s.r.o.

Siemensova 2717/4
155 00 Praha 5
Ceska republika

Tel: +420 266 101 944
€. mobilniho tel: +420 725 547 116
Fax:+420 266 101 504
E-mail: pharmacovigilance.czech@bayer.com

Spoleénost Bayer odesle pfislusné
bezpe&nostni informace na adresy:
Fakultni nemocnice Kralovské Vinohrady
IC 00064173

se si{dlem

Srobarova 1150/50, Praha 10, PSC 100 34

o —
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Podpisy / Signatures ( ):

Za ! For BAYER s.r.0.

!ontaktnf osoba za farmakovigilanci/

Pharmacovigilance Country Head

Datum / Date: <X-/1. o3

Za/ For Bayer s.r.o.

Prokurista/ Proxy

Datum / Date: é//i’/lé 72,

Za / For Fakultni nemocnice Kralovske Vinohrady

Jednatel/ Executive

Datum / Date:



