BAY 1002670, Protocol No 15789

DODATEK €. 1 KE SMLOUVE
O PROVEDENI KLINICKEHO
HODNOCENI

Mezi

BAYER s.r.o.

Se sidlem: Praha 5, Stodulky, Siemensova 2717/4, 155
00, Ceska republika

zapsana v obchodnim rejstfiku u Méstského soudu
v Praze, oddil C, vlozka 391

IC: 00565474
DIC: CZ00565474
zastoupenou:
prokurista

Adriana Funderakova Benova,

(dale jen jako "Bayer")
a

Fakultni nemocnice Brno

Se sidlem: Jihlavska 20, 620 00 Brno
ICO: 65269705

DIC: CZ65269705

(dale jen ,Centrum ”)

a

doc. MUDr. X
datum narozeni: x
adresa bydlisté zkouSejiciho: x

(dale jen ,ZkouSejici”)

(Centrum a ZkousSejici dale spole¢né oznacovani
jako ,Smluvni partnefi’)

uzavieny nize uvedeného dne, mésice a roku podle
ustanoveni § 1746 odst. 2 zakona ¢. 89/2012 Sb.,
obc&ansky zakonik, ve znéni pozdéjSich predpisl (dale
jen ,Dodatek®):

I.  Uvodni ustanoveni

1. Dne 19.12.2017 byla mezi Smluvnimi stranami
uzaviena Smlouva o provedeni klinického
hodnoceni (dale jen ,Smlouva®), jejimz
predmétem je provedeni Studie s nazvem
.,Randomizované, dvojité zaslepené, dvojité
matouci, aktivné kontrolované, multicentrické
klinické hodnoceni uspofadané v paralelnich
skupinach ke  stanoveni  U€innosti a
bezpec€nosti vilaprisanu u pacientek
s déloznimi myomy*, s Cislem Bayer 15789,
(dale jen ,Studie“), a rozdéleni povinnosti
souvisejicich se Studii mezi spole€nost Bayer,
Centrum a Zkousejici.

AMENDMENT Nr. 1 TO THE
AGREEMENT
FOR THE PERFORMANCE OF
A CLINICAL TRIAL

Between

BAYER s.r.o.

With its registered seat at: Prague 5, Stodulky,
Siemensova 2717/4, 155 00, Czech Republic
registered at the Municipal Court in Prague, Section
C, Insert 391

ID No.: 00565474

VAT No.: CZ00565474

represented by: Adriana Funderakova Beriova, proxy

(hereinafter referred to as "Bayer")

and

Fakultni nemocnice Brno

With its registered seat: Jihlavska 20, 620 00 Brno
ID: 65269705

VAT ID: CZ65269705

(hereinafter referred to as “Center”)
and

doc. MUDr. X
date of birh: x
address of the Investigator: x

(hereinafter referred to as “Investigator”)

(Center and Investigator collectively hereinafter
referred to as “Contract Partners”)

entered into on the below stated day, month and year
pursuant to § 1746 sect. 2 of the Act No. 89/2012
Coll., Civil Code, as amended (hereinafter referred to
as “Amendment”):

l. Introductory Provisions

1. On December 19, 2017, the Agreement for the
performance of a clinical trial was concluded
between the Parties (hereinafter referred to as
.the Agreement®). Subject of the Agreement is
the performance of the study entitled A
randomized, parallel-group, double-blind,
double-dummy, active-controlled, multicenter
study to assess the efficacy and safety of
vilaprisan in subjects with uterine fibroids, with
the Bayer number 15789, (hereinafter referred
to as the “Study”), and allocation of the Study
related obligation either to Bayer, Center and
the Investigator, as the case may be.
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a)

b)

c)

II.  Zména Smlouvy

Smluvni strany timto zménu

Smilouvy tak, zZe:

sjednavaji

Stavajici znéni prvniho odstavce Preambule
Smlouvy se méni tak, Ze existujici nazev
studijniho protokolu se nahrazuje nasledujicim:

,Randomizované, multicentrické klinické
hodnoceni usporadané v paralelnich skupinach
ke stanoveni Gcinnosti a  bezpeénosti
vilaprisanu u pacientek s déloznimi myomy*

Zodst. 3 €l. Il Smlouvy se odstrafiuje jeho
predposledni a posledni véta ve znéni:

,Ulast kterékoli osoby ze Zku$ebniho tymu
Iékard na Studii predpoklada predchozi
pisemny  souhlas v prohlaSeni, které je
soucasti Prilohy ¢&. 2. Podepsané prohlaseni
bude predano spoleénosti Bayer Smiluvnimi
stranami.”

Zodst. 5 ¢l. Il Smlouvy se odstrariuje jeho
predposledni a posledni véta ve znéni:

Uéast kteréhokoli Clena studijniho tymu na
Studii pfedpoklada predchozi pisemny souhlas
v prohléSeni, které je soucasti PFilohy ¢. 2.
Podepsané  prohlaseni  bude  pfedano
spole¢nosti Bayer Smiluvnimi stranami.”

Druhy odstavec odst. 8 €l. Il Smlouvy se
odstranuje a vklada se jeho nové znéni:

LPredpokladany zacatek naboru subjekti
hodnoceni je x a predpokladané ukonceni x.
Predpokladana rychlost zarazovani je X
subjekty/3 mésice.“

Stavajici znéni odst. 11 ¢l. Il Smlouvy se
odstranuje a vklada se jeho nové znéni:

~Smluvni partnefi se zavazuji informovat
subjekty hodnoceni zafazené do Studie, Ze se
nesmi ucastnit zadné jiné studie v pribéhu
Studie ani béhem doby preruseni Studie
specifikované v Protokolu bez pfedchoziho
pisemného souhlasu spoleénosti Bayer.*”

Prvni odstavec odst. 19 ¢l. Il Smlouvy se
odstranuje a vklada se jeho nové znéni:

~Smluvni partnefi jsou si védomi, Ze
spole¢nost Bayer nebo treti strana jejim
jménem dikladné monitoruje provadéni Studie
a pravidelné navstévuje Centrum. Smluvni

1.

a

=

b)

c)

d)

f)

Il. Amendment to Agreement

The Parties hereby agreed to amend the
Agreement as follows:

The current wording of the first paragraph of
Preamble of the Agreement is amended so that
the existing title of the Protocol is replaced by
the following:

“A randomized, parallel-group, multicenter study
to assess the efficacy and safety of vilaprisan in
subjects with uterine fibroids”

From Section 3, Art. Il of the Agreement, its
penultimate and last sentences, as stated
below, are deleted:

“The involvement of any such Study Team
Physicians in the Study requires his/her prior
signature of a declaration as outlined in the
template attached as Appendix No. 2. Such
signed declarations shall be forwarded by
Contract Parties to Bayer.”

From Section 5, Art. Il of the Agreement, its
penultimate and last sentences, as stated
below, are deleted:

“The involvement of any Study Team Member in
the Study requires his/her prior signature of a
declaration as outlined in the template attached
as Appendix No. 2. Such signed declarations
shall be forwarded by Contract Parties to
Bayer.”

The second paragraph of Section 8, Art. Il of the
Agreement is deleted and its new wording is
inserted:

“Recruitment of the trial subjects is expected to
begin on x and to be completed until x.
Expected recruitment rate is X subjects/3
months.”

The current wording of Section 11, Art. Il of the
Agreement is deleted and its new wording is
inserted:

“Contract partners shall inform the trial subjects
involved in the Study that they may not
participate in any other study during the course
of this Study and during any suspension period
specified in the Protocol without the prior written
approval of Bayer.”

The first paragraph of Section 19, Art. Il of the
Agreement is deleted and its new wording is
inserted:

“Contract partners are aware that Bayer or a
third party on behalf of Bayer is monitoring the
conduct of the Study closely and is visiting
Center on a regular basis. Contract parners
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9)

h)

)
k)

1)

partnefi se zavazuji pfimérené podporovat tyto
monitorovaci aktivity, mimo jiné poskytnutim
pfistupu monitorovi do prostor a k datim dle
potfeby a spolupracovat se spolec¢nosti Bayer
nebo prislusnou treti stranou v tomto ohledu.
Zavazek Smluvnich partneri podle pfedchozi
véty zahrnuje (avS8ak neomezuje se na)
povinnost umoZnéni ovéreni spravnosti a
uplnosti dat zadanych do CRF oproti zdrojové
dokumentaci v jeji originalni podobé (tj. nikoliv
jeji kopie, byt ovéfené), bez ohledu na to, zda
je tato dokumentace vedena v listinné a/nebo
elektronické formé, a to v rozsahu
informovaného souhlasu udéleného subjektem
hodnoceni. Na Zadost spole¢nosti Bayer je
ZkouSejici  povinen se zucastnit osobni
diskuze.”

Odst. 4 ¢l. VIl Smlouvy se odstraniuje a vklada
se jeho nové znéni:

~SpoleCnost Bayer je opravnéna umistit
informace o Studii a o Vysledcich na internet,

napf. na stranky  www.ClinicalTrials.gov
(zverejnéni registru) a na stranky pro
zverejnéni  vysledkd, na firemni stranky
spolec¢nosti Bayer (zvefejnéni registru a

vysledkt) a v kterémkoli registru vyZadovaném
pravnimi pfedpisy.“

Stavajici nadpis ¢l. X Smlouvy se odstranuje a
vklada se jho nové znéni:
»,Ochrana osobnich udaji*

Odst. 2 ¢l. X Smlouvy se odstrafuje a vklada
se jeho nové znéni:

~Smluvni partnefi a spolecnost Bayer se
zavazuji  jednat vsouladu s pfislusnymi
pravnimi predpisy na useku ochrany osobnich
udaji.”

Odst. 3 ¢l. X Smlouvy se odstranuje.

Stavajici tabulka v odst. 4 Pfilohy ¢.1 Smlouvy
se odstraniuje a vklada se jeji nova verze nové
obsahujici upraveny rozpocet Studie rozsSifeny
o navstévy V3.1,V 3.2,V3.3,V 4.1, V4.2, V4.3,
V5.1,Vv5.2,V53,V6.1laV6.2:

Podskupina 1

Podskupina 2

Do odst. 4 Pfilohy €.1 Smlouvy se dale nové
vklada nasledujici text a tabulka:

+Pokud bude v ramci Studie a v souladu s

~

g

h

=

)
k)

agree to appropriately support such monitoring
activities, including without limitation by
providing such monitor with access to the
facilities and data as required, and cooperate
with Bayer or the relevant third party in this
regard. The commitment of Contract partners
under the previous sentence includes (but is not
limited to) the obligation to allow verification of
the correctness and completeness of data
entered into CRF against source documentation
in its original form (i.e. not its copies, even if
verified), irrespective  of  whether this
documentation is kept in paper and / or
electronic form, to the extent of the informed
consent granted by the trial subject. Investigator
shall be available for personal discussion, if
requested by Bayer.”

Section 4, Art. VII of the Agreement is deleted
and its new wording is inserted:

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

The current title of Art. X of the Agreement is
deleted and its new wording is inserted:

“Personal Data Protection”

Section 2 of Art. X of the Agreement is deleted
and its new wording is inserted:

“Contract partners and Bayer agree to adhere
to applicable data protection laws and
regulations.”

Section 3 of Art. X of the Agreement is deleted.

The current table in Section 4 of the Appendix 1
of the Agreement is deleted and its new version
is inserted. That is newly updated with
additional visits V3.1, V 3.2, V3.3, V4.1, V4.2,
V4.3,V5.1,V52,V53,V6.1aV 6.2

Subgroup 1

Subgroup 2

D)

Furthermore, the following text and table is
newly added in Section 4 of the Appendix 1 of
the Agreement:
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m)

~Spoleénost Bayer uhradi cestovni naklady a
kompenzaci za c¢as straveny v Centru vynaloZeny
subjekty hodnoceni v souvislosti S ucasti
Vv klinickém  hodnoceni  subjektum  hodnoceni
pausalni castkou x  Ké za jednu néavstévu krome

V7

V3.3, V4.1,V42 V43, V51, V52 V53, V6.1l a
V 6.2 ax K¢ za V7 ve formé stravenek. Zkousejici
muZe uhradou cestovnich nahrad subjektim
klinického hodnoceni povérit ¢leny Zkusebniho
tymu Iékari a/nebo Cleny  studijniho  tymu.
Zkousejici, ¢len ZkuSebniho tymu lékart a/nebo
C¢len studijniho tymu je povinen tyto nahrady vyplatit
pfislusnym subjektim hodnoceni. ZkouSejici je
povinen vratit zbylé stravenky na konci studie zpét
spolec¢nosti Bayer.”

n)

0)

Protokolem nezbytné nutné provést nasledujici
vySetfeni a pokud tato vySetfeni nejsou
hrazena ze zdravotniho pojiSténi prislusného
subjektu hodnoceni, zaplati spole¢nost Bayer
ZkouSejicimu nasledujici odménu za provadéni
téchto vysetreni na zakladé pfislusné faktury,
obdrzené od Centra:*”

Stavajici znéni bodu (a) Uhrada nahrad
pacientu odst. 7 (iii) Pfilohy ¢. 1 Smlouvy se
odstrafuje a vklada se jeho nové znéni, na
jehoz zakladé se nahrada cestovnich nakladu
subjektu hodnoceni vztahuje i na nové pfidané
navstévy V3.1, V3.2, V3.3, V4.1, V4.2, VA.3,
V5.1,V5.2,V53,V6.1aV6.2:

vCetné nové pridanych navstév V3.1, V 3.2,

PFiloha €. 2 Smlouvy se odstrariuje.

Spole¢nost Bayer zaplati Centru za projednani
dodatku smlouvy ¢astku 5 000 k¢.

IIl.  Zavére¢na ustanoveni

“If the following procedures become necessary
within the Study according to the Protocol, and
only as far as they are not covered by the public
health insurance of the trial subject, the
following payments for such procedures
performance will be made by Bayer to the
Investigator upon receipt of a corresponding
and formally correct invoice from the Center.”

m) The current wording of point (a) Reimbursement
of patients costs of Section 6 of the Appendix 1
to the Agreement is deleted and its new wording
is inserted, on the basis of which the
reimbursement of travel costs of trial subjects
also applied to visits V3.1, V3.2, V3.3, V4.1,
V4.2,V4.3,V5.1,V5.2,V53,V6.1laV6.2:

“Bayer shall reimburse expenses on travelling
and compensation for time spent at Center
incurring in relation to participation of trial
subjects in the clinical trial to trial subjects by
Center in lump sum of  x CZK per visit except
V7 including newly added visist V3.1, V 3.2,
V3.3,V4.1,V4.2,V4.3,V5.1,V5.2,V53, V6.1
a V6.2 and x CZK for V7 in the form of meal
vouchers. Reimbursement of expenses on
travelling and time spent at the clinic incurring in
relation to the participation of trial subjects in the
clinical trial will be provided by Investigator who
may delegate this responsibility to study team
physicians and/or study team members. Meal
voucher values of 500 CZK per study visit.
Investigator and study team members shall
return all remaining meal vouchers back to
Bayer at the end of the Study.”

n) Appendix No. 2 of the Agreement is deleted

0) Bayer shall pay Center 5 000 CZK for revision
of Agreement Amendment.

1. Final Provisions

Ostatni ustanoveni Smlouvy zUstavaji timto 1. This Amendment is without prejudice to the other

Dodatkem nezménéna. Tento Dodatek nabyva
ucinnosti dnem jeho podpisu posledni ze
Smluvnich stran.

Tento Dodatek se vyhotovuje ve Ctyfech
vyhotovenich, kdy Bayer obdrzi dvé vyhotoveni
a Zkousejici po jednom vyhotoveni.

Smluvni strany prohlasuji, ze tento Dodatek
uzaviely na zakladé svobodné a vazné vile,
jeho obsah procetly a porozumély mu, a na
dlkaz toho pfipojuji své vlastnoruéni podpisy

provisions of the Agreement. The Amendment
shall be effective on the date of signing by the last
Party.

. This Amendment is executed in four original

copies. Bayer shall receive two original copies
and Investigator receive one original copy.

. The Parties declare that this Amendment was

concluded based on their own free and serious
will. The Parties read the Amendment and they
understood the Amendment, in witness whereof
the undersigned have signed this Amendment.

BAYER s.r.o.
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Misto/datum - Place/date: Praha

Adriana Funderakova Benova
Prokurista / Proxy

Fakultni nemocnice Brno

Place/date - Misto/datum:

MUDrv. Roman Kraus, MBA
Reditel / director

Zkousejici / Investigator

Place/date - Misto/datum:

doc. MUDr. X
Zkousejici / investigator
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