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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 Olomouc

Se sidlem: |.P.Pavlova 185/6, 779 00 Olomouc

ICO: 00098892

DIC: CZ00098892

Zfizena rozhodnutim Ministerstva zdravotnictvi Ceské
republiky ze dne 25.11.1990

(dale jen ,Centrum ”)

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

I.  Uvodni ustanoveni

1. Dne 21.9.2017 byla mezi Smluvnimi stranami
uzaviena Smlouva o provedeni klinického
hodnoceni (dale jen ,Smlouva®), jejimz
pfedmétem je provedeni Studie s nazvem
,Oteviené, randomizované, multicentrické
klinické hodnoceni s paralelnim uspofadanim
ke stanoveni bezpeCnosti a u&innosti
vilaprisanu u pacientek s déloznimi myomy*,
s Cislem Bayer 16953 , (dale jen ,Studie®), a
rozdéleni povinnosti souvisejicich se Studii
mezi spole¢nost Bayer, Centrum a Zkousejici.

IIl.  Zména Smlouvy

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 Benova, proxy

(hereinafter referred to as "Bayer")

and

Fakultni nemocnice Olomouc

With its registered seat at: |.P.Pavlova 185/6, 779 00
Olomouc

ID: 00098892

VAT ID: CZ00098892

Established by the decision of the Ministry of Health
of the Czech Republic dated 25th November 1990

(hereinafter referred to as “Center”)

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 September 21, 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 An open-
label, parallel-group, randomized, multicenter
study to assess the safety and efficacy of
vilaprisan in subjects with uterine fibroids versus
standard of care , with the Bayer number 16953
, (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.

Il. Amendment to Agreement

1. The Parties hereby agreed to amend the

1. Smluvni strany timto sjednavaji zménu )
Smiouvy tak, ze: Agreement as follows:
a) Zodst. 3 ¢&l. Il Smlouvy se odstranuje jeho a) Fromlt_Se(itlon 3(’1 Pl\rt.tll of tthe Agreementt,tlts
predposledni a posledni véta ve znéni: penulimate ~ an .as sentences, as slate
below, are deleted:
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b)

c)

d)

e)

Udcast kterékoli osoby ze ZkuSebniho tymu
Iékart na Studii predpoklada predchozi
pisemny  souhlas v prohlasSeni, které je
soucasti Prilohy ¢. 2. Podepsané prohlaSeni
bude pfedano spole¢nosti Bayer ZkouSejicim.

Zodst. 5 €l. Il Smlouvy se odstrafiuje jeho
predposledni a posledni véta ve znéni:

Uéast kteréhokoli Clena studijniho tymu na
Studii predpoklada predchozi pisemny souhlas
v prohlaseni, které je soucasti Prilohy ¢&. 2.

Podepsané  prohlaseni  bude  predano
spole¢nosti Bayer Zkousejicim.“
Stavajici znéni odst. 11 ¢l. Il Smlouvy se

odstranuje a vklada se jeho nové znéni:

,Centrum se prostfednictvim ZkouS$ejiciho
zavazuje informovat subjekty hodnoceni
zarazené do Studie, Ze se nesmi ucastnit
Zadné jiné studie v prabéhu Studie ani béhem
doby preruseni Studie specifikované v
Protokolu  bez  pfedchoziho  pisemného
souhlasu spole¢nosti Bayer.*

Prvni odstavec odst. 18 ¢l. Il Smlouvy se
odstrafuje a vklada se jeho nové znéni:

~Centrum bere na védomi, Ze spole¢nost Bayer
nebo tfeti strana jejim jménem dikladné
monitoruje provadéni Studie a pravidelné
navstévuje Centrum. Centrum se zavazuje
pfiméfené  podporovat tyto  monitorovaci
aktivity, mimo jiné poskytnutim pristupu
monitorovi do prostor a k datiim dle potfeby a
spolupracovat se spole¢nosti Bayer nebo
pfislusnou treti stranou v tomto ohledu.
Zavazek Centra podle pfedchozi véty zahrnuje
(avSak neomezuje se na) povinnost umozZnéni
ovéreni spravnosti a uplnosti dat zadanych do
CRF oproti zdrojové dokumentaci v jeji
originalni podobé (tj. nikoliv jeji kopie, byt
ovérené), 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 spolecnosti Bayer je
Centrum povinno umoznit ZkouSejicimu se
zucastnit osobni diskuze.”

Odst. 4 ¢l. VII Smlouvy se odstrariuje a vklada
se jeho nové znéni:

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

b

~

c)

d

~

e)

“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
Investigator 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 Investigator to Bayer.”

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

“Center shall ensure through the Investigator to
inform 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 18, Art. Il of the
Agreement is deleted and its new wording is
inserted:

“Center is 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. Center agrees 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 the Center
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. Center shall
enable Investigator to 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

napf. na stranky  www.ClinicalTrials.gov www.ClinicalTrials.gov (registry posting) and on

(zvefejnéni registru) a na stranky pro sites for results posting, on Bayer's company

zvefejnéni vysledkl, na firemni stranky website (registry and results posting) and in any
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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 udaju*”

g) Odst. 2 ¢l. X Smlouvy se odstrafiuje a vklada

se jeho nové znéni:

~ZkouSejici a spoleénost Bayer se zavazuji
jednat vsouladu s pfislusnymi  pravnimi
predpisy na tseku ochrany osobnich tdaji.”

h) Odst. 3 ¢l. X Smlouvy se odstranuje.

i) Stavajici tabulka v odst. 4 Pfilohy ¢.1 Smlouvy
se méni a upravuje o nové viloZzené studijni
navstévy V3.1, V3.2, V3.3, V4.1, V4.2, V4.3,
V5.1, V52, V53, V6.1, V6.2 a BMD pro
podskupinu 1 (skupina Al, A2, A3 B) a
podskupinu 2 (skupina Al, A2, A3, B) a je
soucasti dodatku jako PFiloha €. 1.

i) Do odst. 4 Pfilohy ¢.1 Smlouvy se dale nové
vklada nasledujici a tabulka:

Navstéva Platba
Neplanované
ultrasonografické
vySetieni X
Neplanovany
téhotensky test X

k) Stavajici znéni bodu (c) Uhrada néhrad

pacientd odst. 7 Prfilohy ¢. 1 Smlouvy se
odstrafiuje a vklada se jeho nové znéni, na
jehoz zakladé se nahrada cestovnich nakladi
subjektu hodnoceni vztahuje i na nové pfidané
navstévy V3.1, V 3.2, V3.3, V4.1, V4.2, V4.3,
V5.1,V 5.2,V53,V6.1,V6.2aBMD:

~Zkousejici z povéreni Centra zajisti subjektim
hodnoceni uhradu cestovnich nakladu
poskytnutou spolecnosti Bayer a kompenzaci
za Cas straveny na centru vynaloZeny subjekty
hodnoceni v souvislosti s ucasti v klinickém
hodnoceni pau$alni ¢astkou x K¢ za jednu
navstévu vcetné nové pridanych navstév V3.1,
V3.2, V33, V4.1, V4.2, V43, V5.1, V5.2,
V 5.3, V6.1, V 6.2 a BMD ve formé stravenek.
Zkousejici mize dale povérit Cleny
ZkuSebniho tymu Iékafd  a/nebo  cleny
studijniho tymu. ZkouSejici a/nebo ¢lenové
ZkuSebniho tymu lékafi a/nebo clenové
studijniho tymu maji povinnost tyto nahrady
vyplatit prislusnym subjektim hodnoceni.
ZkouSegjici je povinnen vratit zbylé stravenky na
konci studie zpét spolecnosti Bayer.*

f)

~

g

h

=

)

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:

‘Investigator 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 newly changed by adding
additional visits V3.1, V 3.2, V3.3, V4.1, V4.2,
V4.3, V5.1, V5.2, V5.3, V6.1, V6.2 and BMD
for subgroup 1 (group Al, A2, A3, B) and
subgroup 2 (group Al, A2, A3, B) and is added
as Appendix 1.

Furthermore, the following text and table is
newly added in Section 5 of the Appendix 1 of
the Agreement:

Visit Payment

Unscheduled
ultrasound X

Unscheduled
pregnancy test X

k)

The current wording of point (c) Reimbursement
of patients costs of Section 7 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, V 3.2, V3.3, V4.1,
V4.2, V4.3, V5.1, V5.2, V5.3, V6.1, V 6.2 and
BMD:

“Investigator authorized by the Center shall
reimburse trial subjects with incurred expenses
on travelling and compensation for time spent at
the Center incurring in relation to participation of
trial subjects in the clinical trial in lump sum of x
CZK per visit including newly added visist V3.1,
V3.2, V33, V4.1, V42, V4.3, V5.1, V5.2,
V 5.3, V6.1, V 6.2 and BMD in the form of meal
vouchers. Investigator can further delegate
Study team physicians and/or Study Team
Members, to forward meal vouchers to trial
subjects. Investgator, Study team physicians
and/or study team members are responsible to
pass meal vouchers to trail subjects.
Investgator shall return all remaining meal
vouchers back to Bayer at the end of the study.”
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I)  PFiloha €. 2 Smlouvy se odstranuje.

Ill.  Uvefejnéni

V pfipadé, Ze tento Dodatek, resp. Smlouva podléha
uvefejnéni dle zakona ¢. 340/2015 Sb., o registru
smluv (,Zakon o registru®), uplatni se nasledujici
ujednani. Smluvni strany se zavazuji v elektronické
podobé Dodatku, resp. Smlouvy pfed jejich zaslanim
do registru znecitelnit a v registru zajistit neuverejnéni
nasledujicich ustanoveni:

Z ddvodu ochrany obchodniho tajemstvi spole¢nosti
Bayer: x

Z davodu ochrany obchodniho tajemstvi Centra:
platebni tdaje centra (odstavec 4.3),
VeSkeré osobni udaje fyzickych osob.

Smluvni strany vyslovné sjednavaji, Zze znecitelnéni
vySe uvedenych udaji ve Smlouvé a Dodatku
provede Bayer. Centrum zvefejni verzi této Smlouvy
a Dodatku v registru nejpozdéji do 15 dnl od podpisu
Dodatku posledni ze Smluvnich stran; v opacném
pfipadé je opravnéna k zaslani Smlouvy a Dodatku
do registru spole¢nost Bayer. Bez ohledu na ujednani
vySe je Centrum a/nebo Hlavni zkous$ejici opravnén
zaslat Smlouvu a Dodatek do registru vzdy pouze po
pfedchozim pisemném schvaleni jejich konecné
podoby ze strany spole¢nosti Bayer. Pokud je dle
Zakona o registru ucinnost tohoto Dodatku vazana na
uvefejnéni v registru, pak tato uc€innost nastava
takovym uverejnénim bez ohledu na jakakoliv jina
ustanoveni tohoto Dodatku.

IV. Zavére¢na ustanoveni

1. Ostatni ustanoveni Smlouvy zUstavaji timto
Dodatkem nezménéna. Tento Dodatek nabyva
ucinnosti dnem jeho podpisu posledni ze
Smluvnich stran.

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

3. 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

1) Appendix No. 2 of the Agreement is deleted

1. Publication

If this Amendment, respectively Agreement is
subject to publication under the Act no. 340/2015
Coll., on Contract Registry (,Registry Act®), the
following arrangements shall apply. The contracting
parties undertake to blank out in the electronic form
of the Amendment, respectively the Agreement
before sending them to the registry and to ensure
the non-publication in the registry, of the following
provisions:

In order to protect the Bayer trade secret: x

In order to protect the Center trade secret: Center
payment details (article 4.3),
All the personal data of natural persons.

The Parties explicitly agree that the blanking out of
the data above in the Agreement and the Amendment
shall be done by Bayer. Center shall publish such
version of this Amendment and the original
Agreement in the registry within 15 working days
following the signature hereof by the last of the
Parties; otherwise Bayer is entitled to send the
Agreement and the Amendment to the registry.
Irrespective of the arrangements above Center and/or
the Principal Investigator is entitled to send the
Agreement and the Amendment to the registry only
after the previous written approval of their final
version by Bayer. If the effectiveness hereof is bound
to the publication in the registry pursuant to the
Registry Act, this Amendment shall become effective
upon such publication, irrespective of any other
provisions hereof.

V. Final Provisions

1. This Amendment is without prejudice to the other
provisions of the Agreement. The Amendment
shall be effective on the date of signing by the last
Party.

2. This Amendment is executed in three original
copies. Bayer shall receive two original copies
and Investigator receive one original copy.

3. 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.

Pfiloha ¢.1:
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Platebni tabulky odstranény

BAYER s.r.o.

Misto/datum - Place/date: Praha

Adriana Funderakova Benova
Prokurista / Proxy

Fakultni nemocnice Olomouc

Place/date - Misto/datum:

prof. MUDr. Roman Havlik, Ph.D.
Reditel / Director
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