DODATEK 1 AMENDMENT 1
KE SMLOUVE O PROVEDENI KLINICKEHO TO THE AGREEMENT FOR THE
HODNOCENI PERFORMANCE OF A CLIN

mezi / Between

BAYER s.r.0.
se sidlem / With its registered seat at:
Siemensova 2717/4
Stodllky, 155 00 Praha 5
Ceska republika / Czech Republic
ICO /1D No.: 00565474
DIC / VAT No.: CZ00565474
zapsana v obchodnim rejstfiku vedeném
Méstskym soudem v Praze, oddil C, vloZzka 391/
Registered with the Commercial Register kept by
the Municipal Court in Prague, Section C, Insert 391
zastoupena na zakladé plné moci /
Represented on the basis of the Power of Attorney by:

(dale jen / hereinafter referred to as “Bayer”)

al/And

Nemocnice Jihlava, prispévkova organizace
se sidlem / With its registered seat at:
Vrchlického 4630/59, 586 01 Jihlava
Ceska republika / Czech Republic
ICO /1D No.: 00090638
DIC: CZ00090638
Zapsana v obchodnim rejstiiku vedenem
Krajskym soudem v Brné&, oddil Pr, vioZzka 1472 /
Registered with the Commercial Register kept by
the Regional Court in Brno, Section Pr, Insert 1472
zastoupena / Represented by:
Ing. Alexander Filip
feditel / Director
(dale jen ,Centrum* / hereinafter referred to as the “Center”)

a/And

(hlavni zkousejici, dale jen ,Zkousejici” / principal investigator hereinafter referred to as the “Investigator”)
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(Bayer, Centrum a Zkou3ejici
oznacovani jako ,Smluvni strany")

dale spole¢né

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

L Uvodni ustanoveni

1.1 Dne 8. 3. 2023 byla mezi Smluvnimi stranami
uzaviena Smlouva o provedeni klinického
hodnoceni (déle jen ,Smlouva®), jejimz
pfedmétem je provedeni studie s nazvem
Multicentrické, mezinarodni, randomizované,
placebem kontrolované, dvojité zaslepené,
paralelné usporadané a udalostmi fizené
klinické hodnoceni faze 3 peroréiniho
inhibitoru FXla asundexianu (BAY 2433334) v
prevenci ischemické mozkové piihody u muzi
a Zen od 18 let a starSich po akutni
nekardioembolické ischemické cévni
mozkové prihodé nebo vysoce rizikové TIA*
s ¢islem protokolu 20604 (dale jen “Studie™),
a rozdéleni povinnosti souvisejicich se Studii

mezi spole¢nost Bayer, Centrum
a Zkousejiciho.

1.2V souladu s prislusnymi ustanovenimi
nafizeni EP a Rady (EU) ¢&. 536/2014

o klinickych hodnocenich humannich lé€ivych
pripravkd a o zruseni smérnice ¢. 2001/20/ES
(,Narizeni“) Bayer podal zadost o povoleni
Studie, jejiz provadéni bylo povoleno za
Gcinnosti smérnice EP a Rady ¢. 2001/20/ES,
aby zajistil, ze Studie bude i po uplynuti
pfechodného obdobi dle Nafizeni nadale
provadéna v souladu s u€innymi pravnimi
predpisy, zejména  Nafizenim.  Bayer
informoval ZkousSejiciho o povoleni Studie
podle Nafizeni bez zbyte&ného odkladu poté,
co mu bylo rozhodnuti pfislusné autority
doruceno.

1.3 Bayer aktualizoval nékteré své kontaktni
udaje pro hladeni vyzadovana Smlouvou.
Pfilohu 1:

1.4 Bayer aktualizoval Finangni

podminky.
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(Bayer, Center and Investigator
hereinafter referred to as the “Parties”)

collectively

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”): '

. Introductory Provisions

1.1 On 8 March 2023, 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 multicenter, international, randomized,
placebo controlled, double-blind, parallel
group and event driven Phase 3 study of the
oral FXla inhibitor asundexian (BAY 2433334)
for the secondary prevention of ischemic
stroke in male and female participants aged
18 years and older after an acute non-
cardioembolic ischemic stroke or high-risk
TIA“ by the protocol number 20604
(hereinafter referred to as the “Study”), and
allocation of the Study related obligation either
to Bayer, Center or Investigator, as the case
may be.

1.2 In accordance with applicable provisions of
the Regulation (EU) of the EP and of the
Council no. 536/2014 on clinical trials on
medicinal products for human use and
repealing Directive 2001/20/EC
(“‘Regulation”) Bayer has applied for
authorisation of the Study, the conduct of
which has been authorised under the Directive
of the EP and Council no. 2001/20/EC, to
ensure that the Study will continue to be
conducted in compliance with effective laws
and regulations, particularly the Regulation,
even after the transitional period under the
Regulation expires. Bayer informed the
Investigator about the authorisation of the
Study pursuant to the Regulation without
undue delay after receipt of the decision of the
competent authority.

1.3 Bayer has updated some of its contact details
for reporting required under the Agreement.

1.4 Bayer has updated Appendix 1: Financial
Terms.
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2.1

1l Zména Smlouvy

S ohledem na skute¢nosti specifikované v ¢l.
I. vy8e se Smiuvni strany dohodly na téchto
zménach Smlouvy:

Obsah odstavce 2.1 Smlouvy se rusi v celém
rozsahu a nahrazuje se nasledujicim novym
znénim:

Smiuvni  partnefi se zavazuji provést
a zdokumentovat Studii v pfisném souladu
s (a) Protokolem; a (b) podminkami této
Smlouvy; a (c) etickymi zdsadami Helsinské
deklarace; a (d) Harmonizovanym
Tristrannym Guideline ICH pro spravnou
klinickou praxi a obecné pfijimanymi
standardy spravné klinické praxe;
a (e) pisemnymi  pokyny a instrukcemi
spole¢nosti Bayer, jejich Propojenych osob
nebo treti strany ktomu  povérené,
vyplyvajicimi  a souvisejicimi  se  Studii,
a (f) vSemi pouzZitelnymi pravnimi predpisy,
pravidly a etickymi kodexy, vcetné, avsak
nejen nafizeni EP a Rady (EU) ¢. 536/2014
0 klinickych hodnocenich humannich Ié¢ivych
pfipravki a o zruSeni smérnice ¢. 2001/20/ES,

ve znéni pozdéjSich predpist, zakona
¢. 378/2007 Sb. o IéCivech, ve znéni
pozdéjsich predpist, vyhlasky
C. 463/2021 Sb. o bliz§ich  podminkach

klinického hodnoceni humannich IéCivych
pfipravkd, zédkona ¢. 372/2011  Sb,,
o zdravotnich sluzbach a podminkéach jejich
poskytovani, vyhlaSky ¢. 84/2008 Sb., o
spravné lékarenské praxi, blizsich
podminkach zachézeni s 1éCivy v lékarnach,
zdravotnickych zafizenich a u dalsich
provozovateli a zafizeni vydavajicich IéCivé
pfipravky, a (g) veSkerymi  piikazy
a smérnicemi prislusnych regulaénich aradu
a etické komise, jsou-li takové. Centrum se
zavazuje poskytnout odpovidajici zdroje
a vybaveni k provadéni Studie.

Obsah odstavce 2.12 Smlouvy se rusi v celém
rozsahu a nahrazuje se nasledujicim novym
znénim:

Pokud v prabéhu Studie v Centru dojde
k poSkozeni zdravi subjektu hodnoceni,
Smiuvni partneri se zavazuji informovat
0 kazdém takovém pfipadu spoleénost Bayer
prostrednictvim  elektronického  hlaSeni
v elektronickém zéznamovém listé nebo,

podle potieby, faxem (I EEEEGE

v anglickém jazyce), e-mailem

v anglickém jazyce), nebo kuryrem na naklady
spole¢nosti Bayer (Oddéleni
farmakovigilance, BAYER s.r.o., Siemensova

2.1

a)

b)
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Il Amendment to Agreement

Due to the facts specified in Art. |. above the
Parties agreed on the following amendments to
the Agreement:

The content of Paragraph 2.1 of the
Agreement is deleted in its entirety and
replaced by the following new wording:

Contract Partners shall perform and document
the Study in strict accordance with (a) the
Protocol; and (b) the terms and conditions of
this Agreement; and (c) the ethical principles
of the Declaration of Helsinki; and (d) the ICH
Harmonised Tripartite Guideline for Good
Clinical Practice as well as generally
accepted standards of Good Clinical Practice;
and (e) any Study-related instructions given in
writing by Bayer, a Bayer Affiliate or a third
party authorized by them, and (f) all applicable
laws, rules, regulations and code(s) of ethics,
including without limitation Regulation (EU) of
the EP and of the Council no. 536/2014 on
clinical trials on medicinal products for human
use and repealing Directive 2001/20/EC, as
amended, Act No.378/2007 Coll., on
Pharmaceuticals, as amended, Decree
No. 463/2021 Coll., on more detailed
conditions on clinical trials of human medicinal
products, the Act No. 372/2011 Coll, on
Health Services and Conditions of their
Provision, Decree No. 84/2008 Coll., on Good
Pharmacy Practice, more detailed conditions
for  manipulation  with  medicines in
pharmacies, healthcare institutions and at
other operators and facilities dispensing
medicines; and (g) any and all orders and
mandates of the relevant authorities and
ethics committee, if any. Center shall provide
adequate resources and facilities for the
performance of the Study.

The content of Paragraph 2.12 of the
Agreement is deleted in its entirety and
replaced by the following new wording:

If in the course of the Study at the Center
a trial subjects’ health is injured, Contract
Partners shall inform Bayer of any such case
via the electronic reporting in the electronic
case report form or by fax

language) or courier at Bayer's expense
(Oddéleni farmakovigilance, BAYER s.r.o.,
Siemensova 2717/4, 160 00 Praha 5) — as
appropriate - (i) in case of serious adverse
reactions and/or serious adverse events
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d)

2717/4, 150 00 Praha 5) (i) v pripadé
zavaZného neZédouciho ucéinku a/nebo

zavazné  neZadouci  pifihody  a/nebo
v pfipadech  téhotenstvi, jsou-li  takové,
nejpozdéji do 24 hodin od zjisténi

a (ii) v pripadé neZadouciho uéinku a/nebo
nezadouci prihody neprodlené v rémci Ihit
stanovenych v Protokolu a jinych pokynech
danych spole¢nosti Bayer o hlaSeni dat
tykajicich se bezpecénosti. Soucasti takového
hlageni musi byt také posouzeni pficinné
souvislosti.

Do Smiouvy se vklada novy odstavec 2.15,
ktery zni:

Beéhem a po skonCeni Studie se zavazuji
Smluvni partnefi neprodlené (do 24 hodin od
okamziku, kdy se o tom dovi) nahlasit
spolec¢nosti Bayer kaZdou informaci, ktera by
mohla byt posouzena jako zévazné poruSeni
podminek provadéni Studie, jak je stanoveno
v ¢l. 52 Nafizeni EU ¢. 536/2014; ,zévaznym
porusenim“ se rozumi poruSeni uvedeného
nafizeni nebo verze Protokolu, ktera je
aktualni v case tohoto poruSeni, které by
mohlo do znacné miry ohrozit bezpecnost
a prava subjektu hodnoceni nebo spolehlivost
a robustnost Udaji ziskanych ve Studii.

Soucasné odstavce 2.15 az 2.26 se pieisluji
a nové se oznacuji jako odstavce 2.16 az
2.27.

Obsah odstavce 2.24 (nové 2.25) Smlouvy se
rusi vcelém rozsahu a nahrazuje se
nasledujicim novym znénim:

Smluvni  partnefi se zavazuji pfimo

a neprodlené informovat Bayer (e-mail:
I  <g/ickém

jazyce) v pripadé, Ze subjekt hodnoceni
Ucastnici se Studie vyjadii néazor, Ze doSlo
k poSkozeni jeho zdravi v dusledku tcéasti ve
Studii, a Ze mé& proto pravo na finanéni
nahradu.

f) Obsah odstavce 3.2 Smilouvy se rusi v celém

rozsahu a nahrazuje se nasledujicim novym
znénim:

Bayer se zavazuje provadét a dokumentovat
Studii v prisném souladu s (a) Protokolem;
a (b) podminkami této Smlouvy; a (c) etickymi
zésadami Helsinské deklarace;
a (d) Harmonizovanym Tristrannym Guideline
ICH pro spravnou klinickou praxi véetné jeho
naslednych zmén a obecné piijimanymi
standardy spravné klinické praxe; a (e) vdemi
pouZitelnymi prévnimi predpisy, pravidly

(2]
-~
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and/or, if applicable, pregnancies, within
24 hours of awareness the latest and (ii) in
case of adverse reactions and/or adverse
events immediately within the timelines
stipulated in the Protocol and other
instructions on safety related data reporting
provided by Bayer. Such reporting shall be
done together with an assessment of
causality.

The following new paragraph 2.15 is inserted
into the Agreement:

During and after the Study, Contract Partners
shall promptly (within 24 hours of awareness)
report to Bayer any information that could be
considered a serious breach of the rules for
the conduct of the Study as defined in Article
52 of Regulation (EU) No. 536/2014, “serious
breach” meaning a breach of aforementioned
regulation or of the version of the Protocol
applicable at the time of the breach which is
likely to affect to a significant degree the safety
and rights of a trial subject or the reliability and
robustness of any data generated in the
Study.

Current paragraphs 2.15 to 2.26 shall be
renumbered and newly shall be numbered as
paragraphs 2.16 to 2.27.

The content of Paragraph 2.24 (newly 2.25) of
the Agreement is deleted in its entirety and
replaced by the following new wording:

Contract Partners shall inform Bayer (email:

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

The content of Paragraph 3.2 of the
Agreement is deleted in its entirety and
replaced by the following wording:

Bayer shall perform and document the Study
in strict accordance with (a) the Protocol; and
(b) the terms and conditions of this
Agreement; and (c) the ethical principles of
the Declaration of Helsinki; and (d) the ICH
Harmonised Tripartite Guideline for Good
Clinical Practice as well as generally accepted
standards of Good Clinical Practice; and (e) all
applicable laws, rules and regulations,
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a etickymi kodexy, vcetné, avsak nejen
nafizeni EP a Rady (EU) ¢& 536/2014,
0 klinickych hodnocenich humannich léCivych
pfipravka a o zruseni smérnice 2001/20/ES,
ve znéni pozdéjSich predpisti, zékona
¢. 378/2007 Sb., o lécivech, ve znéni
pozdéjsich predpisG, vyhlaSky ¢&. 463/2021
Sb. o blizSich podminkach klinického
hodnoceni humannich IéCivych pfipravkd;
a () veSkerymi prikazy a smérnicemi
prislusnych regulacnich organi a etické
komise.

2024 CZ_CO_69387

including without limitation Regulation (EU) of
the EP and of the Council no. 536/2014 on
clinical trials on medicinal products for human
use and repealing Directive 2001/20/EC, as
amended, Act No. 378/2007 Coll., on
Pharmaceuticals, as amended, Decree No.
463/2021 Coll., on more detailed conditions
on clinical trials of human medicinal products
and (f) any and all orders and mandates of the
relevant authorities and ethics committee.

g) Stavajici Priloha 1: Finanéni podminky g) The current Appendix 1: Financial Terms of
Smlouvy se rusi v celém rozsahu a nahrazuje the Agreement is deleted in its entirety and
se novou Prilohou 1 — revidovanou replaced with the new Appendix 1 — Revised
Dodatkem 1, ktera tvofi prilohu tohoto by Amendment 1 attached to this Amendment.
Dodatku.

2.2 Smluvni strany se dohodly, Ze za telefonické 2.2 The Parties further agreed that for telephone
navétévy u fertiinich pacientek s mésiéni visits to fertile female patients with a monthly
frekvenci (kontrola vysledku t&hotenského frequency (checking the result of a pregnancy
testu) provedené od 21.032023 do dne tests) performed since 21 March 2023 until the
uginnosti tohoto Dodatku uhradi Bayer Centru effective date of this Amendment Bayer shall
odménu také ve vy$i a za podminek dle reimburse the Center the remuneration also in
Ptilohy 1 — revidované Dodatkem 1. Odména the amount and under conditions set out in the
za tyto UGOkony je splatnd v nejbliz8im Appendix 1 — Revised by Amendment 1. The
platebnim obdobi nasledujicim po uzavieni remuneration for these operations is due within
tohoto Dodatku. the next payment period following conclusion of

this Amendment.
lll. Zavére€éna ustanoveni llil.  Final Provisions

3.1 Ostatni ustanoveni Smlouvy zlstavaji timto 3.1  This Amendment is without prejudice to the
Dodatkem nezménéna. Tento Dodatek other provisions of the Agreement. This
nabyva platnosti dnem jeho podpisu posledni Amendment shall come into force on the date
ze Smluvnich stran a uGc€innosti jeho of its signing by the last Party and shall come
uvefejnénim v registru smiuv. into effect upon its publication in the contract

registry.

32 Tento Dodatek se vyhotovuje ve 32 This Amendment is  executed in
3 stejnopisech, z nichz kazda ze Smluvnich 3 counterparts, out of which each of the
stran obdrzi po jednom stejnopise. Parties receives one counterpart.

3.3 Tento Dodatek je sepsan vceském 3.3 This Amendment is written in the Czech and
aanglickém jazyce, pficemz v pfipadé English languages, and in the event of
rozporu mezi jazykovymi verzemi bude a conflict between the language versions, the
upfednostnéna Ceska verze Dodatku. Czech version of the Amendment shall

prevail.

3.4 Smluvni strany prohlasuji, Zze tento Dodatek 3.4  The Parties declare that this Amendment was

uzaviely na zakladé svobodné a vazné vile,
jeho obsah procetly a porozumély mu, a na
dlkaz toho pfipojuji své viastnoruéni podpisy.

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.
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3.5

Smluvni strany se dohodly, Ze uvefejnéni
Dodatku prostfednictvim  registru  smluv
provede Centrum, a to nejpozdéji do 5 dnidi od
podpisu Dodatku posledni ze Smluvnich
stran; v opatném piipadé je opravnén
k zaslani Dodatku do registru smluv Bayer.
Navrh verze Dodatku urené k uvefejnéni
bude spole¢nosti Bayer odeslan Centru
v elektronické verzi ve strojové citelném
formatu nejpozdéji ke dni podpisu Dodatku
apred jeho uvefejnénim bude spole€nosti
Bayer aCentrum vzajemné odsouhlasen
prostfednictvim e-mailu.

BAYER s.r.o.

Datum / Date:

3.5

2024 CZ CO 69387

The Parties agreed that the publication of the
Amendment through contract registry shall be
performed by the Center, no later than within
5 days from the signing of the Amendment by
the last Party; otherwise, Bayer is authorized
to submit the Amendment to the contract
registry. The proposal of version of the
Amendment for publication shall be sent by
Bayer to the Center in electronic form in
machine readable format on the day of
signature of the Amendment at the latest and
before its publication shall be mutually agreed
by Bayer and Center via email.

A L0 F

zmocnénec/ Agent

Nemocnice Jihlava, pfispévkova organizace

Datum / Date:

& 4. Anlk

Ing. Alexander Filip
feditel / Director

P —
r———

z@ar-.rmcmcg JIHLAVA, pfispaviiovs organizace
‘Vrchhckého 59, 586 33 Jihlava
1CO: 00090638, DIC- CZ00090638
tel.: 567 157 111, fax: 567 301 212
5N

Datum / Date:
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