AMENDMENT #1

DODATEK €. 1

to the Clinical Trial Agreement

Ke Smlouveé o klinickém hodnoceni

This Amendment #1 (hereinafter called the
“Amendment”) to the Clinical Trial Agreement
(“Agreement”) shall enter into effect on the date
of last signature below and becomes effective as
of the date of publication into the Register of
Contracts in accordance with Law 340/2015 as
amended but the parties agree to be bound by the
rights and obligations arising from this
Amendment as stated in the paragraph 2 below
(the “Effective Date”)

Tento dodatek ¢. 1 (dédle jen ,dodatek”)
ke Smlouvé o klinickém hodnoceni (dale jen
,Smlouva“) a vstoupi v platnost dnem posledniho
podpisu nize a v ucinnost zverejnéni v Registru
smluv v souladu se zdkonem ¢. 340/2015 Sb., o
registru smluv v platném znéni avsSak smluvni
strany si preji byt Upravou prav a povinnosti
obsaZenou v tomto Dodatku vazany jak je uvedeno
v odstavci 2 nize (ddle jen ,datum ucinnosti“)

and is made by and between:

a uzaviraji jej:

IQVIA RDS Czech Republic s.r.o
a Czech corporation, with registered offices at
Pernerova 691/42, 186 00 Praha 8, Czech Republic

IQVIA RDS Czech Republic s.r.o
Ceska spolecnost se sidlem na adrese Pernerova
691/42, 186 00 Praha 8, Ceska republika

IC/ID no: 24768651
DIC/Tax Identification no: CZ24768651
(IICROII)

IC/ID no: 24768651
DIC/Tax Identification no: CZ24768651
(,CRO")

and

a

Janssen Research & Development, LLC

920 Route 202 South Raritan, New Jersey 08869,
USA

(“Janssen ”)

Janssen Research & Development, LLC
se sidlem na adrese 920 Route 202 South Raritan,
New Jersey 08869, USA (,,spolecnost Janssen“)

and

Fakultni nemocnice v Motole, state contributory
organisation
with registered offices at V Uvalu 84, 150 06, Praha

5, Czech Republic, _

ID No 00064203
Tax ID: CZ 00064203

Fakultni nemocnice v Motole, statni prispévkova
organizace,

se sidlem na adrese V Uvalu 84, 150 06, Praha 5,
Ceska republika,

IC 00064203

DIC: CZ 00064203
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Account Name: Fakultni nemocnice v Motole
Account number: 17937051/0710

IBAN: CZ42 0710 0000 0000 1793 7051
Name of the Bank: Ceska narodni banka
Address of the Bank: Na Pfikopé 28

SWIFT: CNBACZPP

Variable symbol: number of the invoice

(“Institution”)

Nazev uctu: Fakultni nemocnice v Motole
Cislo G¢tu: 17937051/0710

IBAN: CZ42 0710 0000 0000 1793 7051
Nazev banky: Ceska narodni banka

Adresa banky: Na Pfikopé 28

SWIFT: CNBACZPP

Variabilni symbol: ¢islo predmétné faktury

(,,poskytovatel”)

and

a

(“Principal Investigator”)

(,,hlavni zkousejici“)

(Janssen, Institution and Investigator collectively
as the "Parties", individually a "Party")

(spolecnost Janssen, poskytovatel a zkousejici,
ddle souhrnné jako ,smluvni strany”, jednotlivé
jako ,,smluvni strana“)

Clinical Trial number:  70033093AFL3002

Study Product: Milvexian

Protocol title: 70033093AFL3002 - "A
Phase 3, Randomized, Double-Blind, Double-
Dummy, Parallel Group, Active Controlled Study to
Evaluate the Efficacy and Safety of Milvexian, an
Oral Factor Xla Inhibitor, Versus Apixaban in
Participants with Atrial Fibrillation"

EU CTR number: 2022-501419-15

Fakultni nemocnice v Motole, state
V Uvalu 84, 150 06,

Institution:
contributory organization,
Praha 5, Czech Republic

Cislo klinického hodnoceni: 70033093AFL3002

Hodnoceny pfipravek:  Milvexian

Nazev protokolu: 70033093AFL3002 -
,Randomizované, dvojité zaslepené, dvojité
maskované, aktivné kontrolované klinické
hodnoceni faze3 sparalelnimi  skupinami
hodnotici Uc¢innost a bezpecnost milvexianu,
perordlniho inhibitoru faktoru Xla, oproti

apixabanu u Gcastnikd s fibrilaci sini“

Cislo EU CTR: 2022-501419-15

Poskytovatel: Fakultni nemocnice v Motole, statni
pFispévkova organizace, V Uvalu 84, 150 06, Praha
5, Ceska republika
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Whereas, the Parties have executed the
Agreement on 10 January 2024; and

Vzhledem ktomu, Ze smluvni strany dne 10.
ledna 2024 uzavreli smlouvu; a

WHEREAS, Protocol Amendment 2 was amended
and approved by the CEC on 5 June 2024
(“Approval Date”); and

Vzhledem k tomu, Ze dne 5. ¢ervna 2024 (dale jen
,datum schvaleni”) doslo k doplnéni protokolu 2
a jeho schvdleni centrdlni etickou komisi (ddle jen
,CEC“); a

WHEREAS, the ICF was amended and approved
by the CEC on 30 July 2025 (“ICF Approval Date”)
affecting Subjects reimbursement and Caregiver
Reimbursement; and

Vzhledem k tomu, Ze dne 30. Cervence 2025 (dale
jen ,datum schviéleni ICF“) doslo k doplnéni ICF
a jeho schvdleni centralni etickou komisi (dale jen
,CEC“); které ovliviiuje proplaceni vydajl subjekt
a oSetfovatell ; a

Whereas, the parties have further expressed their
desire to amend certain terms of the Agreement,
as hereinafter set forth.

Vzhledem k tomu, Ze smluvni strany dale vyjadfrily
prani zménit nékteré podminky smlouvy, jak je
stanoveno ddle.

Now therefore, in consideration of the mutual
covenants set forth herein, the parties hereto
agree as follows:

s ohledem
v tomto

Proto se nyni smluvni
navzajemna ujednani
dokumentu dohodly takto:

strany
stanovena

1. Definitions

1. Vymezeni pojmu

For the purpose of this Amendment all capitalized
terms used herein shall have the same meaning as
set forth in the Agreement, except as expressly
stated otherwise herein.

Pro ucely tohoto dodatku budou mit vSechny zde
pouzivané vyrazy, které se vjeho anglické verzi
uvadéji s velkym pocatecnim pismenem, tentyz
vyznam, ktery je uveden ve smlouvé, s vyjimkou
pfipadd vyslovné uvedenych v tomto dokumentu.

2. ANNEX B - Financial Provisions

2. PRILOHA B - Finanéni ustanoveni

Effective as of 10 January 2024, ANNEX B —
Financial Provisions attached to the Agreement is
hereby amended by deleting it in its entirety and
replacing it with ANNEX B-1 — Financial Provisions
attached to this Amendment, which reflects
addition of a new fee and change of total number
of valid subjects

S ucinnosti od 10. ledna 2024 se PfilohaB -
Financni ustanoveni pfipojend ke smlouvé timto
pozménuje tak, Ze se v celém svém rozsahu rusi
a nahrazuje pfilohou B-1 Financéni ustanoveni
pfipojenou ktomuto dodatku, ktera zahrnuje
pfidani nového poplatku a zménu celkového
poctu platnych subjekt

Effective as of Approval Date, ANNEX B — 1
Financial Provisions attached to the Agreement is

S ucinnosti od data schvaleni se PfilohaB - 1
Finan¢ni ustanoveni pfipojend ke smlouvé timto
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hereby amended by deleting it in its entirety and
replacing it with ANNEX B-2— Financial Provisions

pozménuje tak, Ze se v celém svém rozsahu rusi
a nahrazuje pfilohou B-2 Finanéni ustanoveni

reimbursement under section 3 (Site Costs) of —
ANNEX B — Financial Provisions attached to the
Agreement shall be entirely deleted and replaced
by:

attached to this Amendment, which reflects | pfipojenou k tomuto dodatku, kterd odrdzi zmény
changes due to Protocol Amendment 2. na zdkladé dodatku protokolu 2
Effective as of ICF Approval Date Subjects | S ucinnosti od data schvaleni ICF se Pfiloha B -

Financni ustanoveni, oddil 3 (Naklady mista
provadeéni klinického hodnoceni), sekce Platby za
subjekty, které neprojdou vstupnim vysetfenim,
Proplaceni vydajla pacientlim a Proplaceni vydajl

from the Effective Date. Except as specifically
provided herein, all other terms and conditions in
the Agreement shall remain unchanged and in full
force and effect and this Amendment shall not be
construed to amend or waive any provisions of the
Agreement except as specifically set forth above.

pecovatelm rusi vcelém svém rozsahu a
nahrazuje se nasledujicim znénim:
All above stated provisions shall be effective as | VSechna vySe uvedenad ustanoveni vstoupi

v platnost k datu ucinnosti. S vyjimkou pfipadd,
které jsou zde vyslovné uvedeny, z(stavaji vSechny
ostatni podminky smlouvy nezménény av plné
platnosti  a ucinnosti  a s vyjimkou  pfipadd
uvedenych vyse nebude tento dodatek vykladan
tak, Ze méni jakékoli ustanoveni smlouvy nebo
od néj upousti.

IN WITNESS WHEREOF, the parties hereto have
caused this this Amendment to be executed in
three original copies by their duly authorized
representatives as of the Effective Date, each party
acknowledging receipt of one original copy.

NA DUKAZ CEHOZ smluvni strany prostiednictvim
svych fadné zplnomocnénych zastupch k datu
uvedenému niZe podepsaly tuto smlouvu ve tfech
origindlech, pficemz kazida ze smluvnich stran
potvrzuje pfijeti jednoho stejnopisu.
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Done at/podepsano v: date/datum:

On behalf of CRO

Signature/podpis:
Ing. Eva Falbrova

Done at/podepséano v: date/datum

CRO on behalf of Janssen Research & Development, LLC.

Signature/podpis:
Ing. Eva Falbrova

Done at/ podepsano v: date/datum

On behalf Fakultni nemocnici v Motole

Signature

Done at/ podepsano v: date/datum:

Signature/podpis:
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ANNEX B - 1 — Financial Provisions

PRILOHA B - 1- Finanéni ustanoveni

Budget & Payment Schedule

Rozpocet a rozpis plateb

Protocol No. 70033093AFL3002: “A Phase 3,
Randomized, Double-Blind, Double-Dummy,
Parallel Group, Active Controlled Study to
Evaluate the Efficacy and Safety of Milvexian,
an Oral Factor Xla Inhibitor, Versus Apixaban in
Participants with Atrial Fibrillation”

Cislo protokolu 70033093AFL3002:
Randomizované, dvojité zaslepené, dvojité
maskované, aktivhé kontrolované klinické
hodnoceni faze 3 s paralelnimi skupinami
hodnotici uc¢innost a bezpecnost milvexianu,
peroralniho inhibitoru faktoru Xla, oproti
apixabanu u Gcastnik s fibrilaci sini
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ANNEX B — 2 Financial Provisions

PRILOHA B - 2 Finanéni ustanoveni

Budget & Payment Schedule

Rozpocet a rozpis plateb

Protocol No. 70033093AFL3002: “A Phase 3,
Randomized, Double-Blind, Double-Dummy,
Parallel Group, Active Controlled Study to
Evaluate the Efficacy and Safety of Milvexian,
an Oral Factor Xla Inhibitor, Versus Apixaban in
Participants with Atrial Fibrillation”

Cislo protokolu 70033093AFL3002:
Randomizované, dvojité zaslepené, dvojité
maskované, aktivhé kontrolované klinické
hodnoceni faze 3 s paralelnimi skupinami
hodnotici uc¢innost a bezpecnost milvexianu,
peroralniho inhibitoru faktoru Xia, oproti
apixabanu u Gc¢astnik s fibrilaci sini
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