AMENDMENT #1 DODATEK .1
to the Qinical Trial Agreement ke Snlouvé o klinickém hodnoceni

This Amendment #1 (hereinafter called the | Tento dodatek¢. 1 (dale jen ,Dodatek”) ke Smlouvé
“Amendment”) to the Cinical Trial Agreement | o klinickém hodnoceni (dale jen ,Smlouva*) vstoupi
(“Agreement”) shall enter into effect on the date | v platnost dnem posledniho podpisu nize a v
of last signature below and becomes effective as | G¢innost uverejnéni v Registru smluv v souladu se
of the date of publication into the Register of | zakonem ¢. 340/2015 Sb., o registru smiuv v
Contracts in accordance with Law 340/2015 as | platném znéni (dale jen ,,Datum Gc¢innosti®).

amended (the “HEfective Date”).

and is made by and between: Je uzaviran mezi:

IQVIA RDS Czech Republic s.r.o IQVIA RDS Czech Republic s.r.o,

a Czech corporation, with registered offices at | ceska spolecnost se sidlem na adrese Pernerova
Pernerova 691/42, 186 00 Praha 8, Czech | 691/42, 186 00 Praha 8, Ceskéa republika (“CRO"),
Republic (“CRO")

and a

Janssen Research & Development, LLC 20 Route | Janssen Research & Development, LLC, se sidlem
202 South Raritan, New Jersey 08869, USA | naadrese 920 Route 202 South Raritan, New Jersey

(“Janssen”) 08869, USA (“spolecnost Janssen*)
and a
Fakultni nemocnice Hradec Kralové Fakultni nemocnice Hradec Kralové

with registered offices at Sokolska 581, 500 05 | se sidlem Sokolska 581, 500 05 Hradec Krélové —
Hradec Kralové — Novy Hradec Kralové, Czech | Novy Hradec Krélové, Ceska republika, zastoupena:
Republic, represented by MUDr. Ales Herman, | MUDr. AleSem Hermanem, Ph.D., feditelem

Ph.D., Director

ID No 00179906 IC 00179906

Tax ID: GZ00179906 DIC: CZ00179906
Account Name: Fakultni nemocnice Hradec | Nazev Uc¢tu: Fakultni nemocnice Hradec Kralové
Krélové

Account number: 24639511/0710 Cislo ¢tu: 24639511/0710

IBAN: CZ23 0710 0000 0000 2463 9511 IBAN: CZ223 0710 0000 0000 2463 9511

Name of the Bank: Ceska nérodni banka Néazev banky: Ceské narodni banka

Addressof the Bank: Na Prikopé 28, 115 03 Praha, | Adresa banky: Na Prikopé 28, 115 03 Praha, Ceska
Czech Republic republika

SWIFT: CNBACZPP SWIFT: CNBACZPP

Variable symbol: invoice No. Variabilni symbol: ¢islo faktury

(“Institution”) (»poskytovatel®)
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and

a

address of work: I. interni kardioangiologicka
klinika Fakultni nemocnice Hradec Krélové

adresa zaméstnani: |. interni kardioangiologicka
klinika Fakultni nemocnice Hradec Kralové

(“Principal Investigator”)

(»hlavni Zkousejici*)

Each a “Party” and together asthe “Parties”

Kazda jako ,strana“ a spolec¢né jako ,strany”

Qinical Trial number/ Klinické hodnoceni:

Protocol title/ nazev protokolu:

70033093ACS3003

BU CT number/ éislo: 2022-501418-69

Sudy Product/ Hodnoceny ptipravek: Milvexian

70033093ACS3003

70033093ACS3003 - "A Phase 3, Randomized, Double-blind,
Placebo-controlled, Event-driven Sudy to Demonstrate the
Efficacy and Safety of Milvexian, an Oral Factor Xia Inhibitor,
After a Recent Acute Coronary Syndrome” / “Randomizované,
dvojité zaslepené, placebem kontrolované, prfihodami fizené
klinické hodnoceni faze 3 k prokazani u¢innosti a bezpecnosti
pfipravku Milvexian, peroralniho inhibitoru faktoru Xla, po
aktualnim prodélani akutniho koronarniho syndromu*

Sudy Ste/ Pracovisté:
Czech Republic/ Ceskéa republika

: I. Interni kardioangiologicka klinika Fakultni nemocnice Hradec Krélové,

Whereas, the Parties have executed the

Agreement on 07 December 2023;

Vzhledem k tomu, ze smluvni strany podepsaly
smlouvu dne 7. prosince 2023

Whereas, the ICF was amended and approved by
the Central Ehics Committee (“CEC’) on 30
August 2024 (“Approval Date”) causing an
increase of the Qubjects reimbursement; and

Vzhledem k tomu, Ze dne 30. srpna 2024 (dale jen
,datum schvéleni“) do8lo kdoplnéni ICF a jeho
schvéleni centralni etickou komisi (déle jen ,, CEC"),
které ovlivriuje proplaceni vydaji subjektiim; a

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

Vzhledem k tomu, Ze strany dale vyjadrily préani
zménit nékteré podminky dohody, jak je uvedeno
déle.

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

Nyni tedy, s ohledem na vzajemné ujednani zde
uvedené, se smluvni strany dohodly takto:

1. Definitions

1.Definice
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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 Gcely tohoto dodatku budou mit vSechny
terminy zde pouzité s velkymi pismeny stejny
vyznam, jaky je uveden ve smlouvé, neni-li zde
vyslovné uvedeno jinak.

2. Annex B—Fnancial Provisions

Asof the Approval date - Subjects reimbursement
under section 3 (Ste Costs) of — ANNEX B —
Financial Provisions attached to the Agreement
shall be entirely deleted and replaced by:

2.Priloha B — Fnanéni ustanoveni

Od data schvéleni se pfiloha B — Finanéni
ustanoveni - sekce 3 (Naklady pracovisté) —
podsekce ,Uhrada uréena na naklady pacient(*
pfiloZzeny ke smlouvé timto rudi vcelém svém
rozsahu a nahrazuje nasledujicim znénim:

Subject Reimbursement:

Uhrada uréena na naklady pacienti:

Janssen shall reimburse Institution upon receipt
of invoice, with adequate documentation, for the
costs associated with a Sudy subject
reimbursement up to a maximum amount of i}
Il e subject visit. This allowance per visit is
intended to offset the Sudy subject’s costs
associated with travel expenses and meals, where
appropriate, incurred as a result of Sudy
participation. This reimbursement shall be
reflected in the Informed Consent Form as it will
be provided to the Sudy subject. Processing of
payment will begin upon receipt of Institution
invoice. Institution shall be responsible for
keeping records of stipend payments made to
Sudy subjects. Records of stipend payments shall
be provided to Janssen for review upon request.

Solecnost Janssen poskytovatel po obdrzeni
faktury s odpovidajici dokumentaci uhradi vydaje
souvisejici s Uhradou uréenou na néklady
studijnich subjektd, ato maximéainé ve | R
[l za pacientovu navstévu. Tato odména za
navstévu je uréena k Uhradé pripadnych nakladd
studijniho subjektu na cestu a stravovani vzniklych
v disledku jeho Ucasti ve studii. Tato Uhrada bude
odpovidajicim zplsobem uvedena ve formulari
informovaného souhlasu, ktery bude poskytnut
studijnimu subjektu. Zpracovani platby bude
zahajeno po obdrzeni faktury poskytovatele.
Poskytovatel ponese odpovédnost za vedeni
zdznamu o platbach odmén uhrazenych studijnim
subjektm. Zaznamy o platbach odmén budou na
vyzadani poskytnuty spolecnosti Janssen ke
kontrole.

3.

Asof the Approval date - Screen Failure Payments
under section 3 (Ste Costs) of — ANNEX B —
Financial Provisions attached to the Agreement
shall be entirely deleted and replaced by:

3.

Od data schvéaleni se pfiloha B — Finanéni
ustanoveni - sekce 3 (Naklady pracovisté) —
podsekce ,Platby za nelspésny screening"
pfilozeny ke smlouvé timto rusi vcelém svém
rozsahu a nahrazuje nasledujicim znénim:

Screen Failure Payments: Janssen shall
reimburse Institution for screen failures at a
rate listed for Screening Visit in the milestone
table in Section 2 above per screen failure
with a cap of 10 screen failure payments,
regardless of enrollment, in the order the
subjects are screened. After the initial cap of
10 Screen failures has been achieved,
additional screen failure payments will
require written approval by the Janssen or
CRO. Processing of payment shall begin upon

Platby za nelispésny screening: Soolecnost Janssen
uhradi poskytovateli netispéchy ve screeningu ve
vySi uvedené u screeningové navstévy vtabulce
plateb smilniky pro jejich Uhradu v ¢asti 2 vySe,
pfiemz uvedend Castka je za jeden neuspéch ve
screeningu anejvyse lze uhradit deset plateb za
neuspéchy ve screeningu, a to bez ohledu na pocet
zarazenych pacientt a v poradi, vnémz probéhl
screening pacientd. Po dosazeni prvotniho limitu
deseti netspéchll ve screeningu budou dalsi platby
za neuspéch ve screeningu podminény pisemnym
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completed screening CRF pages submitted to
CRO along with any additional information,
which may be requested by CRO to
appropriately document the  subject
screening procedures and in accordance with
Section 5 below and upon approval by the
CRO.

souhlasem spolecnosti Janssen nebo CRO.
Zpracovani platby bude zahdjeno po vyplnéni
screeningovych strének CRF predloZzenych CRO
spolu s jakymikoli dal$imi informacemi, které maze
CRO poZzadovat za Ucelem fadného
zdokumentovani screeningovych postupt
upacienta a vsouladu soddilem5 nize apo
schvaleni ze strany CRO.

For screen failures beyond the defined
maximum  number, which are not
reimbursable to Institution, a subject stipend
for the Sudy subjects in the amount of i}
Il il be paid to offset the Sudy subject’s
costs associated with travel expenses and
meals, where appropriate, incurred as a
result of Sudy participation, and shall be
reflected in the Informed Consent Form, as it
will be provided to the Sudy subject.
Processing of payment shall begin upon
receipt of invoice detailing subject number
and date of screen failure and in accordance
with Section 5 below and upon approval by
the CRO.

V pripadé nelspéchi ve screeningu nad definovany
maximalni pocet, které nelze instituci proplatit,
bude studijnim subjektlm vyplacena odména ve
vy$i I 2o kompenzace pripadnych nékladt
na cestu astravovani vzniklych v dlsledku jejich
Ucasti ve studii atato odména bude odpovidajicim
zplsobem uvedena ve formulafi informovaného
souhlasu, ktery bude poskytnut studijnimu
subjektu. Zpracovani platby bude zahajeno po
obdrzeni faktury obsahujici ¢islo pacienta adatum
neuspéchu ve screeningu, ato v souladu s casti 5
nize a po schvéleni ze strany CRO.

4. Annex B—FHnancial Provisions

As of the Efective date - Subjects reimbursement
under section 3 (Ste Costs) of — ANNEX B —
Financial Provisions attached to the Agreement
shall be supplemented by the following:

3. Pfiloha B— Fnanéni ustanoveni

Od data ucinnosti se pfiloha B— Finanéni
ustanoveni - sekce 3 (Néklady pracovisté) —
podsekce , Uhrada uréena na naklady pacient*
priloZzeny ke smlouveé timto doplfiuje o nasledujici
znéni:

The Institution isentitled to request a refundable
advance payment to cover the costs of the Sudy
Subjects from the Sponsor in the amount |
I The advance payment shall be made by
Soonsor on the basis of invoice sent. In the event
that three quarters of the advance payment shall
be used up for the expenses of the Sudy Subject,
the Institution is entitled to issue another invoice
to for the same above-mentioned amount and
the Soonsor undertakes to pay the invoice within
30 days of the date of issuance. The Institution
also undertakes to provide the Sonsor with a
break-down of all paid reimbursements
immediately after the last Sudy Subject has
terminated its participation in the Sudy. Any
unspent part of the advance will be returned to
the Sponsor’s account by the Institution.

Poskytovatel je opravnén pozadovat po zadavateli
finan¢ni rezervu na Uhradu nakladd subjekt
hodnoceni, a to max. ve vysi ||} I Fnancni
rezerva bude zadavatelem uhrazena na zakladé
zaslané faktury. V pfipadé, Ze dojde k vycerpani tfi
¢tvrtin finanéni rezervy na ihradu nékladd subjektu
hodnoceni, je poskytovatel opravnén vystavit dalsi
fakturu ve vySe uvedené vySi a zadavatel se
zavazuje fakturu do 30 dni od vystaveni uhradit.
Poskytovatel se dale zavazuje vyuctovat zadavateli
vyplacené néklady subjektu hodnoceni
bezprostifedné poté, co posledni subjekt hodnoceni
v misté hodnoceni ukon¢i uéast v klinickém
hodnoceni. Pfipadna nevycerpana cast financni
rezervy bude poskytovatelem bez zbytecnych
odkladi vracena na Gcet zadavatele.
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All above stated provisions shall be effective as
from the Efective Date. Except as specifically
provided herein, all other terms and conditionsin
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.

V8echna vySe uvedena ustanoveni nabyvaji
u¢innosti dnem G¢innosti. Neni-li zde vyslovné
uvedeno jinak, v8echny ostatni podminky ve
smlouvé zistavaji nezménény a v plné platnosti a
ucinnosti a tento dodatek nelze vykladat tak, ze
méni nebo rusi jakékoli ustanoveni smlouvy, s
vyjimkou pripadl vyslovné uvedenych vyse.

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

NA DUKAZ €EHOZ smluvni strany zajistily, aby byl
tento Dodatek ke Dni uc¢innosti vyhotoven ve
Ctyfech originadlech jejich Fadné zmocnénymi
zastupci, pficemz kazda strana potvrzuje obdrzeni
jednoho originalu.

Sgnature/ Podpis

Date/ Datum 6. 2. 2025

Represented by: Ing. Eva Falbrova

IQVIA RDS Czech Republic s.r.o On behalf of Janssen Research & Development, LLC

Date/ Datum 6. 2. 2025

Sgnature/ Podpis
IQVIA RDS Czech Republic s.r.o.
Represented by: Ing. Eva Falbrova

Sgnature/ Podpis

Date/ Datum 14. 2. 2025

Fakultni nemocnice Hradec Kralové

Represented by MUDr. Ale$ Herman, Ph.D., Director/ Reditel

Sgnature/ Podpis

Date/ Datum 13. 2. 2025

Principal Investigator

Represented by: I
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