AMENDMENT N° 1

DODATEK ¢. 1

(hereinafter ,,Amendment®)

(déle jen ,,Dodatek*)

is effective when signed by all parties as of the day of
publication in the Register of Contracts (hereinafter
“Effective date”)

nabyva G¢innosti po podpisu vS§emi smluvnimi stranami
ke dni uveiejnéni v registru smluv (dale jen ,,Datum
ucinnosti‘‘)

to the

ke

Clinical Trial Agreement (hereinafter “Agreement’)

Smlouvé o klinickém hodnoceni (dile jen ,,Smlouva‘)

dated 1 November 2022

ze dne 1. listopadu 2022

This Amendment is made by and between

Tento Dodatek se uzavira mezi témito smluvnimi
stranami:

(§))] Parexel International (IRL) Limited

1) Parexel International (IRL) Limited

70 Sir John Rogerson's Quay
Dublin 2
Ireland

70 Sir John Rogerson's Quay
Dublin 2
Irsko

(hereinafter “CRQO”)

(déle jen ,,CRO*)

and

a

2) Fakultni nemocnice Hradec Kralové

2) Fakultni nemocnici Hradec Kralové

Sokolska 581
500 05 Hradec Kralové - Novy Hradec Krélové
Czech Republic

Sokolska 581
500 05 Hradec Kralové - Novy Hradec Kralové
Ceska republika

(hereinafter “Institution’)

(dale jen ,,Poskytovatel)

and

3 .

‘ |

&)

Employed in Fakultni nemocnice Hradec Krilové, IV Internal
Hematology Clinic, Sokolska 581, 500 05 Hradec Kralové -
Novy Hradec Krdlové, Czech Republic

zamestnanym ve Fakultni nemocnici Hradec Krélové, IV.
interni hematologicka klinika, Sokolska 581, 500 05 Hradec
Krilové — Novy Hradec Krédlové, Ceska republika

(hereinafter “Principal Investigator’)

(déle jen ,,Hlavni zkouSejici*)

regarding

ohledné

Protocol No: | hcreinafter “Protocol”)

B 1 ccinafter “Study™)

protokolu ¢.: | (dile jen , Protokol®)

L.Studie)

(hereinafter ,,Study Drug*)

(ddle jen ,,Hodnoceny 1€k*)

of spole¢nosti
SPONSOR: ZADAVATELE:
AstraZeneca AB, S-151 85 AstraZeneca AB, S-151 85
Sodertalje, Sweden Sodertalje, Svédsko

hereinafter ‘“Sponsor’’

dale jen ,,Zadavatel*
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CRO, Institution and Principal Investigator are hereinafter
referred to individually as a “Party” and collectively as the
“Parties”.

CRO, Poskytovatel a Hlavni zkouSejici jsou dale jednotlivé
oznacovani jako ,,smluvni strana* a spole¢né jako ,,smluvni
strany*‘.

WHEREAS, Sponsor is the sponsor of the multi-
center/multi-centre Study to clinically evaluate the Study
Drug and CRO (or its Affiliate) has been retained by
Sponsor (under a separate written agreement) to act as
Sponsor’s contractor and designee in managing the Study
for Sponsor;

VZHLEDEM K TOMU, ZE Zadavatel je zadavatelem
multicentrické Studie, jejimZ cilem je klinické vyhodnoceni
Hodnoceného 1éku, a CRO (nebo jeji Propojend osoba) byla
Zadavatelem zaangazovdna (na zdkladé samostatné
pisemné smlouvy) jako Zadavateliv dodavatel a
zmocnénec povefeny fizenim Studie za Zadavatele;

WHEREAS Institution and Principal Investigator shall
Fully Cooperate with CRO and shall permit CRO to
perform any and all of the Sponsor’s Study obligations and
to exercise any and all of Sponsor’s Study rights that lie
with Sponsor on the basis of Applicable Law and GCP
regulations as though such rights were CRO’s own rights,
as has been delegated by Sponsor to CRO; and

VZHLEDEM K TOMU, ZE Poskytovatel a Hlavni
zkouSejici plné spolupracuji s CRO a umozni CRO, aby
plnila veSkeré povinnosti Zadavatele v rdmci Studie a aby
uplatiiovala veskera prava Zadavatele v rdmci Studie, kterd
jsou mu k dispozici na zdkladé Vztahujicich se pravnich
predpist a predpisti ohledné spravné klinické praxe (GCP),
jak je na CRO delegoval Zadavatel; a

WHEREAS, the Parties have entered into the above-
referred Agreement;

VZHLEDEM K TOMU, Ze smluvni strany uzaviely vySe
uvedenou Smlouvu;

WHEREAS, due to Protocol amendment #9 version 3.0
(Global) dated 23 August 2024 (hereinafter “Protocol
amendment”) the Parties agree to amend the agreement to
include revised budget in accordance with the changes in
the said Protocol amendment;

VZHLEDEM K TOMU, zZe v dasledku zmény Protokolu ve
znéni dodatku €. 9 verze 3.0 (globdlni) ze dne 23. srpna
2024 (déle jen ,,Dodatek k protokolu‘) se Smluvni strany
dohodly na dpravé Smlouvy tak, aby obsahovala
revidovany rozpocet v souladu se zménami v uvedeném
Dodatku k protokolu;

WHEREAS, the Parties are jointly willing to amend the
above-referred Agreement;

VZHLEDEM K TOMU, Ze jsou smluvni strany spolecné
ochotny Smlouvu zmeénit;

Now, therefore the above-referred Agreement shall be
amended and the following amended wordings shall be
effective as of the 26" February 2025:

VySe uvedend Smlouva se proto timto méni a nésledujici
zménéné znéni nabyva tcinnosti dnem 26. tinora 2025:

1. Due to new Protocol amendment the Budget tables
attached to Appendix 1 — Enrolment and Payment
Schedule are being deleted in its entirety and replaced
with the revised Budget tables attached herein.

1. Z dtvodu nového Dodatku k protokolu se rozpoctové
tabulky pfipojené k Piiloze ¢. 1 — Casovy harmonogram
plateb a rozpocet v plném rozsahu vymazavaji a
nahrazuji se revidovanymi rozpoctovymi tabulkami,
které jsou ptiloZeny v tomto Dodatku.

In the event of a conflict between the terms of this
Amendment and the Agreement, the terms of this
Amendment shall take precedence.

V pripadé rozporu mezi podminkami tohoto Dodatku a
Smlouvy jsou rozhodujici podminky tohoto Dodatku.

Anticipated value of the Agreement as amended by this
Amendment is CZK 19,530,000.

Pfedpoklddana hodnota Smlouvy ve znéni tohoto Dodatku
¢ini 19 530 000,- K¢.

The Institution requires the Sponsor/CRO to send the final
version of the Amendment revised and approved in writing
in a machine-readable format with highlighted (redacted)
text, which the Sponsor considers to be a trade secret

Poskytovatel vyzaduje zaslat Zadavatelem/CRO revidovanou
a pisemné odsouhlasenou findlni verzi Dodatku ve strojové
¢itelném formdatu s podbarvenym (redigovanym) textem,
ktery Zadavatel povaZzuje za obchodni tajemstvi dle ust.
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pursuant to the provisions of Section 504 of Act No. 89/2012
Coll., Civil Code. The Sponsor considers the following
information to be its trade secret: overview of payments and
planned number of trial subjects at the site, names and
functions of persons authorized to sign contracts, except for
statutory representatives. This information is not normally
available publicly or in relevant business circles and is
competitively significant for the Sponsor. The publication of
such personal data and trade secrets could thus harm the
interests of the Sponsor. The Institution is obliged to obtain
the consent of the Sponsor before publishing the redacted
Amendment beyond the text highlighted (redacted) by the
Sponsor/CRO.

§ 504 zakona ¢&. 89/2012 Sb., obcanského zakoniku.
Zadavatel povazuje za své obchodni tajemstvi ndsledujici
informace: piehled plateb a planovany pocet subjektil
hodnoceni na daném pracovisti, jména a funkce povefenych
osob k podpisu smluv vyjma statutarnich zistupci. Tyto
informace jsou béZn¢ nedostupné vetejné ¢i v piisluSnych
obchodnich kruzich a pro Zadavatele konkurenéné
vyznamné. Uvefejnéni takovych osobnich udaji a
obchodnich tajemstvi by tak mohlo poSkodit z&jmy
Zadavatele. Poskytovatel je povinen ziskat souhlas
Zadavatele ptfed uvefejnénim redigovaného Dodatku nad
rdmec podbarveného (redigovaného) textu ze strany
Zadavatele/CRO.

All other terms and conditions of the above-referred
Agreement remain unchanged and in full force and effect.

Vsechny ostatni podminky vyse uvedené Smlouvy zlstavaji
nezménény a v plné platnosti a tiinnosti.
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IN WITNESS WHEREOF, the Parties have executed this
Amendment. In the event that the Parties execute this
Amendment by exchange of electronically signed copies or
facsimile signed copies, upon being signed by all Parties,
the Parties agree that this Amendment will become
effective and legally binding and that facsimile copies
and/or electronic signatures will constitute proof of a
binding agreement with the expectation that original copies
may later be exchanged in good faith.

NA DUKAZ CEHOZ smluvni strany tento Dodatek
podepsaly. V piipad€, Ze smluvni strany uzaviou tento
Dodatek vyménou elektronicky podepsanych kopii nebo
faksimile podepsanych kopii, souhlasi stim, Ze tento
Dodatek se po podpisu vSemi smluvnimi stranami stane
U¢innym a prdvné¢ zdvaznym aZe faksimile podepsané
kopie a/nebo elektronické podpisy budou ditkazem zdvazné
dohody s ocekdvanim, Ze origindlni kopie mohou byt
pozdéji v dobré vite vzijemné vyménény.

1)

Parexel International (IRL)
Limited:

(Signature of Authorized Official) /
(Podpis opravnéného zastupce)

1. 8. 2025

(Typed or Printed Name) / (Jméno napsané

htlkovym pismem nebo vytisténé)

2)

Fakultni nemocnice Hradec Kralové:

Date / Datum

(Signature of Authorized Official) /
(Podpis opravnéného zastupce)

MUDr. Ale§ Herman, Ph.D.

22. 8. 2025

(Typed or Printed Name) / (Jméno napsané

htilkovym pismem nebo vytisténé)

3

Principal Investigator / Hlavni
zkousSejici:

Date / Datum

(Signature of Principal Investigator) /
(Podpis Hlavniho zkousejiciho)

2.9.2025

(Typed or Printed Name) / (Jméno napsané

htlkovym pismem nebo vytisténé)
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Attachment 1/ Piiloha 1
Detailed Study Budget Matrix Table(s) / Podrobné tabulky rozpoctu

Cost Per Subject / Odména za subjekt hodnoceni
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Arm B /Rameno B

I - B s/ 241 csP3_ I Bitingual_20250730_1.0




I - B s/ 241 csP3_ I Bitingual_20250730_1.0




I - s A+ csP3_ I Bitingual_20250730_1.0 Page 14 of 27




I - B s/ 241 csP3 B ingual_20250730_1.0




I - B s/ 241 csP3_ I Bitingual_20250730_1.0 Page 16 of 27




I - B s/ 241 csP3 B ingual_20250730_1.0 Page 17 of 27




I - s A+ csP3_ I Bilingual_20250730_1.0 Page 18 of 27




Conditional Fees / Podminéné poplatky
Arm A / Rameno A
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Arm B / Rameno B
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Subject Reimbursements / Nahrady subjektim

(in CZK /v K¢)

Other Fees / Site Fees / Dalsi poplatky / poplatky pracovisti
(in CZK /v K¢)
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