AMENDMENT 4 TO
CLINICAL TRIAL AGREEMENT

This Amendment 4 to Clinical Trial
Agreement (“Amendment 4”) is made as of
the date of last signature, by and between:

F. Hoffmann-La Roche Ltd.

located at Grenzacherstrasse 124, 4070
Basel, Switzerland

Vat No: CHE-116.267.986

(“Sponsor”)

and

PPD Investigator Services LL.C

with its registered address at 929 North Front
St, Wilmington, NC 28401, USA

(“PPD”)

acting on its behalf and as an independent
contractor on behalf of Sponsor

and

FACULTY
KRALOVE
located at Sokolska 581, 500 05 Hradec
Kralové — Novy Hradec Kralové, Czech
Republic, ID: 00179906

(“Institution™)

HOSPITAL HRADEC

and

(“Investigator™)

shall be an amendment 4 to that certain
Institution Agreement between Sponsor,
PPD, Institution and Investigator dated 02"
May 2022, Amendment No 1 dated 12"

DODATEK C. 4 KE SMLOUVE O
KLINICKEM HODNOCENI

Tento Dodatek ¢. 4 ke Smlouvé o
klinickém hodnoceni (dale jen ,,Dodatek ¢.
4) se uzavira k datu posledniho podpisu
témito stranami a mezi témito stranami:

F. Hoffmann-La Roche Ltd

se sidlem Grenzacherstrasse 124, 4070 Basilej,
Svycarsko

DIC: CHE-116.267.986

(dale jen ,,Zadavatel”)

a

PPD Investigator Services LL.C

se sidlem 929 North Front St, Wilmington, NC
28401, USA

(dale jen ,,PPD”)

jednajici vlastnim jménem a jako nezavisly
dodavatel jménem Zadavatele

a

FAKULTNI
KRALOVE
se sidlem: Sokolska 581, 500 05 Hradec
Kralové — Novy Hradec Kralové, Ceska
republika, ICO: 00179906

(dale jen ,Zdravotnické zarizeni” nebo
,Poskytovatel®)

NEMOCNICE HRADEC

a

(déle jen ,,ZkouSejici”)

predstavuje dodatek ¢.4 ke konkrétni smlouve
se Zdravotnickym zafizenim mezi

Zadavatelem, PPD, Zdravotnickym zafizenim
a ZkouSejicim ze dne 2. kvétna 2022, dodatku
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October 2022, Novation Agreement dated
24" May 2023, Amendment No 2 dated 29
February 2024 and Amendment No 3 dated
02" October 2024 (“Agreement”) for the
Clinical trial GN43271 entitled “|Ji}
(“Trial”).

Sponsor, PPD, Institution and Investigator
hereinafter individually referred to as
“Party” and collectively as “Parties”.

WITNESSETH

WHEREAS, Sponsor, PPD,
Institution and Investigator have entered into
the Agreement pursuant to which Institution
and Investigator provide certain clinical trial
services to Sponsor and PPD; and

WHEREAS, the parties desire to
amend the terms of the Agreement as set
forth herein.

NOW, THEREFORE, for the
valuable consideration contained herein, and
intending to be legally bound, the parties
agree as follows:

1. Section 13.0 (Records Retention)
of the Agreement is hereby
deleted and replaced by the
following revised wording:

All  correspondence with the
ethics committee and PPD or the
Sponsor and all records relating to
the Trial, including copies of the
case record forms, should be
maintained for at least 25
(twenty-five) years or longer if
required by institutional policy or
such longer period as specified by
current GCP guidelines and
applicable law. Either PPD or the

¢.1 ze dne 12. fijna 2022, Dohod¢ o zméné
smlouvy ze dne 24. kvétna 2023, dodatku ¢.2
ze dne 29. inora 2024 a dodatku €. 3 ze dne
2. fijna 2024 (déle jen ,,Smlouva“) pro
klinické hodnoceni GN43271 nazvané , JJJJ}
“(dale jen ,,Klinické hodnoceni‘).

Zadavatel, PPD, Zdravotnické zafizeni a
Zkousejici jsou jednotlivé oznaCovani jako
»smluvni strana“ a spole¢né jako ,,smluvni
strany*.

STVRZUJI

JE DANO ZE, Zadavatel, PPD,
Zdravotnické zafizeni a Zkousejici uzavieli
Smlouvu, podle které Zdravotnické zatizeni a
Zkousejici poskytuji Zadavateli a PPD urcité
sluzby klinického hodnoceni; a

JE DANO, ZE smluvni strany si pfeji
upravit podminky této Smlouvy, jak je
uvedeno dale.

NYNI TEDY, za piiméfené protiplnéni
zde uvedené a s imyslem byt pravné vazany,
se smluvni strany dohodly nasledovné:

1. Oddil 13.0 (Archivace) Smlouvy se
timto rusi a nahrazuje nésledujicim
revidovanym znénim:

Veskera korespondence s etickou
komisi a s PPD a veSkeré zaznamy
vztahujici se ke Klinickému
hodnoceni, vcetné kopii zaznamu
subjektl hodnoceni, musi byt
archivovany po dobu alespoit 25
(dvacetipéti) let, anebo déle, pokud
to vyzaduji vnitini pravidla
Zdravotnického zaftizeni, anebo po
takové delsi obdobi, jaké stanovi
momentalné platné pokyny GCP a
platné predpisy. O jakékoli zméné
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Sponsor must be informed in
writing of any change of address
or relocation of the Trial files
during this period. It is the
responsibility of the Sponsor to
inform Institution and
Investigator as to when these
documents no longer need to be
retained.

2. The Parties agrees that the
change to the Retention Records
period will be effective as of the
Amendment 4 effective date

. Due to the change of the budget
according to the protocol v5 dated
27th March 2025, Exhibit A shall
be deleted and replaced in its
entirety with the attached Exhibit
A below. The Protocol v5
requiring the changes to the
Exhibit A of the Agreement has
been approved by the ethics
committee (EC) and the State
Institut of Drug Control (SUKL).
Payments under this Protocol v5
shall be effective as of 23
October 2025, 1.e. the date of the
Protocol v5 amendment listed in
implementation letter (“Budget
Effective Date”). Revised costs
are only applicable to actual
tests/procedures performed after
the Budget Effective Date. The
Parties further agree that all
services performed under the
Agreement prior to the Budget
Effective Date and all payments
relating to visits and procedures
performed under Protocol v4 shall
follow the former Exhibit.

adresy nebo piremisténi
dokumentace Klinického
hodnoceni v pribéhu uvedeného
obdobi musi byt pisemné
informovana PPD nebo Zadavatel.
Je  odpovédnosti  Zadavatele
informovat Zdravotnické zafizeni a
Zkousejiciho o tom, kdy archivace
téchto dokumentt jiz neni nutna.

Strany se dohodly, ze zména doby
uchovavani  zaznamad  nabude
ucinnosti dnem uc¢innosti Dodatku
¢. 4.

. Vzhledem ke zménam rozpoctu

podle protokolu v5 s datem
27.biezna 2025 bude Priloha A
Smlouvy odstranéna a zcela
nahrazena novou Piilohou A
prilozenou nize. Protokol verze 5
vyzadujici zmény Pfilohy A
Smlouvy byl schvalen etickou
komisi (EK) a Statnim istavem pro
kontrolu 1é¢iv. (SUKL).

Platby podle protokolu v5 nabydou
ucinnosti 23. fijna 2025, tj. datum
uvedené v dopisu o implementaci
dodatku k protokolu v4 (,,datum
ucinnosti rozpoctu®). Upravené
naklady se vztahuji pouze na
skutecné testy/postupy provedené
po datu ucCinnosti  rozpoctu.
Smluvni strany se dale dohodly, Ze
veskeré sluzby provedené na
zéklad€¢ Smlouvy pred datem
ucinnosti  rozpoctu a vSechny
platby souvisejici s névstévami a
procedurami provedenymi podle
verze protokolu v4 se budou fidit
ptedchozi ptilohou A.

2. Tento dodatek ¢. 4 vstoupi v platnost
4. This Amendment 4 shall become dnem posledniho podpisu tohoto

valid on the date of last signature
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of this Amendment 4 and
effective of the date of Contract
Register publication.

Upon execution, this Amendment 3.

4 shall be made a part of the
Agreement and  shall be
incorporated by reference therein.

. All other terms and conditions of 4.

the Agreement shall remain in full
force and effect. In the event of
any conflict between the terms of
the  Agreement and  this
Amendment 4, the terms of this
Amendment 4 shall govern and
control.

All capitalized terms used, but not 5.

otherwise defined herein, shall
have the meanings ascribed to
them in the Agreement.

Estimated value of the Agreement
as amended by this Amendment []

The Parties agree that execution
of this Amendment 4 by e-
Signature (as defined below)
signatures shall have the same
legal force and effect as the
exchange of original signatures.
Pursuant to this Amendment 4, e-
Signatures shall mean a signature
that consists of one or more
letters, characters, numbers or
other symbols in digital form
incorporated in, attached to or
associated with the electronic
document, that (a) is unique to the
person making the signature; (b)
the technology or process used to
make the signature is under the
sole control of the person making

. Predpokladand hodnota Smlouvy ve

Dodatku ¢. 4 a 0O¢innost ke dni

uvetejnéni v registru smluv.

Po uzavieni bude tento Dodatek ¢. 4
predstavovat soucast Smlouvy a bude do
ni za¢lenén odkazem.

VSechny ostatni smluvni podminky
Smlouvy zlstavaji v plné platnosti a
ucinnosti. V pfipadé¢ rozporu mezi
podminkami ~ Smlouvy a  timto
Dodatkem ¢. 4 budou rozhodujici a
urcujici podminky tohoto Dodatku ¢. 4.

Vsechny pojmy psané velkymi pismeny
pouzité, ale nedefinované v tomto
dokumentu, maji stejny vyznam, ktery
jim byl pfifazen ve Smlouvé.

znéni tohoto Dodatku ¢ ||| G—_GG—

. Smluvni strany souhlasi s tim, ze

podepsani  tohoto  dodatku  ¢.4
elektronickym  podpisem (jak je
definovdno nize) bude mit stejnou
pravni silu a uc¢inek jako vymeéna
origindlnich podpist. Podle tohoto
dodatku ¢.4 se elektronickymi podpisy
rozumi podpis, ktery se sklada z jednoho
nebo vice pismen, znakil, Cisel nebo
jinych symbold v digitdlni podobé

zaclenénych do elektronického
dokumentu, ptipojenych nebo
spojenych S elektronickym

dokumentem, ktery (a) je jedine¢ny pro
podepisujici osobu; b) technologie nebo
postup pouzity k podpisu je pod
vyhradni kontrolou podepisujici osoby;
¢) technologii nebo postup lze pouzit k
identifikaci osoby, kterd technologii
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the signature; (c) the technology
or process can be used to identify
the person using the technology
or process; and (d) the electronic
signature can be linked with an
electronic document in such a
way that it can be used to
determine whether the electronic
document has been changed since
the electronic signature was
incorporated in, attached to or
associated with the electronic
document, and e) meets the
requirements of Act  No.
297/2016 Coll., on trust-building
services for electronic
transactions.

nebo postup pouziva; a d) elektronicky
podpis lze propojit s elektronickym
dokumentem takovym zptsobem, Ze jej
1ze pouzit k ur€eni, zda byl elektronicky
dokument zménén od doby, kdy byl
elektronicky podpis zaclenén do
elektronického dokumentu, pfipojen k
nému nebo s nim spojen; a e) spliuje
pozadavky zakona ¢. 297/2016 Sb., o
sluzbach vytvarejicich davéru pro
elektronické transakce.
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IN WITNESS WHEREOF, the undersigned
have executed this Amendment 4.
Amendment 4 is effective as of the date of
Contract Register Publication.

NA DUKAZ CEHOZ niZe podepsané strany
uzaviely tento Dodatek ¢. 4. Dodatek ¢.4 je
ucinny datem uvetejnéni v Registru smluv.

Sponsor / Zadavatel
PPD Investigator Services LLC

On behalf of / Jménem spole¢nosti F. Hoffmann-La Roche Ltd

By/Podepsal:
Name/Jméno:
Title/Funkce:

Date /Datum: 8. 10. 2025

PPD
PPD Investigator Services LLC

By/Podepsal:
Name/Jméno:
Title/Funkce:

Date/Datum:

8. 10. 2025

Institution/ Zdravotnické zarizeni

Signature / Podpis:
Name / Jméno [}

Title / Funkce: Director/feditel
Date / Datum: 11.11. 2025

Investigator / ZkousSejici

Signature / Podpis:
Name / Jméno: ||}

Title / Funkce:_ hlavni zkouSejici
Date / Datum: _ 12, 11, 2025
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Priloha A/ Exhibit A
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