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AMENDMENT #1 TO CLINICAL TRIAL
AGREEMENT

Protocol # ADX-324-301

This Amendment # 1 (“Amendment”) is effective as of
the date of publication of the Redacted Amendment into
the Contracts Registry (“Effective Date”) between

ADARx Pharmaceuticals, Inc., with a place of business
at 5871 Oberlin Drive, Suite 200 San Diego, CA 92121
United States

and

Syneos Health UK Limited, with principal offices
located in the United Kingdom at Farnborough Business
Park, 1 Pinehurst Road, Farnborough, Hampshire,
GU14 7BF, United Kingdom, including its affiliates,
subsidiaries, and specifically its parent company
Syneos Health, LLC (“CRO”)

and

Fakultni nemocnice Hradec Kralove, with a place of
business at Sokolska 581, 500 05 Hradec Kralove- Novy
Hradec Kralove, Czech Republic, Iden. Number:
00179906, Tax Iden.number: CZ00179906 (“Institution”)

and

I ith the

workplace at Ustav klinické imunologie a alergologie
Fakultni nemocnice Hradec Kralové, Sokolska 581, 500
05 Hradec Krilové - Novy Hradec Krilové, Czech
Republic (“Principal Investigator™).

WHEREAS, the Parties desire to modify the Clinical
Trial Agreement with an effective date of 12 December
2025 (“Agreement”) for the clinical trial with Sponsor
Drug ADX-324, encoded ADX-324-301 entitled “STOP-
HAE: A Phase 3, Randomized, Double-Blind, Placebo-
Controlled Study of siRNA Targeting of Prekallikrein
With ADX-324 in Participants With Hereditary
Angioedema ” (“Protocol”) to be conducted at Institution
(“Trial”) to involve patients participating in the Trial
(“Trial Subjects”).

WHEREAS, in accordance with Section 24 (Entire
Agreement) of the Agreement, the Parties desire to
modify the specific language and hence agree to the
following modifications to the Agreement:

DODATEK C. 1 ]
KE SMLOUVE O KLINICKEM HODNOCENI

Protokol ¢islo ADX-324-301

Tento dodatek ¢. 1 (,dodatek®) s tucinnosti k datu
uvefejnéni dodatku v registru smluv (,,datum tc¢innosti*)
se uzavira mezi

ADARx Pharmaceuticals, Inc., se sidlem 5871 Oberlin
Drive, Suite 200 San Diego, CA 92121 United States

a

Syneos Health UK Limited, se sidlem ve Velké Britanii
na adrese Farnborough Business Park, 1 Pinehust Road,
Farnoborough, Hampshire, GU14 7BF, Spojené
kralovstvi, v€etné jejich pobocek, dcefinych spolenosti

a konkrétné jejt matetské spolec¢nosti
Syneos Health, LLC (,,CRO*)

a

Fakultni nemocnici Hradec Kralové se sidlem

Sokolska 581, 500 05 Hradec Krélové- Novy Hradec
Kralové, Ceska republika, ICO: 00179906 DIC:
CZ00179906 (,,poskytovatel*)

a

I <
pracovi§tém: Ustav klinické imunologie a alergologie
Fakultni nemocnice Hradec Kralové, Sokolska 581, 500
05 Hradec Krilové - Novy Hradec Krilové, Ceskd
republika (,,hlavni zkouSejici*).

JELIKOZ si smluvni strany pieji upravit smlouvu o
klinickém hodnoceni s datem ucCinnosti 12. prosince
2025,(,,smlouva*) pro klinické hodnoceni hodnoceného
1éCivého piipravku ADX-324 s kédovym oznacenim
ADX-324-301 nazvanym ,,Randomizované, dvojité
zaslepené, placebem kontrolované klinické hodnoceni
fdze 3 zkoumajici piisobeni siRNA na prekalikrein
pomoct pripravku ADX-324 u castnikit s hereditdrnim
angioedémem* (,,protokol), které je provadéno ve
zdravotnickém  zafizeni poskytovatele (,.klinické
hodnoceni*) a jsou do néj zafazovéni pacienti (,,subjekty
klinického hodnoceni®).

JELIKOZ v souladu s bodem 24 smlouvy (Uplna
smlouva) si smluvni strany pteji upravit konkrétni znéni,
a proto souhlasi s ndsledujicimi dpravami smlouvy:
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1. The Attachment B (Financial Arrangements
Worksheet) to the Agreement is updated to reflect the
adjustment to Patient Stipend for Day 1, Day 85 (Week
13), PK visit and ,,wash out* period; visits with said costs
being payable as of 12 December 2025. Hence the
Attachment B (Financial Arrangements Worksheet) to the
Agreement is deleted in its entirety and replaced with
Attachment B (Financial Arrangements Worksheet) as
attached to this Amendment.

2. Defined terms used in this Amendment and not defined
herein will have the same meanings assigned to such
terms in the Agreement.

3. All other provisions of the Agreement shall remain
unaltered and given full force and effect.

4. Where this Agreement is executed through the use of
an electronic or digital signature, Parties agree that: (i)
their electronic or digital signature has same effect as a
handwritten signature; (ii) signature by electronic or
digital means is permitted under Applicable Law for the
execution of the Agreement, in particular Act No.
297/2016 Coll., on services creating trust for electronic
transactions; (iii) the electronic or digital signature
platform used to generate such signature meets the
requirements under Applicable Law for creating a valid
advanced electronic or digital signature; and (iv)
Institution and/or Principal Investigator shall provide to
CRO and/or to Sponsor any further necessary certification
or supporting documentation around their electronically
generated signatures in compliance with this Section.

The anticipated total amount under this Amendment is
CZK 527,135.00.

[SIGNATURE PAGE FOLLOWS]

1. Ptiloha B (Zaznam finan¢niho ujednéni) ke smlouvé je
aktualizovdna tak, aby odrazela dpravu nakladd na
thradu subjektu hodnoceni za navstévy v Den 1, Den 85
(tyden 13), PK navstévu a ve ,,wash out* obdobi; uvedené
ndklady jsou splatné ode dne 12. prosince 2025. Z tohoto
divodu je priloha B (Zaznam finan¢niho ujednani) ke
smlouvé v plném rozsahu odstranéna a nahrazena
ptilohou B (Zaznam finan¢niho ujedndni), jak je
pfipojena k tomuto dodatku.

2. Definované vyrazy pouzité v tomto dodatku a zde
nedefinované budou mit stejné vyznamy, jaké maji ve
smlouvé.

3. Veskerd dal$si ustanoveni smlouvy
nezménéna a v plné platnosti a i¢innosti.

zustavaji

4. Pokud byla tato smlouva podepsina za pouZiti
elektronického nebo digitdlniho podpisu, smluvni strany
souhlasi s tim, Ze: (i) jejich elektronicky nebo digitalni
podpis ma stejné Gcinky jako vlastnorucni podpis, (ii)
podpis elektronickymi nebo digitdlnimi prostiedky je
dovolen platnymi zdkony pro podpis smlouvy, zejména
zékonem ¢. 297/2016 Sb., o sluzbiach vytvétejicich
davéru pro elektronické transakce, (iii) platforma
elektronického nebo digitilntho podpisu pouZitd k
vygenerovani takového podpisu spliiuje pozadavky
platnych zdkonii pro vytvofeni platného zaruceného
elektronického nebo digitadlntho podpisu, a (iv)
poskytovatel a/nebo hlavni zkouSejici poskytnou
spole¢nosti CRO a/nebo zadavateli jakoukoliv dalsi
nezbytnou certifikaci nebo podplirnou dokumentaci
tykajici se jejich podpisti elektronicky vygenerovanych v
souladu s timto bodem.

Predpoklddana hodnota Smlouvy ve znéni tohoto
Dodatku je 527,135.00 K¢

[NASLEDUJE STRANA S PODPISY]

PI:

Institution: Fakultni nemocnice Hradec Kralové | ADARx Pharmaceuticals, Inc. | ADX-324-301
Doc Name: Universal Amendment (CRO/SPN) V2.0 22Jul2022 | Amendment 1 | Doc Final: 20/Mar/2026

2/8




Confidential | Duvérné

| Agreed to and accepted: | Souhlasim a pFijimam:
SPONSOR / ZADAVATEL
INSTITUTION / POSKYTOVATEL
Signature / Podpis Signature / Podpis

MUDr. Ales Herman, Ph.D.

Printed Name / Jméno (hilkovym pismem)

Printed Name / Jméno (hillkovym pismem)

Manager SSU & Regulatory Director / feditel

Title / Pozice Title / Pozice

31 3.2026 9.4.2026

Date / Datum Date / Datum

CRO PRINCIPAL INVESTIGATOR / HLAVNI
ZKOUSEJICI

Signature / Podpis Signature / Podpis

Printed Name / Jméno (hiilkovym pismem)

Printed Name / Jméno (hiilkovym pismem)

Manager SSU & Regulatory Principal Investigator / Hlavni zkousejici
Title / Pozice Title / Pozice
31.3.2026 10. 4. 2026
Date / Datum Date / Datum
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ATTACHMENT B

FINANCIAL ARRANGEMENTS WORKSHEET

FINANCE SUMMARY BOX

PRILOHA B
ZAZNAM FINANCNIHO UJEDNANI

SHRNUTI FINANCNICH ZAVAZKU

Invoice Currency / Ména faktury:
Payment Base / Zaklad platb:
CRO Contracting Entity / Smluvni subjekt CRO:

CZK / K¢
Visit-based / Dle navstévy
Syneos Health UK Limited

PI: Institution: Fakultni nemocnice Hradec Kralové | ADARx Pharmaceuticals, Inc. | ADX-324-301
Doc Name: Universal Amendment (CRO/SPN) V2.0 22Jul2022 | Amendment 1 | Doc Final: 20/Mar/2026




Confidential | Davérné

PI: Institution: Fakultni nemocnice Hradec Kralové | ADARX Pharmaceuticals, Inc. | ADX-324-301
Doc Name: Universal Amendment (CRO/SPN) V2.0 22Jul2022 | Amendment 1 | Doc Final: 20/Mar/2026




Confidential | Davérné

PI: Institution: Fakultni nemocnice Hradec Kralové | ADARX Pharmaceuticals, Inc. | ADX-324-301
Doc Name: Universal Amendment (CRO/SPN) V2.0 22Jul2022 | Amendment 1 | Doc Final: 20/Mar/2026




Confidential | Davérné

PI: Institution: Fakultni nemocnice Hradec Kralové | ADARX Pharmaceuticals, Inc. | ADX-324-301
Doc Name: Universal Amendment (CRO/SPN) V2.0 22Jul2022 | Amendment 1 | Doc Final: 20/Mar/2026




Confidential | Duvérné

PI: Institution: Fakultni nemocnice Hradec Kralové | ADARx Pharmaceuticals, Inc. | ADX-324-301
Doc Name: Universal Amendment (CRO/SPN) V2.0 22Jul2022 | Amendment 1 | Doc Final: 20/Mar/2026 8/8



