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AMENDMENT # 2 TO CLINICAL TRIAL
AGREEMENT

Protocol # 000434

This Amendment # 2 (“Amendment”) is effective as of
publication of the redacted Amendment into the
Contracts Registry (“Effective Date”) between

Ferring Pharmaceuticals A/S, with a place of business
at Amager Strandvei 405, DK-2770 Kastrup, Denmark
(“Sponsor”)

and

Fakultni Thomayerova nemocnice , with a place of
business at Videnska 800, Praha 4-Krc, 140 59, Czech
Republic, Governmental allowance organization
established by the Ministry of Health of the Czech
Republic, Foundation Charter ref. No. MZDR 17268-
IV/2012, registered in Companies Registry by Municipal
Court in Prague, Section PR, inlet 1043, ID No.:
00064190, Tax ID No.: CZ00064190, Represented by:
doc. MUDr. Zdeiiek Benes, CSc., Director (“Institution”)

and

xxx, with a workplace at Fakultni Thomayerova
nemocnice, Videnska 800, Praha 4-Krc, 140 59, Czech
Republic (“Principal Investigator”).

WHEREAS, the Parties desire to modify the Clinical
Trial Agreement with an effective date of 03 October
2025 as amended on 05 November 2025 (“Agreement”)
for the clinical trial with Sponsor Drug Nadofaragene
firadenovec, (also called as Adstiladrin), suspension for
intravesical instillation, encoded 000434 entitled “A
Phase 3, randomized, multi-centre, open-label trial to
evaluate the safety and efficacy of intravesical
nadofaragene firadenovec alone or in combination with
chemotherapy  (gemcitabine and docetaxel) or
immunotherapy (pembrolizumab) in subjects with high-
grade Bacillus Calmette-Guerin (BCG) unresponsive
non-muscle invasive bladder cancer (NMIBC)”
(“Protocol”) to be conducted at Institution (“Trial”) to
involve patients participating in the Trial (“Trial
Subjects”).

WHEREAS, in accordance with Section 25 (Entire
Agreement) of the Agreement, the Parties desire to
modify the specific language and hence agree to the
following modifications to the Agreement:

DODATKU C.2 KE SMLOUVF; O KLINICKEM
HODNOCENI

C. protokolu 000434

Tento dodatek ¢.2 (dale jen ,,dodatek*), G€inny k datu
uvefejnéni upraveného dodatku v registru smluv (dale jen
,,datum ucinnosti*), se uzavira mezi

Ferring Pharmaceuticals A/S se sidlem na adrese
Amager Strandvei 405, DK-2770 Kastrup, Dansko (dale
jen ,,zadavatel®)

a

Fakultni Thomayerovou nemocnici , se sidlem
Videniska 800, Praha 4-Kr¢, 140 59, Ceska republika,
statni piispévkova organizace zfizend Ministerstvem
zdravotnictvi Ceské republiky, tplné znéni zfizovaci
listiny ¢.j. MZDR 17268-1V/2012, zapsana v obchodnim
rejstiiku u Méstského soudu v Praze, oddil Pr, vI. 1043,
IC: 00064190, DIC: CZ00064190, zastoupend doc.
MUDr. Zdenikem Benesem, CSc., feditelem (dale jen
,,zdravotnické zatizeni®)

a

xxx, s pracovistém Fakultni Thomayerova nemocnice,
Videnska 800, Praha 4-Kr¢, 140 59, Ceska republika
(dale jen ,,hlavni zkousejici®).

VZHLEDEM K TOMU, ze si smluvni strany pfeji
upravit tuto smlouvu o provedeni klinického hodnoceni
s datem ucinnosti 3. fijna 2025 ve znéni dodatku ze dne
5. listopadu 2025 (dale jen ,,smlouva®), o provedeni
klinického hodnoceni zadavatelova 1éku, Nadofaragene
firadenovec (také nazyvany Adstiladrin), suspenze k
intravezikalni instilaci, oznaovaného koédem ¢&C.
protokolu 0004234 a nazvaného ,, Randomizované
multicentrické oteviené klinické hodnoceni faze 3,
hodnotici  bezpecnost a ucinnost intravezikalniho
pripravku nadofaragene firadenovec samotného nebo v
kombinaci s chemoterapii (gemcitabin a docetaxel) nebo
imunoterapii  (pembrolizumab) u osob s vysoce
pokrocilym  meinvazivnim  karcinomem  mocového
méchyre (NMIBC) nereagujicim na Bacillus Calmette-
Guerin (BCG)* (dale jen ,protokol®), které ma byt
provadéno ve zdravotnickém zatizeni (déle jen ,klinické
hodnoceni) a bude zahrnovat pacienty, kteti se Gcastni
klinického hodnoceni (dale jen ,,subjekty hodnoceni®).

VZHLEDEM K TOMU, ZE vsouladu sbodem 25
(Gplna smlouva) této smlouvy si smluvni strany pfteji
upravit konkrétni znéni a souhlasi tedy s nasledujicimi
upravami smlouvy:
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1. 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 to reflect the
additional costs due to Protocol version 7.0 dated 23 Jan
2026 (“Amended Protocol™), said costs will be payable as
of [the date of the IEC and/or RA approval of Amended
Protocol in accordance with the Applicable Law.

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

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

4. In the event that the Parties execute this Amendment
by exchange of electronically signed copies, the Parties
agree that, upon being signed by all Parties, this
Amendment will become effective from Effective Date
and binding and that electronic signatures will constitute
evidence of a binding agreement with the expectation that
original documents may later be exchanged in good faith.
Where this Amendment is executed by Institution and
Principal Investigator through the use of an electronic or
digital signature, Institution and Principal Investigator
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 Amendment; (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 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

[SIGNATURE PAGE FOLLOWS]

1. Ptiloha B (zaznam finan¢niho ujednani) smlouvy byla
v celém rozsahu odstranéna a nahrazena piilohou B
(rozpis finan¢niho ujednani) piipojenou k tomuto
dodatku za ucelem zohlednéni dodatecnych néakladu
podle protokolu verze 7.0 ze dne 23. ledna 2026 (déle jen
,dodatek k protokolu®); tyto néklady budou splatné
k datu schvaleni dodatku k protokolu nezavislou etickou
komisi (EK) a/nebo regula¢nim ufadem (RU) v souladu
s platnymi zakony.

2. Definované vyrazy pouzivané v tomto dodatku, které
samotny dodatek nedefinuje, budou mit stejny vyznam,
jaky byl pro tyto vyrazy stanoven smlouvou.

3. VsSechna ostatni ustanoveni smlouvy zistavaji
nezménéna a jsou plné platna a ucinna.

4. V ptipad¢€, ze smluvni strany uzaviou tento dodatek
vzajemnym zaslanim elektronicky podepsanych kopii,
souhlasi stim, ze se tento dodatek po podpisu vSemi
smluvnimi stranami stane uc¢innym od data ucinnosti
a zavaznym a zZe elektronické podpisy budou dokladem
uzavieni zdvazné dohody s tim, Ze originalni dokumenty
budou v dobré vife zaslany pozdéji. Bude-li tento dodatek
zdravotnickym zafizenim a hlavnim zkousejicim opatien
elektronickym nebo digitalnim podpisem, zdravotnické
zafizeni a hlavni zkouSejici souhlasi s tim, Ze: (i) jejich
elektronické nebo digitalni podpisy maji stejny ucinek
jako vlastnoru¢ni podpis; (ii) uzavieni dodatku jeho
podepsanim pomoci elektronickych nebo digitalnich

prosttedktt je podle platnych zakoni dovoleni;
(iii) platforma pouzita k vytvoreni takového
elektronického nebo digitdlniho podpisu spliuje

pozadavky pfisluSnych zdkon na vytvofeni platného
pokrocilého elektronického nebo digitdlniho podpisu
a (iv) zdravotnické  zafizeni a hlavni zkouSejici
poskytnou CRO a/nebo zadavateli veskeré dalsi nezbytné
certifikace nebo podklady tykajici se jejich
elektronickych podpisti generovanych v souladu s timto
bodem

[NASLEDUJE STRANA S PODPISY]
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Agreed to and accepted:

Schvéleno a prijato:

FERRING PHARMACEUTICALS A/S

Signature / Podpis

XXX

Printed Name / Jméno htilkovym pismem

Vice President Global Clinical Operation /
Viceprezident pro globalni klinické operace

Title / Funkce

Date / Datum

FERRING PHARMACEUTICALS A/S

Signature / Podpis

XXX

Printed Name / Jméno htilkovym pismem

Senior Manager Head of IPC- R&D Controlling /
Senior manazer, vedouci R&D controllingu pro IPC

Title / Funkce

Date / Datum

INSTITUTION / ZDRAVOTNICKE ZARIZENI

Signature / Podpis

Doc. MUDr. Zdenék Benes, CSc.

Printed Name / Jméno htilkovym pismem

Director / Reditel

Title / Funkce

Date / Datum

PRINCIPAL INVESTIGATOR / HLAVNI
ZKOUSEJICI

Signature / Podpis

XXX

Printed Name / Jméno htilkovym pismem

Principal Investigator / Hlavni zkousejici

Title / Funkce

Date / Datum
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ATTACHMENT B PRILOHA B
FINANCIAL ARRANGEMENTS WORKSHEET ZAZNAM FINANCNIHO UJEDNANI
FINANCE SUMMARY BOX FINANCN{ SOUHRN
Invoice Currency / Ména na fakture: CZK /K¢
Payment Base / Platby budou provadény: Visit-based / Na zakladé navstév
CRO Contracting Entity / Smluvni subjekt CRO: N/A / Neni relevantni

XXX
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