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AMENDMENT # 1 TO CLINICAL TRIAL
AGREEMENT

Protocol # 000434

This Amendment # 1 (“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 Strandvej 405, DK-2770 Kastrup, Denmark
(“Sponsor™)

and

Fakultni Thomayerova nemocnice, with a place of
business at Videnska 800, Praha 4-Krc, 140 59, Czech
Repuglic, Governmental allowance organization
established by the Ministry of Health of the Czech
Republic, Foundation Charter ref. No. MZDR 17268-
IV/2012, registerted in Companies Registry by Municipal
Court in Prague, Section PR, inlet 1043

ID NO.: 00064190

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 (“Agreement”) for the clinical trial with Sponsor
Drug Nadofaragene firadenovec, suspension for
intravesical instillation, encoded 000434 entitled “4
Phase 3 randomised, multi-center, open label trial to
evaluate the safety and efficacy of intravesical
nadofargene firadenovec alone or in combination with
chemotherapy  (gemcitabine and  docetaxel)  or
immunotherapy (prembrolizumab) in subjects with high-
grade Bacillus Calmette-Guerin  therapy (BCG)
unresponsive non-muscle invasive bladder cancer
(NMIBC)”, (ABLE-22).

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:

1. Section 4. Sponsor Drug shall be modified to state:
Sponsor will provide Insitution with sufficient quantities

DODATEK C. 1
KE SMLOUVE O KLINICKEM HODNOCENI]

Protokol ¢islo 000434

Tento dodatek ¢. 1 (,,dodatek™) s uc¢innosti k datu
uvetejnéni upraven¢ho dodatku v registru smluv (,,datum
ucinnosti®) se uzavira mezi

spoleCnosti Ferring Pharmaceuticals A/S, se sidlem
Amager Strandvej 405, DK-2770 Kastrup, Denmark
(,,zadavatel*)

a

Fakultni Thomayerovou nemocnici, se sidlem
Videniska 800, Praha 4-Kr&, 140 59, Ceska republika,
statni prispévkova organizace ziizena Ministerstvem
zdravotnictvi Ceské republiky, uplné znéni zfizovaci
listiny ¢.j. MZDR 17268-1V/2012, zapsana v obchodnim
rejstiiku u Méstského soudu v Praze, oddil Pr, vl. 1043
IC: 00064190,

DIC: CZ00064190

zastoupend doc. MUDr. Zdeikem Benesem, CSc.,
feditelem (,,zdravotnické zafizeni)

a

xxx, s pracovi§t¢tm Fakultni Thomayerova nemocnice,
Videnska 800, Praha 4-Kr¢, 140 59, Ceska republika
(,,hlavni zkousejici®).

JELIKOZ si smluvni strany pieji upravit smlouvu o
klinickém hodnoceni s datem ucinnosti 3. fijna 2025
(,,smlouva®) pro klinické hodnoceni hodnoceného
1é¢ivého pripravku Nadofaragene firadenovec, suspenze
pro intravezikalni instilaci, s koédovym oznacenim
000434 nazvanym ,Randomizované multicentrické
otevrené klinické hodnoceni faze 3, hodnotici bezpecnost
a ucinnost intravezikdalniho pripravku nadofaragene
firadenovec samotného nebo v kombinaci s chemoterapii
(gemcitabin  a  docetaxel)  nebo  imunoterapii
(pembrolizumab) u osob s vysoce pokrocilym
neinvazivaim karcinomem mocoveho méchyre (NMIBC)
nereagujicim na Bacillus Calmette-Guerin (BCG)*“,

(ABLE-22).

JELIKOZ v souladu s bodem 25 smlouvy (Uplna
smlouva) si smluvni strany pieji upravit konkrétni znéni,
a proto souhlasi s nasledujicimi upravami smlouvy:

1. Oddil 4. Hodnoceny 1é¢ivy piipravek je upraven takto:
Zadavatel poskytne zdravotnickému zafizeni dostatecné

of Nadofaragene firadenovec (the ,,Sponsor Product” | mnozstvi hodnoceného  pfipravku  nadofaragene
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alone or in combination with chemotherapy
,@aemcitabine/Docetaxel®) or immunotherapy
(,,Pembrolizumab“) that is being studied together with the
Sponsor Product, all jointly defined hereinafter as the
(,,Sponsor Drug®) solely for the purpose of conducting
the Trial at no cost to the Institution and Principal
Investigator.

The  Sponsor shall supply Sponsor Drugs
gemcitabin/docetaxel a pembrolizumab to Institution’s
pharmacy. The Sponsor Product Nadofaragene

firadenovec will be delivered directly to the Trial site
(Onkology clinic). Principal Investigator shall use and
administer the Sponsor Drug in accordance with the
Protocol and Applicable Law.

2. The Attachment B (Financial Arrangements
Worksheet) to the Agreement isdeleted in its entirety and
replaced with Attachment B (Financial Arrangements
Worksheet) as attached to this Amendment to reflect the
agreed costs for additional charges to the pharmacy for
preparing infusions/injections, with said costs being
payable as of the effective date.

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

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

5. Where this Amendment is executed by Institution and
Principal Investigator through the use of an electronic
signature, Institution and Principal Investigator agree
that: (i) their electronic signature has same effect as a
handwritten signature; (ii) signature by electronic means
is permitted under Applicable Law for the execution of
the Amendment; (iii) the electronic signature platform
used to generate such signature meets the requirements
under Applicable Law for creating a valid advanced
electronic 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.

6. This Agreement is prepared in English and Czech. In
the event of any discrepancies, the Czech version shall
prevail.

7. An integral part of this Agreement:
Attachment B: Financial Arrangements Worksheet

[SIGNATURE PAGE FOLLOWS]

firadenovec (dale jen
samostatné nebo v

»hodnoceny  ptipravek®),

kombinaci s chemoterapii
(gemcitabin/docetaxel) nebo imunoterapii
(pembrolizumab), ktery je predmétem zkoumani
(spoleéne¢ s hodnocenym piipravkem jsou vSechny
spole¢né nazyvany ,,hodnoceny 1éCivy pripravek®), a to
vyhradné pro ucely provadéni klinického hodnoceni bez
jakychkoli nakladd pro zdravotnické zatizeni a hlavniho
zkousejiciho.
Zadavatel dodd  hodnocené  IéCivé  pfipravky
gemcitabin/docetaxel a pembrolizumab do Iékarny
zdravotnického zafizeni. Hodnoceny léCivy pftipravek
nadofaragene firadenovec bude dodan pfimo na centrum
klinického hodnoceni (Onkologicka klinika). Hlavni
zkousejici pouZzije a poda hodnoceny 1éCivy ptipravek v
souladu s protokolem a platnymi pravnimi piedpisy..

2. Ptiloha B (Zaznam finan¢niho ujednani) ke smlouve je
v plném rozsahu odstranéna a nahrazena piilohou B
(Zaznam finan¢niho ujednani), jak je pfipojena k tomuto
dodatku, aby odrazela odsouhlasené¢ naklady na
dodatecné platby Iékarn€é za ptipravu infuzi/injekci;
uvedené naklady jsou splatné ode dne G¢innosti.

3. Definované vyrazy pouzit¢ v tomto dodatku a zde
nedefinované budou mit stejné vyznamy, jaké maji ve
smlouve.

4. Veskera dal§i ustanoveni smlouvy
nezmeénéna a v plné platnosti a G¢innosti.

zUstavaji

5. Pokud byl tento dodatek podepsan zdravotnickym
zatizenim a hlavnim zkouSejicim za pouziti
elektronického, zdravotnické zafizeni a hlavni zkousejici
souhlasi s tim, ze: (i) jejich elektronicky ma stejné ucinky
jako vlastnoru¢ni podpis; (ii) podpis elektronickymi je
dovolen platnymi zadkony pro podpis dodatku; (iii)
platforma elektronického pouzitd k vygenerovani
takového podpisu spliuje pozadavky platnych zakond
pro vytvoreni platného zaruceného elektronického; a (iv)
zdravotnické zafizeni a hlavni zkousSejici poskytnou
spole¢nosti CRO a/nebo zadavateli jakoukoliv dalsi
nezbytnou certifikaci nebo podplrnou dokumentaci
tykajici se jejich podpist elektronicky vygenerovanych v
souladu s timto bodem.

6. Tento dodatek je vyhotoven v anglickém a ceském
jazyce. V ptipad¢ jakychkoli rozporii bude rozhodujici
Ceska verze.

7. Nedilnou ptilohou tohoto dodatku je:
Priloha B: Zaznam financniho ujednani

[NASLEDUJE STRANA S PODPISY]
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| Agreed to and accepted:

| Souhlasim a pfijimdm: |

SPONSOR / ZADAVATEL INSTITUTION / ZDRAVOTNICKE ZARIZENI
Signature / Podpis Signature / Podpis
XXX Doc. MUDr. Zdenék Benes§, CSc.

Printed Name / Jméno (hiilkovym pismem)

Vice President Global Clinical Operation /
Viceprezident pro globalni klinické operace

Printed Name / Jméno (hiilkovym pismem)

Director / feditel

Title / Pozice Title / Pozice

Date / Datum Date / Datum

SPONSOR / ZADAVATEL PRINCIPAL INVESTIGATOR / HLAVNI
ZKOUSEJICI

Signature / Podpis Signature / Podpis

XXX XXX

Printed Name / Jméno (hiilkovym pismem)

Director / feditel

Printed Name / Jméno (hiilkovym pismem)

Principal investigator / hlavni zkousejici

Title / Pozice

Title / Pozice

Date / Datum

Date / Datum
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ATTACHMENT B PRILOHA B
FINANCIAL ARRANGEMENTS WORKSHEET ZAZNAM FINANCNIHO UJEDNANI

XXX
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