AMENDMENT # 1

DODATEK ¢. 1

TO

KE

CLINICAL TRIAL AGREEMENT

SMLOUVE 0 KLINICKEM HODNOCENI

THIS AMENDMENT # 1 (“Amendment #1”)
effective as of the date of last signature and
shall enter into force on date of publication in
register of Contracts (further as “Effective
Date”) which covers services from 31st

January 2025
between
Fakultni nemocnice Hradec Kralové,

having an address at Sokolska 581, 500 05
Hradec Kralové - Novy Hradec Kralové,
Czech Republic (“Institution”)

and
I i
an address at Klinika onkologie a

radioterapie Fakultni nemocnice Hradec
Kralové, Sokolska 581, 500 05 Hradec
Kralové - Novy Hradec Kralové, Czech
Republic (“Principal Investigator”)

and

Regeneron Pharmaceuticals, Inc., located
at 777 Old Saw Mill River Road, Tarrytown,
New York 10591-6707 ("Sponsor"), and shall
amend the Clinical Trial Agreement dated, 31
July 2023, (the “Agreement”).

TENTO DODATEK ¢. 1 (déle jen ,dodatek ¢.
1) platny od data posledniho podpisu a
ucinny uvetejnénim v registru smluv (dale
jen ,datum ucinnosti“), ktery se tyka sluZeb
poskytovanych od 31. ledna 2025

mezi

Fakultni nemocnici Hradec Kralové, se
sidlem na adrese Sokolska 581, 500 05
Hradec Kralové - Novy Hradec Kralové,
Ceska republika (déle jen ,poskytovatel)

a
I, <
adresou zaméstnani: Klinika onkologie a
radioterapie Fakultni nemocnice Hradec
Kralové, Sokolskad 581, 500 05 Hradec
Krilové - Novy Hradec Kralové, Ceska
republika (dale jen ,hlavni zkouSejici“)

a

spole¢nosti Regeneron Pharmaceuticals,
Inc., se sidlem na adrese 777 0ld Saw Mill
River Road, Tarrytown, New York 10591-
6707 (dale jen ,zadavatel“), a méni smlouvu o
klinickém hodnoceni ze dne 31. Cervence
2023 (dale jen ,smlouva“).

WHEREAS, Sponsor has requested that
Institution conduct a clinical study (“Study”)
of REGN3767 Fianlimab (“Investigational
Drug”) as part of a multi-center study under a
protocol R3767-ONC-2011 entitled “A
Phase 3 Trial of Fianlimab (REGN3767,

anti-Lag-3) +  Cemiplimab versus
Pembrolizumab in  Patients with
Previously  Untreated Unresectable

VZHLEDEM K TOMU, ZE zadavatel poZadal
poskytovatele o provedeni klinické studie
ptripravku REGN3767 Fianlimab v ramci
multicentrické studie podle protokolu
R3767-0ONC-2011 nazvaného ,Studie faze 3
Fianlimab (REGN3767, anti-LAG-3) +
cemiplimab versus pembrolizumab u
pacientt s drive nelécenym
neresekovatelnym lokalné pokrocilym
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Locally Advanced or Metastatic
Melanoma” (the "Study") at Institution's
facilities through, its employee, Principal
Investigator; and

nebo metastatickym melanomem* dale jen
,protokol“) v prostorach poskytovatele
prostiednictvim svého zameéstnance
hlavniho zkousejiciho; a

WHEREAS, the parties wish to amend the
Agreement;

VZHLEDEM K TOMU, ZE smluvni strany si
preji upravit smlouvu;

NOW, THEREFORE, the parties agree as
follows:

NYNi NA ZAKLADE TOHOTO se smluvni
strany dohodly nasledovné:

1. the Budget of the Study was updated
based on protocol amendment no. 5 dated
12 July 2024, which is Annex A of this
Amendment.

1. Rozpocet studie byl aktualizovany na
zdkladé dodatku protokolu €. 5 ze dne 12.
cervence 2024, ktery je prilohou A tohoto
dodatku.

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

2. V pripadé rozporu mezi podminkami
tohoto dodatku a smlouvou maji prednost
podminky tohoto dodatku.

3. Except as amended and annexed
hereby, all of the terms of the Agreement shall
remain and continue in full force and effect
and are hereby confirmed in all respects.

3. Svyjimkou této zmény a priloh
zlistavaji vSechny ostatni podminky smlouvy
vplné platnosti aucinnosti ajsou timto
ve vSech ohledech potvrzeny.

The Institution requires the Sponsor revised
and approved final version of the amendment
#1 to be sent in a machine-readable format
and with the text which the Sponsor
considers to be a trade secret pursuant to
Section 504 of Act No. 89/2012 Coll,, the Civil
Code. The Sponsor considers the following
information to be its trade secrets: summary
of payments and planned number of clinical
trial subjects at the given Institution, names
and titles of persons authorized to sign
contracts, excluding the statutory
representatives. This information is not
normally available in the public domain or in
the relevant business circles and is of
competitive importance to the Sponsor.
Publication of such personal information and
business secrets could therefore harm the
interest of the Sponsor. The Institution is

Poskytovatel vyZaduje zaslat zadavatelem
revidovanou a pisemné odsouhlasenou
finalni verzi dodatku ¢. 1 ve strojové Citelném
formatu spodbarvenym (redigovanym)
textem, ktery zadavatel povazuje za obchodni
tajemstvi dle ust. § 504 zakona ¢. 89/2012 Sb.,
obcanského zakoniku. Zadavatel povazuje za
své obchodni tajemstvi nasledujici informace:
piehled plateb a planovany pocet subjektt
hodnoceni na daném pracovisti, jména a
funkce povérenych osob kpodpisu smluv
vyjma statutarnich zastupcii. Tyto informace
jsou béziné nedostupné vefejné  Ci
v prislusnych obchodnich kruzich a pro
zadavatele konkurencné vyznamné.
Uvefejnéni takovych osobnich udaji a
obchodnich tajemstvi by tak mohlo poskodit
zajmy zadavatele. Poskytovatel je povinen
ziskat souhlas zadavatele pred uverejnénim
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obliged to obtain the Sponsor’s consent prior
to making any changes to the final version of
the Agreement in addition to the text
redacted by the Sponsor.

The expected total remuneration under this
Agreement is CZK 5,550,000.00.

redigovaného dodatku nad ramec
podbarveného textu ze strany zadavatele.

Predpokladana hodnota Smlouvy ve znéni
tohoto dodatku predstavuje castku ve vysi
5.550.000 K¢

(Signature Page to Follow)

(Nasleduje stranka s podpisy)
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IN WITNESS WHEREOF, the parties have | NADUKAZ CEHOZ strany uzaviely tento
executed this Amendment as of the Effective | dodatek k datu ti¢innosti.
Date.

ICON Clinical Research Limited on behalf of REGENERON PHARMACEUTICALS, INC./
ICON Clinical Research Limited jménem REGENERON PHARMACEUTICALS, INC.

By/ Podpis:

Name/Jméno: MUDr. Jana Vlkova

Title/Funkce: Senior Manager FSA

Date/Datum: 5. 6. 2025

Institution/ Poskytovatel: Fakultni nemocnice Hradec Kralové

By/Podpis:

Name/Jméno: MUDr. AleS Herman, Ph.D.

Title/ Funkce: Director/ reditel

Date/ Datum: 13. 6. 2025

Principal Investigator / Hlavni zkousejici

By/ Podpis:

Name,/jméno: |

Date / Datum: 12. 6. 2025
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Exhibit A Priloha A
Protocol Amendment Dodatek protokolu
(Provided under separate cover) (poskytnuty samostatné)
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Exhibit B Priloha B

v
Budget Rozpocet

Study Code [ Kod R3767-0NC-2011 Site Fadng Budget /R3767-ONC-2011FAS

studie:

TitlefNazev:

APHASE 3 TRIAL OF FIANLIMAB (REGN3767, ANTILAG-3) + CEMIPLIMAB VERSUS PEMBROLIZUMAB IN PATIENTS WITH
PREVIOUSLY UNTREATED UNRESECTABLE LOCALLY ADVANCED OR METASTATIC MELANDMA / FAZE 3 KLINICKEHO HODMOCENE
FIANLIMABU (REGN3767, ANTI-LAG-3) + CEMIPLIMAB vs. PEMEROLIZUMAS U PACIENTU § NEPREDLECENTM NERESEKOVATELNYM
LOKALNE POKROCILYM NEBO METASTAZUIICIM MELANOMEM
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Slte Numper: Zusuul L1S10 pracoviste: ZUsUuUl
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