Kh1/2021/006/La

Amendment # 1
Clinical Trial Agreement

This amendment #1 to the Clinical Trial
Agreement (the “Amendment”) effective as of the
day of publication in the Contracts Registry is
entered into by and between:

Fakultni nemocnice u sv. Anny v Brnég, with its
address at Pekaiska 53, 656 91 Brno, the Czech
Republic; 1D no.: 00159816, represented by Ing.
Vlastimil Vajdak, director ("Center”), and

(“Principal Investigator”), and

Pharvaris Netherlands B.V., with its principal
office at J.H. Oortweg 21, 2333 CH Leiden, The
Netherlands; ID no.: 75914441, represented by

I (Sponsor™),

collectively, (the “Parties”).

(the Center and the Principal Investigator
hereinafter collectively referred to as the
“Contracting Partners”)

WITNESSETH:

WHEREAS, Center, Principal Investigator and
Sponsor entered into a Clinical Trial Agreement on
31% May 2021, agreement no. KHL/2021/006/La
(the “Agreement”) regarding the study based on
Protocol No. PHA-022121-C201, entitled “A
Phase Il, double-blind, placebo-controlled,
Randomized, crossover, dose-ranging study of oral
PHA-022121 for Acute treatment of angioedema
attacks in Patients with hereditary angioedema due
to Cl-Inhibitor Deficiency type | and 117, (the
“Protocol”); and

WHEREAS, the Parties desire to increase the total
number of patients enrolled in the study.
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Site # 201-42002

Dodatek ¢. 1
Smlouvy o klinickém hodnoceni

Tento dodatek ¢. 1 ke Smlouvé o klinickém hodnoceni
(dale jen ,,Dodatek*) s Gi¢innosti od data uvefejnéni
Vv registru smluv se uzavira mezi:

Fakultni nemocnice u sv. Anny v Brné, se sidlem na
adrese Pekaiska 53, 656 91 Brno, Ceska republika,
ICO: 00159816, zastoupena Ing. Vlastimilem
Vajdakem, feditelem (dale jen ,,Centrum®), a

A
I (déle jen ,Hlavni

zkousejici®), a

spole¢nosti Pharvaris Netherlands B.V., se sidlem

na adrese J.H. Oortweg 21, 2333 CH Leiden,

Nizozemsko, ICO: 75914441, zastoupena [
(dale jen ,,Zadavatel*),

spole¢né (dale jen ,,Smluvni strany*).

(Centrum a Hlavni zkouSejici dale spole¢né
oznacovani jako ,,Smluvni partneri”)

STVRZUJI:

VZHLEDEM K TOMU, ze Centrum, Hlavni
zkousejici a Zadavatel uzavieli Smlouvu o klinickém
hodnoceni dne 31. 5. 2021, ¢&. smlouvy
KHL/2021/006/La (dale jen ,,Smlouva“), ohledné
studie podle protokolu ¢. PHA-022121-C201, s
nazvem ,Randomizovand, dvojite  zaslepend,
placebem kontrolovand studie faze 2 s kiizovym
designem, stanovujici davkovaci rozmezi perordlné
podavané latky PHA-022121 pro akutni Ilécbu
zdchvatii angioedému u pacientii s hereditdrnim
angioedémem zpiisobenym nedostatkem C1 inhibitoru
typu | a I11” (dale jen ,,Protokol®), a

VZHLEDEM K TOMU, ze Smluvni strany si pieji
navysit celkovy pocet pacientll zafazenych do studie.
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NOW THEREFORE, the Parties hereby agree as
follows:

2.7.1

The Parties agree in compliance with article
13.12 of the Agreement that article 2.7.1 in
section 2 of the Agreement shall be removed
in its entirety and replaced by the following:

Recruitment  of trial subjects s

competitive and expected to begin|| [ GTczcNENG

B Recruitment of trial subjects is always
governed by current terms and conditions of the

Protocol.

Estimated number of clinical trial

subjects —

The Parties agree that article A1.2 in section
Al of Schedule A of the Agreement shall be
removed in its entirety and replaced by the
following:

A1.2 Total Subject Budget (Estimated) -

The total subject budget is based on J] subjects
expected to be randomized at site.

SE NYNI Smluvni strany dohodly nasledovné:

1. Smluvni strany se v souladu s ¢lankem
13.12 Smlouvy dohodly, Ze znéni ¢lanku
2.7.1 voddilu 2 Smlouvy se v celém
rozsahu rusi a nahrazuje nasledujicim
znénim:

2.7.1  Predpokladany  zacatek
naboru subjektii hodnoceni je

kompetitivniho

B Nibor subjekti hodnoceni se vzdy fidi
aktudlnimi podminkami Protokolu. Pfedpokladany
poCet  zafazenych  subjektu  hodnoceni:

2. Smluvni strany se dohodly, Ze znéni
¢lanku Al.2 voddilu Al Prilohy A
Smlouvy se vcelém rozsahu rusi a
nahrazuje nasledujicim:

Al1.2 Celkovy (odhadovany) rozpocet na
subjekty c':im'h

Celkovy odhadovany rozpoget je zalozen na poctul}
subjektd zatazenych do studie.

3. Smluvni strany se dohodly, ze Tabulka 1,
ktera je soucasti ¢lanku A2.2 v oddilu A2
Piilohy A se v celém rozsahu rusi a
nahrazuje nasledujici tabulkou:

3. The Parties agree that Table 1 in article A2.2
in section A2 of Schedule A shall be
removed in its entirety and replaced by the
following table:

]

.
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The Parties acknowledge and confirm that
Center must publish this Amendment in
accordance with Act no. 340/2015 Coll., on
Contract Registry. This amendment shall be
effective as of the date of publication in the
Contracts Registry.

Sponsor shall pay Payee no. 1 the fee for
processing and execution of an amendment
in the amount of | . Payment shall
be made within 45 days of receipt of invoice
issued after execution of the Amendment.

Estimated value of the Agreement as
amended by this Amendment is CZK
817 348.

All other provisions of the Agreement not
amended by this Amendment shall remain
unchanged and in effect.

This Amendment is executed in the English
and Czech version. In case of any dispute,
the Czech version shall prevail.

This Amendment is executed in 3
counterparts, and each Party shall receive
one.

Smluvni strany timto berou na védomi a
potvrzuji, ze Centrum je povinno
uvetejnit tento Dodatek podle zdkona ¢.
340/2015 Sb., o registru smluv. Tento
Dodatek  je u¢inny  okamZikem
uvetejnéni v registru smluv.

Zadavatel se zavazuje zaplatit Piijemci
plateb ¢. 1 administrativni poplatek za
sjednani a uzavieni dodatku ve vysi ||
. Platba bude provedena do 45
dntt od pfijeti faktury vystavené po
uzavieni Dodatku.

Pfedpoklddand hodnota Smlouvy ve
znéni tohoto Dodatku je pfiblizn¢ 817
348 K.

Veskera dalsi ustanoveni Smlouvy timto
Dodatkem nezménéna, zlstavaji v
platnosti a beze zmén.

Tento Dodatek je vyhotoven v anglickém
a Ceském jazykovém znéni. V piipad¢
jakéhokoli rozporu bude rozhodujici
Ceska jazykova verze.

Tento Dodatek je vypracovan ve 3
vyhotovenich, z nichz kazda Smluvni
strana obdrzi po jednom.
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IN WITNESS WHEREOF, the Parties hereto NA DUKAZ CEHOZ Smluvni strany této Smlouvy
have executed this Amendment by proper persons | podepsaly tento Dodatek prostiednictvim k tomu
thereunto duly authorized fadné opravnénych osob.

Sponsor / Zadavatel

By/Podpis:

Date/Datum:  +1-10-2021

Name/Jméno: | Gz

Centre / Centrum

By/Podpis:

Date/Datum:  ~2-10-2021

Name/Jmeno: Ing. Vlastimil Vajdak, director/feditel

Principal Investigator / Hlavni zkouSejici

By/Podpis:
Date/Datum:
, 20.10.2021
Name/Jméno:
Pl Name: |G Protocol: PHA-022121-C201
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