AMENDMENT 2 TO CLINICAL STUDY
AGREEMENT

DODATEK 2 KE SMLOUVE
O KLINICKE STUDII

This Amendment to Clinical Study Agreement
(“Amendment”) is between IQVIA RDS
Czech Republic, s.r.o., having a place of
business at Pernerova 691/42, 186 00 Praha 8 -
Karlin, Czech Republic, Identification number:
247 68 651, Tax identification number; CZ247
68 651, (“IQVIA”»), Alexion
Pharmaceuticals, Inc., with an address at 121
Seaport Blvd, Boston, MA 02210 USA,
Identification number: 247 68651, Tax
identification  number:  CZ247 68 651,
represented by Doug Schantz, Vice President
Clinical Operations (“Alexion),

and |, 2ving a work address at

Vseobecna fakultni nemocnice v Praze, U

Nemocnice 499/2, 128 08 Prague 2, Czech
Republic (“Investigator”)

and Vseobecna fakultni nemocnice v Praze
having a place of business at U Nemocnice
499/2, 128 08 Prague 2, Czech Republic,
Identification  number; 00064165, Tax
udentidication number: CZ00064165,
represented by

(,,Institution”),

and is effective on the date of its publication in
the Register of Agreements (“Effective Date”).

Tento Dodatek ke Smlouvé o klinické studii
(dale jen ,Dodatek ) se uzavira mezi
spole¢nosti IQVIA RDS Czech Republic,
S.r.0., se sidlem Pernerova 691/42, 186 00
Praha8— Karlin, Ceska republika, IC:
24768651, danové  identifikaéni  Cislo:
CZ24768651, (dale jen ,,IQVIA®), spolecnosti
Alexion Pharmaceuticals, Inc., se sidlem 121
Seaport Blvd, Boston, MA 02210, USA,
identifika¢ni  ¢islo: 24768651,  danové
identifikacni Cislo: CZ24768651, zastoupenou
Dougem Schantzem, viceprezidentem pro
klinické operace (dale jen ,,Alexion®),

a _, s adresou pracoviste

VSeobecna fakultni nemocnice v Praze, U
Nemocnice 499/2, 128 08 Praha 2, Ceska
republika (dale jen “ZkouSejici”)

a VSeobecnou fakultni nemocnici v Praze se
sidlem U Nemocnice 499/2, 128 08 Praha 2,
Ceska republika, Identifika¢ni &islo: 00064165,
Danové identifikacni Cislo: CZ00064165,
zastoupenou (dale jen
»Zdravotnické zarizeni)

aje ucinny kdatu, kdy bude uvetejnén v
Registru smluv (dale jen ,,Datum G¢innosti‘).

Background

Uvodni ustanoveni

WHEREAS, IQVIA, Alexion and Institution
are parties to an agreement entitled Clinical
Study Agreement effective as of the date of its
publication in the Register of Agreements on
18. August 2022 and amended as of publishing
in the Register of Contracts on 15 August 2024
(the “Agreement”) for the conduct of the study
“A Phase 3, Double-Blind, Multicenter Study
to Evaluate the Efficacy and Safety of CAEL-
101 and Plasma Cell Dyscrasia Treatment
Versus Placebo and Plasma Cell Dyscrasia
Treatment in Plasma Cell Dyscrasia Treatment-
Naive Patients with Mayo Stage Illa AL
Amyloidosis”  with  protocol =~ number
CAEL101-302 (“Protocol”); and

VZHLEDEM TOMU, ZE Spole&nosti IQVIA
a Alexion a Zdravotnické zatizeni a Zkousejici
uzavieli ~ smlouvu  snazvem  Smlouva
0 klinickém hodnoceni u¢innou k datu, kdy
byla uvefejnéna v Registru smluv 18.8.2022 [a
pozménéna Dodatkem ¢.1 uvefjnénym v
Registru smluv dne 15.8.2024 (dale jen
»Smlouva®) pro ucely provadéni klinického
hodnoceni ,,Dvojité zaslepené, multicentrické
klinické hodnoceni faze III posuzujici a¢innost
a bezpeCnost pripravku CAEL-101 alécby
plazmocelularni dyskrazie oproti placebu
alécbé plazmocelularni dyskrazie u pacientt
s dosud nelécenou plazmocelularni dyskrazii
s AL amyloidoézou stadia Illa Mayo® s ¢islem
protokolu CAEL101-302 (dale jen ,,Protokol®).

WHEREAS, Due to Protocol Amendment 5

VZHLEDEM TOMU, ZE kvili Dodatku
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there will be changes to the budget along with
further administrative changes relating to,
standard contractual clauses and EU CTR and

k protokolu ¢.5 dojde ke zménam rozpoctu
a k dalsim administrativnim zméndm
souvisejicim  se  zménou  standardnich
smluvnich dolozek a EU CTR.

WHEREAS, the parties desire to amend such
Agreement in consideration of the mutual
promises and covenants set forth herein, and
other good and valuable consideration, the
receipt and sufficiency of which is hereby
acknowledged, the parties hereby agree to
amend the Agreement as follows:

VZHLEDEM TOMU, ZE strany maji zajem
Smlouvu zménit, ato po zvazeni vzajemnych
zavazku a prisliba uvedenych v tomto Dodatku
a dalsich fadnych ahodnotnych protiplnéni,
jejichz pfijeti a dostatecnost je timto potvrzena,
se strany dohodly na zméné Smlouvy takto:

1. Clinical Study Agreement

1. Smlouva o klinické studii

1.1 Section 1 “Conduct of the Studies”,

1.1 Clanek 1 . ,Provadéni Studie*

sub-section 1.1 “Performance” shall be deleted

pododdil 1.1 ,.Provadéni se v celém rozsahu

in its entirety and replaced with the below:

rusi a nahrazuje timto znénim:

1.1 Performance. Institution
acknowledges that Investigator has the right to,
and agrees that Investigator shall, conduct the
Study at Institution’s facilities. Institution shall
conduct the Study in strict accordance with this
Agreement, the Protocol, all applicable (a)
international, local, state, and laws, rules and
regulations relating to the Study and privacy,

and (b) the International Council for
Harmonisation of Technical Requirements for
Pharmaceuticals for Human Use (ICH)

Harmonised Tripartite Guideline for Good
Clinical Practice as amended from time to time,
including, without limitation, the requirements
of the Food and Drug Administration (“FDA”),
the Clinical Trial Regulation (EU) 536/2014
(CTR), any other regulatory authorities and the
Institutional Review Board or Independent
Ethics Committee (in either case, “IRB”)
(collectively (a) and (b), “Applicable Law”).
Site acknowledges that IQVIA and Alexion,
and their respective affiliates, need to adhere to
the provisions of (i) the Foreign Corrupt
Practices Act of the United States of America
(“FCPA™), (ii) the Bribery Act 2010 of the
United Kingdom (“Bribery Act”), and (iii) any
other applicable anti-corruption legislation. Site
shall comply with all financial disclosure
obligations, including the disclosure and
transfer (to foreign countries) of personal data
for Study purposes, as may be required by
Alexion. Institution may not remove or replace
Investigator without Alexion’s prior written
consent. Investigator shall attend Alexion-
provided training.

11 Provadéni. Zdravotnické zafizeni bere
na védomi, Ze Zkousejici ma pravo provadeét
Studii v prostorach Zdravotnického zafizeni
asouhlasi stim. Zdravotnické zatizeni bude
provadét Studii v pfisném souladu s touto
Smlouvou, Protokolem, vSemi platnymi (a)
mezindrodnimi, mistnimi, statnimi  zakony,
pravidly —apiedpisy tykajicimi se Studie
a ochrany osobnich udaju, a (b)
harmonizovanou tripartitni  smérnici  pro
spravnou klinickou praxi Mezinarodni rady pro
harmonizaci technickych pozadavka
na humanni 1écivé pripravky (ICH) ve znéni
pozdé€jSich predpist, mimo jiné pozadavki
Utadu pro kontrolu potravin aléiv (FDA),
Naftizeni Evropského parlamentu a Rady (EU)
¢. 536/2014 o klinickych hodnocenich (CTR),
jinych regulacnich ufadi anezavislé etické
komise (dale ,,EK*), ((a) a (b) dale spole¢né
jako ,Platné¢ pravni predpisy”). Misto
provadéni  klinického  hodnoceni  bere
na védomi, Ze spole¢nosti IQVIA a Alexion
ajejich prislusné pridruzené subjekty musi
dodrzovat ustanoveni (i) zakona Spojenych
stat americkych o zahrani¢nich korupcnich
praktikach (dale ,,FCPA*), (ii) protikorupcniho
zakona Velké Britanie zroku 2010 (dale
,Protikorupéni  zakon) a (iii) jakékoli jiné
platné protikorupéni pravni piedpisy. Misto
provadéni klinického hodnoceni musi spliovat
vSechny povinnosti tykajici se zvefejiiovani
finan¢nich informaci, vcetné zpfistupnéni
a predavani (do zahranici) osobnich udaji pro
ucely Studie, jak miZe pozadovat spolecnost
Alexion. Zdravotnické zafizeni nesmi odvolat
nebo nahradit Zkousejiciho bez pifedchoziho
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pisemného souhlasu spole¢nosti  Alexion.
Zkousejici je povinen zucastnit se Skoleni
zajistovaného spolecnosti Alexion.

1.2 Section 1 “Conduct of the Study” shall

1.2 Do ¢lanku 1 ..Provadéni studie® se

have a new section 1.7 inserted as reads below.

vklada novy bod 1.7 v nasledujicim znéni.

Remaining sections under Section 1 shall be re-

Zbyvajici body v ¢lanku 1 se precisluji:

numbered:

1.7. Data Transfer. For the purposes of any
transfer outside the European Economic Area
or to a country that has not been deemed
adequately protective by the European
Commission, Institution and Alexion shall duly
execute the appropriate European Commission
Standard Contractual Clauses, as amended
from time to time, attached hereto as Exhibit D.

1.7. Pfedavéni udaji. Pro ucely jakéhokoli
pfedavani udaji mimo Evropsky hospodaisky
prostor nebo do zemé, kterd neni Evropskou
komisi povazovana za zemi s adekvatni
ochranou, museji Zdravotnické zafizeni
a spolecnost Alexion fadné uzavtit piislusné
Standardni smluvni dolozky Evropské komise
Vv platném znéni vcetné ptipadnych budoucich

uprav, piipojené ktomuto Dodatku jako
Ptiloha D.
13 Exhibit D referenced above shall take | 1.3 Vyse uvedena Pifiloha D bude mit

the form of executed standard contractual
clauses as attached to this Amendment as
Exibit A

formu uzavienych standardnich smluvnich
dolozek pfipojenych k tomuto Dodatku jako
Piiloha A

1.4 Section 1 “Conduct of the Study” shall
have a new Section 1.17 inserted as reads
below:

1.4 Do ¢lanku 1 ..Provadéni studie” se
vklada novy bod 1.17 v nésledujicim znéni:

1.17 Serious Breach. Institution shall report to
Alexion all non-compliance with the Protocol
and other applicable regulations and laws, e.g.,
serious beach enabling Alexion to meet
requirements for the expedited reporting when
and where required. In this a context a “Serious
Breach” means any deviation of the approved
Protocol version or of the CTR that is likely to
affect the safety, rights of Study subjects and /
or data relatability and robustness to a
significant degree in a clinical trial

1.17 Zavazné poruSeni. Zdravotnické zatizeni
je povinno hlasit spolecnosti Alexion jakékoli
nedodrzeni Protokolu adalSich platnych
predpist a zakond, napt. zdvazné poruseni, aby
spole¢nosti Alexion umoznilo splnit pozadavky
na odesilana hlaseni v pfipad¢ potieby. V této
souvislosti znamena ,zavazné poruSeni®
jakoukoli odchylku od schvalené verze
protokolu nebo CTR, kterd pravdépodobné
vyznamné ovlivni bezpecnost, prava Subjekti
studie a/nebo spolehlivost a robustnost udaju
V klinickém hodnoceni.

2. Attachment A, Budget and Payment | 2. Priloha A, Rozpocet a rozpis plateb
Schedule
2.1 Attachment A, Budget and Payment | 2.1 Pfiloha A, Rozpocet arozpis plateb,

Schedule, Section D Budget table for the per
patient costs shall be deleted in its entirety and
replaced with the following new Budget table
to include the costs of the additional visits:

3. This Amendment, when fully executed,
constitutes part of, and is incorporated into, the
Agreement. All terms and conditions of the
Agreement not expressly amended by this
Amendment remain in full force and effect.

¢lanek D Tabulka s rozpoétem pro nalady na
pacienta bude zcela vypuSténa a nahrazena
nasledujici novou Tabulkou rozpoctu, ktera

zahrnui'e nékladi na dodatecné névétévi:

3. Jakmile bude tento Dodatek podepsan
vSemi stranami, stava se nedilnou soucasti
Smlouvy. VSechna ustanoveni a podminky
Smlouvy, které nejsou timto Dodatkem
vyslovné zménény, zistavaji platné a ucinné

V plném rozsahu.
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IN WITNESS WHEREOF, this Amendment
has been agreed to and executed by the parties
hereto through their duly authorized officers on
the date(s) set forth below. This Amendment
shall become effective on the date of its
publication in the Register of Contracts.

Tento Dodatek byl schvalen a uzavien stranami
prostfednictvim jejich fadn€ opravnénych
zastupci k datu uvedenému (datim uvedenym)
nize.Tento Dodatek nabyva tucinnosti dnem
uvetejnéni v Registru smluv.
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ACKNOWLEDGED AND AGREED BY IQVIA RDS Czech Republic s.r.0. / NA DUKAZ
SOUHLASU PRIPOJUJE SVUJ PODPIS OPRAVNENY ZASTUPCE IQVIA RDS Czech
Republic s.r.o.

By / Podpis:
Name / Jméno:
Title/ Funkce:
Date / Datum:

ACKNOWLEDGED AND AGREED BY Vseobecna fakultni nemocnice v Praze / NA DUKAZ
SOUHLASU PRIPOJUJE SVUJ PODPIS OPRAVNENY ZASTUPCE V3eobecna fakultni
nemocnice v Praze

By / Podpis:
Name / Jméno:
Title / Funkce:

Date / Datum:

ACKNOWLEDGED AND AGREED BY THE INVESTIGATOR / NA DUKAZ
SOUHLASU PRIPOJUJE SVUJ PODPIS ZKOUSEJICI

By / Podpis:
Name / Jméno:
Title/ Funkce:
Date / Datum:

Signed by IQVIA RDS Czech Republic, s.r.o., under a Power of Attorney dated 23 October 2023
in the name of Alexion / Podepsano spole¢nosti IQVIA RDS Czech Republic, s.r.o., na zakladé
plné moci ze dne 23. fijna 2023 jménem Alexion

By / Podpis:
Name / Jméno:
Title/ Funkce:
Date / Datum:
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