AMENDMENT No. 1 TO CLINICAL
TRIAL AGREEMENT

This Amendment to Clinical Trial Agreement
(“Amendment”) is between IQVIA RDS
Czech Republic, s.r.o. (“IQVIA”), MUDr.
XXX, (“Investigator”), VSeobecna fakultni
nemocnice v Praze (“Institution”) and and is
effective on the date of its publication in the
Register of Agreements (“Effective Date”).

Background

WHEREAS, IQVIA, Alexion
Pharmaceuticals Inc., and Vs$eobecna fakultni
nemocnice v Praze and XXX are parties to an
agreement entitled Clinical Trial Agreement
effective as of August 16, 2022 (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 |Illb AL
Amyloidosis”with protocol number
CAEL101-302 (“Protocol’); and

WHEREAS, Alexion has aquired Caelum and
is now the Sponsor of the study; and Alexion
has transferred CRO responsibility from
IQVIA Bitoech to IQVIA and its affiliates;

WHEREAS, Due to Protocol Amendment 4
there will be changes to the budget along with
further administrative changes relating to
change of Sponsor and invoicing email details;
and

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
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DODATEK ¢.1 KE SMLOUVE
O KLINICKEM HODNOCENI

Tento dodatek ke Smlouvé o Kklinickém
hodnoceni (dale jen ,,Dodatek”) se uzavira
mezi IQVIA RDS Czech Republic, s.r.o.,
(dale jen ,IQVIA“),XXX. (dale jen
»Zkousejici”), Vseobecna fakultni
nemocnice v Praze (dale jen ,,Zdravotnické
zafizeni*) a nabyva ucinnosti k datu uvetejnéni
v registru smluv (dale jen ,,Datum G¢innosti‘).

Zakladni informace

VZHLEDEM K TOMU, ZE IQVIA, Alexion
Pharmaceuticals Inc. a VSeobecna fakultni
nemocnice v Praze a XXX uzaviely smlouvu
zvanou Smlouvé o klinickém hodnoceni, ktera
vstoupila v platnost dne 16. srpna 2022, (dale
jen ,,.Smlouva‘®) za Gcelem provadéni studie s
nazvem ,,Dvojit¢ zaslepené, multicentrické
klinické hodnoceni faze III posuzujici ucinnost
a bezpecnost pifipravku CAEL-101 a lécby
plazmocelularni dyskrazie oproti placebu a
1é¢bé plazmocelularni dyskrazie u pacientl s
dosud nelécenou plazmocelularni dyskrazii s
AL amyloidézou stadia Mayo IIIb* s Cislem
protokolu CAEL101-302 (dale  jen
,,Protokol*);

VZHLEDEM K TOMU, ZE spoletnost
Alexion prevzala spole¢nost Caelum a stala se
tak Zadavatelem tohoto klinického hodnoceni
a spolecnost Alexion pfenesla odpovédnost
smluvni vyzkumné organizace (CRO) ze
spole¢nosti IQVIA Biotech na spolecnost
IQVIA a jeji pridruzené organizace;

VZHLEDEM K TOMU, ZE kviili Dodatku k
protokolu ¢. 4 dojde ke zmé€nam rozpoctu a k
dal$im administrativnim zméndm souvisejicim
se zménou Zadavatele a udaji tykajicich se
faktura¢niho e-mailu; a

VZHLEDEM K TOMU, ZE strany maji
zajem Smlouvu zménit, a to po zvazeni
vzajemnych zavazkl a piislibl uvedenych v
tomto Dodatku a dalSich fadnych a hodnotnych
protiplnéni, jejichz pfijeti a dostateCnost je
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acknowledged, the parties hereby agree to
amend the Agreement as follows:

1. Change of Sponsor Name:

All references to Caelum Biosciences Inc. in
the Agreement shall now reference Alexion
Pharmaceuticals Inc.

2. Attachment A, Budget and
Payment Schedule

2.1 Attachment A, Budget and Payment
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
assessments:

timto potvrzena, se strany dohodly na zméné
Smlouvy takto:

1. Zména nazvu Zadavatele

Veskeré odkazy ke spolecnosti Caelum
Biosciences Inc. ve Smlouvé nyni odkazuji ke
spole¢nosti Alexion Pharmaceuticals Inc.

2. Piiloha A — Rozpocet a rozpis plateb

2.1 Cast D, Tabulka rozpo&tu nakladd na
pacienta, Prilohy A — Rozpoétu a rozpisu
plateb bude zcela vypusténa a nahrazena
nasledujici novou tabulkou rozpoctu, ktera
zahrnuje naklady na dodate¢na vysetieni:

BUDGET TABLE / TABULKA S ROZPOCTEM
XXX

2.2 Screening Failure:

Exhibit A, Budget & Payment Schedule
section F shall be deleted and replace with the
following language below. This updated screen
fail language will be applicable for screen fails
from the Effective Date and onwards. Please
also note that screen failures will now be a part
of semi anual pro-formas provided
automatically and will require no further ad-
hoc invoicing.

SCREENING FAILURE

Reimbursement for screen failures will be at
the amount indicated on the screening visit
(V1) of the attached budget table, and shall be
paid at a ratio of two (2) screen failures per one
(1) randomized subject for up to five (5)
Subjects that were consented but failed at
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2.2 Pacienti, kteii neprojdou vstupnim

vySetienim

Cast F Prilohy A — Rozpoétu a rozpisu plateb
bude zcela vypusténa a nahrazena nasledujicim
textem. Od Data ucinnosti plati nasledujici
aktualizovany text tykajici se pacientl, ktefi
nepro§li  vstupnim  vySetfenim. Zaroven
vezméte na védomi, Ze pacienti, ktefi neprosli
vstupnim vySetfenim, jsou nyni soucasti
automaticky predkladanych pololetnich pro
forma vykazl, a tudiz nebude nadale tieba
jejich fakturace ad hoc.

PACIENTI, KTERi NEPROSLI VSTUPNiM
VYSETRENIM

Uhrada za pacienty, ktefi neprosli vstupnim
vySetfenim, bude poskytnuta v ¢astce uvedené
u vstupni navstévy (N1) v pfiloZzené tabulce
rozpoCtu a bude vyplacena v poméru dva (2)
pacienti, ktefi neprosli vstupnim vysetfenim,
ku jednomu (1) randomizovanému subjektu do
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screening due to inability to meet a specific
inclusion/exclusion criterion based on the
results of a Study procedure performed.

To be eligible for reimbursement of a screening
visit, supporting data entry must be completed
and submitted to IQVIA along with any
additional information, which may be
requested by IQVIA to appropriately document
the subject screening procedures.

2,3 Medication Costs

Exhibit A, Budget & Payment Schedule shall
be updated with the following language by
adding section A

The Institution will be reimbursed for costs
related to purchase for the patient
medications required by protocol. The
Caelum/IQVIA undertakes to pay the
Institution the purchase price for the
delivery of medicines. The purchase price
of medicines may not be higher than the
sum of the maximum price of the
manufacturer and trade surcharges set by
the price regulation of the Ministry of
Health. Payment will be made on a pass-
through basis upon receipt of invoices and
third party documentation and are not
included in the attached Budget. Patient
numbers and procedure date must be
included on the invoice. Payments will
only be processed upon IQVIA and/or
Caelum approval. The Institution
guarantees that the Company will not be
billed for any amount for which the

maxima péti (5) pacientd, ktefi poskytli
informovany souhlas, ale neprosli vstupnim
vySetfenim v souvislosti s nesplnénim
specifického zatazovaciho/vylucujiciho kritéra
na zakladé provedeného ukonu v ramci Studie.

Podminkou proplaceni nakladi na vstupni
navstévu je, ze spolecnosti IQVIA budou jako
podklady predlozeny kompletni datové
zaznamy a piipadné dal$i informace, které
bude spole¢nost IQVIA pozadovat k fadnému
dolozeni vySetieni, ktera byla Subjektu v ramci
vstupni navstévy provedena.

2.3 Naklady Na Léky

Ptiloha A — Rozpocet a rozpis plateb bude
aktualizovana pfiddnim ¢asti A Vv
nasledujicim znéni.

Zdravotnickému zafizeni budou uhrazeny
naklady spojené s ndkupem I1€kit pro
pacienty dle protokolu. Caelum/IQVIA se
zavazuje uhradit Zdravotnickému zafizeni
za dodani 1€kt jejich kupni cenu. Kupni
cena lékli nesmi byt vysS$i nez soucet
maximalni ceny vyrobce a obchodnich
ptirdzek stanovenych cenovym piedpisem
Ministerstva zdravotnictvi. Platba bude
provedena prefakturaci po obdrzeni faktur
a dokumentace tfetich stran a nejsou
zahrnuty v pfiloZzeném rozpoctu. Na
faktuife musi byt uvedeno Cislo pacienta a
data ukonti. Platby budou zpracovany
pouze se souhlasem IQVIA a/nebo
Caelum. Zdravotnické zafizeni zarucuje,
ze nebudou Spolecnosti uctovany zadné
¢astky, za které jiz byla Zdravotnickému
zafizeni poskytnuta ndhrada od treti strany

Institution has  already  received

compensation from third parties.

2.4  Conditional Procedures: 2.4 Ukony dle potieby
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Exhibit A, Budget & Payment Schedule
Section K onditional Procedures shall be
updated to reflect the changes in the table of
Procedures. This table shall be deleted and
replaced with the following: XXX

2.5 Invoicing Email:
With effect from the Effective Date, the email
for sending invoices will change as follows:.

Invoices (including including supporting
documentation) should be sent to:
e Uploaded directly to the
payments portal,
XXX(preferred method
& most expedient)
e Alternative method,
invoices may be submitted

Cast K, Ukony dle potfeby, Piilohy A —
Rozpoctu a rozpisu plateb je aktualizovana tak,
aby odrazela zmény v tabulce Ukonii. Piivodni
tabulka bude vypuSténa a nahrazena
nasledujici tabulkou: XXX

2.5 Fakturaéni e-mail:
Od Data uéinnosti se e-mailova adresa k
zasilani faktur méni nasledovné:

Faktury (vcéetné podpiurné dokumentace)
se zasilaji nasledujicim zpiisobem:
e Nahranim pfimo na
platebni portal XXX
(optimalni,
preferovana metoda)
e Alternativou je odeslani
faktury na e-mail

electronically to XXX@XXX.com
XXX@XXX.com
The following information should be included Na faktufe museji byt uvadény tyto
on the invoice: naleZzitosti:
e Complete o Celé jméno
INVESTIGATOR. ZKOUSEJICIHO.
¢ Invoice Date e Datum vystaveni faktury
e Invoice Number Cislo faktury
e Payee Name (must match e Jméno/nazev  Pfijemce
Payee indicated in CTA) plateb (musi byt shodné s
Pfijemcem plateb
uvedenym ve Smlouve o
klinickém hodnoceni)
e Payment Amount Castka platby
e Complete description of e Uplny popis
services rendered poskytnutych sluzeb
e  Study Number o (Cislo klinického
hodnoceni
e Sponsor Name e Nazev Zadavatele
e Invoices should be printed e Faktury museji byt
on site/institution vytistény na
letterhead hlavickovém papite
Mista provadéni
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https://ctp.solutions.iqvia.com/

All invoice and payment related inquiries shall
be addressed directly to IQVIA Clinical Trial
Payments at XXX

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.

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.

klinického hodnoceni /
Zdravotnického zafizeni.

Veskeré dotazy tykajici se fakturace a plateb
je tfeba adresovat pfimo na oddéleni plateb v
klinickych  hodnocenich  (Clinical —Trial
Payments) spole¢nosti IQVIA: XXX

3. Jakmile tento Dodatek pIn¢ nabude
uCinnosti, stava se nedilnou soucasti
Smlouvy. Vsechna ustanoveni a podminky
Smlouvy, které nejsou timto Dodatkem
vyslovné zménény, zistavaji platné a i€inné v
plném rozsahu.

Tento Dodatek byl schvalen auzavien
smluvnimi stranami prostfednictvim jejich
radné¢ opravnénych zastupci k datu
uvedenému (datim uvedenym) nize.

ACKNOWLEDGED AND AGREED BY IQVIA RDS Czech Republic s.r.o. / NA
DUKAZ SOUHLASU PRIPOJUJE SVUJ PODPIS OPRAVNENY ZASTUPCE IQVIA
RDS Czech Republic s.r.o.

By/ Jméno: XXX
Title/ Funkce: XXX

Signature/ Podpis:

Date/ Datum:

ACKNOWLEDGED AND AGREED BY V3ieobecn4 fakultni nemocnice / NA DUKAZ
SOUHLASU PRIPOJUJE SVUJ PODPIS OPRAVNENY ZASTUPCE Vieobecna
fakultni nemocnice

By/ Jméno: XXX

Title/ Funkce: XXX

(must authorized to sign on Institution's behalf)/(musi se jednat o podpis opravnéného
zastupce Zdravotnického zatizeni)
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Signature/ Podpis:

Date/ Datum

Date: / Datu

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

Name/ Jméno: XXX
Signature/ Podpis: XXX

Date/ Datum:

Signed by IQVIA RDS Czech Republic, s.r.o., under a Power of Attorney dated 25 January
2022 in the name of Caelum Biosciences Inc./ Podepséano spolecnosti IQVIA RDS Czech
Republic, s.r.0., na zaklad€ plné moci ze dne 25. ledna 2022 jménem Caelum Biosciences
Inc. Name/ Jméno: XXX Signature/ Podpis: Date/ Datum:

Name/ Jméno: XXX

Signature/ Podpis:

Date/ Datum:
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