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AMENDMENT 3 TO CLINICAL TRIAL
AGREEMENT

DODATEK 3 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 68 651, Tax
identification  number: CZ247 68 651,
represented by

Clinical Operations (“Alexion),

I o ving 2 work address at

Vseobecna fakultni nemocnice v Praze, U
Nemocnice 499/2, 128 08 Prague 2, Czech
Republic (“Investigator”) and VsSeobecna
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 _
0000000000000
|
(,,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
spolecnosti IQVIA RDS Czech Republic,
S.r.0., se sidlem Pernerova 691/42, 186 00
Praha 8 — Karlin, Ceskd republika, IC:
24768651, danové  identifikaéni  Cislo:
CZ24768651, (dale jen ,,JQVIA®), spole¢nosti
Alexion Pharmaceuticals, Inc., se sidlem 121
Seaport Blvd, Boston, MA 02210, USA,
identifika¢ni  ¢islo: 24768651,  danové
identifikacni Cislo: CZ24768651, zastoupenou

viceprezidentem pro
klinické operace (dale jen ,,Alexion“),-
s adresou
pracovis§té 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, Identifikacni ¢islo: 00064165,
Danové identifikacni ¢islo: CZ00064165,

zastoupenoul

»Zdravotnické zarizeni)
aje ucCinny kdatu, kdy bude uvefejnén v
Registru smluv (déle jen ,,Datum ucinnosti‘).

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
(amendment 01) and amended as of publishing
in the Register of Contracts on 23 April 2025
(amendment 02) (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 zafizeni a ZkousSejici
uzavieli  smlouvu  snidzvem  Smlouva
o klinickém hodnoceni ucinnou k datu, kdy
byla uvetejnéna v Registru smluv 18.8.2022 a
pozménéna Dodatkem ¢.1 uvefejnénym v
Registru smluv dne 15.8.2024 (dodatek 01) a
novelizovano dodatkem ¢. 2 uvefejnénym v
Registru smluv dne 23. 04. 2025 (dodatek 02)
(dale jen ,,Smlouva®) pro ucely provadéni
klinického hodnoceni ,,Dvojité zaslepené,
multicentrické klinické hodnoceni faze III
posuzujici ucinnost a bezpecnost pfipravku
CAEL-101 alécby plazmocelularni dyskrazie
oproti  placebu alécbé  plazmocelularni
dyskrazie upacienti sdosud neléCenou
plazmocelularni dyskrazii s AL amyloid6zou
stadia Illa Mayo™ sc¢cislem protokolu
CAEL101-302 (dale jen ,,Protokol®).

WHEREAS, the parties desire to amend such

VZHLEDEM TOMU, ZE strany maji zajem
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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:

Smlouvu zménit, ato po zvdzeni vzajemnych
zavazkl a prislibil uvedenych v tomto Dodatku
a dalSich tadnych a hodnotnych protiplnéni,
jejichz pfijeti a dostatecnost je timto potvrzena,
se strany dohodly na zméné Smlouvy takto:

1. Attachment A, Budget and Payment | 1. Ptiloha A, Rozpocet a rozpis plateb
Schedule
1.1 Attachment A, Budget and Payment | 1.1 Ptiloha 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
assessments:

e ECG added to EV55

e Follow Up visits via phone call

¢lanek D Tabulka s rozpoctem pro néklady na
pacienta bude zcela vypusSténa a nahrazena
nasledujici novou Tabulkou rozpoctu, ktera
zahrnuje naklady na dodatecné vyhodnoceni:
e EKG ptidano k navstévé EV55
e Telefonické navstévy v ramci
nasledného sledovani (vCetné hlaseni

(including  adverse  event and nezadoucich udalosti a soucasné
concomitant medicament) updated to uzivanych [ékd) aktualizovdny na
every 4" week kazdé 4 tydny

Primary Evaluation Treatment Period Primarni vyhodnoceni Obdobi 1écby

Visit Cost Navstéva Naklady

Vi N1

V2/W1 N2/T1

V3/W2 N3/T2

V4/W3 N4/T3

V5/W4 N5/T4

V6/W6 N6/T6

V7/W8 N7/T8

V8/W10 NS8/T10

VI/W12 NO9/T12

V10/W14 N10/T14

VI11/W16 NI11/T16

V12/W18 N12/T18

V13/W20 N13/T20

V14/W22 N14/T22

VI15/W24 N15/T24

V16/W26 N16/T26

V17/W28 N17/T28

V18/W30 N18/T30

V19/W32 N19/T32

V20/W34 N20/T34

V21/W36 N21/T36

V22/W38 N22/T38

V23/W40 N23/T40

V24/W42 N24/T42
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V25/W44

V26/W46

N25/T44

V27/W48

N26/T46

V28/W50

N27/T48

V29+/W52+ ODD

N28/T50

V30+/W54+ EVEN

N29+/T52+ LICHE

Post Treatment

N30+/T54+ SUDE

EOT- 14 days from
last dose

Po 1écbe

EOT- 28. 56, 84, 112
& 140 days from last
dose

EOT — 14 dnii od
posledni davky

EOT - 28, 56, 84,
112 a 140 dnti od
posledni davky

Open-label Extension Treatment Period

Obdobi oteviené pokracovaci lécby

EV1/EW1

EV2/EW2

PN1/PT1

EV3/EW3

PN2/PT2

EV4/EW4

PN3/PT3

EV5/EW5

PN4/PT4

EV6/EW7

PNS5/PTS

EV7/EW9

PN6/PT7

EVS8/EW11

PN7/PT9

EV9/EW13

PNS8/PTI11

EV10/EWI5

PNO9/PT13

EVI1/EW17

PN10/PT15

EV12/EW19

PN11/PT17

EVI13/EW21

PN12/PT19

EV14/EW23

PN13/PT21

EVI5/EW25

PN14/PT23

EVI16/EW27

PN15/PT25

EV17/EW29

PN16/PT27

EVI8/EW31

PN17/PT29

EV19/EW33

PN18/PT31

EV20/EW35

PN19/PT33

EV21/EW37

PN20/PT35

EV22/EW39

PN21/PT37

EV23/EW41

PN22/PT39

EV24/EW43

PN23/PT41

EV25/EW45

PN24/PT43

EV26/EW47

PN25/PT45

EV27/EW49

PN26/PT47

EV28/EW51

PN27/PT49

EV29/EW53

PN28/PT51
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EV30/EWS55

EV31/EW57

PN30/PT55

EV32/EW59

PN31/PT57

EV33/EW61

PN32/PT59

EV34/EW63

PN33/PT61

EV35/EW65

PN34/PT63

EV36/EW67

PN35/PT65

EV37/EW69

PN36/PT67

EV38/EW71

PN37/PT69

EV39/EW73

PN38/PT71

EV40/EW75

PN39/PT73

EV41/EW77

PN40/PT75

EV42/EW79

PN41/PT77

EV43/EWS81

PN42/PT79

EV44/EW83

PN43/PT81

EV45/EWSS5

PN44/PT83

EV46/EW87

PN45/PT85

EV47/EW89

PN46/PT87

EV48/EW91

PN47/PT89

EV49/EW93

PN48/PT91

EV50/EW95

PN49/PT93

EV51/EW97

PN50/PT95

EV52/EW99

PN51/PT97

EV53/EW101

PN52/PT99

EV54/EW103

PN53/PT101

EV55/EW105

PN54/PT103

Post Treatment

PN55/PT105

EOT- 14 days from
last dose

Po 1é¢bé

EOT- 28. 56, 84, 112
& 140 days from last
dose

EOT - 14 dnt od
posledni davky

Follow up phone call
(q4w)

-Adverse event
-Concomitant
medications

EOT - 28, 56, 84,
112 a 140 dnti od
posledni davky

Per Patient Total
(includes visits
through V29, EOT-
14) (excluding
Open-label

Nasledna kontrolni
navstéva formou
telefonatu (zdy po 4
tydnech)
-Nezadouci udalost
-Prehled soucasné
uzivanych I1éki

Celkem na pacienta
(zahrnuje navstévy
do N29, EOT-14
véetné) (nezahrnuje
otevirené
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extension period
and any follow-up
visits) inclusive of

pokracovaci obdobi
a__pripadné
nasledné kontrolni

follow-up visits)
inclusive of
Overhead

Overhead navstévy) véetné
rezijnich nakladu
Per Patient Total Celkem na pacienta
(includes visits (zahrnuje navstévy
through V29, Open- do N29, oteviené
label extension pokracovaci obdobi
period and EOT- a EOT-14 véetné)
14) (excluding any (nezahrnuje

pripadné nasledné
kontrolni nav§tévy)
vcetné rezijnich
nakladi

Procedure

Total (KC)

Ukon

Celkem
(v Ké):

Physical examinations (incl. Additional
Vital Signs (during first four infusions;
During Follow-Up: Chart Review per
patient, per chart; simple; NYHA
Functional Classification)

Local Serum Pregnancy Test

Local Urine Pregnancy Test

Complex Blood Draw (for
Immunogenicity test samples every
other visit starting with V30/Week 54)

Follow-Up Visit via Telephone Call

Echocardiography, transthoracic,
realtime with image documentation (2D)
with or without Mmode recording;
complete (for central interpretation &
reporting)

6 Minute Walk Test
(6MWT)

Concomitant medications

Radiologic examination, skeletal survey,
osseous survey (Xray) (X Ray) (X-Ray);
limited (eg, for metastases) (for central
interpretation & reporting) - for
eligibility confirmation during
Screening if performed

Fyzikalni vySetieni (zahrnuje:
Zékladni zivotni funkce navic (béhem
prvnich ¢tyf infuzi;Béhem kontrolniho
sledovani: Vyhodnoceni zdravotnich
zaznamu za pacienta, za zdravotni
zaznam, jednoduché;Funk¢éni
klasifikace NYHA)

Mistni t¢hotensky test ze séra

Mistni téhotensky test z moci

Komplexni odbér krve (ziskani vzorka
pro ucely testu imunogenicity kazdou
druhou navstévu pocinaje N30/54.
tyden)

Nasledna kontrolni navstéva formou
telefonatu

Echokardiografie, transthorakalni,

v realném Case s dokumentaci snimku
(2D) se zdznamem v Mmodu nebo bez
néj; uplna (pro ucely centralniho
vyhodnoceni a hlaseni)

6minutovy test chizi
(6MWT)

Doprovodné 1éky

Radiologické vysetieni, vysetieni
skeletu, kostni vySetieni (rentgen)
(rentgen) (rentgen); omezené (napf. na
metastazy) (pro centralni interpretaci a
hlaseni) - pro potvrzeni zpusobilosti
béhem screeningu, pokud je provadén.
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Radiologic examination, osseous survey
(Xray) (X Ray) (X-Ray); complete
(axial and appendicular skeleton) (for
central interpretation & reporting) - for
eligibility confirmation during
Screening if performed.

Magnetic resonance imaging (MRI) of
the chest or abdomen: with contrast (for
central interpretation and reporting) - to
confirm eligibility during screening, if
performed.

Radiologické vysetfeni, kostni
vySetfeni (rentgen) (rentgen) (rentgen);
kompletni (axialni a apendikularni
skelet) (pro centralni interpretaci a
hlaseni) - pro potvrzeni zpusobilosti
béhem screeningu, pokud byl
proveden.

Magnetic resonance imaging, chest or
abdomen (MRI), without contrast (for
central interpretation and reporting) - to
confirm eligibility during screening, if
performed

Magneticka rezonance, , hrudnik nebo
bticho (MRI): s kontrastem (pro
centralni interpretaci a hlaseni) - pro
potvrzeni zplisobilosti béhem
screeningu, pokud se provadi.

Unlisted computed tomography
procedure (Bone CT scan) (for central
interpretation & reporting) - for
eligibility confirmation during
Screening if performed

Magneticka rezonance, hrudnik nebo
bticho (MRI), bez kontrastu (pro
centralni interpretaci a hlaseni) - pro
potvrzeni zplisobilosti béhem
screeningu, pokud se provadi

Repeat/Unscheduled Procedures

Nezatazeny postup pocitacové
tomografie (CT vysetieni kosti) (pro
centralni interpretaci a hlaseni) - pro
potvrzeni zplsobilosti béhem
screeningu, pokud byl proveden.

Repeat/Unscheduled Follow-Up
Abbreviated Physical Exam (includes
weight and one instance of vitals)
Repeat/Unscheduled Vital Signs
(includes weight)

Opakované/neplanované ukony

Repeat/Unscheduled Electrocardiogram,
routine ECG (EKG) with at least 12
leads, 12 lead ECG, 12-lead ECG (for
central interpretation & reporting)

Opakované/neplanované nasledné
zkracené fyzikalni vysSetfeni (soucasti
je vazeni a jedno méteni zakladnich
zivotnich funkci)
Opakované/neplanované méreni
zakladnich zivotnich

Repeat/Unscheduled Simple Blood
Draw (includes: serum pregnancy test,
hematology, and chemistry)

Opakovany/neplanovany
elektrokardiogram, bézny EKG, s
nejméné 12 svody, 12svodovy EKG
(pro ucely centralniho vyhodnoceni
a hlaseni)

Repeat/Unscheduled Urine Collection
for Urinalysis

Opakovany/neplanovany jednoduchy
odbér krve (soucasti je: t€hotensky
test ze séra, hematologie a
biochemické vysetteni krve)

Repeat/Unscheduled Complex Blood
Draw (includes: NT-proBNP & troponin
(cTnT), Serum free light chain (FLC),
PK samples, and immunogenicity test)

Opakované/neplanované odevzdani
vzorku mo¢i k rozboru mo¢i

Repeat/Unscheduled Urine Collection
for 24-Hour Urine

Opakovany/neplanovany komplexni
odbér krve (soucasti je: NT-proBNP

a troponin (cTnT), volny lehky fetézec
v séru (FLC), vzorky pro tucely FK a
testu imunogenicity)

Opakované/neplanované odevzdani
vzorku moc¢i pro tcely 24 hodinového
sbéru moci
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Repeat/Unscheduled

Echocardiography, transthoracic,
realtime with image documentation (2D)
with or without M-mode recording;
complete (for central interpretation &

Opakovana/neplanovana
Echokardiografie, transthorakalni, v
realném Case s dokumentaci snimku
(2D) se zaznamem v Mmodu nebo bez
néj; Gplna (pro ucely centralniho

reporting) vyhodnoceni a hlaseni)

2. This Amendment, when fully executed, | 2. Jakmile bude tento Dodatek podepsan
constitutes part of, and is incorporated into, the | vSemi stranami, stdva se nedilnou soucasti
Agreement. All terms and conditions of the | Smlouvy. VSechna ustanoveni a podminky
Agreement not expressly amended by this | Smlouvy, které nejsou timto Dodatkem

Amendment remain in full force and effect.

vyslovné zménény, zlstavaji platné a G¢inné
v plném rozsahu.
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IN WITNESS WHEREOF, this Amendment | Tento Dodatek byl schvalen a uzavien stranami
has been agreed to and executed by the parties | prostfednictvim jejich fadné opravnénych
hereto through their duly authorized officers on | zastupct k datu uvedenému (datim uvedenym)
the date(s) set forth below. 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.0.

| approve this document
29-Oct-2025 | 8:49:10 AM PDT

By / Podpis:
Name / Jméno:

Title/ Funkce: Director Clinical Operal ions/Jédnatelka

29-Oct-2025

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: I

Name / Jméno:
Title / Funkce:
vyuku

Date / Datum:

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

By / Podpis:
Name / sméno: |

Date / Datum:

Signed by IQVIA RDS Czech Republic, s.r.0., under a Power of Attorney dated 23 October 2023
in the name of Alexion / Podepsano spolecnosti IQVIA RDS Czech Republic, s.r.0., na zakladé
plné moci ze dne 23. fijna 2023 jménem Alexion

By / Podpis:
Name / Jméno: | _ A
Title/ Funkce: Director Clinical Operat®ns/Jeédnatelka

\—F81AE632592845B1B4B0B9EF8411C 168
29-Oct-2025

Date / Datum:
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