CONFIDENTIAL

DUVERNE

Amendment No 1

Change in Study Budget

To the CLINICAL TRIAL AGREEMENT (the “Agreement”),
effective as of the 30th of September,2022, (the “Effective
Date’), between LEO Pharma A/S ("Sponsor') and
Fakultni nemocnice v Motole, address: V Uvalu 84, 150 08
Praha 5 (“Institution”) with respect to the performance of
the Clinical Trial entitted “ A single (assessor) blinded,
randomised, parallel-group, monotherapy trial to evaluate
the pharmacokinetic and safety of tralokinumab in children
(age 2 to <12 years) with moderate-to-severe atopic
dermatitis - TRAPEDS 1" bearing the Protocol number
LP0162-1335.

Sponsor and Institution will from hereinafter be
referred to as individually Party and collectively as
Parties to the Agreement.

Whereas, the Parties now want to make modifications
to the Study Budget in accordance with the updated
study protocol. Now, therefore, the Parties hereby
agree to amend the Agreement by way of this
Amendment (*Amendment No 001") as follows:

1. DEFINITIONS

1.1. Each capitalized term used herein, but not
defined, shall have the meaning as specified
in the Agreement.

2. AMENDMENTS

2.1. The Parties hereby agree to amend Section
3 a) Trial Subjects visit payment schedule
under Appendix 1 — Enrolment expectations,
timelines and Budget of the Clinical trial
Agreement and have them replaced in its
entirety by the new section 3 a) listed under
Section 2.4 of this Amendment.

2.2. The parties agree to adapt Section 3d) Trial

subject travel reimbursement under
Appendix 1 as follows:

A flat fee of-:ZK per trial subject and CZK per

parent/guardian for each site visit will be added

to the respective quarterly Per Visit payment to
the Institution. A flat fee of Kc for
meal reimbursement for trial subjecls first
three IMP administrations (V3, V4, V5) or (V3,
V5, V7). The payment to the subjects is to be
handled by the Institution.

Dodatek ¢. 1

Zména rozpoétu studie

KE SMLOUVE O KLINICKEM HODNOCENI (,Smlouva®),
ucinné od 30.zafi 2022 (,Datum ug&innosti*), mezi LEO Pharma
AlS (,Zadavatel"), a Fakultni nemocnici v Motole se sidlem: V
Uvalu 84, 150 06 Praha 5, Ceska republika (dale jen
.Zdravotnické zafizeni®) v souvislosti s provadénim klinického
hodnoceni s nazvem ,Jednoduse (pro hodnotitele) zaslepené,
randomizované klinické hodnoceni s paralelnimi skupinami
k vyhodnoceni farmakokinetiky a bezpeé&nosti monoterapie
tralokinumabu u déti (ve véku 2 aZ < 12 let) se stfedn& tézkou
az tézkou atopickou dermatitidou — TRAPEDS 1“ s ¢islem
protokolu LP0162-1335.

Zadavatel a zdravotnické zafizenibudou dale oznacovani
samostatné jako smluvni strana a spolecné jako smluvni strany
v ramci této smlouvy.

Vzhledem ktomu, Ze smluvni strany nyni chtéji provést Upravy
rozpo€tu studie v souladu s aktualizovanym protokolem studie se
timto smiuvni strany dohodly na zméné smlouvy prostiednictvim
tohoto dodatku (,dodatek ¢. 001") takto:

1. DEFINICE

1.1. Kazdy vyraz napsany velkym pismem, ktery je zde
pouzivan, ale neni definovan, ma vyznam uvedeny ve
Smlouvé.

2. ZMENY

2.1. Strany se timto dohodly na zméné ¢&asti 3 a) Rozpis plateb
Za navstévu subjektld hodnoceni — platby za navstévu podie
Prilony 1 — ofekévany nabor, Easovy rozpisa rozpodet
Smiouvy o klinickém hodnoceni ana jejim Uplném
nahrazeni novou ¢asti 3 a) uvedenou v &asti 2.4 tohoto
dodatku.

22 Strany se zavazuji upravit ¢ast 3d) Cestovni nahrady
subjektu klinického hodnoceni podle Pfilohy 1 nasledovné:

K pfislusné ctvrtletni platbé za navstévu instituci bude

en pausaini poplatek ve vysi K¢ za pacienta a

KE za rodiCe/ opatrovnika za dou navstévu na

misté. Pausaini poplatek S8l K& za chradu stravy pri

prvnich trech podani IMP subjektu hodnoceni (V3, V4, V5)
nebo (V3, V5, V7). Platbu subjektiim zajistuje instituce.

2.3. Smluvni strany se dohodly na zmé&né NLCRA pfidéleného
pracovisti takto:
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2.3. The parties agree to change the Lead CRA
allocated to site as follows:

New NCTM:EEEE s
ST
ﬁ._ 1:1; l"_‘.-" _‘,1'&\ ; J:__h-h

AII references to the former NLCRA in the

Clinical Trail Agreement shall now be
transferred to the new NCTM as mentioned
above.

2.4. The new section 3 a) is as follows:

3) Budget

The budget for this Clinical Trial is as follows:

a) Trial Subjects:

For each trial subject who is appropriately
randomised (i.e. a trial subject who meets the
inclusion/exclusion requirements set out in the
Protocol and from whom legally binding
informed consent have been obtained) and
completes the Clinical Trial (i.e., a frial
subject who has attended all the Clinical
Trial visits according to the Protocol
and where all CRFs are completed as
required by Sponsor), the following payment
will be made:

Ke -er trial subject

For each trial subject who is appropriately
randomised but who does not attend all
requested trial visits, payment will be made
based on visits completed according to the
fee schedule below, as applicable:

s A R e U

h"‘*.‘-":grﬂe’fhn: o Y P
R
Véechny odkazy na dfivéj§i NLCRA ve smlouvé
o klinickém hodnoceni se nyni prevadéji na novou NCTM,
jak je uvedeno vyse.

2.4, Nova ¢ast 3 a) zni nasledovné:

3) Rozpocet

Rozpocet tohoto klinického hodnoceni je nasleduijici:

a) Hodnocené subjekty:

Pro kaZdy hodnoceny subjekt, ktery je vhodné
randomizovan (tji. hodnoceny subjekt, ktery spliiuje
pozadavky na zafrazenilvyfrazeni stanovené
v protokolu a od kterého byl ziskan pravné zavazny
informovany souhlas) a dokonéi klinické hodnoceni
(. hodnoceny subjekt, ktery absolvoval vsechny
navstévy vramci klinického hodnoceni podle
protokolu apro ktery byly podle pozadavkd
zadavatele vyplnény v8echny formuldafe CRF), bude
provedena nasledujici platba:

- K¢ za hodnoceny subjekt

Za kazdy subjekt, ktery je fadné randomizovan, ale ktery neabsolvuje
véechny pozadované navstévy v rameci klinického hodnoceni, bude
platba provedena na zakladé absolvovanych navitév podle nize
uvedeneho rozpisu poplatkl:
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Visit no

Cost per trial
subject (in
CZK)

C. navitévy

Cena za hodnoceny
subjekt v K¢

Screening & Initial Treatment Period

Visit 1 - Screening

Visit 2 — Screening *

Visit 3

Visit 4

Visit 5

Visit 6

Visit 7

Visit 8

Visit 9

Visit 10

Visit 11

Screening a podate

€ni obdobi I&cby

Navstéva €. 1 — Screening

Navstéva

. 2 — Screening*

¢
Navstéva ¢. 3

Navstéva &.

Navstéva €.

Navstéva

o]
Navstéva &.

V(N[0 A

Navstéva ¢.

Navstéva ¢. 9

o
Navstéva €. 10
¢

Navstéva €. 11

1

Open Label Treatment

Period

Visit 12

Visit 13

Visit 14

Visit 15

Visit 16 Phone Visit — Home IMP
Admin

Visit 17

Visit 18 Phone Visit — Home IMP
Admin

Visit 19

Visit 20 Phone Visit — Home IMP
Admin

Visit 21

Visit 22 Phone Visit — Home IMP
Admin

Visit 23

Visit 24 Phone Visit — Home IMP
Admin

Visit 25

Visit 26 Phone Visit — Home IMP
Admin

Visit 27

Visit 28 Phone Visit - Home IMP
Admin

Visit 29

Visit 30 Phone Visit — Home IMP
Admin

Visit 31

Visit 32 Phone Visit — Home IMP
Admin

Visit 33

Obdobi oteviené faze Ié¢by

Navstéva ¢. 12

Navétéva ¢. 13
o

Navstéva €. 14

Navstéva ¢. 15

Navstéva €. 16 po telefonu
— Domaci podani Iéku

Navstéva €. 17

Navstéva ¢. 18 po telefonu
— Domaci podani léku

Navstéva ¢. 19

Navstéva €. 20 po telefonu
— Domaci podani léku

Navitéva €. 21

Navstéva €. 22 po telefonu
— Domaci podani |éku

Navétéva ¢. 23

Navstéva €. 24 po telefonu
— Domaci podani Iéku

Navstéva ¢. 25

Navstéva €. 28 po telefonu
— Domaéaci podani léku

Navsteva €. 27

Navstéva &. 28 po telefonu
— Domaci podani léku

Navstéva ¢. 29

Navstéva €. 30 po telefonu
— Domaci podani léku

Navstéva €. 31

Navstéva €. 32 po telefonu
— Domaci podani Iéku

Navstéva €. 33
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Visit 34 Phone Visit — Home IMP
Admin

Visit 35
Visit 36 Phone Visit — Home IMP
Admin

Visit 37

Long-Term Extension Treatment Period
Visit 38 Phone Visit
Visit 39

Navstéva €. 34 po telefonu
— Domaci podani Iéku

Navstéva €. 35

Navstéva €. 36 po telefonu
— Domaci podéni léku

Navstéva ¢. 37

Dlouhodobé prodlouZené Iécebné obdobi

Navstéva €. 38 po telefonu

Navstéva ¢. 39

Visit 40 Phone Visit
Visit 41

Visit 42 Phone Visit
Visit 43

Visit 44 Phone Visit
Visit 45

Visit 46 Phone Visit
Visit 47

Visit 48 Phone Visit
Visit 49

Visit 50 Phone Visit
Visit 51

Visit 52 Phone Visit
Visit 53

Visit 54 Phone Visit
Visit 55

End of Treatment Visit

Safety Follow up Period
SFU 1 Phone Visit
SFU 2 Phone Visit
SFU Visit
H_'Fe_atal Cost per Trial Subject

*For subjects who do not require a wash-out,
Visits 1 and 2 will be combined these subjects will
only aftend Visit 2 which will include all
assessments shown under Visit 1.

For each trial subject who is Appropriately
Randomised but who does not attend all
requested trial visits, payment will be made based
on actual visits completed according to the fee
schedule above, as applicable.

In addition to the basic visit fees and the ad hoc
procedures above, the following per case fees

apply:

Navstéva €. 40 po telefonu

Navstéva ¢. 41

Navstéva €. 42 po telefonu

Navstéva ¢. 43

Navstéva €. 44 po telefonu

Navstéva €. 45

Navstéva €. 48 po telefonu

Navstéva €. 47

Navstéva €. 48 po telefonu

Navstéva €. 49

Navstéva €. 50 po telefonu

Navstéva €. 51

Navstéva €. 52 po telefonu

Navstéva €. 53

Navstéva ¢. 54 po telefonu

Navstéva ¢. 55

Navstéva na konci &by

Doba sledovani z divodu bezpeénosti

SFU 1 Navétéva po
telefonu

SFU 2 Navstéva po
telefonu

SFU Navstéva

Celkové naklady na
hodnoceny subjekt

*U subjektly, které nevyZaduji vymyvani,
navstévy 1 a 2 spojeny. Tyto subjekty se zUcastni
pouze navstévy 2, kterd bude zahrnovat vSechna

hodnoceni uvedena v ramci navstévy 1.

Za kazdy subjekt, ktery je vhodné randomizovan, ale
ktery neabsolvuje v8echny pozadované navstévy
v ramci klinického hodnoceni, bude platba provedena
na zakladé skuteéné absolvovanych navitdv podle
vySe uvedeného rozpisu poplatkul.

Kromé zakladnich poplatkli za navstévu a vysSe
uvedenych postuplt ad hoc se vyplati nasledujici
poplatky za pfipad:
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Fee per Case

Cost per trial
subject Kc

Re-consent (invoice)

Re-Assent (Invoice)

Optional: ICF for skin swab and
skin tapes (invoice)

Optional: Assent for skin swab and
skin tapes (invoice)

Optional: Skin swabs - per visit
(invoice)

Poplatek za pfipad

Cena za hodnoceny
subjekt v K¢

Opétovny souhlas (faktura)

Opétovné schvaleni (faktura)

Volitelné: ICF pro koZni stéry a kozni
pasky (faktura)

Volitelné: Souhlas s koznim stérem
a koZni pasky (faktura)

Volitelneé: KoZni stéry — za navstévu
(faktura)*

Volitelné: KoZni pasky — za navstévu
(faktura)*

Optional: Skin Tapings — per visit
(invoice)

Serious Adverse Event (SAE) —
(invoice)

Early Termination Visit

Nominal Week 16 Visit

Abnormal urinalysis lab handling
(Invoice)

Unscheduled Visit

Dry lce (Invoice)

Post IMP monitoring & vitals
(invoice)

Visit 4 for Q2W Patients
Visit 8 for Q4W Patients

Pregnancy Test (Serum)

Receipt of IMP

IMP Dispensing

IMP Storage at pharmacy — per
month (only in the case IMP not
picked up in time)

IMP Storage at site — per month

IMP Administration -Montoring
— per hour

Surcharge for activities

100% to the

ZavaZna nezadouci pfihoda (SAE) —
(faktura)

Predéasné ukoncéovaci navétéva

Navstéva v nominalnim tydnu 16

Laboratorni zpracovani abnormalniho
nalezu v moéi (faktura)

Nepianovana navstéva

Suchy led (faktura)

Monitorovani a vitaini funkce po podani
léku (fakturace)

Navstéva ¢. 4 pro pacienty s aplikaci
kazdé 2 tydny

Navstéva €. 8 pro pacienty s aplikaci
kaZzdé 4 tydny

Téhotensky test (Serum)

Prijem hodnoceného |éciva

Vyde] hodnoceného légiva

Skladovani hodnocenéha légiva v
lekarné — za mésic (pouze v pripadé
nevyzvednuti hodnoceného lééiva véas

Skladovani na pracovisti klinického
hodnoceni -mésiéné

Podani hodnoceného lééiva — sledovani
— za hodinu

performed by the pharmacy on price in the : i
weekends budget Per Priplatek za pmnosh provadene cené v
case and lékarnou o vikendech rozpoétu Za pipad a
procedure as postup, jak je
indicated in uvedeno v rozpoctu
the Budget
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Phone Visit performed as Site Visit
— if applicable

(This applies to Visits 16, 18, 20,
22, 24, 26, 28, 30, 32, 34, 36, 38,
40, 42, 44, 46,48, 50, 52 and 54)

.per visit

3. FULL FORCE AND EFFECT

3.1. This Amendment No. 1 shall enter into effect
on the date of Publication of this Contract in
the Contract Register.

3.2. Except for the above, the terms and
conditions of the Agreement shall remain
unchanged. Any references to the
Agreement will be to the Agreement as
amended by this Amendment.

3.3. This Amendment No. 1 may be executed in
one or more counterparts, each of which
shall be deemed an original, but which
collectively shall constitute one and the
same instrument. The Parties agree that
signatures transmitted by electronic means
(e.g. scanned version of the executed
agreement in PDF format attached to an e-
mail or signed with electronic signatures,
incl. DocuSign) shall bind the Parties.

Navstéva po telefonu provedena jako
navétéva na misté — pokud je to
relevantni

(To plati pro navstévy &, 16, 18, 20, 22,
24, 26, 28, 30, 32, 34, 36, 38, 40, 42,
44, 46, 48, 50, 52 a 54)

.za navstévu

PLNA PLATNOST A UCINNOST

3.1,

3.2.

3.3.

Tento dodatek ¢ 1 nabyva Gcinnosti dnem zvefejnéni
v Registru smiuv.

S vyjimkou vy$e uvedeného zistavaji podminky smlouvy
nezménény. Veskeré odkazy na Smlouvu budou
odkazem na smlouvu ve znéni tohoto dodatku.

Tento Dodatek €. 1 mUze byt vyhotoven v jedné nebo vice
kopiich, znichz kazda bude povazovana za original,
spole¢né vsak tvofi stejny pravni dokument. Smluvni
strany se dohodly, Ze podpisy posilané elektronicky (napf.
naskenovana verze uzaviené smlouvy ve formatu: PDF
pfipojena ke-mailu nebo s elektronickym podpisem,
véetn& DocuSign) jsou pro smluvni strany zavazné.
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Accepted and agreed by:

LEO Pharma A/S
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The undersigned %ﬁ-f-;@"ﬁ*ﬂifﬂﬁl
investigator confir
familiarized myself with the content of this
Amendment.

Datum/Date: _ 74— 0V - 202 Y

Pfijato a odsouhlaseno:

Fakultni nemocnice v Motole

Nize podepsan ."-
potvrzuji, Ze jse
dodatku.

§6Znamiia s obsahem tohoto
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