D-FR-10200-001

AMENDMENT #2 TO CLINICAL
STUDY AGREEMENT

This Amendment (the "Amendment") to the
Clinical Study Agreement, dated (the
“Agreement”), for the clinical study (the “Study”)
sponsored by Ipsen Innovation having its
registered place of business at 5 avenue du
Canada, Zone Industrielle de Courtaboeuf,
91940 Les Ulis Cedex, France (the "Sponsor"),
conducted in accordance with the protocol D-FR-
10200-001, “An integrated phase I/l
multicentre, double-blind, randomised, Dysport
and placebo-controlled, dose escalation and
dose-finding study to evaluate the safety and
efficacy of IPN10200 in the treatment of adult
upper limb spasticity” and any amendments
thereto (the “Protocol”), is made by and
between:

Nemocnice Pardubického kraje a.s.,

Kyjevska 44, 532 03 Pardubice, Czech Republic
(the “Institution”);

represented by I
e
e
I

IN: 27520536

TIN: CZ27520536

Bank: I
I

Registered in the Register
maintained by the Regional Court in Hradec
Kralové, Section B, Insert 2629;

Commercial

and

Kyjevské 44, 53203 Pardubice, Czech Republic
(the “Investigator”)

and

PSI CRO Czech Republic s.r.o.,
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DODATEK #2 KE SMLOUVE
O KLINICKEM HODNOCENI

Tento Dodatek (dale jen ,Dodatek®) ke Smlouvé
o klinickém hodnoceni sdatem (dale jen
~smlouva‘) ke klinické studii zadané Ipsen
Innovation se sidlem 5 avenue du Canada, Zone
Industrielle de Courtaboeuf, 91940 Les Ulis
Cedex, Francie (dale jen ,Zadavatel”) provadéné
v souladu s Protokolem D-FR-10200-001 (déale
jen ,Protokol®) s nazvem: ,Multicentricka dvoijité
zaslepend randomizovana studie integrované
faze I/1l, kontrolovana lékem Dysport a placebem
se zvySovanim davky a stanovenim optimalni
davky pro zhodnoceni bezpec€nosti a ucinnosti
pripravku IPN10200 v |é¢bé spasticity hornich
koncetin u dospélych” a vSemi jeho dodatky (dale
jen ,Studie®) se uzavira mezi:

Nemocnice Pardubického kraje a.s.,

Kyjevska 44, 532 03 Pardubice, Ceska republika
(dale jen ,Zdravotnické zafizeni*);

zastoupena [

IC: 27520536
DIC CZ27520536
Bankovni spojeni: |

Zapsana rejstriku,
Krajskym soudem v Hradci Kralové oddil B,
vlozka 2629;

v obchodnim vedeném

a

Kyjevska 44, 53203 Pardubice, Ceska republika
(dale jen ,Zkousejici®)

a

PSI CRO Czech Republic s.r. 0.,
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V Parku 2343/24, 148 00 Prague, Czech
Republic, IN: 281 96 775 (“PSI”)

PREAMBLE:

WHEREAS, the parties wish to revise the Annex
to the Financial Arrangements, Attachment 2 to
the Agreement (the “Annex to the Financial
Arrangements”) in order to introduce changes
resulting from Study Protocol version 3.1, CZE-
3.0, dated 06 July 2022 (“Protocol
Amendment”);

WHEREAS, the parties agree that for the
purposes of efficient payment administration they
will completely replace the contents of the Annex
to the Financial Arrangements with the relevant
updated contents;

WHEREAS, in order to so replace the contents of
the Annex to the Financial Arrangements, the
parties have agreed to enter into this
Amendment.

NOW, THEREFORE, in consideration of the
terms and conditions set forth herein, the parties
agree as follows:

1. The Annex to the Financial Arrangements
shall be replaced in its entirety by the revised
Annex to the Financial Arrangements as attached
to this Amendment.

2. This Amendment shall be considered effective
as of the date of its publication in the Contract
Register.

3. The parties agree that all activities performed
by the Institution for the conduct of the Study
under the Agreement after the date of the
Protocol Amendment’s regulatory approval shall
be paid in accordance with the revised Annex to
the Financial Arrangement as attached to this
Amendment.

4. The parties acknowledge that Act No.
340/2015 Coll., on the Contract Register, as
amended, obliges the parties to publish this
Amendment in the Contract Register. In order to
fulfil this legal obligation by the Institution, PSI
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V Parku 2343/24, 148 00 Praha, Ceska
republika, ICO: 281 96 775, (dale jen ,PSI”)

PREAMBULE:

VZHLEDEM K TOMU, ZE si strany pfeji
revidovat Pfilohu k Finanénim ujednanim
stanovenym v Pfiloze 2 ke Smlouvé (dale jen
.Priloha k Finanénim ujednanim®) za Gcelem
zavedeni zmén vychazejicich z Protokolu studie,
verze 3.1, CZE-3.0 ze dne 6. Cervence 2022 (dale
jen ,Dodatek k Protokolu®);

VZHLEDEM K TOMU, ZE strany souhlasi s tim,
Ze za UCelem efektivni Uhrady plateb zcela
nahradi obsah Pfilohy k finanénim ujednanim
relevantnim aktualizovanym obsahem;

VZHLEDEM K TOMU, ZE strany souhlasi

s uzavienim tohoto Dodatku za ucelem
nahrazeni  obsahu Pfilohy  k Finanénim
ujednanim;

SE NYNIi PROTO strany pfi zvazeni podminek
stanovenych timto Dodatkem dohodly
nasledovné:

1. Pfiloha k Finanénim ujednanim bude
zcela Pfilohou k
Finanénim ujednanim pfipojenou k tomuto
Dodatku.

nahrazena revidovanou

2. Tento Dodatek nabyva ucinnosti ke dni
jeho uvefejnéni v registru smluv.

3. Smiuvni strany souhlasi, Zze veSkeré
sluzby provadéneé Zdravotnickym zafizenim pro
UCely provedeni Studie po datu schvaleni
Dodatku Protokolu ze strany regula¢nich organu
se budou Fidit revidovanou PFilohou k finanénim
ujednanim, ktera je pfipojena k tomuto Dodatku.

4, Smluvni strany berou na védomi, Ze
v souladu se zdkonem ¢&. 340/2015 Sb., o registru
smluv, v platném znéni, jsou povinny tento
Dodatek uvefejnit v registru smluv. Aby byla tato
zdkonna povinnost ze strany Zdravotnického
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shall prepare a machine-readable electronic
format of this Agreement which will blind out all
information excluded from publication and send it
to the Institution for publication, not later than as
of the date of the signing of this Amendment.
Once the Institution publishes the Agreement, the
Institution shall inform PSI of the publication via
the PSI data box with identifier: gw5vnbb and by

email sent to: |

5. Capitalized terms used but not re-defined in
this Amendment shall have the same meaning as
they have in the Agreement.

6. This Amendment is executed in three (3)
originals, one for each party.

7. This Amendment shall be made part of the
Agreement and attached thereto. Except as
provided herein, all other terms of the Agreement
shall remain in full force and effect.

[SIGNATURE PAGE TO FOLLOW]
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zafizeni splnéna, PSI pfipravi strojové cCitelnou
verzi této Smlouvy se zneditelnénymi vesSkerymi
informacemi, které jsou vylou€eny ze zvefejnéni,
a zaSle ji Zdravotnickému zafizeni k uvefejnéni
nejpozdéji do dne podpisu tohoto Dodatku.
Jakmile Zdravotnické zafizeni Smlouvu uvefejni,
bude o tom PSI informovat prostfednictvim
datové schranky PSI s identifikatorem: gw5vnbb

a emailem zaslanym na adresu:
5. Vyrazy s velkym pocate€nim pismenem

pouzité vtomto Dodatku, které vSak nejsou

redefinovdny, maji stejny vyznam jako ve
Smiouvé.
6. Tento Dodatek byl vypracovén ve tfech

(3) vyhotovenich, z nichz kazda strana obdrzi
jedno.

7. Tento Dodatek je soucasti Smlouvy jako
jeji pfiloha. S vyjimkou ustanoveni tohoto
Dodatku zUstavaji v plné platnosti veSkeré
podminky stanovené Smiouvou.

[NASLEDUJE PODPISOVA STRANA]
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By signing below, each party hereby accepts and Svym niZze uvedenym podpisem kazda smluvni
agrees to the above terms and conditions. strana pfijima vySe uvedené podminky a souhlasi
S nimi.

The Institution/Zdravotnické zafizeni: Nemocnice Pardubického
kraje a.s

Name/Jméno: I
Title/Pozice: |

Dated/Datum:

Name/Jméno: I
Title/Pozice: |

Dated/Datum:

The Investigator/ZkousSejici:

Name/Jméno: [N

Dated/Datum:
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PSI: PSI CRO Czech Republic s.r.o.

Name/Jméno: [N
Title/Pozice: |

Dated/Datum:

Name/Jméno: [N
Title/Pozice: |

Dated/Datum:
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Annex 1
Fee Schedule

This Annex defines the compensation to be paid
under the Agreement.

The column "Invoice initiated by" indicates if the
payment of the particular fee will be initiated by
PSI via a Quarterly Overview or by the Institution
via an invoice.

1. Per Visit Fees

The per visit fees shall be calculated in
accordance with the below table based on (i) the
number of Study subjects and (ii) the number of
visits performed and completed CRF sections
and verified by a PSI monitor with respect to
these Study subjects in compliance with the
Agreement.

Nemocnice Pardubickeho kraje a.s

Dodatek 1
Piehled plateb

Tento Dodatek definuje odménu, ktera ma byt
vyplacena dle této Smiouvy.

Sloupec oznaceny ,Faktura iniciovana kym*
udava, zda bude platba konkrétniho poplatku
iniciovana ze strany PSI prostfednictvim
Ctvrtletniho  ptehledu nebo ze
Zdravotnického zafizeni prostfednictvim faktury.

strany

1. Poplatky za jednotlivé navstévy

Poplatky za jednotlivé budou
vypocitavany podle nize uvedené tabulky na
zakladé (i) poétu Subjektl hodnoceni a (ii) poctu
absolvovanych navstév a vyplnénych oddili CRF
ovéfenych monitorem PSI s ohledem na tyto
Subjekty hodnoceni v souladu se Smlouvou.

navstévy
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ppp

2. Additional Procedural Fees 2. Dodatecné procedurdlni poplatky

Further to the per visit fees, the following Dale budou vedle poplatkll za individuaini

unscheduled and/or additional procedures or navstévy v zavislosti na provedeni hrazeny nize

visits will be compensated upon occurrence. uvedené neplanované a/nebo dodatecné
procedury nebo navstévy.

T

1l
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LARRIEN
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3. Screen Failures

Screen Failure Payment: A Screen Failure shall
be defined as a Study subject who has signed an
Informed Consent Form but could not be
included in the Study under the
inclusion/exclusion criteria or for other reasons.

Screen Failures will be reimbursed the cost of
the performed procedures per Table 2.2 above.

4. Patient Travel Reimbursement

Study Subject Travel, Lodging and Meal
Reimbursement: Reasonable travel, lodging and
meal expenses incurred by Study subjects,
where applicable as per the ICF and local
regulations, shall be reimbursed. Evidence of
costs and mode of transport, such as bus and
train or taxi receipts, or hotel reservation as well
as other supporting documentation, must be
attached to the Reimbursement Log indicating
the patient number, the visit number and date,
travel details, type of transport. The travel and
meal reimbursement will be reimbursed by
I i ine with the Informed consent
wording approved by Ethic Committees. In case
the actual costs exceeded flat fee these costs will
be reimbursed upon receipt of the applicable
confirmative documentation (Study subjects’

tickets, receipts and/or other supporting
documents).
Reimbursement will not exceed following

amounts per Study subject per visit without PSI’s
prior written approval:

- Travel costs using private car: fuel consumption

and standard mileage | per km in
accordance with local law

- Meal reimbursement: | |l per day

for the Study subject and same amount for
his/her caregiver
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3. Neuspésny screening subjektu
hodnoceni

Platba za neuspéSny screening subjektu
hodnoceni: NeuspéSny screening subjektu

hodnoceni je definovan jako Subjekt hodnoceni,
ktery podepiSe Informovany souhlas, avsak dle
kritérii pro ne/zafazeni nebo z jinych dlvodu jej
neni mozné zafadit do Studie.

U Neuspésnych screeningl subjektd hodnoceni
budou uhrazeny naklady provedenych procedur
dle Tabulky 2.2 vySe.

4. Uhrada cestovnich vydaja pacientim

Hrazeni cestovnich vydaju, vydajl za ubytovani
a stravného Subjektim hodnoceni: Odpovidajici
cestovni vydaje, vydaje za ubytovani a stravné
vynalozené  Subjekty  hodnoceni  budou
v souladu s ICF a lokalnimi pfedpisy hrazeny.
Doklady o vySi vydaju a zplsobu dopravy, jako
jsou napf. autobusové a vlakové jizdenky a
uctenky ztaxi €& hotelové rezervace i dalsi
doklady, byt pfipojeny k Deniku
pacientskych nahrad a musi na nich byt uvedeno
Cislo pacienta, Cdislo
podrobnosti cesty a zpUsob dopravy. Cestovni
vydaje a stravné bude pacientim hrazeno
I
Informovaného souhlasu schvaleného Etickou
komisi. V pfipadé, Ze aktualni vydaje prevysi
pausalni ¢astku, budou tyto vydaje uhrazeny po
obdrzeni pfislusnych dokladu (jizdenky, uctenky

musi

navstévy a datum,

¢astkou vsouladu se znénim

a/nebo jiné doklady predlozené Subjekty
hodnoceni).

Pacientske nahrady bez predchoziho
pisemného souhlasu PSI nepfekro€i nize

uvedené Castky:

- Cestovni naklady v pfipadé pouziti vilastniho
spotfeba paliva a standardni platba
I -2 vjety kilometr v souladu s platnymi
pravnimi predpisy.

auta:

- Naklady na jidlo: a2 do vyse | za jeden
den pro Subjekt hodnoceni a stejna ¢astka pro
jeho pecovatele.
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- Accommodation up to [ llllin case of - Ubytovani: az do vyse | v piipade
subsequent visits studijnich navstév v nékolika po sobé jdoucich
dnech

- Rail ticket reimbursement: up to | | | ]l - Cestovni naklady pii cesté viakem: az do vyse
per study visit day for Study subject and his/her |l za jeden den se studijni navétévou pro

caregiver Subjekt hodnoceni a stejna Castka pro jeho
pecovatele.

- Taxi reimbursement: up to | N per - Taxi: a2z do vyse I za jeden den se

study visit day studijni navstévou.

The payments to the Study subjects will be done Platby Subjektim hodnoceni bude provadét
by Scout Clinical vendor (this option is subjectto spole¢nost Scout Clinical (pro tuto moznost je
signature of voluntary Scout Clinical Informed nutny podpis dobrovolného Informovaného
consent). In case the Study subject does not souhlasu s vyuzitim sluzeb spole€nosti Scout
have a bank account or disagrees with Scout Clinical). V pfipadé, Ze Subjekt hodnoceni nema
Clinical services the payment will be proceed in bankovni G&et, nebo nesouhlasi s vyuzitim
Institution cash desk. Institution will issue the sluzeb Scout Clinical, budou platby realizovany
invoice for such reimbursement accordingly. na pokladné Zdravotnického zafizeni.
Zdravotnické zafizeni je na tyto nahrady povinno
vystavit pfisluSnou fakturu.

Scout Clinical /PSI shall make the payments in  Scout Clinical/PSI budou platby provadét v K&.
CZK.

5. Administrative Fees/Administrativni poplatky

Be =
B
. 1

T
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