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Amendment to the contract with site and investigator for conducting clinical trial

CONFIDENTIAL/DUVERNE

AMENDMENT NO. 3 TO THE CENTRE FOR
CONDUCTING CLINICAL STUDY DATED

08-FEB-2017

Concluded under Section 1746/2 and seq. of the Act No.
89/2012 Coll., the Civil Code, as amended, on the day
stated below, by and between:

GCP — Service International s.r.o with its registered office
at Pekarskd 695/10b, PSC 155 00, Praha 5, Czech Republic,
entered in the register of kept by District Court of Prague,
file number C217272, identification number 02249782, tax
|dent|f|cat|on number Cz 02249782 represented kifiz sy
PR Wiy (e

SETR PRI as a clinical research

organlzatlon, herelnafter referred to as “CRO”,
and

Faculty Hospital in Motol, government organization,
located at V Uvalu 84, 150 06 Praha 5 VAT 00064203, ID:

CZ 00064203, , represented by S R e
s UREN hereinafter referred to as “the Centre

Herinafter individually or collectively referred to as the
“Party” or the “Parties”.

Regarding to the fact that the Protocol was amended and
regarding to the fact that the clinical trial was extended to
,» Second open label extension” of Step 2 (hereinafter
reffered to as the ,OLE 11“) and therefore number of
patient visits was increased which is associated to payment
adjustment, the Parties conclude the following
amendment No. 3 to the centre for conducting clinical
study dated 8. 2. 2017 (hereinafter referred to as
“Amendment”) as follows:

DODATEK €. 3 KE SMLOUVE S RESITELSKYM
CENTREMO PROVADENI KLINICKEHO
HODNOCENI ZE DNE

8. unora 2017

Uzavreny podle ustanoveni § 17460dst. 2 a nasl. zakona ¢.
89/2012Sb., obcanského zakoniku, ve znéni pozdéjsich
predpisu, nize uvedeného dne mezi:

GCP-Service International, s.r.o. se sidlem na adrese
Pekarska 695/10b, PSC 155 00, Praha 5, Ceskd republika
zapsanda vobchodnim rejstfiku vedeném Méstskym
soudem, sp. zn. C217272, I 02249782, DIC CZ02249782,
zastoupend 3 F L E TR A i ako smluvni

vyzkumna organizace, daIeJen ,CRO",

Fakultni nemocnice v Motole, statni prispévkova
organizace, se sidlem V Uvalu 84, 150 06 Praha 5, I1CO:
00064203, DIC: CZ 00064203, zastoupend % -112':%55
R T e M P R e T dale  jen
»poskytovatel zdravotnich sluzeb”,

Dale jednotlivé nebo spolecné oznacovany jako "strana"
nebo "strany".

Vzhledem ktomu, Ze doslo ke zméné Protokolu, a
vzhledem k tomu, Ze doslo k prodlouzeni klinického
hodnoceni o tzv. Druhou nezaslepenou fazi Kroku 2 (déle
jen ,,OLE 11“) a tudiZ i pfidani poctu navstév, které souviseji
s Upravou plateb, uzaviraji timto Strany dodatek ¢. 3 ke
smlouvé s resitelskym centrem o provadéni klinického
hodnoceni ze dne 8.2.2017(ddle jen ,Dodatek”)
nasledovné:
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Original version:

“Study” means ,,A double-blind, randomized, placebo-
controlled, multiple-dose, multi-centre safety and efficacy
study of co-administration of tesofensine/metoprolol in
subjects with Prader-Willi syndrome (PWS)“ and/or ,,A
double-blind, randomized, placebo-controlled, multiple-
dose, multi-centre safety and efficacy study of co-
administration of tesofensine/metoprolol in subjects with
Prader-Willi syndrome (PWS) ,,A 12 weeks open label
extension”

Is replaced:

“Study” means ,A double-blind, randomized, placebo-
controlled, multiple-dose, multi-centre safety and
efficacy study of co-administration of
tesofensine/metoprolol in subjects with Prader-Willi
syndrome (PWS)“ and/or ,A double-blind, randomized,
placebo-controlled, multiple-dose, multi-centre safety
and efficacy study of co-administration of
tesofensine/metoprolol in subjects with Prader-Willi
syndrome (PWS) ,,Second 12 weeks open label extension”

Original version:

7.3. The Parties agree that the expected remuneration
for Investigator, Investigating Team and the Centre in
total for Full Study completion shall per each Patient
amount to an equivalent in CZK of the amount of Euro
1,850 for Step 1 and Step 2 and 729 EUR for OLE, and 2
579 EUR in Total (hereinafter referred to as the
»Expected Remuneration”).

Is replaced:

7.3. The Parties agree that the expected remuneration

for Investigator, Investigating Team and the Centre in
total for Full Study completion shall per each Patient
amount to an equivalent in CZK of the amount of Euro
1,850 for Step 1 and Step 2 and 729 EUR for OLE, and 849
EUR for OLE Il, and 3 428 EUR in Total (hereinafter
referred to as the ,Expected Remuneration”).

Original version:

7.6. Remuneration amounting to expected
remuneration will be paid only for patients who participate
in the study during its entire term and who are monitored
in the manner fully in accordance with this contract and
study terms. Remuneration for patients who do not
participate in the study during its entire term shall be
calculated by reduction of the expected remuneration in
proportion of the number of performed tasks of the
investigator according to the protocol towards the given

Amendment to the contract with site and investigator for conducting clinical trial

CONFIDENTIAL/DUVERNE

PUvodni znéni:

»Klinickym hodnocenim” se rozumi ,,A double-blind,
randomized, placebo-controlled, multiple-dose, multi-
centre safety and efficacy study of co-administration of
tesofensine/metoprolol in subjects with Prader-Willi
syndrome (PWS)“ a/nebo, A double-blind, randomized,
placebo-controlled, multiple-dose, multi-centre safety and
efficacy study of co-administration of
tesofensine/metoprolol in subjects with Prader-Willi
syndrome (PWS) ,A 12 weeks open label extension”

Je nahrazeno:

»Klinickym hodnocenim” se rozumi ,, A double-blind,
randomized, placebo-controlled, multiple-dose, multi-
centre safety and efficacy study of co-administration of
tesofensine/metoprolol in subjects with Prader-Willi
syndrome (PWS)“ a/nebo, A double-blind, randomized,
placebo-controlled, multiple-dose, multi-centre safety
and efficacy study of co-administration of
tesofensine/metoprolol in subjects with Prader-Willi
syndrome (PWS) ,,Second 12 weeks open label extension*

PUvodni znéni:

7.3. Smluvni strany se dohodly, Ze predpokladana vyse
odmény pro resitelské centrum celkem za kompletni
provedeni klinického hodnoceni se za kazdy subjekt
hodnoceni bude rovnat Castce v K¢ odpovidajici Castce
1.850 EUR za Krok 1 a Krok 2 a 729 EUR za OLE, celkem 2
579 EUR (dale jen ,Pfedpokladana Odména“).

Je nahrazeno:

7.3. Smluvni strany se dohodly, Ze predpokladand
vyse odmény pro resitelské centrum celkem za kompletni
provedeni klinického hodnoceni se za kaZdy subjekt
hodnoceni bude rovnat édstce v K¢ odpovidajici cdstce
1.850 EUR za Krok 1 a Krok 2 a 729 EUR za OLE, 849 EUR
za OLE I, celkem 3 428 EUR (ddle jen , Predpokladand
Odména“).

Pavodni znéni:

7.6. Odména ve vysi Predpokladané Odmény bude
vyplacena pouze za subjekty hodnoceni, které se
klinického hodnoceni ucastni po celou dobu jeho trvani, a
které jsou sledovany zplsobem plné v souladu s touto
smlouvou a podminkami klinického hodnoceni. Za subjekty
hodnoceni, které se klinického hodnoceni neucastni po
celou dobu jeho trvani, bude vysledna odména vypoctena
kracenim Predpokldadané Odmény pomérem poctu
uskutecnénych udkond zkousejiciho podle Protokolu se
subjektem hodnoceni k jejich poctu celkem predepsanému
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patient to the number scheduled for the whole term of the
study/according to the following proportion:

Task: share from expected remuneration (Step 2):

Is replaced:

7.6. Remuneration amounting to expected
remuneration will be paid only for patients who
participate in the study during its entire term and who are
monitored in the manner fully in accordance with this
contract and study terms. Remuneration for patients who
do not participate in the study during its entire term shall
be calculated by reduction of the expected remuneration
in proportion of the number of performed tasks of the
investigator according to the protocol towards the given
patient to the number scheduled for the whole term of the
study/according to the following proportion:

Original version:

2.2. The Study will be conducted at the Centre in the
period from 01/2017 to 11/2017 with reservation of
Paragraph 1.5 above and Article 8. below.

Is replaced:

2.2. The Study will be conducted at the Centre in the
period from 01/2017 to 08/2019 with reservation of
Paragraph 1.5 above and Article 8. below.

Clinical Trial Code/Kédklinickéhohodnoceni TM002
Investigational Site,
Version/Verzel.0 dated 15.2.2019
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pro celou dobu trvani klinického hodnoceni/dale
uvedenym pomérem:

Ukon: Podil z Pfedpokladdané Odmény (Krok 2):

Je nahrazeno:

7.6. Odména ve vysi Predpokladané Odmény bude
vyplacena pouze za subjekty hodnoceni, které se
klinického hodnoceni ucastni po celou dobu jeho trvani, a
které jsou sledovdny zpiisobem piné v souladu s touto
smlouvou a podminkami klinického hodnoceni. Za
subjekty hodnoceni, které se klinického hodnoceni
neucastni po celou dobu jeho trvani, bude vyslednad
odména vypoctena krdcenim Predpokladané Odmény
pomérem poctu uskuteénénych tkont zkousejiciho podle
Protokolu se subjektem hodnoceni k jejich poctu celkem
predepsanému pro celou dobu trvani klinického
hodnoceni/ddle uvedenym pomérem:

Pavodni znéni:

2.2 Klinické hodnoceni bude probihat v resitelském centru
v obdobi od 01/2017 do 11/2017, ustanoveni odstavce 1.5
vyse a ¢lanku 8. nize tim neni dotceno.

Je nahrazeno:

2.2 Klinické hodnoceni bude probihat v feSitelském
centru vobdobi od 01/2017 do 08/2019, ustanoveni
odstavce 1.5 vysSe a ¢lanku 8. niZe tim neni dotceno.

Page 3 of 5




T N

CONFIDENTIAL/DUVERNE

I “ Amendment to the contract with site and investigator for conducting clinical trial

Clinical Research

An integral part of this Amendment is the Economic
analysis listed in Appendix No 1.

Other arrangements of the Contract with the centre for
conducting clinical study remain unchanged.

CLOSING PROVISION

The Amendment has been executed in 2 counterparts of
Czech and English language versions, one for the Provider
of medical services and one for CRO; in case of
discrepancies between interpretation of particular
language versions, the Czech version shall prevail. The
amendment shall come into force by signature of the last
contracting party and effective as of the date of
publication in the register of contracts in accordance with
Act No. 340/2015 Coll., on register of contracts, and
contractual arrangements.

S e L B
A g A e H:h ,,,.(Managmg Director)

Signature

In Prague, on (v Praze dne)
Place  Date

Za poskytovatele zdravotnlch sluzeb (On behalfofthe Provide

L i

Signature

In Prague,on
Place  Date

For recognition and acceptance / Pro uznani a pfijeti
Zkousejici (Investigator):

Podpis (signature)

\Y , dne
Misto (place) Datum (date)

Nedilnou soucasti tohoto Dodatku je Ekonomicky rozbor
uvedeny v Pfiloze ¢. 1 tohoto Dodatku.

Ostatni ujednani Smlouvy s feSitelskym centrem o
provadéni klinického hodnoceni zlistavaji beze zmény.

ZAVERECNE UJEDNANI

Dodatek byl vyhotoven ve 2 stejnopisech v anglické a Ceské
jazykové verzi, z nichz poskytovatel zdravotnich sluzeb
obdrZi jeden a CRO jeden; v pFipadé rozpor( mezi vyklady
jednotlivych jazykovych verzi je rozhodny text ¢esky.
Dodatek vstoupi v platnost podpisem posledni smluvni
strany, a v ucinnost dnem zvefejnéni v registru smluv
v souladu se zakonem €. 340/2015 Sb., o registru smluv, a
smluvnim ujednanim.

Za CRO (On behalf of CRO) GCP-Service International, s.r.o.:

r ofmedicalservices)Fakultni nemocnice v Motole:

B T R R T TR W8 | Fakultni nemocnice v Motole (directorofFacultyHospital in Motol)
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Pfiloha €. 1/ Appendix No 1. — Ekonomicky rozbor/Economic analysis
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