Takeda

AMENDMENT No. 4 to the Clinical Trial
Agreement

Protocol Number: HGT-MLD-071

THIS AMENDMENT NO. 4 (the “Amendment No.
4) effective as of its publication in the Contract
Registry (the “Effective Date”),

by and among

Shire Human Genetic Therapies, Inc., a wholly
owned subsidiary of Takeda Pharmaceutical
Company Limited having a place of business at
300 Shire Way, Lexington, MA 02421, USA, USA
(“Sponsor”)

and

Fakultni nemocnice Brno, having a place of
business at Jihlavska 20, 625 00 Brno, Czech
Republic (“Institution”)

and

XXXXXXXXXXX

born on XXXXXX, with a permanent address at
XXXXXX  (the “Investigator” and together with the
Institution, the “Site”)

amends the terms of the Sponsored Clinical Trial
Agreement dated as of the 10t August 2015 and
any subsequent amendment made by the parties
to that Clinical Trial Agreement between the
parties (the “Agreement”). For purposes of this
Amendment No. 4, each of the Sponsor,
Institution, and the Investigator may be referred
to as a “Party” and together as the “Parties”.
Capitalized terms not defined herein shall have
the same meaning as set forth in the Agreement.

WHEREAS,

the Parties desire to amend the Agreement to
modify the Study Budget in order to reflect
changes due to Protocol Amendment version 10
(“PA10”) and to take account that the Investigator
will now be paid directly for some Study-related
activities performed by the Investigator ;

DODATEK ¢. 4 ke smlouvé o klinickém
hodnoceni

Cislo protokolu: HGT-MLD-071

TENTO DODATEK ¢&. 4 (dale jen ,dodatek €. 4),
ucinny od jeho zwefejnéni v registru smluv (dale
jen ,datum ucinnosti),

a to mezi

spolec¢nosti Shire Human Genetic Therapies,
Inc., dcefinou spoleCnosti plné wJastnénou
spole¢nosti Takeda Pharmaceutical Company
Limited se sidlem na adrese 300 Shire Way,
Lexington, MA 02421, USA (ddle jen
,Zadavatel®),

a

Fakultni nemocnici Brno, se sidlem na adrese
Jihlavska 20, 625 00 Brno, Ceska republika (dale
jen ,zdravotnické zafizeni®)

a

XXXXXXXXXXX

narozenou XXXXXX, s trvalym bydlistém na
adrese  XXXXXX (dale jen ,zkouSejici a
spole¢né se zdravotnickym zafizenim

~zkumné pracovisté®),

pozménuje podminky smlouw o klinickém
hodnoceni pod =zastitou zadavatele ze dne
10. srpna 2015 a weSkeré nasledné dodatky
uzawené smluwmimi stranami této smlouw o
klinickém hodnoceni (dale jen ,smlouva®). Pro
ucely tohoto dodatku €. 4 mohou byt zadavatel,
zdrawotnické zafizeni a zkouSejici jednotlivé
oznacovani jako ,smluwni strana“ a spolec¢né jako
.Smluwni strany“. Smluwmi podminky zde
neuvedené maji stejny wznam, jaky byl uveden
ve smlouve.

VZHLEDEM K TOMU, ZE

smluwni strany si pfeji pozménit smlouw s cilem
upravit rozpocet klinického hodnoceni tak, aby
odrazel zmeény v dusledku dodatku k protokolu
verze 10 abral v ivahu skute€nost, ze zkousejici
nyni bude za urcité Cinnosti souvisejici se studii
provadéné zkousejicim placen pfimo;
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NOW THEREFORE, in consideration of the
mutual covenants and agreements herein, the
Parties, intending to be legally bound, have
entered into this Amendment No. 4 and do
specifically agree as follows:

1. Exhibit A-1 and Exhibit A-2 (Study budget) of
the Agreement shall be deleted in its entirety
and replaced with the new Exhibit A revised
as detailed below and attached hereto and
incorporated by reference herein.

1.1 In connection with the Protocol
Amendment 10, the following changes
have been implemented hereby, as
indicated in the updated budget (Exhibit
A), and are considered retroactively
effective  as of the date of Ethics
Committee approval 04t November
2020:

a. XXXXXX
b. XXXXXX
c. XXKXXXX
d. XXXXXX
e. XXXXXX

1.2 The Institution acknowledges that
sponsor shall enter into separate
agreement(s) with the Investigator and
other Study team members if applicable,
for activities related to the clinical trial for
which such individual(s) are responsible
and which are outside of the scope of
Institution’s responsibilities under this
Agreement. Such a separate
agreement(s) will include, but not be
limited to, compensation for the
Investigator (and other Study Team
members as applicable) for conducting
such actiwvities, if applicable.
Sponsor/CRO acknowledges that the
Investigator and study team members as
applicable are responsible for ensuring
that renumeration under these separate
agreement(s) and any subsequent
amendments are in compliance with the
internal rules of the Institution, The
Sponsor/CRO declares, that it will not
execute any other agreements related to
this Study that do not comply with this
clause with any employee of the
Institution. The Institution agrees that it is

NYNI TIMTO smluwi strany s piihlédnutim k
vzajemnym zavazkim a dohodam, které jsou
uvedeny vtomto dokumentu, s prawmi zavaznosti
uzaviraji tento dodatek ¢&. 4, v némz se wyslovné
dohodly na nasledujicim:

1. Priiloha A-1 a pfiloha A-2 (rozpoCet studie)
smlouwy budou odstranény v celém rozsahu
a nahrazeny nowu pfilohou A, ktera je
pozménéna tak, jak je uwvedeno nize, a
pfilozena k tomuto dokumentu a zaélenéna
do néj odkazem.

1.1 V souvslosti s dodatkem k protokolu 10
byly timto provedeny nasledujici zmény,
jak je uvedeno v aktualizovaném
rozpocCtu (pfiloha A), které se povazuji za
zpétné ucinné ke dni schvaleni etickou
komisi 4. listopadu 2020:

XRXXXX
XRXXXX
XRKXXX
XRKXXX
XRAKXXX

PeooTp

1.2 Zdrawotnické zafizeni bere na védomi,
Ze  zadavatel uzavie s hlamim
zkousejicim a dalSimi ¢leny studijniho
tymu (pokud je to relevantni)
samostatnou smlouw (smlouwy) o
Cinnosti ve v&ci tohoto Kklinického
hodnoceni, za které jsou tito &lenové
odpoveédni a které jsou nad ramec
¢innosti, za které odpovida zdravotnické
zarizeni podle této smlouvy. Samostatna
smlouva (smlouwy) mj. stanovi odménu
hlamiho  zkouSejiciho (a pfipadné
dalSich ¢lend studijniho tymu) za
provedeni téchto Cinnosti, pokud je to
relevantni.

Zadavatel/CRO bere na védomi, ze
zkouS$ejici a pfipadné ¢lenové studijniho
tymu jsou odpovédni za zajisténi toho,
aby odména podle téchto samostatnych
smluv a jakychkoli naslednych dodatku
byla v souladu s wnittnimi pravidly
zdrawotnického zafizeni. Zadavatel/CRO
prohladuje, Ze nebude uzavirat Zadné
dalsi dohody souvisejici s touto studii,
které nejsou v souladu s timto
ustanovenim, se Zadnym
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not entitled to make any further claim to
Sponsor/CRO under this Agreement for
payments for the senices of the
Investigator or other Study Team
members that are cowered by such
separate agreement(s).

3. All other terms and conditions of the
Agreement shall remain in full force and
effect. In the event of any conflict between the
terms of the Agreement and this Amendment
No. 4, the terms of this Amendment No. 4
shall govern and control.

zameéstnancem zdrawvotnického zafizeni.
Zdravotnické zafizeni souhlasi, ze podle
této smlouw neni opraméno po
zadavateli/CRO pozadovat dalSi platby
za sluzby zkouSejiciho ani jinych ¢lenl
studijniho tymu, na které se takova
samostatna smlouva (smlouwy) vztahuje.

3. VSechny ostatni podminky smlouvy zUstavaji
plné platné a ucinné. V piipadé jakéhokoli
rozporu mezi podminkami smlouw a tohoto
dodatku €.4 budou rozhodujici a ur€ujici
podminky tohoto dodatku &. 4.
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IN WITNESS WHEREOF, the Parties hereto,
intending to be legally bound, have executed this
Amendment No. 4 by their duly authorized
representatives as of the Effective Date.

Shire Human Genetic Therapies, Inc.

By/Podpis:

Date/Datum:

Name/Jméno:

Title/Funkce:

Fakultni nemocnice Brno

By/Podpis:

Date/Datum:

Name/IJméno: XXXXXX

Title/Funkce: XXXXXX

XXX XXX XX XXKXXXX

By/Podpis:

Date/Datum:

Name/IJméno: XXXXXX

NA DUKAZ CEHOZ smluwni strany této smlouvy
vumyslu byt prawmé vazany uzawvely tento
dodatek ¢.4 k datu udinnosti prostfednictvim
swch fadné oprawménych zastupcu.

Title/Funkce: Principal Investigator / hlawmi zkouSejici
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Exhibit A/ Pfiloha A

Economic Analysis of the Clinical Trial /
Ekonomicky rozbor klinického hodnoceni

Sponsor / Zadavatel Shire Human Genetic Therapies, Inc.

Applicant/ Zadatel ICON Clinical Research, s.r.o.

Protocol / Protokol HGT-MLD-071, Amendment 10 / Dodatek 10

e N 5 ——
Site Number/ Cislo pracovisté 013

XXX XX
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