Amendment No. 2 to the Clinical Trial
Agreement

Shire HGT- MLD-071

This Agreement Amendment #2 (hereinafter
referred to as “Amendment”), being signed by all
parties and entering into effective as of the date of
its publication in the Contract Registry (as stated
below, Paragraph 5), is concluded

AMONG

Shire Human Genetic Therapies, Inc., a wholly
owned subsidiary of Takeda Pharmaceuticals
Company Limited, on behalf of itself, and its
affiliates, having a place of business at 300 Shire
Way, Lexington, MA 02421, USA (hereinafter
referred to as “Sponsor”),

ON THE ONE HAND,
AND

Fakultni nemocnice Brno,

with a place of business at Jihlavska 20,

625 00 Brno, Czech Republic,

represented by: MUDr. Roman Kraus, director
Busines Registration N0:65269705

Tax ID:CZ65269705

(hereinafter referred to as “Institution”),

ON THE OTHER HAND,
AND

XXXXXX XXX XX

born on XXXXXX

with a permanent address at XXXXXX
(hereinafter referred to as “Investigator”),

ON THE OTHER HAND,

WHEREAS

A. For purposes of this Amendment, each of the
Sponsor, Institution and Investigator may be
individually referred to as a “Party” and
collectively as the “Parties”.

B. The Parties entered into a Clinical Trial
Agreement dated 10"™ August 2015, as
amended by the first agreement amendment
dated 9 December 2016, to provide for the
conduct of a clinical trial with the Protocol
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Dodatek ¢. 2 ke Smlouvé o klinickém
hodnoceni

Shire HGT- MLD-071

Tento Dodatek ¢€.2 ke smlouvé (dale jen
,Dodatek”), podepsany vSemi stranami a
nabyvajici ucinnosti k datu jeho zvefejnéni
v registru smluv (jak je uvedeno nize, odstavec 5),
se uzavira

MEZI

Shire Human Genetic Therapies, Inc., dcefinou
spole¢nosti plné vlastnénou spolecnosti Takeda
Pharmaceuticals Company Limited, jejim vlastnim
jménem a jménem jejich sesterskych spoleénosti,
se sidlem na adrese 300 Shire Way, Lexington,
MA 02421, USA (dale jen ,Zadavatel),

NA JEDNE STRANE
A

Fakultni nemocnici Brno

se sidlem na adrese Jihlavska 20
625 00 Brno, Ceska republika,
zastoupenou: MUDr. Romanem
feditelem

ICO: 65269705

DIC: CZ65269705

(dale jen ,Zdravotnické zafizeni®),

Krausem,

NA DALSI STRANE
A

XXXXXXXXXXX

narozenou XXXXXX

s adresou trvalého bydlisté XXXXXX
(dale jen ,Zkousejici®),

NA DALSI STRANE

VZHLEDEM K TOMU, ZE

A. Pro ucely tohoto Dodatku Ize Zadavatele,
Zdravotnické  zafizeni  a ZkousSejiciho
jednotlivé nazyvat jako ,Strana“ a spole¢né
pak jako ,Strany*.

B. Strany wuzaviely Smlouvu o klinickém
hodnoceni s datem 10. srpna 2015, ktera
byla pozménéna prvnim dodatkem ze dne
9. prosince 2016 za ucCelem provadéni
klinického hodnoceni s Cislem Protokolu
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number HGT-MLD-071 (hereinafter referred
to as “Agreement”).

C. The Parties hereto wish to amend the terms
of the Agreement, particularly to modify the
Budget in order to reflect changes due to
Protocol Amendment version 8 (“PA8”) and
version 9 (“PA9”).

D. The Section 14.7.1 of the Agreement allows
for the same to be amended, altered or
supplemented so long as such amendment,
alteration or supplementation is made by
means of a written document signed by the
duly authorized representatives of the
Parties;

NOW, THEREFORE, IN CONSIDERATION OF
THE PREMISES AND MUTUAL PROMISES AND
UNDERTAKINGS HEREIN CONTAINED, THE
PARTIES HERETO AGREE AS FOLLOWS:

1. Study Budget is hereby deleted in its entirety
and replaced by Exhibit A-1 reflecting PA8
related changes, or Exhibit A-2 reflecting
cumulative PA8 and PA9 related changes,
respectively. Both Exhibits are attached
hereto.

2. In connection with the PA8 and as indicated
in the updated budget (Exhibit A-1), the
following changes have been implemented
hereby, and are considered retroactively
effective as of the date of Ethics Committee
approval 16" January 2019:

a. XXXXXX
b. XXXXXX
C. XXXXXX
d. XXXXXX
e. XXXXXX

3. In connection with the PA9 and as indicated
in the updated budget (Exhibit A-2), the
following changes have been implemented
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HGT-MLD-071 (dale jen ,Smlouva®).

C. Strany této smlouvy si prFeji pozménit
podminky této Smlouvy, zejména upravit
Rozpocet tak, aby odrazel zmény z divodu
Dodatku k Protokolu verze 8, (,PA8%)
a verze 9 (,PA9").

D. Bod 14.7.1 Smlouvy umoznuje, aby
Smlouva byla opatfena dodatkem,
pozménéna ¢i doplnéna, pokud je takovyto
dodatek, zména ¢i doplnéni provedeno

formou pisemného dokumentu
podepsaného fadné zmocnénymi zastupci
Stran;

NA ZAKLADE TOHOTO S OHLEDEM NA

PREDPOKLADY,  VZAJEMNE  PRISLIBY
AZAVAZKY ZDE OBSAZENE SOUHLAS]
STRANY TOHOTO DODATKU

S NASLEDULJICIM:

1. Rozpocet studie se timto v celém rozsahu
ruS§i a je nahrazen Prilohou A-1, ktera
odrazi zmény v souvislosti s PA8, nebo
pfilohou A-2, ktera odrazi kumulativni
zmény v souvislosti s PA8 a PA9, v tomto

pofadi. Obé pfilohy jsou ktomuto
dokumentu pfilozeny.
2. Vsouvislosti s PA8, ajakje uvedeno

v aktualizovaném rozpoctu (Pfiloha A-1),
byly timto provedeny nasledujici zmény,
které jsou povazovany za ucinné zpétné
k datu ucinnosti schvaleni etickou komisi
dne 16. ledna 2019:

a. XXXXXX
b. XXXXXX
C. XXXXXX
d. XXXXXX
e. XXXXXX

3. Vsouvislosti sPA9, ajakje uvedeno
v aktualizovaném rozpoctu (PFiloha A-2),
byly timto provedeny nasledujici zmény,
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hereby, and are considered retroactively
effective as of the date of Ethics Committee
approval 12" June 2019:

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

If, in order to comply with the requirements of
the Study Protocol or for the purpose of
conducting a clinical trial, it is necessary to
purchase equipment, device or service
required at the site (such as, but not limited to
calibrated thermometers, or re-calibration
local services), upon Sponsor’s approval and
in compliance with terms and conditions
stipulated by Sponsor, the relevant
equipment, device or service may be
purchased directly by the Investigator or
Institution, whereas the costs incurred shall
be reimbursed based on accounting
documents issued.

As the Institution is a mandatory entity within
the meaning of Act No. 340/2015 Coll., On
the Register of Contracts, the Parties agree
that this Amendment and all other pertaining
documents shall be published in the Contract
Register. Redacted versions of the
documents developed for the Institution are
subjects to approval and publishing by the
Institution within ten days as of the day of
receipt of their duly prepared redacted
executed versions. Redacted versions of the
documents shall be provided in an electronic
form with blinded personal data of all
individuals and blinded business secrets.

Save as otherwise provided in this
Amendment, all the terms and conditions of
the Agreement shall remain in full force and
effect.

IN WITNESS WHEREOF,
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které jsou povazovany za ucinné zpétné
k datu uc&innosti schvaleni etickou komisi
dne 12. ¢ervna 2019:

a. XXXXXX
b. XXXXXX
Cc. XXXXXX
d. XXXXXX
e. XXXXXX

Pokud bude pro ucely splnéni pozadavki
Protokolu studie nebo pro ucely provadéni
klinického hodnoceni tfeba zakoupit néjaké
vybaveni, zafizeni nebo sluzby pozadované
na pracovisti (mimo jiné napf. kalibrované
teploméry nebo lokalni rekalibra¢ni sluzby),
muze na zakladé souhlasu zadavatele
avsouladu s podminkami stanovenymi
zadavatelem pfislusné vybaveni, zafizeni
nebo sluzby zakoupit pfimo Zkousejici nebo
Zdravotnické zafizeni, pfiemz vzniklé
naklady budou uhrazeny na zakladé
vystavenych ucetnich doklada.

Jelikoz je Zdravotnické zafizeni povinnym
subjektem ve smyslu zakona €. 340/2015
Sh., o registru smluv, souhlasi Strany s tim,
ze tento Dodatek avSechny dal§i s nim
souvisejici dokumenty budou zvefejnény
vregistru  smluv. Revidované verze
dokumentd vytvofenych pro Zdravotnické
zafizeni podléhaji schvaleni a zvefejnéni
Zdravotnickym zafizenim do deseti dnd ode
dne pfijeti jejich fadné pfipravenych
revidovanych podepsanych verzi.
Revidované verze dokumentd  budou
poskytnuty v elektronické podobé se
zaslepenymi osobnimi Udaji v8ech osob
a zaslepenymi obchodnimi tajemstvimi.

Nestanovi-li se vtomto Dodatku jinak,
zUstavaji vSechny podminky Smlouvy piné
platné a ucinné.

NA DUKAZ CEHOZ
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the Parties have, by their duly empowered Strany nechaly tento Dodatek parafovat

representatives, initialed and signed this a podepsat prostiednictvim svych fadné
Amendment in three original counterparts on the zmocnénych zastupcli ve tfech origindlnich
last of the dates mentioned hereafter. Each party stejnopisech k poslednimu z dale uvedenych dat.
shall keep one counterpart thereof. Kazda smluvni strana si ponecha jeden stejnopis

tohoto dokumentu.

SHIRE human genetic Therapies, Inc. Institution / Zdravotnické zafrizeni
(Signature / Podpis) (Signature / Podpis)
Name / Jméno: XXXXXX Name / Jméno:

MUDr. Roman Kraus, MBA

Title / Funkce: XXXXXX Title / Funkce:

Director / Reditel

Date / Datum: Date / Datum:

Investigator / Zkousejici

(Signature / Podpis)

Name / Iméno: XXXXXX

Date / Datum:
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Exhibit A-1 Priloha A-1

The total value of this agreement per patient is CZK 6 500 000 / Celkova hodnota této smlouvy je 6 500 000
K¢ za pacienta.
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Exhibit A-2 Pfiloha A-2

The total value of this agreement per patient is CZK 11 600 000 / Celkové hodnota této smlouvy je 11 600
000 K¢ za pacienta.
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