AMENDMENT NO. 3 TO CLINICAL TRIAL
AGREEMENT

This Amendment No. 3 to Clinical Trial Agreement
(“Amendment No. 3”) is between:

Takeda Development Centre Europe, Ltd., having a
place of business at 61 Aldwych, London, WC2B 4AE, United
Kingdom (“Sponsor”),

and

Quintiles Czech Republic, s.r.o., having a place of
business at Radlicka 714/113a, Prague 5, Jinonice, zip code 158
00, Czech Republic, Identification number: 247 68 651, Tax
identification number: CZ247 68 651, (“Contractual research
organization”),

and

Nemocnice Pardubického kraje, a.s., having a place
of business at Kyjevska 44, 532 03 Pardubice, Czech Republic,
represented by MUDr. Tomas Gottvald, Chairman of the Board
and MUDr. Vladimir Ninger, Ph.D., Member of the Board, listed
in the Commercial Register at the Municipal Court of Hradec
Kralové, section B, insert 2629, Company ID no.: 27520536,
Tax ID no: CZ27520536 (“Institution”),

and

Investigator®)

(“Principal

and is effective as of the date last signed below.

WITNESSETH:

WHEREAS, Contractual research organization,
Institution and Sponsor are parties to an agreement entitled
Clinical Trial Agreement effective as of 15 April 2009 (the
“Agreement”), as amended by Amendment No. 1 dated 11
October 2011 and Amendment No. 2 dated 03 July 2012, for the
purpose of conducting the clinical study described in the
protocol entitled, “A Phase 3, Open-Label Study to Determine
the Long Term Safety and Efficacy of Vedolizumab (MLN0002)
in Patients with Ulcerative Colitis and Crohn’s Disease®,
Protocol No. C13008, (the “Protocol”), on behalf of Takeda
Development Centre Europe, Ltd. (“Sponsor”) which is an
affiliate of Millennium Pharmaceuticals, Inc.; and the parties
desire to amend such Agreement;

NOW THEREFORE, in consideration of the mutual
promises and covenants set forth herein, and other good and

O QUINTILES

DODATEK C. 3 KE SMLOUVE O KLINICKEM
HODNOCENi HUMANNIHO LECIVA

Tento Dodatek ¢. 3 ke Smlouvé o klinickém
hodnoceni humanniho 1é¢iva (,,Dodatek ¢. 3*) se uzavira
mezi:

Takeda Development Centre Europe, Ltd., se
sidlem na adrese 61 Aldwych, Londyn, WC2B 4AE, Spojené
kralovstvi (,,Zadavatel”),

a

Quintiles Czech Republic, s.r.o., se sidlem
Radlickd 714/113a, Praha 5, Jinonice, PSC 158 00, Ceska
republika, IC: 247 68 651, DIC: CZ247 68 651, (,,Smluvni
vyzkumna organizace”),

Nemocnice Pardubického kraje, a.s., se sidlem
Kyjevska 44, 532 03 Pardubice, Ceska republika,
zastoupenou MUDr. TomaSem Gottvaldem, piedsedou
pfedstavenstva a MUDr. Vladimirem Ningerem, Ph.D.,
¢lenem predstavenstva, zapsana v obchodnim rejstiiku u KS
Hradec Kralové oddil B, vlozka 2629, IC: 27520536, DIC:
CZ27520536 (dale jen ,,Zdravotnické zafizeni‘),

a

I (dile jen . Hlavni

zkousejici®)

a je platny k datu, k némuZ bude niZe podepsan
posledni smluvni stranou.

TIMTO SE POTVRZUJE:

VZHLEDEM K TOMU, ze Smluvni vyzkumna
organizace, Zdravotnické zafizeni a Zadavatel jsou
smluvnimi stranami smlouvy s nazvem Smlouva o0 klinickém
hodnoceni humanniho 1é¢iva, t€¢inné k 15. dubnu 2009 (dale
jen ,,Smlouva®), ve znéni Dodatku ¢. 1 ze dne 11. fijna 2011
a Dodatku €. 2 ze dne 03. ¢ervence 2012, uzaviené za ucelem
provedeni klinické studie popsané v protokolu s nazvem
,Oteviené klinické hodnoceni faze III posuzujici
dlouhodobou bezpeénost a t¢innost piipravku (MLNO002) u
pacientll s ulcer6zni kolitidou a Crohnovou nemoci“, €.
protokolu C13008 (,,Protokol”), v zastoupeni spole¢nosti
Takeda Development Centre Europe, Ltd. (,,Zadavatel”),
ktera je pfidruzena ke spoleénosti  Millennium
Pharmaceuticals, Inc.; a Ze si smluvni strany pfeji tuto
Smlouvu pozménit,

NYNi, Z TOHOTO DUVODU, po zvaZeni
vzajemnych zavazkt uvedenych v této Smlouvé a dalSich

Amendment No. 3 to Clinical Trial Agreement/ Dodatek ¢. 3 ke Smlouvé o klinickém hodnoceni humanniho 1é¢iva

Takeda Development Centre Europe, Ltd., Protocol: C13008
Nemocnice Pardubického kraje, a.s.,
V.2,19.10.2017

1/4



valuable consideration, the receipt and sufficiency of which is
hereby acknowledged, the parties hereby agree to amend the
Agreement as follows:

Effective as of its publication in the Register of
Agreements, but applies to the rights and obligations of the
Parties from the date 01 January 2017, Contractual research
organization would like to amend the Agreement to modify the
Article XIII. ,,Financial compensation®, to add the paragraphs of
the following language to section 2) ,,Payment schedule®:

All terms and conditions of the Agreement not
expressly amended by this Amendment No. 3 remain in full
force and effect.

Institution, Sponsor, Contractual research organization
and Principal Investigator hereby acknowledge that this
Amendment No. 3 will be published together with the
Agreement and the Amendment No. 1 and No. 2 in the
Agreements Register pursuantto Act no. 340/2015 Sb., on
Agreements Register. As and between the Parties, Institution
agrees to publish the Amendment No. 3 and the Agreement with
the Amendment No. 1 and No. 2 pursuant to the foregoing. Any
information which constitutes trade secret of either Party is
exempted from such publication. For the purposes of the
Agreement with the Amendment No. 1, Amendment No. 2 and
Amendment No. 3, trade secrets include, but are not limited to,
Article XIII. to the Agreement — Financial compensation,
minimum enrollment goal, expected number of Study subjects
enrolled and the expected duration of the Study. Furthermore,
personal data of individuals are also exempted from such
publication, unless they have been previously published in
another public register. The Institution is obliged to publish this
Amendment No. 3 together with the Agreement and the
Amendment No. 1 and No. 2 in accordance with the article
herein above. The Institution will inform Contractual research
organization of publishing the Amendment No. 3 together with
the Agreement and the Amendment No. 1 and No. 2 by the data
box of Contractual research organization. Should the Institution
fail to publish this Amendment No. 3 together with the
Agreement and the Amendment No. 1 and No. 2 within 20 days
from its full execution, it may be published by the Sponsor or
Contractual research organization.

The estimated value of financial payment under the
Agreement, as amended, shall be approximately CZK 1 640 191.

IN WITNESS WHEREOF, this Amendment No. 3 has
been executed by the parties hereto through their duly authorized
officers on the date(s) set forth below.

O QUINTILES

fadnych a hodnotnych protiplnéni, jejichz pfijeti a
dostatecnost je timto potvrzena, se strany dohodly na zméné
Smlouvy takto:

S ug¢innosti ke dni zvefejnéni v registru smluv,
avSak upravujici prava a povinnosti Stran vzniklé od 01.
ledna 2017, Smluvni vyzkumna organizace si pieje zménit
Smlouvu tipravou v Clanku XIII. “Finanéni vyrovnani”, a to
pridanim paragraft nasledujiciho znéni do sekce 2) “Platebni
schema”:

Vsechny podminky Smlouvy, které nebudou
vyslovné upraveny timto Dodatkem ¢. 3, zlstavaji v plném
rozsahu platné a icinné.

Zdravotnické  zafizeni, Zadavatel, = Smluvni
vyzkumna organizace a Hlavni zkousSejici timto berou na
védomi, Ze tento Dodatek ¢. 3 bude zvetejnén spolecné se
Smlouvou a Dodatkem ¢. 1 a €. 2 vsouladu se zak. ¢.
340/2015, o registru smluv. Za zvetejnéni dle pfedchozi véty
odpovida Zdravotnické zafizeni. Takovémuto zvefejnéni
nepodléhaji ty udaje, které tvoii obchodni tajemstvi nékteré
ze smluvnich stran. Pro acely tohoto Dodatku ¢. 3 a Smlouvy
s Dodatkem €. 1 a ¢. 2 se obchodnim tajemstvim rozumi
zejména Clanek XIII. Smlouvy - Finanéni vyrovnani,
minimalni cilovy poéet zafazeni, o¢ekavany zafazeny pocet
subjektt a ocekavana délka trvani Studie. Dale nebudou
takovémuto zvefejnéni podléhat osobni udaje fyzickych
osob, ledaze jsou jiz zvetejnény v jiném vefejné pristupném
registru. Za zvetejnéni tohoto Dodatku ¢. 3 spoleéné se
Smlouvou a Dodatkem €. 1 a ¢. 2 dle pfedchoziho odstavce
odpovida Zdravotnické =zafizeni. Zdravotnické zafizeni
vyrozumi Quintiles o zvefejnéni Dodatku ¢. 3 spolecné se
Smlouvou a Dodatkem ¢&. 1 a €. 2 prostfednictvim datové
schranky. Neni-li Dodatek ¢. 3 spoleéné se Smlouvou a
Dodatkem €. 1 a €. 2 zvetejnén Zdravotnickym zafizenim ve
Ihuté¢ 20 dni od podpisu Dodatku ¢. 3 vSemi smluvnimi
stranami, jsou k jeho zvefejnéni opravnéni Zadavatel ¢i
Smluvni vyzkumna organizace.

Predpoklddand hodnota finan¢niho plnéni dle Smlouvy ve
znéni Dodatku €. 3 €ini pfiblizné 1 640 191 K¢.

NA DUKAZ TOHO byl tento Dodatek & 3 uzavien
smluvnimi stranami prostfednictvim jejich opravnénych
zastupcl k datu (datim) uvedenym nize.
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O QUINTILES

ACKNOWLEDGED AND AGREED BY Quintiles Czech Republic, s.r.o./ NA DUKAZ SOUHLASU
PRIPOJUJE SVUJ PODPIS OPRAVNENY ZASTUPCE Quintiles Czech Republic, s.r.o.:

By/ Jméno:

Title/ Funkce:

Signature/ Podpis:

Date/ Datum: 26.10.2017

ACKNOWLEDGED AND AGREED BY Nemocnice Pardubického kraje, a.s. / NA DUKAZ SOUHLASU
PRIPOJUJE SVUJ PODPIS OPRAVNENY ZASTUPCE Nemocnice Pardubického kraje, a.s.

By/ Jméno: MUDr. Tomas Gottvald

Title/ Funkce: Chairman of the Board / predseda predstavenstva
(must be authorized to sign on Institution's behalf)/(musi se jednat o podpis opravnéného zastupce
Zdravotnického zafizeni):

Signature/ Podpis:

Date/ Datum: 8.11.2017

ACKNOWLEDGED AND AGREED BY Nemocnice Pardubického kraje, a.s. / NA DUKAZ SOUHLASU
PRIPOJUJE SVUJ PODPIS OPRAVNENY ZASTUPCE Nemocnice Pardubického kraje, a.s.

By/ Jméno: MUDr. Vladimir Ninger, Ph.D.

Title/ Funkce: Member of the Board / ¢len predstavenstva
(must be authorized to sign on Institution's behalf)/(musi se jednat o podpis opravnéného zastupce
Zdravotnického zafizeni):

Signature/ Podpis:

Date/ Datum: 8.11.2017

ACKNOWLEDGED AND AGREED BY THE PRINCIPAL INVESTIGATOR/ Na diikaz souhlasu pripojuje
sviij podpis Hlavni zkousSejici:

Name/ Jméno: 5|

Signature/ Podpis:

Date/ Datum: 8.11.2017
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O QUINTILES

ACKNOWLEDGED AND AGREED BY Takeda Development Centre Europe, Ltd./ Na diikaz souhlasu
pripojuje sviij podpis Takeda Development Centre Europe, Ltd.:

Signed by Quintiles Czech Republic, s.r.o., under a Power of Attorney/ Podepsano Quintiles Czech Republic, s.r.o. na
zakladé PIné moci

Name/ Jméno:

Title/ Funkce:

Signature/ Podpis:

Date/ Datum: 26.10.2017
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