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Amendment # 4 to
Contract on Clinical Trial

This Amendment to Contract on Clinical Trial
(“Amendment”) is between:

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

represented under power of attorney:

Quintiles Czech Republic, s.r.o., Praha 5, Jinonice,
Radlicka 714/113a, zip code 158 00, Ceska republika,
Idejntification number: 247 68 651, Tax Identification
number: CZ247 68 651; and

Contractual research organization

Quintiles Czech Republic, s.r.0., Radlicka 714/113a, 158
00 Praha 5, Czech Republic, Identification number: 247
68 651, Tax Identification number: CZ247 68 651
(“Contractual research organization™); and

Karlovarska KrajskA nemocnice a.s., Bezruova
1190/19, 360 01 Karlovy Vary, Czech Republic,
Identification number: 263 65 804, Tax Identification
number: CZ26365804, represented by MUDr. Josef Mirz,
Chairman of the Board, and MUDr. Jifi Hofmann, Vice
Chairman of the Board (the ‘Institution); and

L — — - a

‘the ,,Invéstigator“)

————

and is effective as of the date last signed below.

WITNESSETH:

WHEREAS, Sponsor, Contractual research
organization, Institution and Investigator are parties to an
agreement entitled Contract on Clinical Trial effective as of
14. 4. 2009 (the “Agreement”), as amended by Amendment
No. 1 dated 16. 9. 2011, Amendment No. 2 dated 24. 4.
2012 and Amendment No. 3 dated 13. 6. 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 number C13008,
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 valuable consideration, the receipt and
sufficiency of which is hereby acknowledged, the Parties
hereby agree to amend the Agreement as follows:
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QO QuINTILES

Dodatek ¢. 4 ke Smlouvé o klinickém
hodnoceni huménniho 1é¢iva

Tento Dodatek ke Smlouvé o klinickém hodnoceni
humanniho 1é&iva se uzavira mezi:

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

zastoupeny na zakladé plné moci:

Quintiles Czech Republic s.r.0., Praha 5, Jinonice,
Radlicka 714/113a, zip code 158 00 Ceska republika,
IC: 247 68 651, DIC: CZ247 68 651; a

Smluvni vyzkumna organizace

Quintiles Czech Republic, s.r.o., Radlicka 714/113a,
158 00 Praha 5, Ceska republlka IC 247 68 651, DIC:
CZ247 68 651 (dale jen ,,Smluvni vyzkumna
organizace“); a

Karlovarska Krajskd nemocnice a.s., Bezrudova
1190/19, 360 01 Karlovy Vary, Ceska republika, IC:
263 65804, DIC: CZ26365804, jednajici MUDr.
Josefem Mirzem, piedsedou piedstavenstva, a MUDr.
Jifim Hofmannem, mistopfedsedou ptedstavenstva
(déle jen ,,Zdravotnické za¥izeni), a

,.Hlavni zkousejici)
a je u¢inny ode dne posledniho podpisu nize.

TIMTO SE POTVRZUJE:

VZHLEDEM K TOMU, ze Zadavatel, Smluvni
vyzkumné organizace, Zdravotnické zaiizeni a Hlavni
zkouSejici jsou smluvnimi stranami Smlouvy o
Klinickém hodnoceni huménniho 1é¢iva, ktera nabyla
Ucinnosti dne 14. 4. 2009 (dale jen "Smlouva"), ve
znéni Dodatku ¢. 1 ze dne 16. 9. 2011, Dodatkem ¢&. 2
zedne 24.4.2012 a Dodatkem &. 3 ze dne 13. 6. 2012s
nizvem “Oteviené klinické hodnoceni fize III
posuzujict  dlouhodobou bezpecnost a cinnost
pripravku Vedolizumab (MLN0002) u pacientii s
ulcerativni  kolitidou a Crohnovou nemoci”, &islo
protokolu C13008, a smluvni strany si preji zménit
tuto Smlouvu;

NYNI, Z TOHOTO DUVODU, s ohledem na
vzajemné pfisliby a ujednani stanovena v tomto
Dodatku a na jinou dobrou a hodnotnou tplatu, jejiz
pfijeti a dostatecnost se timto potvrzuje, se Strany timto
dohodly na nasledujicich zmé&nach ve Smlouvé:

Takeda Development Centre Europe. 1.4d.. Protocol No No/ protokol & C13008
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1. Effective as of the August 7, 2014, the Sponsor of the
clinical study was changed from Millennium
Pharmaceuticals, Inc., a wholly-owned subsidiary of
Takeda Pharmaceutical Company Limited, to Takeda
Development Centre Europe Ltd., which is an affiliate
of Millennium Pharmaceuticals, Inc.
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2) Payment schedule:

J

All terms and conditions of the Agreement not
expressly amended by this Amendment remain in full force
and effect.

IN WITNESS WHEREOF, this Amendment has
been executed by the Parties hereto through their duly
authorized officers on the date(s) set forth below.

QO QUINTILES

1. S &innosti od 7. srpna 2014 se Zadavatel klinické
studie méni z Millennium Pharmaceuticals, Inc.,
plné vlastnéné dcefiné spole€nosti spolenosti
Takeda Pharmaceutical Company Limited, na
Takeda Development Centre Europe Ltd., kterd je
sesterskou spole€nosti spolenosti Millennium
Pharmaceuticals, Inc.
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2) Platebni schéma:

Vsechna ustanoven{ a podminky Smlouvy, které
nejsou vyslovné zménény timto Dodatkem, zdstavaji
plné platné a Gginné.

NA DUKAZ TOHO Strany uzaviely tento
Dodatek prostfednictvim svych fadné opravnénych
vedoucich pracovnikil v niZze uvedeny den.
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QO QUINTILES

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€ plné moci:

___“_h
By/ Jméno:
Title/ Funkce: L —
Signature/ Podpis: '
Date/ Datum: 15 -G6- 2016

Na zékladé pIné moci/ Under a Power of Attorney/ Quintiles Czech Republic, s.r.o.
ACKNOWLEDGED AND AGREED BY CONTRACTUAL RESEARCH ORGANIZATION/ NA DUKAZ

SOUHLASU PRIPOJUJE SVUJ PODPIS OPRAVNENY ZASTUPCE SMLUVNI VYZKUMNE
ORGANIZACE Quintiles Czech Republic, s.r.o.:

'.__—
By/ Jméno: )
"Title/ Funkee: :
8 \{‘ :f

Signature/ Podpis: P ~/~" ;‘\' *’lf @

) 15 -5 20% - o, i ";J«--: i
Date/ Datum: “, rh %; S0 _ro_
Na zakladé plné moci/ Under a Power of Attorney/ Quintiles Czech Republic, s.r.0. a9 f: B "-'ufos

-.4;4

ACKNOWLEDGED AND AGREED BY/ NA DUKAZ /SOUHLASU PRIPOJUJE SVUI POBPIS
OPRAVNENY ZASTUPCE Karlovarské krajské nemocnigg a.s.:

By/ Jméno: MUDr. Josef Mirz
Title/ Funkce: Chairman of the Board/ pl‘egiéeda\stedstavenstva
Signature/ Podpis:
Date/ Datum: 20 -05- 1% 7
o
"-9
By/ Jméno: MUDr: Jiti Hofmann / :
Title/ Funkce: Vice Chairman of the Board/ mistopfedseda prédsla\)pnstva (_//
Signature/ Podpis:
S0 -5- R
Date/ Datum: 1005 B

ACKNOWLEDGED AND AGREED BY THE INVESTIGATOR/ Na diikaz souhlasu pfipojuje sviij podpis
, Yy S —————
Hlavni zkousejic, _

| —

Name/ Jméno: L |
Signature/ Podpis: "
Date/ Datum: 70 05 W —
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