Amendment No. 2 to Contract
on Clinical Trial

concluded on 20. 01. 2015 by and between

F. Hoffmann-La Roche Ltd, having a place of business
at Grenzacherstrasse 124, 4070 Basel, Switzerland

represented by IQVIA RDS Czech Republic, s.r.0., having
a place of business at Pernerova 691/42, 186 00 Prague 8,
Karlin, Czech Republic

(Hereinafter referred to as the ‘Sponsor’)

and

Contractual research organization

IQVIA RDS Czech Republic, s.r.0., having a place of
business at Pernerova 691/42, 186 00 Prague 8, Karlin,
Czech Republic, Identification number: 247 68 651, Tax
Identification number: CZ247 68 651, formerly Quintiles
Czech Republic, s.r.o.

(Hereinafter referred to as the ‘Contractual research
organization”)

and

Nemocnice Na Bulovce, having a place of business at
Budinova 67/2, 180 81 Praha 8, Czech Republic,
Identification number: 00064211, Tax identification
number: CZ00064211, represented by MUDr. Hana
Rohacova, Ph.D., Deputy Director for medical and
preventive care, based on its authorisation

(Hereinafter referred to as the “Medical Facility”)

and

, Address: | oate of birth:
(Hereinafter referred to as the “Principal

Investigatore)

Preamble
WHEREAS:

A. The Parties have concluded on 20 January 2015 the
Contract on Clinical Trial “PHASE I,
RANDOMIZED, DOUBLE-BLIND, PLACEBO-
CONTROLLED, MULTICENTER STUDY TO
EVALUATE THE EFFICACY (MAINTENANCE
OF REMISSION) AND  SAFETY  OF
ETROLIZUMAB COMPARED WITH PLACEBO
IN PATIENTS WITH MODERATE TO SEVERE
ACTIVE ULCERATIVE COLITIS WHO ARE

Dodatek €. 2 ke Smlouvé
o klinickém hodnoceni

uzaviené dne 20. 01. 2015 mezi

F. Hoffmann-La Roche Ltd, se
Grenzacherstrasse 124, 4070 Basilej, Svycarsko

sidlem

zastoupena spole¢nosti IQVIA RDS Czech Republic,
s.r.0., se sidlem Pernerova 691/42, PSC 186 00, Praha
8, Karlin, Ceska republika

(dale jen ,,Zadavatel*)

a

Smluvni vyzkumna organizace

IQVIA RDS Czech Republic, s.r.o., se sidlem
Pernerova 691/42, PSC 186 00, Praha 8, Karlin, Ceska
republika, IC: 247 68 651, DIC: CZ247 68 651, diive
Quintiles Czech Republic, s.r.o.

(dale jen ,,Smluvni vyzkumna organizace®)

a

Nemocnice Na ?ulovce, se sidlem Budinova 67/2, 180
81 Praha 8, Ceska republika, Identifikacni Ccislo:
00064211, Danové identifikac¢ni ¢islo: CZ00064211,

zastoupend MUDr. Hanou Rohacovou, Ph.D.,
naméstkyné pro 1é¢ebné preventivni péci, na zaklade
povéfeni
(dale jen ,,Zdravotnické zaiizeni®)
a

. Adresa: |G cdaum
narozeni:

(dale jen ,,Hlavni zkouSejici*)

Preambule
S OHLEDEM NA TO, ZE

A. Strany uzaviely dne 20. 01. 2015 Smlouvu o
klinickém hodnoceni ,RANDOMIZOVANE
DVOIITE ZASLEPENE PLACEBEM
KONTROLOVANE MULTICENTRICKE
KLINICKE  HODNOCENI FAZE 1l
POSUZUJICI  UCINNOST  (UDRZENI
REMISE) A BEZPECNOST ETROLIZUMABU
V POROVNANI S PLACEBEM U PACIENTU
SE STREDNE TEZKOU AZ TEZKOU
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NAIVE TO TNF INHIBITORS* (hereinafter the
»Agreement®), as amended by the Amendment No.1
dated 30 August 2016, Protocol No. GA29102,

B. The Parties wish to change the terms and conditions of
the Agreement as set out below.

NOW THEREFORE THE PARTIES HAVE AGREED
UPON AND CONCLUDED THIS
Amendment No. 2 to the Agreement
Article I.
The Parties agreed on the following changes in the

Article XIII. “Financial aspects”, Paragraph 2.
“ ”, of the Agreement:

1. The Paragraph 2. “_” of the Article

XIII. “Financial aspects” of the Agreement is
deleted and replaced as follows:

AKTIVNI ULCEROZNI KOLITIDOU, KTERI
DOSUD NEUZIVALI ZADNY INHIBITOR

TNF* (dale jen ,,Smlouva®), ve znéni Dodatku ¢.
1 ze dne 30. srpna 2016, protokol ¢. GA29102,

B. Strany maji zajem zménit ndlezitosti a podminky
Smlouvy tak, jak je stanoveno nize.

SE STRANY DOHODLY A UZAVRELY
NASLEDUIJICI
Dodatek ¢. 2 ke Smlouvé
Clanek 1.
Strany se dohodly na nasledujicich zménach v

Clanku XIII. “Finanéni aspekty”, odstavei 2.
“ ”, Smlouvy:

1. Odstavec 2. .| I Canke X1

“Finan¢ni aspekty”, Smlouvy se rusi a
nahrazuje nasledujicim znénim:
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Article I1. Clanek I1.

The Parties hereby agree that all other terms and Strany timto souhlasi stim, Ze vSechny ostatni
conditions of the Agreement shall remain unaffected by naleZitosti a podminky Smlouvy zistivaji timto

this Amendment No. 2. Dodatkem ¢. 2 nedotceny.
Article I11. Clanek I11.
1. This Amendment No. 2 shall become effective upon 1. Tento Dodatek & 2 nabyva icinnosti dnem
its publication in the Register of Agreements. The zvefejneni v registru smluv. Smluvni strany timto
Parties hereby agree that visits and procedures under souhlasi, ze navstévy a procedury uvedené v ¢lanku

Article 1. of this Amendment No. 2, performed during 1 tohoto Dodatku €. 2, uskuteénéné v obdobi od 13.
the period from the date 13 December 2017 when was prosince 2017, kdy doslo ke schvaleni Dodatku

the Protocol Amendment version 6 dated 24 August k protokolu verze 6 ze dne 24. srpna 2017, do data
2017 approved by the relevant ethics committees and ~ Ucinnosti tohoto Dodatku €. 2, se povazuji za plnéni
regulatory authorities, until the effective date of this ~ Smlouvy ve znéni tohoto Dodatku ¢. 2 a prava a
Amendment No. 2, shall be deemed as performance of povinnosti z n&j vzniklé se fidi Smlouvou ve znéni

the Agreement as amended by this Amendment No. 2~ tohoto Dodatku €. 2.
and the rights and obligations arising out of this

performance are governed by the Agreement as

amended by this Amendment No. 2.

2. Medical Facility, Sponsor and Contractual research 2. Zdravotnické  zafizeni, Zadavatel a Smluvni

organization hereby acknowledge that this vyzkumna organizace timto bergu na védomi, ze
Amendment No. 2 will be published together with the ~ {ento Dodatek ¢. 2 bude zvefejnén spolecné se
Agreement and Amendment No. 1 in the Agreements Smlouvou a Dodatkem ¢. 1 v souladu se zik. ¢.

Register pursuantto Act no. 340/2015 Coll., on 34072015, o registru smluv. Za zvefejnéni dle
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Agreements Register. As and between the Parties,
Medical Facility agrees to publish the Amendment No.
2 and the Agreement with the Amendment No. 1
pursuant to the foregoing. Any information which
constitutes trade secret of either Party is exempted
from such publication. For the purposes of the
Agreement and the Amendments, trade secrets
include, but are not limited to, Article XIII. “Financial
aspects”, 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. The Medical
Facility is obliged to publish this Amendment No. 2
together with the Agreement and the Amendment No.
1 in accordance with the article herein above. Should
the Medical Facility fail to publish this Amendment
No. 2 together with the Agreement and the
Amendment No. 1 within 15 working days from its
full execution, it may be published by the Contractual
research organization or Sponsor.

The estimated value of financial payment under the
Agreement, as amended, shall be approximately CZK
203 025.

This Amendment No. 2 has been written in four
counterparts, each contracting party obtaining one of
them.

3.

ptedchozi véty odpovida Zdravotnické zafizeni.
Takovémuto zverejnéni nepodléhaji ty tidaje, které
tvofi obchodni tajemstvi nékteré ze smluvnich
stran. Pro ucely dodatkti a Smlouvy se obchodnim
tajemstvim rozumi zejména Clanek XIII. “Finanéni
aspekty”, minimalni cilovy pocet zafazeni,
ocekavany zatazeny pocet subjektl a ocekavana
délka trvani Studie. Dale nebudou takovémuto
zvetejnéni podléhat osobni udaje fyzickych osob.
Za zvetejnéni tohoto Dodatku €. 2 spolecné se
Smlouvou a Dodatkem ¢&. 1 dle piedchoziho
odstavce odpovida Zdravotnické zafizeni. Neni-li
Dodatek ¢. 2 spole¢né se Smlouvou a Dodatkem ¢.
1 zvetejnén Zdravotnickym zatizenim ve lhuté 15
pracovnich dni od podpisu Dodatku ¢. 2 vSemi
smluvnimi stranami, jsou k jeho zvefejnéni
opravnéni Smluvni vyzkumna organizace ¢i
Zadavatel.

Predpokladana hodnota finan¢niho plnéni dle
Smlouvy ve znéni Dodatku ¢. 2 €ini piiblizné 203
025 K¢.

Tento Dodatek ¢. 2 byl vyhotoven ve ¢&tyfech
stejnopisech, pfiCemz kazda smluvni strana obdrzi
po jednom.

4. In witness of their consent to the wording hereof, the 4 Na dikaz souhlasu se znénim Dodatku ¢. 2
Parties sign this Amendment No. 2. piipojuji Strany své podpisy.
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Sponsor Zadavatel
Signed by IQVIA RDS Czech Republic, s.r.o., under a Power of Podepsano spole¢nosti IQVIA RDS Czech Republic, s.r.o.,

Attorney, for and on behalf of F. Hoffman — La Roche Ltd: na zakladé plné moci v zastoupeni F. Hoffman — La Roche
Ltd:

Name_:: Jméno:

Position: Funkce:

Signature: Podpis:

Under a Power of Attorney IQVIA RDS Czech Republic, s.r.0.  Na zikladé plné moci IQVIA RDS Czech Republic, s.r.0..

Date: Datum:

Principal Investigator Hlavni zkouSejici

Name: [N sméno: [N

Signature: Podpis:
Date: Datum:
Medical Facility Zdravotnické zafizeni

Name: MUDr. Hana Rohé&cova, Ph.D., based on itS jm¢no: MUDr. Hana Rohacova, Ph.D., na zékladé
authorization povéieni

Position: Deputy Director for medical and preventive care Funkce: naméstkyng pro 16¢ebné preventivné péci

Signature: Podpis:
Date: Datum:
Contractual Research Organization Smluvni zdravotnick4 organizace
Namg: Jméno:
Position: Funkce:
Signature: Podpis:

Under a Power of Attorney IQVIA RDS Czech Republic, s.r.0. Na zikladé plné moci IQVIA RDS Czech Republic, s.r.0.

Date: Datum:
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