AMENDMENT No. 2 TO CLINICAL TRIAL
AGREEMENT
This Amendment No. 2 to Clinical Trial Agreement
(“Amendment”) is between

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

(Hereinafter referred to as the ‘Sponsor’)

and
Contractual research organization

Quintiles Czech Republic, s.r.o.

Praha 5, Jinonice, Radlick4 714/113a
zip code 158 00

Czech Republic

Identification number: 247 68 651

Tax ldentification number: CZ247 68 651
(Hereinafter referred to as the ‘CRQO’)

and

Vojenska nemocnice Brno p.o.

having a place of business at Zabrdovicka 3, Brno
636 00 Czech Republic, Identification number:
60555530, Tax identification number: CZ60555530,
represented by plk. Ing. Antonin Vodak, director
(Hereinafter referred to as the ‘Medical Facility’)

and

Address:
Date of birth:

(Hereinafter referred to as the “Principal
Investigator®)

and is effective as of the date 16 February when
was implemented protocol amendment 7..

WITNESSETH:
WHEREAS, CRO, Sponsor, Medical Facility and
Principal Investigator are parties to an agreement
entitled Clinical Trial Agreement for Protocol “A
PHASE Ill, RANDOMIZED, DOUBLE-BLIND,
PLACEBO CONTROLLED, MULTICENTER
STUDY TO EVALUATE THE EFFICACY AND
SAFETY OF ETROLIZUMAB AS AN INDUCTION
AND  MAINTENANCE TREATMENT FOR
PATIENTS WITH MODERATELY TO SEVERELY
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DODATEK &.2 KE SMLOUVE O KLINICKEM
HODNOCENI
Tento Dodatek €. 2 ke smlouvé o klinickém
hodnoceni (dale jen ,Dodatek") se uzavira mezi

F. Hoffmann-La Roche Ltd, se sidlem
Grenzacherstrasse 124, 4070 Basilej, Svycarsko
(dale jen ,Zadavatel®)

a
Smluvni vyzkumna organizace

Quintiles Czech Republic, s.r.o.
Praha 5, Jinonice, Radlicka 714/113a
PSC 158 00

Ceska republika

IC: 247 68 651

DIC: CZ247 68 651

(dale jen ,CRO")

a

Vojenska nemocnice Brno p.o.

se sidlem Zabrdovicka 3, Brno 636 00 Ceska
republika

Identifikacni Cislo: 60555530, Dariové
identifikacni Cislo: CZ60555530, zastoupena plk.
Ing. Antoninem Vodakem, feditelem

(dale jen ,Zdravotnické zarizeni“)

a

Adresa:
Datum narozeni:

(dale jen ,Hlavni zkouSejici*)

aje ucinny kdatu 16. Unora 2018, kdy byl
implementovan protokol Amendment 7.

UVODNI USTANOVENI:
Spoleénost CRO, Zadavatel, Zdravotnické
zafizeni a Hlavni zkouSejici jsou smluvnimi
stranami  smlouvy o klinickém  hodnoceni
k Protokolu  RANDOMIZOVANE  DVOJITE
ZASLEPENE PLACEBEM KONTROLOVANE
MULTICENTRICKE KLINICKE HODNOCENI
FAZE 1l POSuUzuJici UCINNOST A
BEZPECNOST ETROLIZUMABU JAKO
INDUKCNI A UDRZOVACI LECBY U PACIENTU
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ACTIVE CROHN’'S DISEASE” effective as of 19
June 2015 and amended by amendment to Clinical
trial agreement effective as 17 October 2017 (the
“Agreement”), and the parties desire to amend such
Agreement;

WHEREAS, Budget shall be adjusted in accordance
with country Fair Market Value (FMV) as approved
by the Sponsor.

WHEREAS, the Screen Failure ratio shall
amended as approved by the Sponsor;

be

WHEREAS, the Prescreening Activities shall be
amended.

WHEREAS, the Budget shall be amended in
accordance with Protocol Amendment version 7
dated 22-Sep-2017;

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:

1. Section XIll, Financial aspects:
a) Screening Failure:

The Screen Failure ratio shall be amended as
approved by the Sponsor. Therefore, the Screen
Failure Allowance is hereby amended in the
attached budget and the Screen Failure

Payments language is hereby amended as follows:

CRO will pay for the first

CRO will pay the site in a
at the rate of

To be eligible for reimbursement of screening visit,
visit must be logged as a screening failure in IVRS
and screening labs performed must be confirmed by
lab report. In addition, Site must provide to CRO any
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SE STREDNE TEZKOU AZ TEZKOU AKTIVNI
CROHNOVOU CHOROBOU uginné k 19. ¢ervna
2015, ktera byla pozménéna dodatkem ke
smlouveé o klinickém hodnoceni €. 1 Gginné ke dni
17. fijna 2017 (dale jen ,Smlouva“), a preji si
Smlouvu upravit.

RozpocCet se upravuje, aby byla zohlednéna
pfiméfena trzni cena platna v dané zemi (fair
market value, FMV) schvalena Zadavatelem.

Upravuje se pomér pacientl, ktefi neprojdou
vstupnimi  vySetfenimi, jak byl schvalen
Zadavatelem.

Upravuji se Pfedvstupni ukony.

Rozpocet se upravuje podle Dodatku k Protokolu
verze 7z 22. 9. 2017.

Po zvazeni vzajemnych pfislibl a zavazkl zde
uvedenych adalSich fadnych a hodnotnych
protipInéni, jejichz pfijeti a dostateCnost je timto
potvrzena, se smluvni strany dohodly na zméné
Smlouvy takto:

1. Sekce XllI, Finanéni Aspekty:
a) Navstévy vyhodnocené
»screening failure

jako

Upravuje se pomér pacientl, ktefi neprojdou

vstupnimi  vysSetrenimi, jak byl schvalen
Zadavatelem. Uhrada za pacienty, ktefi
neprojdou vstupnimi vySetfenimi, se timto

v pfilozeném rozpocétu méni a znéni ustanoveni
Platby za pacienty, ktefi neprojdou vstupnimi
vySetfenimi, se upravuje takto:

Spole¢nost CRO provede Uhradu
.  <tefi  neprojdou
vstupnimi vySetfenimi.
BN, ey | neprojds

vstupnimi vySetfenimi, bude spole¢nost CRO

Mistu provadéni klinického hodnoceni tyto
fipad hradit vV poméru
ve vySi

Aby mohla byt vstupni navitéva proplacena,
musi byt navstéva zaznamenana v IVRS jako
pacient, ktery neproSel vstupnimi vySetfenimi,
a provedena laboratorni vySetfeni museji byt
DUVERNE
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additional information, which may be requested by
CRO to appropriately document the subject
screening procedures. No CRFs will be collected for
screening failure visits and the study center is asked
not to provide any invoices for reimbursement.

b) Prescreening Activities:

Prescreening Activities shall be amended.
Therefore, the Prescreening Activities is hereby
amended in the attached budget and the
Prescreening Activities language is hereby
amended as follows:

cRO will pay to Institution|| | G
for pre-screening chart reviews intended to find
potential eligible Subjects. The payment will be
made upon receipt of an invoice.

2. Budget:

The Budget shall be amended in accordance with
Protocol Amendment version 7 dated 22-Sep-2017.
In addition, as stated above, the Budget amounts
shall be adjusted in accordance with country Fair
Market Value (FMV), the Screen Failure Allowance
and the Prescreening Activities shall also be
amended in the budget. Therefore, the budget is
hereby amended as follows:

. Screen Failure Allowance amended;

o Prescreening Activities amended;
As per Protocol Amendment;

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

Medical Facility, Sponsor and Quintiles hereby
acknowledge that this Amendment will be published
together with the Agreement in the Agreements
Register pursuant to Act no. 340/2015 Sh., on
Agreements Register. As and between the Parties,
Institution agrees to publish the Amendment and the
Agreement pursuant to the foregoing. Any
information which constitutes trade secret of either
Party is exempted from such publication. For the

CTA Amendment — Czech Republic —Vojensk& nemocnice Brno p.o.

MUDr. Tomas Brabec
F. Hoffmann-La Roche Ltd,GA29144

doloZena zpravou z laboratofe. Kromé toho musi
Misto provadéni klinického hodnoceni
poskytnout spole¢nosti CRO na jeji zadost
veSkeré dalSi podklady k nalezitému dolozeni, ze
pacient podstoupil vstupni vySetfeni.
K navstévam pacientd, ktefi neprojdou vstupnimi
vySetfenimi, se nepfedkladaji formulafe CRF
a zadame také centrum klinického hodnoceni,
aby za né nevystavovalo faktury k proplaceni.

b) Predvstupni ukony

Méni se ustanoveni tykajici se Predvstupnich
ukonl. Predvstupni Ukony se proto timto v
pfiloZzeném rozpoctu méni a znéni ustanoveni
Pfedvstupni ukony se upravuje takto:

Spole¢nost CRO bude Zdravotnickému zafizeni
hradit , za pfedvstupni
vyhodnoceni zdravotnich zdznam( za ucelem
nalezeni potencialnich zplsobilych Subjektd.
Uhrada bude poskytnuta po obdrzeni faktury.

2. Rozpocet:

Rozpocet se upravuje podle Dodatku k Protokolu
verze 7 z22.9.2017. Kromé vySe uvedenych
pfipadl se ¢astky v Rozpoctu upravuiji v souladu
s pfiméFfenou trzni cenou platnou v dané zemi
(fair market value, FMV) a v Rozpoctu se upravu;ji
také Uhrady za pacienty, ktefi neprojdou
vstupnimi vySetfenimi, a Pfedvstupni ukony.
RozpocCet se proto méni nasledovné:

. upravené ustanoveni Uhrady za
pacienty, ktefi neprojdou vstupnimi vySetfenimi,
. upravené ustanoveni Pfedvstupni ukony,
° na zakladé Dodatku k protokolu:

VSechny podminky Smlouvy, které nejsou
vyslovné zménény timto Dodatkem, zUstavaji
v pIném rozsahu platné a ucinné.

Zdravotnické zafizeni, Zadavatel a Quintiles
timto berou na védomi, Ze tento Dodatek bude
zverejnén spole¢né se Smlouvou v souladu se
zak. ¢. 340/2015, o registru smluv. Za zvefejnéni
dle pFedchozi véty odpovida Zdravotnické
zafizeni. Takovémuto zvefejnéni nepodléhaji ty
udaje, které tvofi obchodni tajemstvi nékteré ze
smluvnich stran. Pro uc€ely tohoto Dodatku a
Smlouvy se obchodnim tajemstvim rozumi
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purposes of the Agreement and the Amendment,
trade secrets include, but are not limited to,
Attachment A to the Agreement - Budget and
payment schedule, 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 together with
the Agreement in accordance with the article herein
above. The Institution will inform Quintiles of
publishing the Amendment together with the
Agreement by designating the following email
address: registrsmluv@quintiles.com as the email
address to which a notification of publication in the
Agreements register shall be sent. Should the
Institution fail to publish this Amendment together
with the Agreement within 5 working days from its
full execution, it may be published by the Sponsor or
Quintiles.

The estimated value of financial payment under the
Agreement, as amended, shall be approximately
223,199.50 K¢.

IN WITNESS WHEREOF, this Amendment has
been executed by the parties hereto through their
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zejména Pfiloha A Smlouvy - Rozpocet a
platebni pfehled, minimalni cilovy pocet
zarazeni, ocekavany zafazeny pocet subjekt a
oCekavana délka trvani Studie. Dale nebudou
takovémuto zvefejnéni podléhat osobni udaje
fyzickych osob, ledaZe jsou jiz zvefejnény v jiném
vefejné pfistupném registru. Za zvefejnéni tohoto
Dodatku spole¢né se Smlouvou dle pfedchoziho
odstavce odpovida Zdravotnické zafizeni.
Zdravotnické zafizeni vyrozumi Quintiles o
zverejnéni Dodatku spole¢né se Smlouvou tak,
ze ve formulafi pouzivaném ke zvefejnéni
smlouvy zada adresu
registrsmluv@quintiles.com jako emailovou
adresu, na kterou ma byt zaslana notifikace o
uveiejnéni. Neni-li Dodatek spole¢né se
Smlouvou zvefejnén Zdravotnickym zafizenim ve
Ih(té 5 pracovnich dni od podpisu Dodatku v§emi
smluvnimi stranami, jsou k jeho zvefejnéni
opravnéni Quintiles ¢i Zadavatel.

Pfedpokladana hodnota finanéniho plnéni dle
Smlouvy ve znéni Dodatku ¢&ini pfiblizné
223,199.50 KE.

NA DUKAZ TOHO byl tento Dodatek uzavien
smluvnimi stranami prostfednictvim jejich fadné
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duly authorized officers on the date(s) set forth opravnénych =zastupcl kdatu uvedenému
below. (datiim uvedenym) nize.

ACKNOWLEDGED AND AGREED BY Quintiles Za spole€énost Quintiles Czech Republic s.r.o.

Czech Republic, s.r.o.: POTVRZUJE A SOUHLASI:
By: Podepsal(a):

Name: Jméno:

Title: Funkce:

Date: Datum:

ACKNOWLEDGED AND AGREED BY SPONSOR NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
(Quintiles executing on Sponsor’s behalf) PODPIS ZADAVATEL (jménem Zadavatele
podepisuje spoleénost Quintiles)

By: Podepsal(a):

Name: Jméno:

Title: Funkce:

Date: Datum:

ACKNOWLEDGED AND AGREED BY NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
MUDr. Tomas Brabec PODPIS MUDr. Tomas Brabec

By: i:’odepsal(a):

Date: Datum:

ACKNOWLEDGED AND AGREED BY Vojenskd NA DUKAZ SOUHLASU PRIPOJUJE SVUJ

nemocnice Brno p.o. PODPIS Vojensk&d nemocnice Brno p.o.
By: Podepsal(a):
Name: Jméno:
Title: Funkce:
Date: Datum:
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