Amendment No. 2 to
Contract on Clinical Trial

This Amendment to Contract on Clinical Trial
(“Amendment No. 27) is between:

F. HOFFMANN-LA ROCHE LTD, having a place
of business at Grenzacherstrasse 124, 4070 Basel,
Switzerland (‘Sponsor’),

represented upon power of attorney given to:

IQVIA RDS Czech Republic s.r.o (formerly Quintiles
Czech Republic, s.r.0) having a place of business at
Pernerova 691/42, 186 00 Praha 8 — Karlin, Czech
Republic

and

IQVIA RDS Czech Republic s.r.o. (formerly
Quintiles Czech Republic, s.r.0), having a place of
business at Pernerova 691/42, 186 00 Praha 8 — Karlin,
Czech Republic

(‘Contractual research organization’),

and

Fakultni nemocnice Olomouc

I. P. Pavlova 185/6, Olomouc, 779 00

Represented by prof. MUDr. Roman Havlik, Ph.D.,
director

IN: 000 98 892, TIN: CZ00098892

Bank account: Ceska narodni banka
36334811/0710IBAN: CZ44 0710 0000 0000 3633
4811

SWIFT: CNBACZPP

(,,Institution®)

and

(,,Principal Investigator<)

and is effective as of its publication in Register of
Agreements (“Effective date”)

WITNESSETH:

WHEREAS, Contractual research
organization, Sponsor, Principal Investigator and
Institution are parties to an agreement entitled
Contract on Clinical Trial for Protocol “A

F. Hoffmann-La Roche Ltd., Protocol No./ &. protokolu: BO25126

Dodatek ¢. 2 ke Smlouvé
o klinickém hodnoceni humanniho lé¢iva

Tento Dodatek ke Smlouvé o klinickém hodnoceni
(,,Dodatek €. 2) je uzavien mezi:

F. HOFFMANN-LA ROCHE LTD,
Grenzacherstrasse 124, 4070 Basile;j,
(,,Zadavatel*),

zastoupenou na zaklad¢ plné moci:

IQVIA RDS Czech Republic s.r.o (diive Quintiles
Czech Republic, s.r.0), se sidlem Pernerova 691/42, 186
00 Praha 8 — Karlin, Ceska republika

se sidlem
Svycarsko

a

IQVIA RDS Czech Republic s.r.0. (dfive Quintiles
Czech Republic, s.r.0)

Pernerova 691/42, 186 00 Praha 8 — Karlin, Ceska
republika (,,Smluvni vyzkumna organizace®),

a

Fakultni nemocnice Olomouc

. P. Pavlova 185/6, Olomouc, PSC 779 00

zastoupena prof. MUDr. Romanem Havlikem, Ph.D.,
feditelem

IC: 000 98 892, DIC: CZ00098892

Bankovni spojeni: Cesk4 narodni banka

¢.0.: 36334811/0710

IBAN: CZ44 0710 0000 0000 3633 4811

SWIFT: CNBACZPP

(»Zdravotnické zafizeni®)

a

(,,Hlavni zkousSejici*)

a to sucinnosti od data uvefejnéni Vv registru smluv
(,,Datum uc¢innosti)

TIMTO SE POTVRZUJE:

VZHLEDEM K TOMU, Ze Smluvni vyzkumna

organizace, Zadavatel, Hlavni zkousejici a

Zdravotnické zafizeni jsou smluvnimi stranami

Smlouvy o klinickém hodnoceni pro protokol
1

Amendment No. 2 to Contract on Clinical Trial / Dodatek ¢. 2 ke Smlouvé o klinickém hodnoceni

FNOL

Version 1/ Verze 1, 7.3.2019, 020622



randomized multicenter, double-blind, placebo-
controlled comparison of chemotherapy plus
trastuzumab plus placebo versus chemotherapy
plus trastuzumab plus pertuzumab as adjuvant
therapy in patients with operable HER2-positive
primary breast cancer”, effective as of 17 April
2012, as amended by Amendment No. 1 dated 18
March 2013 (the ‘Contract’), Protocol number
B0O25126, and the parties desire to amend such
Contract;

WHEREAS, the Payment schedule of the
Contract shall be amended in order to extend the
Study and as a consequence to add subsequent
Visits.

WHEREAS, the Paragraph XIII, Section
Payment schedule of the Contract shall be
updated;

NOW THEREFORE, the parties hereby
agree to amend the Contract as follows:

1. X111. Financial Aspects

I.  Section 2) ,,Payment schedule*, Payment
table of the Agreement is delated in its
entirety and replaced as follows:

,, Randomizovand, multicentricka, dvojité
zaslepena,  placebem  kontrolovana  studie
porovnavajici chemoterapii s trastuzumabem a
placebem oproti chemoterapii s trastuzumabem a
pertuzumabem jako podpiirnou lécbu u pacientii s
operabilnim HER2-pozitivnim primdrnim
karcinomem prsu”, ktera nabyla u¢innosti dne 17.
dubna 2012, ve znéni dodatku ¢. 1 ze dne 18. biezna
2013 (,,Smlouva®), ¢&islo protokolu BO25126, a
smluvni strany si pfeji zménit tuto Smlouvu;

VZHLEDEM K TOMU, ze Platebni schéma
Smlouvy bude aktualizovano v dusledku rozsifeni
studie a pfidani novych navstév;

VZHLEDEM K TOMU, ze odstavec XIlIlI,
oddil Platebni schéma Smlouvy bude aktualizovan;

NYNI, Z TOHOTO DUVODU, se smluvni
strany timto dohodly na zméné Smlouvy takto:

1. XIII. Finanéni vyrovnani

I.  Oddil 2),Platebni schéma“, rozpoctova
tabulka Smlouvy se rusi vcelém svém
rozsahu a nahrazuje se nasledujicim
znénim:
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AGREEMENTS REGISTER

Notwithstanding the foregoing, Institution and
Contractual research organization hereby
acknowledge that the Institution is obliged to publish
this Amendment pursuant to Act No. 340/2015 Coll.,
on Agreements Register. Any information which
constitutes trade secret of either party is exempted
from such publication. For the purposes of this
Amendment and the Agreement, such trade secrets
include, but are not limited to, Attachment A of the
Agreement — Budget and payment schedule, the
minimum enrollment goal, expected number of Study
subjects enrolled and the expected duration of the
Study. Furthermore, personal data of individuals are
also exempt from such publication, unless they have
been previously published in another public register.

The Institution is obliged to publish this Amendment in
accordance with the article herein above. The
Institution  will  inform  Contractual research
organization of publishing this Amendment in the

Agreements Register by designating the following
email address: H

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
within 5 working days from its full execution by all
parties, it may be published by the Sponsor or
Contractual research organization.

Within three days of the signature of this Amendment,
Contractual research organization shall provide the
Institution with the final machine-readable version of
this Amendment with deleted sections considered as
trade secrets.

F. Hoffmann-La Roche Ltd., Protocol No./ &. protokolu: BO25126

REGISTR SMLUV

Bez ohledu na vySe uvedené, Zdravotnické zafizeni a
Smluvni vyzkumna organizace timto potvrzuji, zZe
Zdravotnické zafizeni je povinno uvefejnit tento
Dodatek podle zakona ¢&. 340/2015 Sb., o registru
smiuv. Jakékoli informace, které tvofi obchodni
tajemstvi obou stran, jsou osvobozeny od takového
uvefejnéni. Pro ucely tohoto Dodatku a Smlouvy se
obchodnim tajemstvim rozumi zejména Pfiloha A
Smlouvy — Rozpocet a rozpis plateb, minimalni cil
naboru, ocekavany poclet zafazenych pacientll a
oCekavana délka trvani studie. Kromé toho jsou rovnéz
osvobozeny od takového uvefejnéni osobni Udaje
jednotliveli, pokud nebyly dfive publikovany v jiném
vefejném registru.

Zdravotnické zafizeni musi uvefejnit tento Dodatek
podle tohoto &lanku. Zdravotnické zafizeni vyrozumi
Smluvni vyzkumnou organizaci o uvefejnéni Dodatku v

registru smluv tak, ze ve formulafi pouzivaném k
uvefejnéni zada adresu i

jako emailovou adresu, na kterou ma byt zaslana
notifikace o uvefejnéni. Pokud zdravotnické zafizeni
neuverejni tento Dodatek ve Ihaté 5 pracovnich dni od
jeho podpisu vS8emi smluvnimi stranami, jsou k jeho
uvefejnéni opravnéni Smluvni vyzkumna organizace Ci
zadavatel.

Smluvni vyzkumna organizace se zavazuje, Ze
nejpozdéji do 3 dnu od podpisu tohoto Dodatku, zasle
Zdravotnickému zafizeni finalni verzi tohoto Dodatku ve
strojové Gitelném formatu s odstranénym textem, ktery
povazuje za obchodni tajemstvi.
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The estimated value of financial payment under the
Agreement, as amended, shall be approximately CZK
1 420 000.

This Amendment is in Czech and English. In the event
of any discrepancy between the language versions,
the Czech version shall prevail.

All terms and conditions of the Contract
not expressly amended by this Amendment No. 2
remain in full force and effect.

F. Hoffmann-La Roche Ltd., Protocol No./ &. protokolu: BO25126

Predpokladana hodnota Smlouvy ve znéni tohoto
Dodatku je pfiblizné 1 420 000 K¢&

Tento Dodatek je vyhotoven v &eském a anglickém
jazykovém znéni. V pfipadé jakéhokoli rozporu mezi
jazykovymi verzemi je rozhodujici eska verze.

Vsechna ustanoveni a podminky Smlouvy,
které nejsou vyslovné zmeénény timto Dodatkem ¢.
2, zustavaji plné platné a Gucinné
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IN WITNESS WHEREOF, this
Amendment No. 2 has been executed by the
parties hereto through their duly authorized
officers on the date(s) set forth below.

F. HOFFMANN-LA ROCHE LTD.
represented by IQVIA RDS Czech Republic
s.r.o.GmbH

Name:

Position:

Signature:

Date:

IQVIA RDS Czech Republic s.r.o.

Name:

Position:

Signature:

Date:

Investigator

Name: [N

Signature:

Date:

Fakultni nemocnice Olomouc

Name: by prof. MUDr. Roman Havlik, Ph.D.,
Position:Director

Signature:

Date:

Attachment: Atteachment 1
F. Hoffmann-La Roche Ltd., Protocol No./ &. protokolu: BO25126

NA DUKAZ TOHO smluvni strany
uzaviely tento Dodatek €. 2 prostfednictvim svych
fadn¢ opravnénych vedoucich pracovnikli v nize
uvedeny den.

F. HOFFMANN-LA ROCHE LTD.
zastoupena IQVIA RDS Czech Republic s.r.o.

Jméno:
Funkce:
Podpis:

Datum:

IQVIA RDS Czech Republic s.r.o.
Jméno:
Funkce:
Podpis:

Datum:

ZKkousSejici

Jméno: NN

Podpis:

Datum:

Fakultni nemocnice Olomouc

Jméno: by prof. MUDr. Roman Havlik, Ph.D.,
Funkce:Reditel

Podpis:

Datum:

Priloha: Priloha 1
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Attachment 1: Priloha 1:
Individual Visits costs Schedule Tabulka plateb za jednotlivé navstévy
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