Amendment No. 1 to Contract
on Clinical Trial

concluded on 22.8.2017 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.o., having
a place of business at Pernerova 691/42, 186 00 Praha 8,
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 Praha 8, Czech
Republic, Identification number: 247 68 651, Tax
Identification number: CZ247 68 651

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

And

Fakultni nemocnice u sv. Anny v Brné

having a place of business at Pekaiska 664/53, 656 91
Brno, Czech Republic, Identification number: 00159816,
Tax identification number: CZ00159816, represented by
MUDr. Martin Pavlik, Ph.D., DESA, EDIC, Director
(Hereinafter referred to as the ‘Medical Facility’)

and

Preamble
WHEREAS:

A. The Parties have concluded on 22.08.2017 the
Contract on Clinical Trial (hereinafter the
»Agreement®), Protocol No. GA28950,

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

Dodatek €. 1 ke Smlouvé
o klinickém hodnoceni

uzaviené dne 22.08.2017 mezi

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

sidlem

zastoupena spolecnosti IQVIA RDS Czech Republic
s.r.o., se sidlem Pernerova 691/42, 186 00 Praha 8,
Ceska republika

(dale jen ,,Zadavatel*)

a

Smluvni vyzkumna organizace

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

(déle jen ,,Smluvni vyzkumn4a organizace®)

a

Fakultni nemocnice u sv. Anny v Brné

se sidlem Pekatska 664/53, 656 91 Brno, Ceska
republika, IC: 00159816, DIC: CZ00159816,
zastoupena MUDr. Martinem Pavlikem, Ph.D.,
DESA, EDIC, feditelem

(dale jen ,,Zdravotnické zaFizeni)

Preambule

S OHLEDEM NA TO, ZE

A. Strany uzaviely dne 22.8.2017 Smlouvu o
klinickém hodnoceni (dale jen ,,Smlouva®),
protokol ¢. GA28950,

B. Strany maji zdjem zménit nalezitosti a podminky
Smlouvy tak, jak je stanoveno nize.

SE STRANY DOHODLY A UZAVRELY
NASLEDUJICI
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Amendment No. 1 to the Agreement Dodatek €. 1 ke Smlouvé
Clanek .
Article 1.
Strany se dohodly na nasledujicich zménach v
The Parties agreed on the following changes in the “Clinku XIII. Finanéni aspekty”, odstavci “2.
“Article XIII. Financial aspects”, Paragraph “2. The Platebni rozvrh”, Smlouvy:

payment schedule”, of the Agreement:
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pacientem

Unscheduled Visits

Payment for unscheduled visits for treatment period will
be reimbursed in the amount of

Neplanované navstévy
Platba za neplanované névstévy ve fazi 1éCby bude
hrazena ve

navstévy ve fazi

To be eligible for reimbursement of unscheduled visits, Narok na uhradu neplanovanych navstév vznika za
completed CRF pages must be submitted to Contractual predpokladu, Ze budou Smluvni vyzkumné organizaci
research organization and any additional information pfedloZeny kompletni CRF stranky a veSkeré dalsi
which may be requested by Contractual research informace, které mohou byt vyzadany Smluvni

organization to appropriately document the subject visit ~ vyzkumnou  organizaci za  ucelem  fadncho
zdokumentovani navstévy subjektu hodnoceni

Screening Failure

For those subjects who have signed an informed consent,
undergone all screening procedures pursuant to the
Protocol and are subsequently not eligible for the Study
("Screen Failures™), Contractual research organization
will pay for the first 2 SF patients. After 2nd SF
Contractual research organization will pay the Principal
Investigator in ratio 2:1 (2 Screen Failures for every 1
patient randomized) at the rate of 3297 CZK per Screen
Failure to Medical Facility and7692 CZK to Principal
Investigator , which represents Institutions personnel
costs and Screening procedures. Contractual research
organization will pay the Principal Investigator up to 12
screening failure patients. If the site reaches the cap of 12
screen failure, it should be discussed with relevant CPM
before more patients can be screened

To be eligible for reimbursement of screening visit, visit
must be logged as a screening failure in IXRS and
screening labs performed must be confirmed by lab
report. In addition, site must provide to Contractual
Research Organization any additional information, which

Navs$tévy vyhodnocené jako ,,screening failure*

Smluvni vyzkumné organizace uhradi platby za
prvni 2 SF pacienty, ktefi podepsali informovany
souhlas, podstoupili vSechny screeningové
procedury v souladu s protokolem, a nasledné
nejsou vhodni k zarazeni do Studie (,,screening
failure”). Poté bude Smluvni vyzkumna
organizace Hlavnimu zkouSejicimu proplacet SF
pacienty v poméru 2:1 (2 pfipady neuspésného
screeningu pacienta na 1 randomizovaného
pacienta) ve vysi 3297 K¢ Zdravotnickému
zafizeni a 7692 K¢ Hlavnimu zkouSejicimu K¢ za
jednoho ,screening failure“ pacienta. Castka
zahrnuje naklady na zdravotnicky personal a
screeningové procedury. Smluvni vyzkumna
organizace uhradi Hlavnimu zkousejicimu a
Zdravotnickému zatizeni nejvyse 12 plateb za SF
pacienty.

V ptipadé, Ze centrum dosdhne maximalniho
poctu 12 navstév vyhodnocenych jako ,,screen
failure®, bude dal§i postup screeningu pacientil
pfedem projednan s pfislusnym projektovym
manazerem (CPM).

Podminkou opravnénosti naroku na thradu platby
za screeningovou navstévu je provedeni zaznamu
takové navstévy do IXRS, jakozto ,screening
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may be requested by Contractual Research Organization
to appropriately document the subject screening
procedures. No eCRFs will be collected for screen
failure visits and invoices should not be submitted for re-
imbursement

Prescreening activities

Contractual research organization will pay to the to the
, forup to 8
hours throughout the study, for pre-screening chart
reviews intended to find potential eligible Subjects. The
payment will be made upon receipt of an invoice.

Article 1.

The Parties hereby agree that all other terms and
conditions of the Agreement shall remain unaffected by
this Amendment No. 1

Article 1.

1. This Amendment No. 2 shall become effective upon
its publication in the Register of Agreements. The
Parties hereby agree that visits and procedures under
Article 1. of this Amendment No. 2, performed
during the period from the date 08 Nov 2017 until the
effective date of this Amendment No. 1, shall be
deemed as performance of the Agreement as
amended by this Amendment No. 1 and the rights
and obligations arising out of this performance are
governed by the Agreement as amended by this
Amendment No. 1.

2. Medical Facility, Sponsor and Contractual research
organization hereby acknowledge that this
Amendment No. 1 will be published together with
the Agreement and Amendment No. 1 in the
Agreements Register pursuant to Act no. 340/2015
Coll., on Agreements Register. As and between the
Parties, Medical Facility agrees to publish the
Amendment No. 1 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

failure“a dale, screeningova laboratorni vySetfeni
musi byt potvrzena laboratorni zpravou. Kromé
toho, centrum musi poskytnout Smluvni
vyzkumné organizaci jakoukoli dodate¢nou
informaci, jez muize byt ze strany Smluvni
vyzkumné organizace pozadovana za ucelem

fadného zdokumentovani provedeni
screeningovych procedur subjektu hodnoceni. V
pfipadé  nelspésnych  screeningi  nebudou

ziskavany elektronické CRF formulafe a prislusné
faktury nebudou proplaceny

Prescreeningova ¢innost

Smluvni vyzkumna organizace bude hradit
Hlavnimu zkousejicimu , do
vySe 8 hodin za celou studii, za pfedvstupni
vyhodnoceni zdravotnich zaznamti za ucelem

nalezeni potencialnich zpusobilych Subjekti.
Uhrada bude poskytnuta po obdrzeni faktury.

Clanek I1.

Strany timto souhlasi stim, Ze vSechny ostatni
nalezitosti a podminky Smlouvy zlstavaji timto
Dodatkem ¢1 nedotceny.

Clanek I11.

Tento Dodatek ¢. 1 nabyvd ucinnosti dnem
zvéfejnéni v registru smluv. Smluvni strany timto
souhlasi, ze navstévy a procedury uvedené v
¢lanku 1. tohoto Dodatku ¢. 1, uskute¢néné v
obdobi od 08.11.2017 do data ucinnosti tohoto
Dodatku ¢. 1, se povazuji za plnéni Smlouvy ve
znéni tohoto Dodatku ¢. 1 a prava a povinnosti z
néj vzniklé se tidi Smlouvou ve znéni tohoto
Dodatku ¢. 1.

Zdravotnické zafizeni, Zadavatel a Smluvni
vyzkumna organizace timto berou na védomi, ze
tento Dodatek ¢. 1 bude zvefejnén spolecné se
Smlouvou v souladu se zak. ¢&. 340/2015, o
registru smluv. Za zvefejnéni dle predchozi véty
odpovida Zdravotnické zafizeni. Takovémuto
zvetejnéni nepodléhaji ty udaje, které tvori
obchodni tajemstvi nekteré ze smluvnich stran.
Pro ucely dodatki a Smlouvy se obchodnim
tajemstvim  rozumi zejména Clanek  XIII.
“Finan¢ni aspekty”, minimalni cilovy pocet
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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, unless they have been previously
published in another public register. The Medical
Facility is obliged to publish this Amendment No. 1

together with the Agreement and the Amendment No.

1 in accordance with the article herein above. The
Medical Facility will inform Contractual research
organization of publishing the Amendment No. 1

together with the Agreement and the Amendment No.

1 by designating the following email address:
.com as the email address to

which a notification of publication in the Agreements
register shall be sent. Should the Medical Facility fail

to publish this Amendment No. 1 together with the
Agreement and the Amendment No. 1 within 5
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 431,370.- CZK.

3. This Amendment No. 1 has been written in four
counterparts, each contracting party obtaining one of
them.

4. In witness of their consent to the wording hereof, the
Parties sign this Amendment No.1

Sponsor

Signed by IQVIA RDS Czech Republic s.r.o., under a
Power of Attorney, for and on behalf of F. Hoffman — La
Roche

Date:

Name:

Signature:

IQVIA RDS Czech Republic, s.r.o., on behalf of the
Sponsor
Date:

zafazeni, oCekavany zafazeny pocet subjekti a
ocekavana délka trvani Studie. Dale nebudou
takovémuto zvefejnéni podléhat osobni udaje
fyzickych osob, ledaze jsou jiz zvefejnény v jiném
vefejné pristupném registru. Za zvefejnéni tohoto
Dodatku ¢. 1 spolecné se Smlouvou dle
predchoziho odstavce odpovidd Zdravotnické
zatizeni. Zdravotnické zatizeni vyrozumi Smluvni
vyzkumnou organizaci o zvetejnéni Dodatku ¢. 1
spolecné¢ se Smlouvou tak, ze ve formulafi

pouzivaném ke zvefejnéni smlouvy zada adresu
I o crilowo
adresu, na kterou ma byt zasldna notifikace o
uvefejnéni. Neni-li Dodatek ¢. 1 spolecné se
Smlouvou zvefejnén Zdravotnickym zafizenim ve
lhaté 10 pracovnich dni od podpisu Dodatku ¢. 1
vSemi smluvnimi stranami, jsou k jeho zvetejnéni
opravnéni Smluvni vyzkumna organizace C¢i
Zadavatel.

Predpokladana hodnota finan¢niho plnéni dle
Smlouvy ve znéni Dodatku ¢. 1 Cini pfiblizné
431,370.- CZK.

3. Tento Dodatek ¢. 1 byl vyhotoven ve ctyfech
stejnopisech, pti¢emz kazda smluvni strana obdrzi
po jednom.

4, Na dokaz souhlasu se znénim Dodatku ¢. 1
pripojuji Strany své podpisy.

Zadavatel

Podepsano spoleénosti IQVIA RDS Czech Republic
s.r.0., na zaklad¢ plné moci v zastoupeni F. Hoffman —
La Roche

Datum:
Jméno:
Podpis:

IQVIA RDS Czech Republic, s.r.o., v zastoupeni
Zadavatele
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Principal Investigator
Date:

Name: |

Signature:
Position: Principal Investigator

Medical Facility
Datum:
Name: MUDr. Martin Pavlik, Ph.D., DESA, EDIC

Signature:
Function: Director

Contractual Research Organization
Datum:

Name:

Signature:

Hlavni zkouSejici
Datum:

yméno: [N

Podpis:

Funkce: Hlavni zkousejici

Zdravotnické zarizeni
Datum:

Jméno: MUDr. Martin Pavlik, Ph.D., DESA, EDIC

Podpis:
Funkce: Reditel

Smluvni vyzkumna organizace
Datum:

Jméno:

Podpis:
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