Amendment No. 1 to Contract
on Clinical Trial

concluded on 25. 08. 2015 by and 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., having a place of
business at Radlickd 714/113a, 158 00 Praha 5, 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, PhD, DESA, EDIC, director
(Hereinafter referred to as the ‘Medical Facility’)

and

(Hereinafter referred to as the “Principal Investigator®)

Preamble
WHEREAS:
A. The Parties have concluded on 25. 08. 2015 the
Contract on Clinical Trial, (hereinafter the

,,Agreement*), Protocol No. GA29144,

w

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. 1 to the Agreement

Article 1.

LAL) 2o B/0% [t
O QUINTILES

Dodatek ¢. 1 ke Smlouvé
o klinickém hodnoceni

uzaviené dne 25. 08. 2015 mezi

F. Hoffmann-La Roche Ltd, se sidlem

Grenzacherstrasse 124, 4070 Basilej, Svycarsko
(dale jen ,,Zadavatel*)

a

Smluvni vyzkumna organizace
Quintiles Czech Republic, $.I.0., s¢ sidlem Radlicka
714/113a, 158 00 Praha 5, Ceska republika, IC: 247

68 651, DIC: CZ247 68 651
(déle jen ,,Smluvni vyzkumna organizace®)

a

Fakultni nemocnice u sv. Anny v Brné, se sidlem
Pekarska 664/53, 656 91 Brno, Ceska republika,
Identifikaéni &islo: 00159816, Darnové identifikacni
gislo: CZ00159816, zastoupena MUDr. Martinem
Pavlikem, Ph.D., DESA, EDIC, feditelem

(dale jen ,,Zdravotnické zaFizeni*)

a

(dale jen ,,Hlavni zkouSejici*)

Preambule

S OHLEDEM NA TO, ZE

A. Strany uzaviely dne 25. 08. 2015 Smlouvu o
klinickém hodnoceni (dile jen ,,Smlouva®),
protokol ¢. GA29144,

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

SE STRANY DOHODLY A UZAVRELY
NASLEDUIJICI

Dodatek €. 1 ke Smlouvé

Clanek L.
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1.

The Parties agreed the Article “VIL
Provisions”, paragraph 2., section “eDiaries and
Tablets return” of the Agreement is hereby deleted
and replaced as follows:

“eDiaries and Tablets return:

The final payment will be made after Sponsor has
received copies of all completed Case Report Forms
(“CRFs”) for each of the Subjects participating in the
Study with all queries resolved as well as confirmation
that all electronic patient diaries have been returned.
Medical Facility shall have thirty (30) days from the
receipt of the final payment to dispute any
discrepancies relating to payments made pursuant to
this section 1. Medical Facility understands that at
some point following such period, Contractual
research organization will close its books relating to
the Study and any disputes received after such period
may be forwarded to Sponsor for resolution.

Subject to the conditions set forth below, Sponsor or
Contractual research organization will provide

(eQuestionnaires), which is required
for use in the Study and that Medical Facility does not
otherwise own or have access to to Site for use in the
Study (the “Equipment”).*

The Parties agreed the “Article XIII. Financial
aspects”, paragraph “2. The payment schedule”,
section “Screening Failure” of the Agreement is
hereby deleted and replaces as follows:

wocreening Failure

Other 1.

O QUINTILES

Strany se dohodly, Ze Clanek “VII. Ostatni
ustanoveni”, odstavec 2., sekce “Vraceni e-diaru
a tableti” Smlouvy, se timto rusi a nahrazuje
nasledujicim znénim:

»Vraceni e-diara a tableti:

Zavéretna platba bude uhrazena po obdrzeni kopii
vSech vyplnénych formulait pro zaznam udaji o
subjektech hodnoceni - Case Report Forms
(,CRF*) ohledné¢ vsSech subjekti hodnoceni
Gcastnicich se Studie ze strany Zadavatele,
zodpovézeni vSech dotazii a po potvrzeni, ze
veskeré elektronické diare pacienti byly vraceny.
Zdravotnické zarizeni bude opravnéno ve lhuté
tiiceti (30) dni od obdrzeni zavére¢né platby
rozporovat jakoukoliv nesrovnalost vztahujici se
k platbam poskytnutym dle tohoto odstavce.
Zdravotnické zarizeni bere na védomi, ze v uréitém
casovém obdobi po uplynuti této lhity dojde ze
strany Smluvni vyzkumné organizace k uzavieni
ucetnich knih tykajicich se této Studie a piipadné
rozpory uplatnéné po této lhiit¢ mohou byt predany
k rozhodnuti Zadavateli.

V souladu s podminkami uvedenymi nize poskytne
Zadavatel nebo Smluvni vyzkumna organizace
Zdravotnickému zafizeni pro

ouziti ve Studii

(e-dotazniky), které jsou
potiebné pro pouziti ve Studii a Zdravotnické
zatizeni je nevlastni nebo k nim nemd pfistup
("Vybaveni").*

Strany se dohodly, Zze “Clinek XIIL Finanéni
aspekty”, odstavec “2. Platebni rozvrh”, sekce
“Navstévy vyhodnocené jako ,screening
failure” Smlouvy, se timto rusi a nahrazuje
nasledujicim znénim:

»screening

»Navstévy
failure*

vyhodnocené jako
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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, Medical Facility must provide to
Contractual research organization any additional
information, which may be requested by Contractual
research organization to appropriately document the
subject screening procedures. No CRFs will be
collected for screening failure visits and the Medical
Facility is asked not to provide any invoices for
reimbursement.*

Article II.

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

Article I11.

1. This Amendment No. 1 shall become valid and
effective upon its signing by all Parties.

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

3. In witness of their consent to the wording hereof, the 3.

Parties sign this Amendment No. 1.

O QUINTILES

Podminkou opravnénosti naroku na thradu platby
za screeningovou navstévu je provedeni zdznamu
takové navstévy do IVRS, jakozto ,screening
failure* a dale, screeningova laboratorni vySetieni
musi byt potvrzena laboratorni zpravou. Dale pak,
Zdravotnické zafizeni musi poskytnout Smluvni
vyzkumné organizaci jakoukoli dodatecnou
informaci, jez muze byt ze strany Smluvni
vyzkumné organizace pozadovana za ucelem
fadného zdokumentovani provedeni
screeningovych procedur subjektu hodnoceni.
V piipadé netspésnych screeningli nebudou
ziskavany CRF formulafe a pfislusné faktury
nebudou Zdravotnickému zafizeni proplaceny.*

Clanek II.
Strany timto souhlasi stim, Ze vSechny ostatni

nalezitosti a podminky Smlouvy zistavaji timto
Dodatkem ¢. 1 nedotceny.

Clanek I11.

1. Tento Dodatek ¢. 1 nabyva platnosti a u€innosti
dnem jeho podpisu vSemi Stranami.

2. Tento Dodatek &. 1 byl vyhotoven ve Ctyfech

stejnopisech, pfi¢emz kazda smluvni strana obdrzi
po jednom.

Strany své podpisy.
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Na diikaz souhlasu se znénim Dodatku ¢. 1 pfipojuji



Sponsor

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

Name:
Position

7 A

Signature:
Under a Power of Attorney Quintiles Czech Republic, s.r.o.

Date:

Principal Investigator

Name

Signature:

Date:

Medical Facility

Name: MUDr. Martin Pavlik, Ph.D., DESA, EDIC
Position: director

Signature:

Date:

Contractual Research Organization

Name:
Position:

Under a Power of Attorney Quintiles Czech Republic, s.r.o.

Signature:

Date:

Datum:
2

O QUINTILES

Zadavatel

Podepséno spole¢nosti Quintiles Czech Republic s.r.o., na
zakladé¢ plné moci v zastoupeni F. Hoffman — La Roche Ltd:

Jméno:
Funkce:

Podpis:
Na zakladé pIné moci Quintiles Czech Republic, s.r.o.

Datum:

Hlavni zkousSejici

Jméno:

Podpis:

Datum:

Zdravotnické zarizeni

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

odpis

Smluvni zdravotnicka organizace

Jméno:
Funkce:

Podpis:
Na zéklad& plné moci Quintiles Czech Republic, s.r.o.

Datum:
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