AMENDMENT NO. 2 TO THE CONTRACT ON
CLINICAL TRIAL

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

Identification number CH-270.3.000.406-0

of the commercial register of canton Basel-City
(Hereinafter referred to as the ‘Sponsor’)

and

Contractual research organization

Quintiles Czech Republic, s.r.o.

Praha 5, Jinonice, Radlicka 714/113a

zip code 158 00

Czech Republic

ldentification number: 247 68 651

Tax Identification number: CZ247 68 651
represented by Mgr. Jan Skoumal, procurator and
Country Manager

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

and

Pardubicka krajska nemocnice, a.s.

Kyjevska 44, Pardubice, postcode 532 03

Czech Republic

Identification number: 275 20 536

Tax Identification number: CZ27520536

Represented by iisiiemiisnsinSeutypitly director and
president of the board of the directors and Ing. Josef
Pejchl, officer of the board of directors

Registered in the Companies Registry by Regional
Court in Hradec Kralové, section B, inlet 2629,

Bank details: Komeréni banka, a.s.

Account number: 43-6084130247/0100, Reference
symbol 045

IBAN: CZ15 0100 0000 4360 8413 0247

SWIFT: KOMBCZPP

(Hereinafter referred to as the ‘Medical Facility’)

and

] _hysician of the Neurology Clinic
of Pardubicka krajsk4 nemocnice, a.s.
1

(Hereinafter  referred to as the “Principal
Investigator®)
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DODATEK C. 2 KE SMLOUVE O KLINICKEM
HODNOCENI HUMANNIHO LECIVA

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

Svycarsko

Identifikaéni ¢&islo CH-270.3.000.406-0, zapsano

v obchodnim rejstfiku kantonu Basel-City
(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

zastoupend Mgr. Janem Skoumalem, prokuristou a
Country Managerem

(dale jen ,,Smluvni vyzkumna organizace®)

a

Pardubicka krajska nemocnice, a.s.

Kyjevska 44, Pardubice 532 03

Ceska republika

IC: 275 20 536

DIC: CZ27520536

Zastoupené MUDr. Sanmiinnntasguitpt™cditclem

a ¢&lenem predstavenstva;, Ing. Jifim Benediktem
mistopiedsedou piedstavenstva

zapsana v obchodnim rejstitku u Krajského soudu
Hradec Kralové oddil B, vlozka 2629

bankovni spojeni: Komeréni banka, a.s.,
¢.1.43-6084130247/0100, v.s. 045

IBAN: CZ15 0100 0000 4360 8413 0247

SWIFT: KOMBCZPP

(déle jen ,,Zdravotnické zafizeni®)
a
", lékarka neurologické kliniky

Pardubicke Krajske nemocnice, a.s.
Adr. a

(daie jen ,,Hiavni ZKousejicr™)
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Preamble Preambule:

WHEREAS: S OHLEDEM NA TO, ZE

A. The Parties have concluded on 30 November 2012 A. Strany uzaviely dne 30. 11. 2012 Smlouvu o
the Contract on clinical trial (hereinafter the klinickém hodnoceni humanniho Iégiva (dale jen
»Agreement*), protocol No.: WA21093B. »omlouva®), ¢islo protokolu WA21093B.

B. The parties jointly agreed to change the terms of B. Strany se spoledné dohodly na zmén& podminek
the Agreement to add the budget table for an Smlouvy za Gi¢elem ptidani rozpoétové tabulky pro
extended phase of the study - Open Lable Phase. prodlouZenou fazi studie — Open Lable Phase.

C. The Parties wish to change the terms and C. Strany maji zdjem zménit naleZitosti a podminky
conditions of the Agreement as set out below. Smlouvy tak, jak je stanoveno niZe.

NOW THEREFORE THE PARTIES HAVE SE STRANY DOHODLY A UZAVRELY

AGREED UPON AND CONCLUDED THIS NASLEDUIJICI

Amendment No. 2 to the Agreement Dodatek &. 2 ke Smlouvé
Article 1. Clanek L

The Contract parties hereby agreed the original Smluvni strany se dohodly, Ze piivodni znéni ¢lanku
wording _of Article XIIL, paragraph 2. of the XIIL, odstavec 2. Smlouvy (Platebni schéma) se
Agreement (The payment Schedule) shall be nahrazuije nasledujicim znénim:

replaced by the following wording:

2. The payment schedule: 2. Platebni schéma:
Budget for main clinical trial: Rozpodet pro hlavni klinické hodnoceni:
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Budget for OCT substudy in the Open Lable Phase
of Clinical Trial:

For the duration of Opel Lable (OLE) phase of the
clinical trial the OCT visits will be repeated every 24
weeks. Payments for these visits are exactly in the
same amount as stated in the budget table for OCT
substudy in the main clinical trial above (= cost of
Week 24 or Week 48). Recurrence of these
visits/payments will be applied until the end of the
OLE phase of the study, when a Completion visit will
be done.

PATIENT REIMBURSEMENT:

Contractual research organization shall provide to
Study subjects monetary coupons / luncheon vouchers
regarding settlement of reasonable costs related to visit
of Medical Facility by Study subject pursuant to
Protocol (i.e. transport costs and/or reasonable
expenses for boarding), in a flat sum in amount of 88
CZK per | visit of 1 Study ale ct. Monetary
coupons / luncheon vouchers shall be handed to
individual Study subjects by Principal Investigator in
compliance with instructions provided by Contractual
research organization,

SCREENING FAILURE PAYMENTS:

Reimbursement for screen failures will be at the
amount indicated on the screening visit of thg attached

Dodatek &. 2/ Amendment No. 2 10 CTA -
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Rozpodet _pro OCT podstudii v otevieném

pokradovani klinického hodnoceni:

Po dobu trvani otevieného pokrafovani klinického
hodnoceni (OLE) se budou OCT névitévy opakovat
kaZdych 24 tydnt. Platby za tyto nav§tévy jsou ptesné
ve stejné vysi, jak je uvedeno v tabulce rozpoétu pro
OCT podstudii v hlavnim klinickém hodnoceni vyse (=
néklady Tydne 24 nebo Tydne 48). Opakovani téchto
navitév/plateb bude aplikovano az do konce OLE faze
studie, kdy bude provedena ukon&ovaci navitéva.

PACIENTSKE NAHRADY:

Smluvni vyzkumné organizace poskytne subjektiim
klinického hodnoceni pen&zni poukazky/stravenky k
uhradé ptiméfenych nakladii spojenych s nav§tévou
zdravotnického zatizeni dle protokolu (napf. doprava
a/nebo nezbytné naklady stravovani), v paualni vysi
@ CZK za 1 navitévu subjektu klinického

hodnoceni. Predani téchto penéZnich
poukazek/stravenek jednotlivym subjektiim
klinického hodnoceni bude zajistovat hlavni
zkouSejici dle instrukce poskytnuté Smluvni
vyzkumnou organizaci.

PLATBY 7ZA  REALIZACI _ NAVSTEV
VYYHODNOCENYCH _ JAKO “SCREENING
FAILURE”:

Uhrady za navitévy definované jako “screen failures”

4



budget, not to exceed ! screen failure paid to 3 subject
randomized. To be eligible for reimbursement of
screening visit, complete screening CRF pages must be
submitted to Contractual research organization and any
additional information, which may be requested by
Contractual research organization to appropriately
document the subject screening procedures.

PHARMACY SERVICES

a) The Medical Facility hereby represents and
warrants that it will ensure the performance of
Pharmacy Services, as below described, in
accordance with the Protocol on its own
responsibility and liability. Contractual research
organization will reimburse Medical Facility a
one-time pharmacy set-up fee of GUgililh- CZK due
within 60 days after initiation of the Study in the
Medical Facility, which means signing of first
Informed consent in the Medical Facility and one-
time close-out fee of G- CZK. due upon
completion of the Study, i.e. when all inquiries
regarding the data have been clarified and the
database is ready to close. Without limiting the
foregoing, payments for the Pharmacy services
shall be made in accordance with the provisions
set forth in in this Agreement.

These amounts include payments for:

e Study Drug delivery
confirmation

e Storage of Study Drug, recording, preparing
for destruction and/or destruction where
appropriate (then according to
Sponsor/Contractual  research organization
instructions), ®

¢ Supply of Study Drug to the Site,

e Regular monitoring of study Drug at the Site
by selected clinical pharmacist

¢ Al other duties performed by the Pharmacy in
accordance with the Study Protocol and
supporting documentation throughout the
course of the trial.

acceptance  and

The paragraph a) is valid for the main clinical trial,
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budou uskutenény v &astkach uvedenych pro
screeningovou ndv§tévu dle pripojeného platebniho
rozvrhu, pfi¢emZ celkovy poet 1 screen failure
nepfekro¢i pomér k podtu 3 randomizovanych subjekti
hodnoceni. Podminkou opravné&nosti naroku na tihradu
platby za screeningovou navitévu je, e Smluvni

vyzkumné organizaci budou ptedlozeny ¢adng
vyplnéné screeningové formulafe CRF, jakoz |
Jakékoli dodatetné informace, jeZ mohou byt

pozadovany ze strany Smluvni vyzkumné organizace
za W&elem fddného prokazani provedeni pfedepsanych
screeningovych postupi.

LEKARENSKE SLUZBY

a) Zdravotnické zafizeni/Zkousejici se zavazuje, ze
vsouladu s Protokolem zajisti provedeni
lékarenskych sluzeb, jeZ jsou niZe definovény.
Smluvni  vyzkumna  organizace  poskytne
Zdravotnickému zaFizeni jednordzovou avodni
Castku za lékarenské sluzby ve vy3iQuEEgh- K¢, a
to do 60 dnu po zahéjeni klinického hodnoceni ve
Zdravotnickém zafizeni, ¢imZ se mysli podpis
prvniho informovaného souhlasu ve
Zdravotnickém zafizeni, a jednorazovou uzaviraci
Castku ve vysi S K&, splatnou po dokon&eni
klinického hodnoceni, to jest tehdy, kdy budou
zodpovézeny viechny dotazy tykajici se dat a
databdzi bude mozné uzavfit. Bez jakéhokoli
omezeni ve vztahu k vy$e uvedenému budou
veskeré platby za Lékarenské sluzby poskytnuty v
souladu s podminkami stanovenymi v této
Smlouve,

Tyto ¢astky zahrnuji platby za:

e Pfijem a potvrzeni hodnoceného lé&ivého
pFipravku

e Uskladnéni, evidenci, pFipravu na destrukci

nebo destrukei v piipadé potfeby (pak podle

instrukci  Zadavatele/Smluvni  vyzkumné
organizace)

dodani hodnoceného lé¢ivého ptipravku na

misto hodnoceni,

e pravidelnou kontrolu hodnoceného 1é¢ivého
pfipravku v mist¢ hodnoceni vybranym
farmaceutem

e daldi odpovédnosti Lékarny v souladu se
studijnim  Protokolem a  instrukcemi
Zadavatele po celou dobu prib&hu klinického
hodnoceni.

*,
®

Odstavec a) je platny pro hlavni klinické
hodnoceni.



b) The Medical Facility hereby represents and
warrants that it will ensure the performance of
Pharmacy Services, as below described, in
accordance with the Protocol on its own
responsibility and liability. Contractual research
organization will reimburse Medical Facility a
one-time pharmacy set-up fee ofeli2R CZK due
within 60 days after initiation of the Study in the
Medical Facility, which means signing of first
Informed consent in the Medical Facility. That
amount will be payable on the basis of invoice
issued by Medical Facility.

This amount amounts includes payments for:

¢ Study Drug delivery acceptance
confirmation

o Storage of Study Drug, recording, preparing
for destruction and/or destruction where
appropriate (then according to
Sponsor/Contractual research organization
instructions),
Supply of Study Drug to the Site,
Regular monitoring of study Drug at the Site
by selected clinical pharmacist

¢ All other duties performed by the Pharmacy in
accordance with the Study Protocol and
supporting documentation throughout the
course of the trial.

and

The paragraph b) is valid for the open lable phase of
clinical trial.

DAY CARE COSTS ,

Contractual Research Organization will also pay the
amount of CZK 1,010 on potential day care associated
with administration of study drug and no more than
one time on one patient for six months for a maximum
period of 4 ycars. That amount will be payable on the
basis of invoice issued by Medical Facility.

This paragraph is valid for the open lable phase .of
clinical trial.

Article II.

The Parties hereby agree that all other terms and
conditions of the Agreement remain unaffected by this
Amendment No. 2,
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b) Zdravotnické zafizeni/ZkousSejici se zavazuje, ze v

souladu s  Protokolem zajisti provedeni
Iékdrenskych sluzeb, jeZ jsou niZe definovany.
Smiuvni  vyzkumnd  organizace  poskytne

Zdravotnickému zafizeni jednorizovou &astku za
lékarenské sluzby ve vysi Qi@ K¢, a to do 60
dni po zahdjeni klinického hodnoceni ve
Zdravotnickém zatizeni, &imZ se mysli podpis

prvniho informovaného souhlasu ve
Zdravotnickém zafizeni. Uvedena d&astka bude
splatna  na  zaklad¢  faktury  vystavené

Zdravotnickym zafizenim.,

Tato ¢astka zahrnuje platby za:

» Prijem a potvrzeni hodnoceného Ié¢ivého
piipravku

»  Uskladnéni, evidenci, pfipravu na destrukci nebo
destrukci v pfipad& potieby (pak podle instrukci
Zadavatele/Smluvni vyzkumné organizace)

* dodani hodnoceného lé¢ivého ptipravku na misto
hodnoceni,

» pravidelnou kontrolu hodnoceného 1é¢ivého
pripravku v misté hodnoceni vybranym
farmaceutem

* dal3i odpovédnosti Lékarny v souladu se studijnim
Protokolem a instrukcemi Zadavatele po celou
dobu priabéhu klinického hodnoceni.

Odstavec b) je platny pro oteviené pokraovani
klinického hodnoceni.

NAKLADY NA DENNi STACIONAR

Smluvni vyzkumné organizace dale uhradi &astku

1 010 K& na pfipadny denni stacionai/ spojeny s
podavanim hodnoceného léku a to nejvySe jedenkrat
na | pacienta za 6 mésicli nejdéle po dobu 4 let.
Uvedena c&astka bude splatnd na zékladé faktury
vystavené Zdravotnickym zafizenim. Tento odstavec je
platny pro oteviené pokratovani klinického hodnoceni.

3

Clanek I1.

Strany timto souhlasi stim, Ze vSechny ostatni
naleZitosti a podminky Smlouvy zlstavaji timto
Dodatkem &. 2 nedotéeny.



Article III.

This Amendment No. 2 shall become valid and
effective upon its signing by all Parties.

2. This Amendment No. 2 has been written in four
original copies in the Czech and English
languages, each Contract party obtaining one of
them. In the case of any inconsistency between the
English and Czech version Czech version shall
prevail.

In witness of their consent to the wording hereof,
the Parties sign this Amendment No. 2.
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Clanek I1I.

Tento Dodatek & 2 nabyva platnosti a Géinnosti
dnem jeho podpisu vSemi Stranami.

Tento Dodatek &. 2 byl vyhotoven ve &tyfech
stejnopisech v &eském a anglickém jazyce,
pfitemZ kaZdd smluvni strana obdrii po jednom.
V pfipadé jakychkoliv rozporli mezi anglickou a
Ceskou verzi ma prednost Ceska verze.

Na dikaz souhlasu se znénim Dodatku &. 2
ptipojuji Strany své podpisy.



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:

... Ing. Eva Falbrové
Position: , 4 myy

Signature: /

Under a Power of Aftomey Quintiles Czech Republic, s.r.o.
Date: 11 -0g- 2013

Medical Facility

Name: MUDr. Tomas Gottvald

Signature;

Positi id ﬂfﬁqﬁw' |

osition: tofithe, (
mﬁ"’\g& N&'ﬁ*‘“"igrd

Date: 25 -{i- 7010 RS

Name: Ing. JesefPejchi Jirs ,Zfr)é’//%
Signature:
Position: officer offfhe board of directors
Date: 95 -09- i1
Principal Investigator
Name: iR
Signature:

Position: Principal Investigator

Date: 26 .9. 20/

Contractual Research Organization

Name: oo Eva Falbrové

Assoclas Diector, Cical Operationy

-4
Signature:

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

11 -03- 2013

Position:

Date:
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Zadavatel
Podepsano spole¢nosti Quintiles Czech Republic s.r.0.,
na zaklad¢ plné moci v zastoupeni F. Hoffman-La
Roche, Ltd.

Jméno:  Ing. Eva Falbrovs

Funkce: /0Dt G
7

Podpis: %

Na zékladé pIné moci Quintiles Czech Republic, s.r.o.
Datum: 11 -89- 2013
Zdravotnické zafizeni

Jméno: MUDr. Tom

Podpis: e
. o

Funke itel a &len pfedstaven:;@?ﬁg%‘a

Datum: 5% -G 191 Q"@;bﬁ 5':3;?1‘;’3}\\

Jméno: Ing. Jiti Benedikt

Podpis:

Funkce: mistgpfedseda predstavenstva

Datum: 2§ -0g- 2013

Hlavni zkouSejici

Jméno: YiiBmicmmiiin,

Podpis:
Funkce: Hlavni zkou$ejici

Datum: 2. 7. 4206

Smluvni zdravotnicka organizace

Jméno:
Ing. Eva Falbrovs
Funkcee: h&m Operalons
7
Podpis:

Na zékladg plné moci Qui@ CZzech @public, s.r.o.

Datum: 171 -03- 208uinTiLes’
Czech Repub'ic, 8.r.0.
Radlicka 714, 158 00 Praha 5
Czach Republic
160 24758851 DIC: C224768651 g



