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AMENDMENT No.2 TO THE CONTRACT ON

CLINICAL TRIAL

DODATEK C. 2 KE SMLOUVi 0 KLINICKEM

HODNOCENI HUMANNIHO LE1VA

F. Hofftnann-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-Cily
(Hereinafter referred to as the ‘Sponsor’)

F. Hoffinann-La Roche Ltd, se
Grenzacherstrasse 124, 4070 Basilej,
S v9carsko
1dentifikanI ëIslo CH-270.3 .000.406-0,
v obchodnIrn rejstHku kantonu Basel-City
(dale jen ,,Zadavatel”)

and a

Contractual research organization
Quintiles Czech Republic, s.r.o.
Praha 5, Jinonice, Radlickâ 7 14/1 13a
zip code 158 00
Czech Republic
Identification 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’)

SmluvnI v9zkumná organizace
Quintiles Czech Republic, s.r.o.
Praha 5, Jinonice, Radlická 7 14/1 13a
PS 15800
eská republika
1: 24768651
DIC: CZ247 68651
zastoupená Mgr. Janem Skoumalem, prokuristou a
Country Managerem
(dálejen ,,SrnluvnI vzkumná organizace”)

and a

Pardubická krajská nernocnice, a.s.
Kyjevská 44, Pardubice, postcode 532 03
Czech Republic
Identification number: 275 20 536
Tax Identification number: CZ27520536
Represented by T rr ‘ 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 Králové, section B, inlet 2629,
Bank details: KomernI 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 Pardubická krajská nernocnice, as.

(Hereinafter referred to as the “Principal
Investigator”)

Pardubická krajská nernocnice, a.s.
Kyjevska 44, Pardubice 532 03
Ceská republika
l: 275 20 536
DIIi: CZ27520536
Zastoupené MUDr. 1 ‘ ‘, tj1F

a élenem pedstavenstva; Ing. JiIm
rnIstopfedsedou pedstavenstva
zapsaná v obchodniin rejstIku u Krajského soudu
liradec Králové oddil B, vloka 2629
bankovnI spoj enI: Komeréni banka, as.,
.ñ.43-6084 130247/0100, V’s. 045
IBAN: CZ15 0100 0000 4360 8413 0247
SWIFT: KOMBCZPP

(dálejen ,,Zdravotnické zaIIzenI”)

a

lékaika neurologické kliniky
Pardubicke KrajsKe neniocnice, as.
Adr

(daic jell ,,1-1lavn zkousejIcr)

a

Dodatek . 2/ Arnendrncnt No, 2 to CIA
F. I-Ioffmann-La Roche, Ltd., prober’ UI .I ) 1 flQ’

Parduhická krajgkd nemocnice, as.,
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Preamble Preambule:

WHEREAS: S OT-ILEDEM NA TO, E

A. The Parties have concluded on 30 November 2012 A. Strany uzavIely dne 30. 11. 2012 Smiouvu o

the Contract on clinical trial (hereinafter the klinickém hodnoceni humánniho léiva (dale jen
,,Agreement”), protocol No.: WA21093B, ,,S:nlouva”), éIslo protokolu WA21093B.

B. The parties jointly agreed to change the terms of B. Strany se spolenè dohodly na zrnénè podmInek
the Agreement to add the budget table for an Smlouvy za ñèelem pidánf rozpoëtové tabulky pro
extended phase of the study - Open Lable Phase. prodlouenou fázi studie — Open Lable Phase.

C. The Parties wish to change the terms and C. Strany maji zájem zmènit náleitosti a podmInky
conditions of the Agreement as set out below. Smlouvy tak,jakje stanoveno nIe.

NOW THEREFORE THE PARTIES HAVE SE STRANY DOHODLY A UZAVkELY
AGREED UPON AND CONCLUDED THIS NASLEDUJfCI

Amendment No. 2 to the Agreement Dod atek ë. 2 ke Smlouvé

Article I.
Clanek I.

The Contract parties hereby agreed the original SmluvnI strany se dohodly, e pflvodnI znénI lánku
wording of Article XIII., paragraph 2. of the XIII., odstavec 2. Smlotivy (PlatebnI schema) se
Agreement (The payment Schedulel shall be nabrazuje následujicIm znénIm:
replaced by the following wording:

2. The payment schedule: 2. PlatehnI schema:

Budget for main clinical trial: Rozpoet pro hlavnI klinické hodnocenI:

Dodatek ë. 2/ Amendment No. 2 to CfA
F. HofIhann-La Roche, Ltd., protocol WA2 1093
Pardubická krajskã nemocnice, as., t‘
Project Code: JLA47256, v. 2, 17.07.2013



o

a

/flI I

élio

Dodatek , 2/ Amendment No. 2 to CTA 3
F. F-{offmann-La Roche, Ltd., protocol WA2 1093
Pardubicka krajskã nemocnice, as., -. 1 Hfl’ILã
Project Code: JLA47286, v.2, 17.07,2013



Biidet 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
CZK pei 1 visit of I 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 th attached
Dodatek . 2/ Amendment No. 2 to CTA
F. Hoffrnann-La Roche, Ltd., protocol
Pardubickd krajská nemocnice, as.,
Project Code: JLA47286, v.2, l7,O7.2ul.

Rozpoet pro OCT podstudii v otevicném
pokraovánI kiinického hodnocenI:

Po dohu trvánt otevreneho pokraováni klinického
hodnocenI (OLE) se budou OCT návtévy opakovat
kadch 24 tdnü. Piatby za tyto ndvtêvyjsou pfesnë
ye stejne vi, jak je uvedeno v tabulce rozpoëtu pro
OCT podstudii v hlavnim kIinickérn hodnoceni ve (
náklady Tdne 24 nebo Tydne 48). Opakováni tèchto
návtêv/plateb bude aplikováno a do konce OLE fitze
studie, kdy bude provedena ukon’ovaci návtèva.

PACIENTSKE NAHRADY:

SmluvnI vzkumná organizace poskytne subjekttm
klinického hodnocenf penè2ni poukázky/stravenky k
i’ihradë pirnèench nãkladi spojench s návtèvou
zdravotnického zaIzenI die protokolu (nap. doprava
alnebo nezbytné nákiady stravováni), v pauálni vi
- CZK za 1 návtvu subjektu klinického
hodnocenI. Pedáni tëchto penënIch
poukázek/stravenek j ednotl iv’m subj ektOm
klinického hodnocenI bude zajit’ovat hlavnI
zkouejIcI dIe instrukce poskytnutd Smluvni
vzkumnou organizacI.

PLATBY ZA REALEZACI
VYHODNOCEN’CH JAKO
FAILURE”:

TJhrady za návtèvy definované jako “screen failures”

S.

NAVSTEV
“SCREENING

4 1
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budget, not to exceed I 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- 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 _- 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 Phannacy services
shall be made in accordance with the provisions
set forth in in this Agreement.

The paragraph a) is valid for the main clinical trial.

Dodatek . 2/ Amendment No. 2 to CIA
P. t-toffinano-La Roche. Ltd., proincot WA2 1093
Pardubickã krajská nemocnicc, as., MUDr. jj..... ‘i 1
Project Code: JLA47286, v.2, 1707.2013

budou uskuteènèny v ástkách uvedenych pro
screenirigovou návtévu die pHpojeného platebnIho
rozvrhu, pfiem celkov9 poèet 1 screen failure
nepekroèl pomèr k potu 3 randomizovan’ch subjekt
hodnoceni. PodmInkou oprávnénosti nároku na mThradu
platby za screeningovou návtévu je, e SrniuvnI
v’rzkurnnd organizaci budou pfedloeny ádnè
vypinéné screeningové formuláe CRF, jako I
jakékoli dodateéné informace, je mohou byt
poadovány ze strany Smluvnf vQzkumné organizace
za mméelemn ádného prokázdnI provedenI pedepsanch
screeningovych postup.

LEKARENSKE SLUBY

a) Zdravotnické zahzenI/ZkouejIcI se zavazuje, e
v souladu s Protokolem zajisti provedenI
lékárenskch slueb, je jsou nIc deftnovány.
SrnluvnI vyzkumná organizace poskytne
Zdravotnickému zahzenI jednorázovou ivodni
éástku za lékárenské sluby ye vyi-.- Ké, a
to do 60 dn po zahájenI klinického hodnoceni ye
Zdravotnickérn zafizenI, áIm se mysli podpis
prvnIho inforrnovaného soulilasu vu
Zdravotn ickém zafizenI, a j ednorázovou uzavIracI
éástku ye vi ‘ - Ké, splatnou p0 dokonéeni
klinického hodnoceni, to jest tehdy, kdy hudou
zodpovêzeny vechny dotazy t’kajIci se dat a
dataházi bude moné uzavht. Bez jakéhokoli
omezeni ye vztahu k ve uvedenérnu budou
vekeré platby za Lékárenské sluby poskytnuty v
souladu s podminkami stanovenmi v této
Smiouvé.

téëivého piIpravku na

hodnoceného léivého
hodnocenI vybranrn

Odstavee a) je platn pro hlavni klinické
hodnoceni.

These amounts include payments for:
• Study Drug delivety acceptance and

confirmation
• 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.

Tyto ëástky zahrnuiI piatby za:
• PfIjeni a potvrzenI hodnoceného léöivého

piIpravku
• TiskiadnënI, evidenci, pIpravu na destrukci

nebo destrukci v pIpade poteby (pak podle
instrukcI Zadavatele/Smluvni vzkutnné
organizace)

• dodánI hodnoceného
misto hodnocenI,

• pravidelnou kontrolu
pIpravku v mIstë
farmaceutein

• dalI odpovédnosti Lékárny v souladu se
studij nIin Protokolem a instrukcemi
Zadavatele p0 celou dobu prübéhu klinického
hodnocenI.
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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 ot- 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 and

confirmation
• 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.

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 mouths for a maximum
period of 4 years. 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.

b) Zdravotnické zafizenI/ZkouejIcI se zavazuje, e v
souladu s Protokolem zajisti provedeni
lékárenskch slueb, je2 jsou nIe deffnovány.
Smluvni v’zkumná organizace poskylne
Zdravotnickérnu zaIzenI jednorázovou ástku za
lékárenskd sluby ye v’i K, a to do 60
dnü po zahájeni klinického hodnocenI ye
Zdravotnickém zafIzenI, In se mysli podpis
prvniho informovaného souhlasu ye
Zdravotnickém zafIzeni. Uvedená èástka bude
splatná na základë faktury vystavené
Zdravotnickrn zafIzen Im.

Tato éástka zahrnuje platby za;
• PIjein a potvrzenI hodnoceného lééivélio

pfIpravku
• UskiadnénI, evidenci, pipravu na destrukci neho

destrukci v piipadë poteby (pak podle instrukci
Zadavatele/Srnluvn I vzkurnné organ izace)

• dodáni hodnoceného léivého pipravku na unIsto
hodnocen 1,

• pravidelnou kontrolu hodnoceného léivého
pNpravku v misté hodnoceni vybran’rn
farmaceutem

• dalI odpovednosti Lékárny v souladu se studijnIm
Protokolem a instrukcemi Zadavatele pa celou
dobu prühéhu klinického hodnoceni.

Odstavec b) je platn pro otevfené pokraèovánI
klinického hodnocenI.

NAKLADY NA DENNi STACIONAR

SmluvnI v’zkurnná organizace dale uhradI éástku
1 010 Ké na pfIpadn denni stacioná/ spojen s
podávánIm hodnoceného léku a to nejv9e jedenkrát
na I pacienta za 6 mèsIci nejdéle 0 dobu 4 let.
Uvedená èástka bude splatná na základé faktury
vystavené Zdravotnickm zafizenini. Tento odstavecje
platn2 pro otevfené pokraëováni klinického hodnocenI.

láuiek 11.

Strany timto souhlasi s tIm, e vechny ostatnI
náleitosti a podtnInky Smiouvy z1stávajI tImto
Dodatkem . 2 nedoteny.

Dodatck . 2/ Amendment No. 2 to CTA
F. Hoffmann-La Roche, Ltd, protocol WA2 1093
PardubickA krajská nemocnice, a.!
Project Code: JLA47286, v. 2, 17
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Article III. lánek III.

I. This Amendment No. 2 shall become valid and 1. Tento Dodatek è. 2 nabvá platnosti a iiinnosti
effective upon its signing by all Parties. dnemjeho podpisu vemi Stranami.

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.

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

2. Tento Dodatek . 2 byl vyhotoven ye ètyech
stejnopisech v eském a anglickem jazyce,
pIiem kadá smluvnI strana obdrI po jednom.
V pfIpadé jakchkoliv rozpor mezi anglickou a
ëeskou verzi ma pednost éeská verze.

3. Na dükaz souhlasu se znënIm Dodatku . 2
pNpojujI Strany své podpisy.

Dodatek . 2/ Amendment No. 2 to CIA
F. Hoffmann-La Roche, Ltd., protocol —

Pardubická krajskã nemoonice, as., MUDr. i1JF”p
Project Code: JLA47286, v. 2, 1707.2013

7



Q QUINTILES

Zadavatel
Podepsáno spoleenosti Quintiles Czech Republic s.r.o,,
na základë pine mod v zastoupeni F. Hoffman—La
Roche. Ltd.

Jméno: mg. Eva Falbroyá
Funkce:

Podpis:
Na zCkladC pine mod Quintiles Czech Republic, s,r.o.

Datum: 1.1 -09- 2013

Zdravotnické zaNzenI

JrnCno: MUDr

Podpis:

Funk)ed1tel a len predstavenstv.a

Datum:
‘

Jmnéno: Ing. Jii Benedikt

Podpis:

Funkce: mist fedseda pedstavenstva

Datum: 2 5 -us- Z13

IIlavnI zkouejIcI

Podpis:-’-r-

Funkce: HlavnI zkouejIcI

Datum: 9, Of

Contractual Research Organization

Name: ln. Eva Falhrová
AsD, CçMor

:::e:
1,

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

Date: 11 -09- 2013

Dodatek . 2/Amendment No. 2 to CTA
F. Hoffmann-La Roche, Ltd., p t’r”.. WA?

Pardubickà krajski nemocnice
Project Code: JLA47286, v. 2, 7/ ..,.

SmluvnI zdravotnická organizace

J méno:
IngI Eva F&bro,g

Funkce:

Podpis:
Na základC pine moci Qui0 Cech public, s.r.o.

Datum: ii 09 20&i!JTLS’
Czech Repu’lc, sf0.

Radlická 714, 158 00 Praha 5
Czech Republic

lOO: 247t8051 DIC: C224768651
8

Sponsor
Signed by Quintiles Czech Republic s.r.o., under a
Power of Attorney, for and on behalf of FJ-Ioffman —

La Roche, Ltd.

Name:
Position ln. Eva FaIbrov

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

Date: 11 -09- 2013

Medical Facility

Name: MUDr. Toniá Gottvaid

Signature: ..

of the bord

Date: -os- i3 :,.

Name: lug. JescfNchl 7i

Signature:

Position: officer hoard of directors

Date: 25 0 Ldl3

Principal Investigator

Name: ‘‘

Signature:

/ ‘“L
Position: Principal hwestigator

Date:


