DODATOK ¢. 4 k ZMLUVE O KLINICKOM
SKUSANI

AMENDMENT No 4 TO CLINICAL TRIAL
AGREEMENT

Tento Dodatok €. 4 k Zmluve o klinickom skiSani (dale;
»dodatok*) sa uzatvara medzi:
IQVIA RDS Slovakia, s.r.o. so sidlom na adrese
Vajnorska 100/B, 83104 Bratislava, Slovenska republika,
ICO: 45942269, Zapisand v Obchodnom registri
Okresného sadu Bratislava 1., oddiel: Sro, v1.&: 69023/B
(d'alej ,,spoloénost’ IQVIA/CRO *), F.Hoffmann — La
Roche LTD, Bldg. 74, Grenzacherstrasse 124, Basel 4070,
Svajéiarsko (d’alej ,,zadavatel™)
Fakultna nemocnica s poliklinikou F. D. Roosevelta
Banska Bystrica, Namestie L.Svobodu 1, 975 17 Banska
Bystrica, Slovenska republika, Identifikacné &islo
organizacie: 00165549, Dailové identifikaéné ¢&islo: 202
109 56 70, Statutamy organ: Ing. Miriam Lapunikova,
MBA - riaditel’ka (d’alej iba “zdravotnicke zariadenie”)
a nadoblda Gc¢innost diiom nasledujucim po podpise
oslednou zmluvnou stranou.

This Amendment No 4 to Clinical Trial Agreement
(“Amendment”) is between:

IQVIA RDS Slovakia, s.r.o., having a place of
business at Vajnorska 100/B, 83104 Bratislava,
Slovak Republic, Organisation No: 45942269,
Filed in the Companies register of the District
Court Bratislava I, section: Sro, File no: 65023/B
(“IQVIA/ CRO”), F.Hoffmann - La Roche
LTD, Bldg. 74, Grenzacherstrasse 124, Basel
4070, Switzerland (“Sponsor”), Fakultna
nemocnica s poliklinikou, F. D. Roosevelta
Banska Bystrica, Nam. L. Svobodu 1, 975 17
Banska Bystrica, Slovak Republic, Organisation
Identification No.: 165549, Tax Identification No.:
202 109 56 70 Represented by: Miriam

| Lapunikova, MBA, director (“Institution™) and is

effective as of the following date of last signature

UVODNE VYHLASENIA:

WITNESSETH:

Spolo¢nost’ IQVIA v zastapeni zaddvatel'a, zdravotnicke
zariadenie su zmluvnymi stranami zmluvy s nazvom
Zmluva o klinickom skd$ani pre protocol s
nazvom: “Randomizované, dvojito zaslepené, dvojito
maskované skuSanie v sibeZznych skupindch pre
hodnotenie G¢innosti a bezpeénosti ocrelizumabu v
porovnani s interferonom beta-la (Rebif®) u pacientov
s relabujicimi formami sklerézy multiplex ktora bola
podpisana dita 21.10.2011 v zneni neskorSich dodatkov,
¢. POZ 528/2011 (dalej ,,zmluva*) pod vedenim .
(d’alej len “skdsajuci"),
a zmluvne strany si Zelaju zmenit’ a doplnit’ tato zmluvu.

WHEREAS, IQVIA on behalf of Sponsor and
Institution are parties to an agreement entitled
Clinical Trial Agreement for Protocol

entitled: “ A RANDOMIZED, DOUBLE-BLIND,
DOUBLE-DUMMY, PARALLEL-GROUP
STUDY TO EVALUATE THE EFFICACY AND
SAFETY OF OCRELIZUMAB IN
COMPARISON TO INTERFERON BETA-1A
(REBIF®) IN PATIENTS WITH RELAPSING
MULTIPLE SCLEROSIS” signed on 21.10.2011
as later amended POZ 528/2011 (the “Agreement™)
with

(Investigator), ana me parties desire to amend such
Agreement,

Rozpocet sa ma zmenit podla dodatku k protokoluy,
verzia H zo diia 18. Decembra 2019,

WHEREAS, the Budget shall be amended
due to Protocol Amendment version H dated
18/DEC/2019

S ohl'adom na vzdjomné dohody a zavidzky uvedené v
tomto dokumente a riadne a primerané protiplnenie,
ktorého prevzatie a dostatocnost’ sa tymto potvrdzuje, sa
zmluvné strany tymto dohodli na zmene a doplneni
zmluvy takto:

NOW THEREFORE, in consideration of
the mutual promises and covenants set forth herein,
and other good and valuable consideration, the
receipt and sufficiency of which is hereby
acknowledged, the parties hereby agree to amend
the Agreement as follows:
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1. Rozpocdet -

2. Budget

Rozpolet sa dopifia z dévodu nového dodatku k
Protokolu verzia H zo diia 18. Decembra 2019. Z tohto
dovodu rozpocet sa dopliia nasledovne:

1. Aktualizovana verzia Protokolu.

Celkové naklady na pacienta boli aktualizované, aby
zohladitovali opakujici sa vyskyt navitev VN-2 a VM,
nakolko faza lieéby OLE bola predizena do 31.
Decembra 2022.

Rozpocet sa tymto zruSuje ako celok nahradza sa
prilozenym Rozpoctom.

Priloha B

Z-. doévodu Dodatku k  Protokolu, zoznam
fakturovatelnych poloZiek sa doplia o polozky
nasledovné:

2. Fakturovatelné polozky

Fakturovatel'né polozky

Platb
. av
Popis: mene
€
TTC kéd: Genomicky suhlas, DNA 710
sthlas, Genetika )
Odber vzoriek, Tlubovolna metdda,
vratane krvi, séra, RBR vzorky
. s 1.80
biomarkerov a vzorka koncentricie
ocrelizumabu podl'a vhodnosti
TTC koéd odber vzoriek; moc¢, odber
mocu 0.90
(pévodne kéd TTC code 99010) (JVC )
testovanie)
Nakladanie so wvzorkami a ich
. . 2.10
odosielanie
Echokardiogram, rutinné EKG s
najmenej 12 elektrédami, 12 zvodové 6.45
EKG, Zahmia sledovanie, interpretaciu ’
a spravu
Dotaznik o kvalite iivgta eurdpsky, 295
(EuroQol) (EQ-5D); vypliia sam )

The Budget shall be amended due to Protocol
Amendment version H dated 18/DEC/2019
Therefore, the budget is hereby amended as
follows:

1. Updated Protocol Version.

Total Cost per Patient was updated to account for
repeating occurence of VN-2 and VN visits, as
OLE treatment phase has been extended to 31
December 2022.

The Budget is hereby deleted in its entirety and
replaced by the attached Budget.

Attachment B

Due to Protocol Amendment, the list of
invoiceable items is hereby amended as follows:

2. INVOICED ITEMS
e INVOICED ITEMS

Budg

Description etin

TTC Code: Genomics consent; DNA
consent; Genetics (RBR)

Collection of samples, any method
including  blood, serum, (RBR,
Biomarker samples and Ocrelizumab
concentration sample as applicable)
TTC Code: Collection of specimen;
urine, urine collection (Formerly TTC
code 99010) (JVC testing)

Lab handling and/or shipping
specimen(s)

Electrocardiogram, routine ECG
(EKG) with at least 12 leads, 12 lead
ECG, 12-lead ECG: Includes tracing,
interpretation and report

European Quality of Life
Questionnaire  (EuroQol) (EQ-5D);
self-administered
Treatment Satisfaction
General

2.10

1.80

0.90

ofl 510

6.45

225

Survey, 135
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Prieskum spokojnosti s lie¢bou, n
“ 1.35
vieobecne
SF-36 1.95
Odber CSF na lumbalnu punkciu 31.95
Symbol Digit Modalities Test (SDMT) 1.20
Odber krvi na HAHA testovanie alebo 1 60
JvC )
Zivotné funkcie pulz, teplota, dychova 3.60
frekvencia, tlak kirvi, vy3ka, vaha )
TTC Code: Neurologické vySetrenie, 13.90
celkové (Predtym TTC kéd 99250) )

Poznamka: VysSie uvedené néklady na procediry
preplatené v pripade ich vykonania, sa uhradzaju ako
vedl'ajSie naklady po obdrZani originalu faktary. Vietky
faktiry musia obsahovat' ¢islo subjektu v skdSani
pripadne Specificky identifikétor, &islo navitevy pre
uskutoénenie platby. Ak to bude nutné, IQVIA alebo
zaddvatel' si vyZiadaji podporn(i dokumenticiu na
overenie, ktora pracovisko musi poskytn(t’ v pripade, ak
mu maju byt platby uhradené.

SF-36 1.95
Collection of CSF per lumbar puncture | 31.95
Symbol Digit Modalities Test (SDMT) 1.20
Blood draw (for HAHA sample or JCV

. 1.60
testing)
Vital.  Signs: Includes pulse,
temperature, respiratory rate, blood | 3.60
pressure, weight and height
TTC Code: Neurological examination, 13.90
complete (Formerly TTC code 99250) )

Note: The above conditional procedure costs will
be reimbursed on a pass-through basis upon receipt
of an original invoice. All invoices must contain the
Subject number/unique identifier, visit number,
and visit date for payment to be issued. If
necessary, IQVIA or Sponsor will request
supporting documentation for verification, which
must be provided by the Site in order to be paid.

V3etky podmienky zmluvy, ktoré sa vyslovne
nemenili tymto dodatkom ostavaju v plnej platnosti a
udinnosti.

All terms and conditions of the Agreement
not expressly amended by this Amendment remain
in full force and effect.

NA ZNAK SUHLASU S VYSSIE UVEDENIM,
zmluvné strany uzatvaraju tento dodatok
prostrednictvom svojich riadne opravnenych zastupcov
ku diiu uvedenému niz§ie.

IN WITNESS WHEREOF, this
Amendment has been executed by the parties
hereto through their duly authorized officers on the
date(s) set forth below.
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ACKNOWLE,DGED A,ND AGREED@{]W RDS Slovakia s.r.o.
POTVRDENE A ODSUHLASENEIQAARDS sl&vakia S.I.0.

3
By / Podpisany:
Name / Meno:

Title / Funkcia: .
Date / Ddtum: / WMZBM

7
ACKNOWLEPGED A,éD AGREED BY ’SPONS'OR represented by IQVIA RDS Slovakia s.r.o.
POTVRDENE A ODSUHLASFENK ZADAVATELOM v zastipeni IQVIA RDS Slovakia s.r.o.

By / Podpisany:
Name / Meno:
Title / Funkcia:

Date / Ddtum: /f/(/d V/@’Z‘/ﬂ o

ACKNOWLE’DGED A}\ID AGREI:ID BY Investigator
POTVRDENE A ODSUHLASENE skG$ajiacim

By / Podpisany: i
Date / Datum: bg/// /Q'OK,O

ACKNOWLEDGED AND AGREED BY Institution Fakultna nemocnica s poliklinikou F.D.
Roosevelta Banska Bystrica

POTVRDENE A ODSUHLASENE zdravotnickym zariadenim Fakultna nemocnica s poliklinikou
F.D. Roosevelta Banska Bystrica

By / Podpisany:

Name / Meno: Ing. Miriam Lapunikova. MBA

Title / Funkcia: riaditel'ka/ director

, 07 -11- 2020

Date / Ddtum: :
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BUDGET

ROZPOCET

A . Short Narﬁe Budget €
Description/ Popis Platba v mene
Skratka €

OLE Screening visit
OLE Skriningové navsteva OLE SV 115.83
Visit 12/ Navsteva 12 Vi2 370.92
Visit 13/ Névsteva 13 V13 320.76
Visit 14/ Navsteva 14 Vi4 154.11
Visit 15/ Navsteva 15 V15 198.00
Visit 16/ Navsteva 16 V16 327.69
Visit 17/ Navsteva 17 V17 481.14
Visit 18/ Navsteva 18 V18 540.87
Visit 19/ Navsteva 19 V19 71.28
Visit 20/ Navsteva 20 V20 505.89
Visit N-2/ Naviteva N-2 VN-2 71.28
Visit N/ Nav§teva N VN 499.29
Screen-Fail Week 12 -
Neuspe$né vstupné vySetrenie tyzdeii 12 SEWI2 137.94
Screen-Fail Week 24

2 25.73
Neuspesné vstupné vySetrenie tyzdeii 24 SE W24 12573
Screen-Fail Week 36
Netspedné vstupné vySetrenie tyzdeii 36 SF W36 137.94
Sorcen-Fail Week 48~ SF W43 126.72
NedspeSné vstupné vySetrenie tyzdei 48
Total/ Spolu 4,185.39 €

e . Budget €
Description/ Popis Short Name/ Skratka Platba v mene €
Beell FU -
B Cell kontrola Beell FU 70.35
Delayed Dosing Visit A
Néavsteva oneskorené davkovanie Delayed 127.35
Unscheduled Visit UNV 62.10
Neplénovana naviteva
Withdrawl visit
Navsteva na ktorej doslo k WD 77.10
odstipeniu subjektu zo skusania
266.55 €

CTA Amendmnent — Slovakia — 2.10.2020 - PL:
HotTman LA Roche Page Sof 5
Version: 29/Aug/2014

. Am to CTA with public institution

CONFIDENTIAL




