AMEDMENT NO. 4 TO CONTRACT ON

CLINICAL TRIAL

This Amendment No. 4 to Contract on Clinical Trial

(,,Amendment*) between:

F. Hoffmann-La Roche Ltd,

having a place of business at Grenzacherstrasse 124,

4070 Basel, Switzerland
(Hereinafter referred to as the ‘Sponsor’)

represented upon power of attorney given to:
IQVIA Czech Republic, s.r.o.

having a place of business Pernerova 691/42, Karlin, 186

00 Praha 8, Czech Republic

Identification number: 247 68 651

Tax ldentification number: CZ247 68 651
a

Contractual research organization

IQVIA Czech Republic, s.r.o.

having a place of business at Pernerova 691/42, Karlin,

186 00 Praha 8, Czech Republic
Identification number: 247 68 651
Tax ldentification number: CZ247 68 651

(Hereinafter referred to as the ‘Contractual research

organization”)

a

Nemocnice Pardubického kraje, a.s.
Kyjevska 44, Pardubice, postcode 532 03
Czech Republic

Identification number: 275 20 536

Tax Identification number: CZ27520536

Represented by | N 1dentification

No0.:27520536, VAT No.: CZ27520536

Bank account: CSOB, a.s. pobocka Pardubice, account

No.: 280123725/0300 Registered in the Commercial

Register kept by the Regional Court in Hradec Kraloveé,

Section B, Insert 2629
(Hereinafter referred to as the “Medical Facility*)

a
I (Hcreinafter referred to as the

“Principal Investigator*)

And is effective as of its publication in the Register of

Agreements (hereinafter “Effective Date”).

WITNESSETH:

DODATEK C. 4 KE SMLOUVE O
KLINICKEM HODNOCENI HUMANNIHO
LECIVA

Tento Dodatek ¢. 4 ke Smlouvé o klinickém
hodnoceni humanniho 1é¢iva (dale jen ,,Dodatek)
mezi:

F. Hoffmann-La Roche Ltd,

se sidlem Grenzacherstrasse 124,
4070 Basilej, Svycarsko

(dale jen ,,Zadavatel®)

zastoupenym na zaklad€ plné moci:

IQVIA Czech Republic, s.r.o.

se sidlem Pernerova 691/42, Karlin, 186 00 Praha §,
Ceska republika

I1CO: 247 68 651

DIC: CZ247 68 651

a

Smluvni vyzkumnou organizaci

IQVIA Czech Republic, s.r.o.

se sidlem Pernerova 691/42, Karlin, 186 00 Praha 8,
Ceska republika

I1CO: 247 68 651

DIC: CZ247 68 651

(dale jen ,,Smluvni vyzkumna organizace*)

a

Nemocnice Pardubického kraje, a.s.

Kyjevska 44, Pardubice 532 03

Ceska republika, IC: 275 20 536

DIC: CZ27520536 Zastoupena

1C:27520536, DIC: CZ27520536

Bankovni spojeni: CSOB, a.s. pobocka Pardubice, ¢.
uctu: 280123725/0300

Zapsana v obchodnim rejstiiku, vedeném Krajskym
soudem v Hradci Kralové oddil B, vlozka 2629
(dale jen ,,Zdravotnické zatizeni™)

a

_ (dale jen ,,Hlavni zkouSejici*)

a uzavira se s G¢innosti ode dne uvetejnéni v registru
smluv (dale oznac¢ovany jen jako ,,.Den u¢innosti).

TIMTO SE POTVRZUJE:

Dodatek ¢.4 ke Smlouvé o klinickém hodnoceni/ Amendment No. 4 to CTA 1

F. Hoffmann-La Roche Ltd, Protocol WA21492

Pardubicka krajska nemocnice./
V. 1.0, 22.06.2020, JLA47285



WHEREAS, Sponsor, Contractual research
organization, Medical Facility and Principal Investigator
entered into the clinical trial agreement to conduct a
clinical trial entitled “A randomized, double-blind,
double-dummy,parallel-group study to evaluate the
efficacy and safety of ocrelizumab in comparison to
interferon beta-/a (rebif®) in patients with relapsing
multiple sclerosis ” (hereinafter referred to as “Study” or
“Clinical Trial”), Protocol No. WA21492, effective as of
05 August 2011, as amended by Amendment No. 1 dated
10 January 2013 and Amendment No. 2 dated 20
September 2013 and Amendment No. 3 dated 05 June
2019 (hereinafter referred to as the “Agreement”), and
the parties desire to amend the Agreement;

WHEREAS, the Budget shall be amended due to
Protocol Amendment version | dated 18 December 2019

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:

VZHLEDEM K TOMU, ze Zadavatel, Smluvni
vyzkumnd organizace, Zdravotnické =zafizeni a
Hlavni zkouSejici uzavieli smlouvu o klinickém
hodnoceni s nazvem “ Randomizovana, dvojité
zaslepend, dvojité maskovana studie s paralelnimi
skupinami  hodnotici  ucinnost a  bezpecnost
Ocrelizumabu v porovnadni s Interferonem Beta-la
(Rebif®) u pacientii s relabujici roztrousenou
sklerozou (dale jen ,studie“ nebo ,klinické
hodnoceni®), Protokol ¢. WA21492, s ucinnosti ode
dne 5. srpna 2011, ve znéni Dodatku ¢. 1 ze dne 10.
ledna 2013, Dodatku ¢. 2 ze dne 20. zaii 2013 a
Dodatku ¢. 3 ze dne 5. Cervna 2019 (dale jen
"Smlouva"), a strany si pieji zménit tuto Smlouvu;

VZHLEDEM K TOMU, ze platebni rozvrh bude
upraven podle dodatku Protokolu, verze | ze dne 18.
prosince 2019

NYNi, Z TOHOTO DUVODU, s ohledem na
vzajemné piisliby a ujednani stanovend v této
Smlouvé€ a na jinou dobrou a hodnotnou tuplatu, jejiz
pfijeti a dostate¢nost se timto potvrzuje, se smluvni
strany timto dohodly na nasledujicich zménach ve
Smlouve:

Dodatek ¢.4 ke Smlouvé o klinickém hodnoceni/ Amendment No. 4 to CTA 2

F. Hoffmann-La Roche Ltd, Protocol WA21492

Pardubicka krajska nemocnice./
V. 1.0, 22.06.2020, JLA47285



Il. The Parties agree that the changes in the budget
specified in Art. 1 above are linked to the validity of the
new version of the Protocol. For procedures performed
as of 17 April 2020, the Medical Facility will invoice the
increased amounts according to this amendment.

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

Il. CONTRACTS REGISTRY

Notwithstanding the foregoing, Medical Facility,
Principal Investigator, Sponsor and Contractual research
organization hereby acknowledge that this Amendment
shall be published together with the Agreement pursuant
to Act no. 340/2015 Sh., on Agreements Register. As and
between the Parties, Medical Facility agrees to publish
this Amendment together with the Agreement pursuant
to the foregoing. Any information which constitutes
trade secret of either Party is exempted from such
publication. For the purposes of this Amendment and the
Agreement, such trade secrets include, but are not limited
to, Article XII1I. - Financial aspects, minimum enrollment
goal, expected number of Study subjects enrolled, the
expected duration of the Study, Protocol and Certificate
of Insurance. Furthermore, personal data of individuals
are also exempt from such publication, unless they have
been previously published in another public register. The
Medical Facility is obliged to publish this Amendment
together with the Agreement in accordance with the
article herein above. The Medical Facility will inform
Contractual research organization of publishing this
Amendment together with the Agreement in the
Agreements Register by designating the following email
address: ﬂ 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 together with the Agreement within 5
working days from its full execution by all parties, it may
be published by the Sponsor or Contractual research
organization.

The estimated value of financial payment under this
Agreement shall be approximately CZK 88 000.

II. Smluvni strany se dohodly, Ze zmény rozpoctu
uvedené v ¢l. 1 vySe se vazou k platnosti nové verze
Protokolu. Za tkony provedené od 17. dubna 2020
bude Zdravotnické zafizeni fakturovat navysSené
Castky dle tohoto dodatku.

Vsechna ustanoveni a podminky Smlouvy, které
nejsou vyslovngé zménény timto Dodatkem, zlstavaji
pln¢ platné a G¢inné.

Il. REGISTR SMLUV

Bez ohledu na vySe uvedené, Zdravotnické zatizeni,
Hlavni zkousejici, Zadavatel a Smluvni vyzkumna
organizace timto berou na védomi, Ze tento Dodatek
bude zvefejnén spolecné se Smlouvou v souladu se
zak. €. 340/2015, o registru smluv. Za zvetejnéni dle
predchozi véty odpovida Zdravotnické zafizeni.
Takovémuto zvetfejnéni nepodléhaji ty tdaje, které
tvoii obchodni tajemstvi nékteré ze smluvnich stran.
Pro ucely tohoto Dodatku a Smlouvy se obchodnim
tajemstvim rozumi zejména clanek XIII. Smlouvy —
Finan¢ni vyrovnani, minimalni cilovy pocet zatazeni,
ocekavany zatazeny pocet subjektti, ocekavana délka
trvani studie, protokol a osvédceni o pojisténi. Dale
nebudou takovémuto zvefejnéni podléhat osobni
udaje fyzickych osob, ledaze jsou jiz zvefejnény v
jiném vefejné pristupném registru. Za zvetejnéni
Dodatku a Smlouvy dle pfedchoziho odstavce
odpovidda Zdravotnické zafizeni. Zdravotnické
zafizeni vyrozumi Smluvni vyzkumnou organizaci o
zvetejnéni Dodatku a Smlouvy v registru smluv tak,

ze ve formuléii pouzivaném ke zvefejnéni smlouvy
zada adresu _ jako emailovou adresu,
na kterou ma byt zaslana notifikace o uvefejnéni.
Neni-li Dodatek spolecné se Smlouvou zvefejnén
Zdravotnickym zafizenim ve lhité 5 pracovnich dni
od jeho podpisu v§emi smluvnimi stranami, jsou k
jejich zvefejnéni opravnéni Smluvni vyzkumna
organizace ¢i Zadavatel.

Predpokladana hodnota finan¢niho plnéni dle

podminek této Smlouvy ¢ini ptiblizné 88 000 K¢

Dodatek ¢.4 ke Smlouvé o klinickém hodnoceni/ Amendment No. 4 to CTA 3

F. Hoffmann-La Roche Ltd, Protocol WA21492

Pardubicka krajska nemocnice./
V. 1.0, 22.06.2020, JLA47285



WITNESS WHEREOF, this Amendment No. 4 has NA DUKAZ TOHO smluvni strany uzaviely tento
been executed by the parties hereto through their duly Dodatek ¢. 4 prostiednictvim  svych fadné

authorized officers on the date(s) set forth below. opravnénych vedoucich pracovnikd v nize uvedeny
den.
Sponsor Zadavatel

Signed by IQVIA Czech Republic s.r.o., under a Power Podepsano spole¢nosti IQVIA Czech Republic s.r.o
of Attorney, for and on behalf of F. Hoffmann-La na zaklad¢ plné moci v zastoupeni F. Hoffmann-La

Roche Ltd. Roche Ltd.

Name: Jméno:

Title: Funkce:

Signature: Podpis:

Date: 16. 2. 2021 Datum: 16. 2. 2021
Contractual Research Organization Smluvni vyzkumna organizace
IQVIA Czech Republic s.r.o IQVIA Czech Republic s.r.o
Name: Jméno:

Title: Funkce:

Signature: Podpis:

Date: 16.2.2021 Datum: 16.2.2021
Medical Facility Zdravotnické zarizeni
Nemocnice Pardubického kraje, a.s. Nemocnice Pardubického kraje, a.s.
Name: Jméno:

Title: Funkce:

Signature: Podpis:

Date: 1.3.2021 Datum: 1 32021

Principal Investigator Hlavni zkouSejici

Name: _ Jméno: _
Signature: Podpis:

Date:  3.3.2021 Datum: 3.3.2021

Dodatek &.4 ke Smlouvé o klinickém hodnoceni/ Amendment No. 4 to CTA 4

F. Hoffmann-La Roche Ltd, Protocol WA21492

Pardubicka krajska nemocnice./
V. 1.0, 22.06.2020, JLA47285



