. Biogen

DODATEK C. 1 KE SMLOUVE AMENDMENT AGREEMENT 1

TENTO DODATEK C. 1 KE SMLOUVE (dale jen | THIS AMENDMENT AGREEMENT 1 (the

.Dodatek 1“) nabyva platnosti k datu posledniho | “Amendment Agreement 1”) is made effective

podpisu a nabyva ucinnosti dnem uvefejnéni | as of the date of last signature and enters into

v registru smluv (dale jen ,Datum uéinnosti). force as of the date of publication in the

Agreement Register (the “Effective Date”).

(1) Biogen Idec Research Limited, se sidlem | (1) Biogen Idec Research Limited located
na adrese Building 5, Foundation Park, at Building 5, Foundation Park,
Roxborough Way, Maidenhead, Berkshire, Roxborough Way, Maidenhead,
SL6 3UD, Spojené Kralovstvi (dale jen Berkshire, SL6 3UD, United Kingdom
,Biogen®); (“Biogen”);

(2) Fakultni Thomayerova nemocnice, se | (2) Fakultni Thomayerova nemocnice,
sidlem Videriska 800 140 59 Praha 4 — Kr¢, located at Videriska 800, 140 59 Praha 4
Ceska republika, Identifikaéni &islo: 000 64 — Kr&, Czech Republic, Identification
190, Dariové identifikacni Cislo: number: 00064190, Tax identification
CZ00064190, statni pfispévkova organizace number: CZ00064190, state contributory
zfizena Ministerstvem zdravotnictvi CR, organization established by the Ministry
uplné znéni zfizovaci listiny ¢&.j. MZDR of Health of the Czech Republic, full text
17268-1V/2012, zapsana v obchodnim of foundation deed No. MZDR 17268-
rejstfiku u Méstského soudu v Praze, oddil IV/2012, registered in Companies
Pr, vl. 1043, zastoupena doc. MUDr. Registry by Municipal Court in Prague,
Zdenkem Benesem, CSc., feditelem (dale Section PR, inlet 1043 represented by
jen ,Zdravotnické zafizeni“); a doc. MUDr. Zdenék Bene$ CSc., Director

(the Institution) and

e N -~ ¢ . -
na adrese Videnska 800, 140 59 Praha 4 — at Videnska 800, 140 59 Praha 4 — Kr¢,
Kr&, Ceska republika (dale jen ,Zkousejici“). Czech Republic (the Investigator)

(4) IQVIA RDS Czech Republic, s.r.o., se | (4) IQVIA RDS Czech Republic, s.r.o. with
sidlem na adrese Pernerova 691/42, 186 00 offices located at Pernerova 691/42, 186
Praha 8 — Karlin, Ceska republika, IC: 00 Praha 8 — Karlin, Czech Republic, IC:
247 68 651, DIC: CZ24768651, jednajici na 247 68 651, DIC: CZ24768651, acting on
zakladé plné moci ze dne the basis of Power of Attorney dated
17. dubna 2023 (dale jen ,CRO") 17 April 2023 (the "CRQ"),
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. Biogen

(spole¢né jako ,Smluvni strany” nebo jednotlivé
jako ,Smluvni strana”).

(together the "Parties"” or individually a "Party").

VZHLEDEM K TOMU, ZE:

WHEREAS:

(A) Podle Smlouvy o klinickém hodnoceni ze
dne 30. fijna 2023 uzaviené mezi spolecnosti
Biogen, Zdravotnickym zafizenim, ZkouSejicim
a CRO (dale jen ,CTA"), povéfila spole¢nost Biogen
Zdravotnické zafizeni a ZkouS$ejiciho provedenim
klinického hodnoceni ve Zdravotnickém zafizeni
podle  Protokolu &  257MS201 s nazvem
,Multicentrické, randomizované, zaslepené,
aktivné kontrolované klinické hodnoceni faze 2
ve 2 castech postupné hodnotici bezpecnost
a ucinnost pripravku BIlIB091 podavaného
vV monoterapii av kombinaci s diroximel
fumaratem u ucastnikil s relabujicimi formami
roztrousené sklerézy“ (dale jen ,Klinickeé
hodnoceni*).

(A) Pursuant to a clinical trial agreement
dated 30 October 2023 between Biogen
the Institution, the Investigator and the
CRO (the "CTA"), Biogen appointed the
Institution and the Investigator to conduct
a trial at the Institution under Protocol No.
257MS201 entitled “A 2-Part,
Multicenter, Randomized, Blinded,
Active-Controlled Phase 2 Study to
Sequentially Evaluate the Safety and
Efficacy of BIIB0O91 Monotherapy and
BIIB0O91 Combination Therapy With
Diroximel Fumarate in Participants
With Relapsing Forms of Multiple
Sclerosis” (the “Study”).

(B) Smluvni strany se dohodly na zméné jistych
financnich podminek smlouvy CTA na zakladé
Protokolu ve verzi 4.0 ze dne 30. listopadu
2023, jak je podrobnégji stanoveno, vcetné
souvisejicich podminek, v tomto Dodatku 1.

(B) The Parties have agreed to amend
certain financial terms of the CTA per
Protocol Version 4.0 dated 30 November
2023 as further set out in and pursuant to
the terms and conditions of this
Amendment Agreement 1.

VZHLEDEM K vzajemnym pfislibm uvedenym v
tomto Dodatku 1 se Smluvni strany timto DOHODLY
NA NASLEDUJICIM:

IN CONSIDERATION of the mutual promises
contained in this Amendment Agreement 1, the
Parties hereby AGREE AS FOLLOWS:

1. DEFINICE A VYKLAD

1. DEFINITIONS AND INTERPRETATION

11 Vyrazy psané velkymi pismeny, které nejsou
definovany v tomto Dodatku 1, jsou pouzity
ve vyznamu, jenz maji ve Smlouvé
o klinickém hodnoceni.

11 All capitalised terms used but not defined
in this Amendment Agreement 1 shall
bear the meaning accorded to them in the
CTA.

1.2 Nebude-li z kontextu vyplyvat néco jiného,
rozuméji se veSkerymi odkazy na €lanky &i
pfilohy vitomto Dodatku 1 odkazy ha

1.2 Unless the context requires otherwise, all
references to Sections or Schedules in
this Amendment Agreement 1 shall be
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prislusny ¢lanek ve Smlouvé o klinickém
hodnoceni ¢i na pfilohu k ni.

references to the relevant section or
schedule in the CTA.

13

Pokud kontext nevyzZaduje jinak, tykaji se
vSechny odkazy v CTA na ,tuto Smlouvu®
smlouvy CTA v aktualni, znéni tohoto
Dodatku 1 nebo dalSich pfipadnych dodatku.

Unless the context requires otherwise,
references in the CTA to ‘“this
Agreement” shall be to the CTA as
amended by this Amendment Agreement
1 and otherwise from time to time.

DODATKY KE SMLOUVE O KLINICKEM
HODNOCENI

AMENDMENTS TO THE CTA

Podle protokolu verze 4.0 ze dne 30.
listopadu 2023 je nutno provést urcité upravy
financnich podminek  ve Smlouvé
o klinickém hodnoceni.

Pursuant to Protocol Version 4.0 dated
30 November 2023, it is necessary to
introduce certain modifications to the
financial terms of the CTA.

21
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Smluvni strany se timto dohodly, Zze
s uCinnosti od 1. bfezna 2024, tj. od data
schvaleni Protokolu ve verzi 4.0 ze dne 30.
listopadu 2023 EU-CTR bude Smlouva
0 klinickém hodnoceni zménéna takto:
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on 01 March 2024, the date of the EU-
CTR approval of Protocol Version 4.0
dated November 30, 2023, the CTA shall
be amended as follows:
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2.1.2 Clanek K. s nazvem ROZPOCTOVA
TABULKA (TABULKY) v Priloze 1,
ROZPOCET & PLATEBNI PREHLED
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Section K. entitled ‘BUDGET
TABLE(S)’ of the Annex 1
Budget & Payment Schedule of




ke Smlouvé o klinickém hodnoceni se
timto jako celek odstrariuje a nahrazuje
revidovanym ¢lankem K.:

the CTA is hereby deleted in its
entirety and replaced with the
revised section K.:

K. ROZPOCTOVA TABULKA (TABULKY) K. BUDGET TABLE(S)
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2.1.3 Clanek L. snazvem DALSI 2.1.3 Section L. entitled ‘ADDITIONAL
UPLATITELNE POPLATKY APPLICABLE FEE(S) of the
v Pfiloze 1, ROZPOCET & Annex 1, Budget & Payment
PLATEBNI PREHLED ke Smlouvé Schedule of the CTA is hereby
o klinickém hodnoceni se timto deleted in its entirety and
jako celek odstrariuje a nahrazuje replaced with the revised section
revidovanym ¢lankem L., ktery L. to capture an additional Site
zachycuje dalSi Administrativni Administrative Fee and remove
poplatky pro centra klinického Konectom related site fees:
hodnoceni arudi Uhrady pro
centra  klinického  hodnoceni
v souvislosti s Konectomem, takto:
L. DALSi UPLATNITELNE POPLATKY L. ADDITIONAL APPLICABLE FEE(S)

Nasledujici naklady Zdravotnického zafizeni budou
obdrzeni  faktury a podpdrné
dokumentace od Zdravotnického zafizeni. Podminky
fakturace naleznete v ¢&asti F v Priloze 1,
ROZPOCET & PLATEBNI PREHLED ke Smlouvé o
klinickém hodnoceni. Podplrna dokumentace bude

uhrazeny po

The following Institution costs will be paid upon
receipt of invoice and supporting documentation
from Institution. Please refer to Section F in
Annex 1, Budget & Payment Schedule of the
Agreement invoicing
Supporting documentation will be sent by CRO

for requirements.
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zaslana Zadavatelem / CRO spolu s vyzvou k
fakturaci PFijemci plateb na study.payments@ftn.cz.

with invoice request to the Payee via e-mail:
study.payments@ftn.cz.

Administrativhi poplatky centra klinického
hodnoceni - roéni:

Site Administrative Fee — Annual:

Pfijemce obdrzi administrativni poplatek pro centrum
klinického hodnoceni na pokryti dal$i doby stravené
Personalem pfi administraci klinického hodnoceni
a praci souvisejicich s ¢innostmi nezbytnymi pro
provedeni klinického hodnoceni a podporu subjektl
hodnoceni, které nejsou uvedeny jinde v této Priloze
A, Rozpocet a rozvrh plateb, v€etné zejména feSeni
spravy dat adotaz dodavateld areakci na
jednorazové pozadavky spolecnosti Biogen, v ¢astce
24.264,00 K& rocné, vCetné rezijnich nakladu, za
kazdy rok kdy bude ve zdravotnickém zafizeni
klinické hodnoceni probihat, na zakladé spravné
vystavené faktury s uvedenim mésich a roku.
Faktura bude vystavena na zakladé vyzvy od CRO.
Tento poplatek bude podléhat pomérnému snizeni
za kazdy nedokon&eny rok.

Payee will receive a Site Administrative Fee to
cover Staff additional administrative time and
effort related to activities required to conduct Trial
and support Subjects not otherwise listed in this
Annex 1, Budget & Payment Schedule, including
but not limited to data and vendor query
resolutions and responding to ad-hoc Biogen
requests, in the amount of CZK 24.264,00
annually, inclusive of overhead for each year that
the Trial continues at the Institution, upon of a
correct invoice indicating the months and year
issued based on CRO's invoice request. This fee
will be prorated for any partial years.

2.14 Novy ¢lanek snazvem M.
POPLATKY ZA NABOR
A UDRZOVANI PACIENTU
V KLINICKEM HODNOCENI
vV Priloze 1, ROZPOCET &
PLATEBNI PREHLED Smlouvy
o klinickém hodnoceni bude
pfidan v tomto znéni:

214 A new section entitled M.
RECRUITMENT AND
RETENTION FEES shall be
added to Annex 1, Budget &
Payment Schedule of the CTA
as follows:
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strany nespoléhaly na Zadna prohlaseni,
vyjadfeni, uji$téni, dohody, zavazky, pfisliby Ci
zaruky a uzavienim tohoto Dodatku 1 nejsou
poskytovana, ¢inéna ani obnovovana zadna
ujisténi, prohladeni, zavazky nebo zaruky, at
uz vyslovné, ¢i mi¢ky predpokladané.

3. RUZNE 3. MISCELLANEOUS

3.1 Tento dodatek 1 ma byt povazovan za | 3.1 The Amendment Agreement 1 contained
nedilnou sou€dst smlouvy o klinickém herein is to be considered as an integral
hodnoceni. Pro vylou€eni pochybnosti part of the CTA. For the avoidance of
zUstava smlouva o klinickém hodnoceni, s doubt, save as expressly varied herein,
vyjimkou zmén zde vyslovné uvedenych, v the CTA shall continue in full force and
plné platnosti. V pfipadé neshody mezi effect. In the event of any inconsistency
podminkami tohoto dodatku ¢. 1 between the terms of this Amendment
ke smlouvé a smlouvou o klinickém Agreement 1 and the CTA, the terms of
hodnoceni plati tento dodatek ¢&. 1 this Amendment Agreement 1 shall
ke smlouvé. prevail.

3.2  Zadné ustanoveni tohoto Dodatku 1 nebude | 3.2 No provision of this Amendment
ménéno nebo upravovano bez fadné Agreement 1 will be modified or varied
podepsaného pisemného souhlasu without the written consent, properly
Smluvnich  stran. Aby se predeSlo executed, of the Parties. For the
pochybnostem, Zadna zména nebo Uprava avoidance of doubt, no modification or
tohoto Dodatku 1 provedena e-mailem variation of this Amendment Agreementl
nebude povazovana za platnou. will be valid if made by email.

3.3 Tento Dodatek 1 Ize vyhotovit v libovolném | 3.3 This Amendment Agreement 1 may be
poCtu stejnopisli, znichz kazdy bude executed in any number of counterparts
povazovan za original a vSechny spolecné each of which shall be an original but all
budou pfedstavovat jeden a tentyz Dodatek 1. of which together shall constitute one

Amendment Agreement 1.
3.4  Pfi uzavirani tohoto Dodatku 1 se Smluvni | 3.4 No Party has relied upon any statement,

representation, warranty, understanding,
undertaking, promise or assurance in
entering into this Amendment Agreement
1 and no warranties, representations,
covenants or guarantees express or
implied are given, made or renewed by
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entering into this Amendment Agreement
1.

V pfipadé rozporu mezi ¢eskou a anglickou
verzi Dodatku 1, ma pfednost a je rozhodujici

ROZHODNE PRAVO A

PRISLUSNOST

Tento Dodatek 1 se bude fidit zakony Ceské

republiky a bude vykladan v souladu s nimi.

verze Ceska.

SOUDNI

GOVERNING LAW AND
JURISDICTION

The Amendment Agreement 1 shall be
governed and construed in accordance
with the laws of the Czech Republic.

In case of any discrepancy between the
Czech and the English versions, the
Czech version of Amendment Agreement
1 shall prevalil.

[Nasleduje podpisova strana]

[Signature page follows]
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TENTO DODATEK 1 byl uzavien Smluvnimi
stranami  nebo  jménem  Smluvnich  stran
prostfednictvim jejich nalezité povéfenych zastupcu
k Datu uginnosti.

THIS AMENDMENT AGREEMENT 1 has been
executed by or on behalf of the Parties through
their duly authorised representatives on the
Effective date.

BIOGEN IDEC RESEARCH LIMITED

BEHALF OF BIOGEN

Podpis / By:

Jméno / Name:

Datum / Date:

PODEPSANO SPOLECNOSTI IQVIA RDS CzECH REPUBLIC S.R.0. NA ZAKLADE PLNE MOCI V ZASTOUPENI
BIOGEN / SIGNED BY IQVIA RDS CzECH REPUBLIC S.R.O., UNDER A POWER OF ATTORNEY, FOR AND ON

Funkce / Title: Opravnéna podepisujici osoba / Authorized Signatory

Podpis / By:

Jmeno / Name: [

Funkce / Title: zkousejici/ Investigator

Datum / Date:

Fakultni Thomayerova nemocnice

Podpis / By:

Jméno / Name: doc. MUDr. Zdenék Benes CSc.
Funkce / Title: reditel/Director

Datum / Date:
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Smiluvni strana tohoto Dodatku Smlouvy &. 1 pouze pro ucely plateb / Party to the Amendment
Agreement 1 for payment purposes only

CRO - IQVIA RDS CzECH REPUBLIC S.R.O.

Podpis / By:
Jméno / Name:
Funkce / Title: Opravnéna podepisujici osoba / Authorized Signatory

Datum / Date:
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