. Biogen

AMENDMENT NO. 6 TO CLINICAL TRIAL

KHL 140/2017

DODATEK €. 6 KE SMLOUVE O KLINICKEM

AGREEMENT

THIS AMENDMENT AGREEMENT NO. 6 is
made effective as of its publication in the Register
of Agreements, but applies to the rights and
obligations of the Parties from dates specified in
Section 3 below, by and between:

Biogen Idec Ltd, located at Innovation House, 70
Norden Road, Maidenhead, Berkshire, SL6 4AY,
United Kingdom (“Biogen Idec”), and

VSeobecna fakultni nemocnice v Praze, located
at U Nemocnice 499/2, 128 08 Praha 2, Czech
Republic, Identification number: 00064165, Tax
identification number: CZ00064165, represented
by Mgr. Dana Juraskova, Ph.D., MBA, director
(the “Institution”), and

IQVIA RDS Inc. with offices located at 4820
Emperor Blvd., Durham, NC 27703, having its
representative office in Czech Republic: IQVIA
RDS Czech Republic, s.r.o0., located at
Pernerova 691/42, 186 00 Prague 8, Karlin,
Czech Republic, formerly Quintiles Czech
Republic, s.r.o. (jointly “IQVIA”), (hereinafter
referred to as the “CRO”)

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

1. WHEREAS:

11 (A) Pursuant to a clinical trial
agreement dated 01.07.2009 between Biogen
Idec and the Institution (the "CTA"), Biogen Idec
appointed the Institution to conduct a trial at the
Institution under Protocol No. 109MS303 entitled
“A Dose-Blind, Multicenter, Extension Study to
Determine the Long-Term Safety and Efficacy of
Two Doses of BG0O0012 Monotherapy in Subjects
with Relapsing-Remitting Multiple Sclerosis” (the
“Trial”). The CTA was subsequently amended by
the Parties on 19.08.2011 by Amendment No. 1,

HODNOCENi

TENTO DODATEK KE SMLOUVE C. 6 nabyva
u€innosti dnem uvefejnéni v registru smluv, avSak
upravuje prava a povinnosti Stran vzniklé k datim
uvedenym v &lanku 3 nizZe, a je uzaviran mezi:

spole¢nosti Biogen Idec Ltd, se sidlem
Innovation House, 70 Norden Road, Maidenhead,
Berkshire, SL6 4AY, Spojené kralovstvi (dale jen
“Biogen Idec”), a

VSeobecnou fakultni nemocnici v Praze, se
sidlem U Nemocnice 499/2, 128 08 Praha 2,
Ceska Republika, Identifikagni &islo: 00064165,

Dafiové identifikaéni  Cislo: CZ00064165,
zastoupenou Mgr. Danou Juraskovou, Ph.D.,
MBA, feditelkou (dale jen “Zdravotnické

zafizeni”), a

spolecnosti IQVIA RDS Inc. se sidlem 4820
Emperor Blvd., Durham, NC 27703, zastoupenou
v Ceské Republice spoleénosti IQVIA RDS
Czech Republic, s.r.0., se sidlem Pernerova
691/42, PSC 186 00, Praha 8, Karlin, Ceska
republika, dfive Quintiles Czech Republic, s.r.o.
(spolecné dale jen “IQVIA™), (dale jen “CRO”)

(spole¢né dale ,,Smluvni strany‘ nebo jednotlivé
»Smluvni strana®).

1. UVODNIi USTANOVENI:

1.1 (A) Podle  smlouvy o klinickém
hodnoceni ze dne 01.07.2009 uzaviené mezi
spole¢nosti Biogen Idec a Zdravotnickym
zafizenim (dale ,Smlouva®) povéfila spolenost
Biogen Idec Zdravotnické zafizeni provadénim
klinického hodnoceni ve Zdravotnickém zafizeni
podle  protokolu & 109MS303 s nazvem
»Multicentricka prodlouzena studie se
zaslepenymi davkami, jejimz cilem je vyhodnotit
dlouhodobou bezpecénost a ucinnost dvou davek
monoterapie pripravkem BG00012 u subjektd
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on 03.08.2012 by Amendment No. 2, on
03.02.2014 by Amendment No. 3, on 16.10.2014
by Amendment No. 4 and on 03.11.2015 by
Amendment No. 5.

(B) Biogen Idec, CRO and the Institution
have agreed to amend certain terms of the CTA
as further set out in and pursuant to the terms and
conditions of this Amendment Agreement No. 6.

IN CONSIDERATION of the mutual promises
contained in this Amendment Agreement 6, the
parties hereby AGREE AS FOLLOWS:

2. DEFINITIONS AND INTERPRETATION

2.1 All capitalised terms used but not defined
in this Amendment Agreement No. 6 shall bear
the meaning accorded to them in the CTA.

2.2 Unless the context requires otherwise, all
references to Sections or Schedules in this
Amendment Agreement No. 6 shall be references
to the relevant section or schedule in the CTA.

2.3 Unless the context requires otherwise,
references in the CTA to "this Agreement" shall be
to the CTA as amended by this Amendment
Agreement No. 6 and otherwise from time to time.

3. AMENDMENTS TO THE CTA

Trial Duration Extension. The Protocol has been
amended with Protocol Amendment version 5
dated 16 November 2014, to create an extension
of additional || Bl to the current Trial, and
also amended with Protocol Amendment version
6 dated 21 January 2016, to create an extension
of additional || Bl to the current Trial, and
as such this has added several new visits to the
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roztrousenou sklerézou*
(dale ,Klinické hodnoceni). Smlouva byla
nasledné zménéna smluvnimi stranami dne
19.08.2011 Dodatkem ¢. 1, dne 03.08.2012
Dodatkem ¢&. 2, dne 03.02.2014 Dodatkem ¢&. 3,
dne 16.10.2014 Dodatkem ¢&. 4 a dne 03.11.2015
Dodatkem ¢&. 5.

s relabujici-remitujici

(B) Spoleénost Biogen Idec, CRO
a Zdravotnické zafizeni souhlasily se zménou
nékterych podminek Smlouvy uvedenych v tomto
Dodatku ke Smlouvé €. 6 v souladu s podminkami
tohoto Dodatku.

ZA PRISLIB vzajemného protiplnéni v tomto
Dodatku ke Smlouvé ¢&.6 se Smluvni strany
dohodly na NASLEDUJICIM ZNENI:

2. DEFINICE A VYKLAD

2.1 Vyrazy psané velkymi pismeny, které
nejsou definovany v tomto Dodatku ke Smlouvé
€. 6, jsou pouZity ve vyznamu, jenZz maji ve
Smlouve.

2.2 Nebude-li z kontextu vyplyvat néco
jiného, rozumi se odkazy na ¢lanky &i pfilohy
tohoto Dodatku ke Smlouvé &. 6 odkazy na
prislusny ¢lanek ve Smlouvé &i pfilohu k ni.
2.3 Nebude-li z kontextu vyplyvat néco
jiného, odkazy ve smlouvé o klinickém hodnoceni
na ,tuto Smlouvu® se rozumi odkazy na smlouvu
o klinickém hodnoceni ve znéni tohoto Dodatku
ke Smlouvé &.6 apfipadnych dalSich zmén

v budoucnu.
3. ZMENY SMLOUVY

Prodlouzeni doby trvani klinického hodnoceni.
Protokol byl pozménén Dodatkem k protokolu
verze 5 ze dne 16. listopadu 2014, kterym bylo
stavajici Klinické hodnoceni prodlouzeno o dalSi
I - 0né> Dodatkem k protokolu verze
6 ze dne 21.ledna 2016, kterym bylo stavajici
Klinické hodnoceni prodlouZzeno o dalSi
B\ souvislosti s tim bylo do Klinického
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Trial for which the fees are captured under this
Amendment Agreement No. 6. The Parties hereby
agree that the budget related to Protocol
Amendment version 5 as stated in the table below
will be applied retrospectively from the protocol
amendment 5 approval date of 14 May 2015, and
the budget related to Protocol Amendment 6 as
stated in the table below will be applied from the
protocol amendment 6 approval date of 01 June
2016, the CTA shall be amended as follows:

3.11 The payment schedule table
under Schedule A — Payments shall be deleted
entirely and replaced with the following table:

KHL 140/2017

hodnoceni pfidano nékolik novych navstév.
Poplatky za tyto navstévy jsou uvedeny v tomto
Dodatku ke Smlouvé €.6. Smiuvni strany timto
souhlasi, Ze rozpoCet souvisejici s Dodatkem
k protokolu verze 5, uvedeny v tabulce nize, bude
uplatnén retrospektivné od data schvaleni
Dodatku k protokolu verze 5 dne 14. kvétna 2015,
a rozpocet souvisejici s Dodatkem k protokolu
verze 6, uvedeny v tabulce nize, bude uplatnén
od data schvaleni Dodatku k protokolu verze

6 dne 1. 6. 2016, a Smlouva se proto méni takto:

3.1.1 Tabulka s pfehledem plateb
v Pfiloze A — Platby se celda vymaze a bude
nahrazena nasledujici tabulkou:
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3.1.2 The Additional Units Costs 3.1.2 Tabulka Dal$i platby v Pfiloze A —
Table under Schedule A - Payments shall be Platby se cely vymaze abude nahrazen
deleted entirely and replaced with the following: nasledujicim pfehledem:
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4., MISCELLANEOUS

4.1 The Amendment Agreement No. 6
contained herein is to be considered as an integral
part of the CTA. For the avoidance of doubt, save
as expressly varied herein, the CTA shall continue
in full force and effect. In the event of any
inconsistency between the terms of this
Amendment Agreement No. 6 and the CTA, the
terms of this Amendment Agreement No. 6 shall
prevail.

4.2 No provision of this Amendment
Agreement No. 6 will be modified or varied without
the written consent, properly executed, of the
Parties. For the avoidance of doubt, no
modification or variation of this Amendment
Agreement No. 6 will be valid if made by email.

4.3 This Amendment Agreement No. 6 is
executed in 3 counterparts each of which shall be
an original but all of which together shall constitute
one Amendment Agreement.

4.4 No Party has relied upon any statement,
representation, warranty, understanding,
undertaking, promise or assurance in entering into
this Amendment Agreement No. 6 and no
warranties, representations,
guarantees express or implied are given, made or
renewed by entering
Agreement 6.

covenants or

into this Amendment

5. GOVERNING LAW AND JURISDICTION

The Amendment Agreement No. 6 shall be
governed and construed in accordance with the
laws of the Czech Republic.

6. LANGUAGE

KHL 140/2017

4. RUZNE

4.1 Dodatek ke Smlouvé ¢&.6 obsazeny
vtomto ujednani je povazovan za nedilnou
soucast Smlouvy. Aby se predeslo
pochybnostem, zlstdava Smlouva inadale
v plném rozsahu platna a uc¢inna s vyjimkou
pfipadl vyslovné zménénych v tomto Dodatku.
V pfipadé rozporu mezi podminkami tohoto

Dodatku ke Smlouvé ¢&.6 a Smlouvou maji
prednost podminky tohoto Dodatku ke Smlouvé
¢. 6.

4.2 Ustanoveni tohoto Dodatku ke Smlouvé
€. 6 lze ménit nebo upravovat pouze s fadné
podepsanym pisemnym souhlasem Smluvnich
stran. Aby se pfedesSlo pochybnostem, zména
nebo Uprava tohoto Dodatku ke Smlouvé ¢&.6
provedena e-mailem nebude povazovana za
platnou.

4.3 Tento Dodatek ke Smlouvé ¢€&.6 je
vyhotoven ve 3 stejnopisech, z nichz kazdy bude
povazovan za original a vSechny spole¢né budou
predstavovat jeden a tentyz Dodatek ke Smlouvé.

4.4 P¥i uzavirani tohoto Dodatku ke Smlouvé
€. 6 se Smluvni strany nespoléhaly na zadna
prohlaSeni, vyjadfeni, ujiténi, dohody, zavazky,
pfisliby i zaruky a uzavienim tohoto Dodatku ke
Smlouvé €. 6 nejsou poskytovana, &inéna ani
obnovovana zadna ujisténi, prohlaseni, zavazky

nebo zaruky, at uz wvyslovné, & micky
predpokladané.
5. ROZHODNE PRAVO A SOUDNI

PRISLUSNOST

Tento Dodatek ke Smlouvé &. 6 se Fidi zakony
Ceské republiky a je vykladan podle nich.

6. JAZYK
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In case of any discrepancy between the Czech
and the English version of this Amendment No. 6,
the Czech version shall prevail.

7. PUBLICATION

Notwithstanding the foregoing, Biogen and CRO
hereby acknowledge that the Institution is obliged
to publish this Amendment along with the
Agreement pursuant to Act No. 340/2015 Coll., on
Agreements Register. 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, the design
of individual visits described in the payment
table/s in this Amendment and in Schedule A, the
minimum enrolment goal, expected number of
Trial Subjects enrolled and the expected duration
of the Trial and any other details related to the
Protocol. Furthermore, personal data of
individuals are also exempt from such publication,
unless they have been previously published in
another public register.

As and between the Parties, Institution agrees to
publish this Amendment and the Agreement
pursuant to the foregoing. The version of this
Amendment and the Agreement intended for
publication, which shall exclude all trade secrets
and personal data, shall be provided to the
Institution by CRO, after approval by Biogen,
within 3 days from the execution hereof in a
machine-readable formate to the following e-mail
address: [JNIEE. 'n the event the Institution
fails to publish the Amendment and Agreement
terms as required thirty (30) days prior to the
legally required publication deadline as specified
in the above referenced law, the terms of this
Amendment and Agreement may be published by
the CRO or Biogen.

KHL 140/2017

V pfipadé jakychkoli rozpori mezi Ceskou a
anglickou verzi tohoto Dodatku €. 6 ma pfednost
Ceska verze.

7. ZVEREJNENI

Bez ohledu na vySe uvedené, spole¢nost Biogen
a CRO timto berou na védomi, ze Zdravotnické
zarizeni je povinno uvefejnit tento Dodatek
spole¢né se Smlouvu podle zakona ¢. 340/2015
Sb., o registru smluv. Jakékoliv informace, které
obchodni obou stran, jsou
osvobozeny od takového uvefejnéni. Pro ucely
tohoto Dodatku a Smlouvy takova obchodni
tajemstvi zahrnuji, zejména, plan individualnich
navstév popsanych v platebnim rozvrhu v tomto
Dodatku a PFilohu A Smiouvy,
naboru, oéekavany pocet zafazenych pacientt a
jakékoli
podrobnosti tykajici se Protokolu. Kromé toho
jsou rovnéz osvobozeny od takového uvefejnéni
osobni udaje jednotlivet, pokud nebyly dfive
publikovany v jiném vefejném registru.

tvofi tajemstvi

minimalni cil

oCekavané trvani studie a dalsi

Jak je dohodnuto mezi smluvnimi stranami,
Zdravotnické zafizeni souhlasi, Ze uvefejni tento
Dodatek a Smlouvu na zakladé vySe uvedeného.
Verze tohoto Dodatku a Smlouvy urlené k
uvefejnéni, se zaslepenim vSech obchodnich
tajemstvi a osobnich udajl, se CRO zavazuje, po
schvaleni spole€nosti Biogen, do 3 dn0 od
podpisu zaslat v strojové Citelném formatu v
elektronické podob& na emailovou adresu
B \ ofipadé, Ze Zdravotnické zafizeni
neuverejni podminky tohoto Dodatku a Smlouvy v
pozadované lhuté tficeti (30) dnli pfed zakonem
pozadovanym terminem jak je
uvedeno ve vySe odkazovaném zakoné&, mohou
byt podminky této smlouvy zvefejnény ze strany
CRO nebo spole¢nosti Biogen.

zverejnéni,
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The estimated value of financial payment under Predpokladana hodnota finanéniho pinéni dle
the Agreement, as amended, shall be Smlouvy ve 2znéni Dodatku ¢ini pfiblizné
approximately CZK 81 255,72 EUR. 81 255,72 EUR.
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THIS AMENDMENT AGREEMENT 6 has been
executed by or on behalf of the Parties through
their duly authorised representatives on the date
of last signature below.

Biogen Idec Limited

By:

Name:

Title:

Date:

VSeobecna fakultni nemocnice v Praze

By:
Name: Mgr. Dana Juraskova, Ph.D., MBA
Title:  Director
Date:

Party to the Agreement for payment purposes
only

CRO

By:

[signature]
Name:
Title:

Date:

KHL 140/2017

TENTO DODATEK SMLOUVY C. 6 byl uzavien
stranami  nebo jejich  Fadné
opravnénymi zastupci k datu posledniho podpisu

Smluvnimi

nize.

Biogen Idec Limited

Podpis:

Jméno:

Funkce:

Datum:

VsSeobecna fakultni nemocnice v Praze

Podpis:

Jméno: Mgr. Dana Juraskova, Ph.D., MBA
Funkce: Reditelka

Datum:

Strana Smlouvy pouze pro ucely thrad

CRO

Podpis:

[podpis]
Jméno:
Funkce:

Datum:
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Investigator statement

I,
I e
Principal Investigator of this Study, hereby confirm
that | have studied the Protocol and any
documents provided by the Sponsor (Biogen Idec
Limited) for the conduct of the Study. | have been
acquainted with this Amendment No. 6 concluded
by Biogen Idec Limited and the General University
Hospital in Prague (VSeobecna fakultni
nemocnice v Praze) and | shall comply with the
obligations set forth herein or implied by Good

KHL 140/2017

Prohlaseni zkousejiciho

Ja,
!
Hlavni zkousSejici této Studie, timto potvrzuiji, ze
jsem se seznamila s protokolem a vSemi
dokumenty pfedanymi Zadavatelem (spoleénosti
Biogen Idec Limited) k provedeni Studie. Byla
jsem
uzavifenym mezi spole¢nosti Biogen Idec Limited
a VSeobecnou fakultni nemonici v Praze a budu
dodrzovat v ném stanovené (i
vyplyvajici ze Spravné Kklinické praxe hlavnimu
zkousejicimu.

seznamena stimto Dodatkem ¢&. 6

povinnosti

Podpis:

Jmeno:

I Funkce: Hiavni Zkousejicl

Clinical Practice in respect of the Principal
Investigator.
By:
Name:
Title:  Principal Investigator
Date:

Datum:
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