% b! Ogen IdeC Amendment Agreement # 2 to Tripartite Clinical Trial Agreement — Czech Republic
e i Krajskd zdravolni, a.s. / hBiagen Idec

AMENDMENT 2
TO
CLINICAL TRIAL AGREEMENT

This Amendment 2 (the “Amendment 2”) to the
Clinical Trial Agreement is made as of
25™ March, 2014 (the “Amendment Effective
Date™), by and between:

Biogen Idec Limited, located at Innovation House,
70 Norden Road, Maidenhead, Berkshire, SL6
4AY, United Kingdom (together with its
subsidiaries and affiliates, “Biogen Idec”),

Krajskd zdravotni, a.s., Company ID Number
(IC): 25488627, Tax ID Number (DIC):
CZ25488627, located at Socidlni pée 33616/12A,
Usti nad Labem, 401 13, Czech Republic, acting by
Ing. Petr Fiala, director (the “Institution™)

Krajska zdravotni, a.s. — Nemocnice Teplice, 0.z.

located at |
B e "Investigator")

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

WHEREAS, the Parties entered into the Clinical
Trial Agreement dated 26" Junc 2009 and
Amendment No. 1 dated 29" April 2011 (together
the “Agreement”) with regard to the study entitled
"4 Dose-Blind, Multicenter, Extension Study to
Determine the Long-Term Safety and Efficacy of
Two Doses of BG00012 Monotherapy in Subjects
with  Relapse-Remitting  Multiple  Sclerosis”
bearing the Protocol nr. 109MS303. Capitalized
terms used but not defined herein shall have the
meanings ascribed to them in the Agreement; and

WHEREAS, Biogen Idec, Institution and
Investigator have agreed to amend the Agreement as
set forth below.

NOW, THEREFORE, in consideration of the
mutual covenants contained herein, the receipt and
sufficiency of which are hereby acknowledged, and
intending to be legally bound hereby, the Parties
agree as follows:
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109MS203
DODATEK 2
KE
SMLOUVE O PROVEDENI KLINICKEHO
HODNOQCENI

Tento Dodatek 2 (déle jen ,,Dodatek 2%) ke smlouve
o provedeni klinického hodnoceni se vzavird ke dni
25 bFezna 2014 (dile jen ,Datum uinnosti
dodatku®) mezi:

spolenosti Biogen ldec Limited, se sidlem na
adrese Innovation House, 70 Norden Road,
Maidenhead, Berkshire, SL6 4AY, Velkd Britinie
(spoletné s jejimi dcefinymi a sesterskymi
spoleCnostmi, déle jen ,.Béogen Idec),

spolecnost{ Krajska zdravotni, a.s., IC: 25488627,
DIC: CZ25488627, se sidlem Socidlni péte
3316/12A, Usti nad Labem, 401 13, Cesk4
republika, jejimZ jménem jednd Ing. Petr Fiala,
feditel (dale jen ,.zdravotnické zaFizeni™)

prace Krajska zdravotni, a.s. ~ Nemocnice Teplice,

0z se sidlem |G
I (the "Zkousejici")

(spoletné¢ nazyvané ,Strany“ nebo jednotlivé
~Strana®).

VZHLEDEM K TOMU, Z¢ Strany uzaviely
Smlouva o provedeni kiinického hodnoceni dne
26 Cervna 2009 a tuto pozménily dne 29 dubna 2011
dodatkem 1 (spole¢né dale jen ,Smlouva“) tykajici
se studie nazvan¢ , Multicentrickd prodloufend
studie se zaslepenymi ddavkami, jejimi cilem je
vyhodnotit dlouhodobou bezpeCnost a ulinnost
dvou ddvek monoterapie pfipravkem BG00012 u
subjektda s relabujici-remitujici  roztrouSenou
sklerézou®, s Cislem protokolu 109MS303. Zde
pouZité vyrazy, které jsou uvedeny s velkym
pismem, ale jinak nejsou definovany, budou mit
stejny vyznam, jaky jim je pfitazen ve Smlouve; a
VZHLEDEM K TOMU, Ze se spolecnost Biogen
Idec, zdravotnické zafizeni a zkoudejici dohodly
pozménit Smlouvu tak, jak je uvedeno niZe;

PROTO s ohledem na vzajemné zdvazky uvedené
v tomto Dodatku 2, jejichZ pfijet a dostatenost jsou
timio uzndvany, a s umyslem byt timto Dodatkem 2
prévné zavazany se Strany dohodly nésledovné:
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1. Amendments to the Agreement

1.1 Study Duration Extension. The
protocol number 109MS303 has been amended to
create an extension of additional _to
the current Study, and as such this has added
several new visits to the Stady for which the fees
are captured under this Amendment 2.

The Parties hereby agree that with effect from the
date of this Amendment, the Agreement shall be
amended as follows:
1.1.I  The text: “Biogen Idec shall
pay to the Institution 1573
EUR per Subject (plus VAT,
if applicable), to conduct the
Trial. Biogen Idec will pay
to the Investigator 3678
EUR per Subject (plus VAT,
if applicable), for the
conduct of the Trial,
according to the terms
stipulated in this Schedule A
above and in  this
Agreement” contained under
" the first paragraph of
Schedule A ‘Payments’ shall
be deleted and replaced with
the following:

“Biogen Idec shall pay to the
Institution 2292 EUR EUR
per Subject (plus VAT, if
applicable) to conduct the
Trial. Biogen Idec will pay
to the Investigator 5362
EUR per Subject (plus VAT,
if applicable), for the
conduct of the Trial,
according to the terms
stipulated in this Schedule A
above and in this
Agreement”

1.1.2

Site: Krajska zdravotni, a.s.

Pl
Fin.

al: 25" March, 2014

1. Dodatky ke smlouvé

1.1 ProdlouZeni doby trvan{ studie.
Protokol ¢&islo 109MS303 byl pozménén tak, Ze
soulasné studie se prodluzuje —
coz ma za nasledek pfidéni nékolika novych

navitév do studie, a poplatky za n& upravuje tento
Dodatek 2.

Strany timto souhlasi, Ze s G¢innosti od data tohoto
dodatku bude Smlouva upravena takto:

1.1.1 Pasiz: ,Spoletnost Biogen
Idec zaplati zdravotnickému
zafizeni 1573 EUR za
Subjekt (plus DPH, kde to
pada v Gvahu) za provedeni
Klinického hodnoceni.
Spolenost  Biogen Idec
zaplati ZkousSejici 3678 EUR
za jeden Subjekt (plus DPH,
kde to pada vuvahu) za
provedeni klinického
hodnoceni podle podminek
stanovenych v Philoze A
vySe a vtéto Smlouveé” v
prvnim odstavei Pfilohy A
,-Platby” bude odstranéna a
nahrazena nésledujicim:

»opoleCnost Biogen Idec
zaplati zdravotnickému
zaffizenf 2292 EUR za
Subjekt (s priftenim

pfipadné DPH) za provedeni
Kliinického hodnoceni.
Spolenost  Biogen Idec
zaplati Zkoudejici 5362 EUR
za jeden Subjekt (s pfictenim
piipadné DPH) za provedeni
klinického hodnoceni podie
podminek stanovenych
v Piloze A vyse a vtéto
Smlouve®

VI
e
.
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1.1.3 The wisit payment table 1.1.3  Tabulka plateb za navitévy v
under Schedule A 'Payments’ Pfiloze A ,,Platby* bude celd
shall be deleted entirely and - smazéana a nahrazena
replaced with the following nasledujici tabulkou:
table:

Institution payment , Platba zdravotnickému zaFizeni

Treatment Visit Cost [EUR]
E—— o
] |

L —————————— [}
. _

- -
] u
] [}
ee— ]
R, [
I
Total per subject payment (including overhead) 2292
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2. Miscellaneous

2.1 Except as specifically set forth
herein, the Agreement and the obligations of
Biogen Idec, Institution and Investigator thereunder
are hereby ratified and confirmed and shall remain
in full force and effect. In the event of any
inconsistency between the terms of this
Amendment 2 and the Agreement, the terms of
this Amendment 2 shall prevail.

2.2 The Agreement, as amended by
this Amendment 2, constitutes the entire
agreement between the Parties with respect to the
subject matter hereof, and supersedes all previous
representations, agrecments, understandings and
negotiations with respect thereto.

2.3 Unless the context requires
otherwise, all references to Sections or Schedules
in this Amendment 2 shall be references to the
relevant section or schedule in the Agreement.

2.4 This Amendment 2 (a) may be
executed in counterparts, cach of which shall be
decmed to be an original and all of which, taken
together, shall constitute a single agreement
binding on all Parties and (b) will be considered
executed by a Party when the signature of such
Party is dclivered physically or by email or
facsimile transmission to the other Party or
Parties, as appropriate. The Parties agree that any
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2. Rizné

2.1 S vyjimkou toho, co je zde
vyslovné uvedeno, Smlouva a zavazky spolecnosti
Biogen Idec, zdravotnického zafizeni a
zkousejictho podle tohoto Dodatku 2 jsou timto
ratifikovany a potvrzeny a zilistanou v plné
platnosti a Wcinnosti. V piipadé jakéhokoli
rozporu mezi podminkami tohoto Dodatku 2 ke
Smlouvé a Smlouvy budou rozhodné podminky
tohoto Dodatku 2 ke Smilouve.

22 Smlouva upravena timto
Dodatkem 2 ptedstavuje uplnou dohodu mezi
Stranami, pokud jde o jeji pfedméi, a nahrazuje
veSkera pfedchozi prohla§eni, smlouvy, ujednéani a
dohody ohledné tohoto pfedmétu.

2.3 Pokud z kontextu nevyplyva
jinak, budou viechny odkazy na Clanky nebo
Piilohy uvedené v tomto Dodatku 2 piedstavovat
odkazy na pfistudny ¢lanek nebo pFilohu Smliouvy.

2.4 Tento Dodatek 2 (a) muZe byt
vyhotoven ve stejnopisech, z nichZ kaZdy bude
povaZovén za origindl, pfiCemZ viechny spoletné
budou ptedstavovat jediny dodatek zavazny pro
viechny Strany, a (b) bude povaZovin za fadné
uzavieny danou Stranou, jakmile bude dorufen
podpis této Strany fyzicky, e-mailem nebo faxem
druhé Strané nebo pfipadné ostatnim Strandm.
Strany souhlasi, Ze kazdy podpis ufinény
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signature delivered by email or facsimile doruenym e-mailem nebo faxem bude mit v
transmission shall have the same force and effect pfislusnych pfipadech na zékladé rozhodného
as an original signature where applicable under priva Dodatku stejnou platnost jako originalni

the governing law of the Amendment. podpis.
3. Governing Law And Jurisdiction 3. Rozhodné prévo a jurisdikce
The Amendment 2 shall be governed and Dodatek 2 se bude fidit a vykladat v
construed in accordance with the laws of souladu se zakony Ceské republiky.
the Czech Republic.

IN WITNESS WHEREOF, the Parties hereto have NA DUKAZ TOHOTO Strany této smlouvy
executed this Amendment 2 as of the Amendment uzavfely tento Dodatek 2 k Datu ufinnosti
Effective Date dodatku

Signatures appear on following page Podpisy jsou na nasledujici strané
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Biogen Idec Limited 10oms303
Jméno / Name:
Funkce / Title: I
Datum / Date: 2.9 APR.2014
Krajski zdravotni, a.s.
Podpis / By:
Jméno / Name: Ing. Petr Fiala O oarie

) wagy) pau Jisg §1 107
Funkee / Title: Director / feditel ;’;‘.ﬁiiii:f:, H:fmi ‘(
Datum/ Date: 07 -40- 21 |
|
Podpis / By:
Jméno / Name:
Funkcee / Title: Principal Investigator / Zkousejici
Datum / Date: . 07 / q/ (Q ﬂ /(/
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