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AMENDMENT NO. 6 TO CLINICAL
TRIAL AGREEMENT

This Amendment No. 6 (the “Amendment No. 6”) to the
Clinical Trial Agreement is concluded as of the date of
last signature (the “ Effective Date”), by and between:

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

Nemocnice Jihlava, piispévkova organizace located
at Vrchlického 59, Jihlava, postcode 586 33, Czech
Republic, Identification number: 000 90 638, Tax
identification number: CZ00090638, represented by
MUDr. Lukas$ Velev, MHA, director (the “Institution”),
and

located at

Quintiles Inc. with offices located at 4820 Emperor
Blvd., Durham, NC 27703, having its representative
office in Czech Republic: Quintiles Czech Republic,
s.r.o. located at Radlickd 714/113a, 158 00 Praha 3,
Czech Republic (jointly “Quintiles”), (hereinafter
referred to as the “CRO”)

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

WHEREAS, the Parties, excluding CRO, entered into the
Clinical Trial Agreement concluded on 7 May 2009 (the
“CTA”) with regard to Biogen Idec’s clinical trial entitled
“A Dose-Blind, Multicentre, Extension Study to
Determine the Long-Term Safety and Efficacy of Two
Doses of BGO00012 Monotherapy in Subjects with
Relapsing-Remitting Multiple Sclerosis” (the “Trial”),
with Protocol number 109MS303 (“Protocol”). The CTA
was subsequently amended by the Parties on 1 Mar 2013
by Amendment No. 1, on 3 Apr 2012 by Amendment
No. 2, on 28 Nov 2013 by Amendment No. 3, on 7 Mar
2014 by Amendment No. 4 and on 7 Apr 2015 by
Amendment No. 5.

WHEREAS, The Parties have agreed to amend certain
terms of the CTA as further set out in and pursuant to the
terms and conditions of this Amendment No. 6;

NOW, THEREFORE, in consideration of the mutual
promises contained in this Amendment No. 6, the Parties
hereby agree as follows:

1. DEFINITIONS AND INTERPRETATION
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DODATEK €. 6 KE SMLOUVE
0O KLINICKEM HODNOCENI

Tento Dodatek ¢. 6 (dale jen ,,Dodatek & 6°) ke Smlouvé o
klinickém hodnoceni je uzaviran ke dni posledniho podpisu
(dale jen ,,Datum ucinnosti) mezi:

spoleénosti Biogen ldec Ltd, se sidlem Innovation House,
70 Norden Road, Maidenhead, Berkshire, SL6 4AY, Spojené
kralovstvi (dale spolecné¢ se v§emi dcefinymi a sesterskymi
spole¢nostmi jen ,,Biogen Idec), a

Nemocnici Jihlava, prispévkova organizace, se sidlem
Vrchlického 59, Jihlava, PSC 586 33, Ceska republika,
Identifikac¢ni ¢islo: 000 90 638, Danové identifikaéni Cislo:
CZ00090638, =zastoupenou MUDr. Lukasem Velevem,
MHA, teditelem (dale jen ,,Zdravotnické zavizeni’), a

, adresa:
(dale jen ,,ZkousSejici*), a

spoleénosti Quintiles Inc., se sidlem 4820 Emperor Blvd.,
Durham, NC 27703, zastoupenou v Ceské republice
spoleCnosti Quintiles Czech Republic, s.r.o., se sidlem
Radlicka 714/113a, 158 00 Praha 5, Ceskd republika
(spole¢né dale jen ,,Quintiles*), (dale jen ,,CRO”)

(spolecné dale ,,Smluvni strany* nebo jednotlive ,,.Smluvni
strana‘).

UVODNI USTANOVENI: Smluvni strany, krom& CRO,
uzaviely dne 7. 5. 2009 Smlouvu o klinickém hodnoceni
(dale jen ,,Smlouva”) k provadéni klinického hodnoceni
spoleCnosti  Biogen Idec s nazvem ,,Multicentricka
prodlouZend studie se zaslepenymi ddavkami, jejimz cilem je
vyhodnotit dlouhodobou bezpecnost a ucinnost dvou ddvek
monoterapie pripravkem BG00012 u subjektii s relabujici-
remitujici rogtrouSenou sklerozou” (dale jen ,Klinické
hodnoceni*) s ¢islem protokolu 109MS303 (dale jen
“Protokol”). Smlouva byla nasledné zménéna smluvnimi
stranami dne 1. 3. 2013 Dodatkem ¢. 1, dne 3. 4. 2012
Dodatkem &. 2, dne 28. 11. 2013 Dodatkem ¢&. 3, dne 7. 3.
2014 Dodatkem ¢. 4 a dne 7. 4. 2015 Dodatkem ¢€. 5.
VZHLEDEM K TOMU, ZE Smluvni strany se dohodly na
zméné nékterych podminek Smlouvy, jak je uvedeno dale
v tomto Dodatku ¢. 6 a v souladu s jeho podminkami;
NYNI, Z TOHOTO DUVODU, sohledem na vzijemné
prisliby uvedené v tomto Dodatku ¢. 6, se Smluvni strany
dohodly takto:

1. DEFINICE A VYKLAD
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a. All capitalised terms used but not defined in this
Amendment No. 6 shall bear the meaning accorded to
them in the CTA.

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

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

2. AMENDMENTS TO THE CTA

Protocol amendment No. 5. The Protocol has been
amended and as such this has added several new
visits/procedures to the Trial for which the fees are
captured under this Amendment No. 6. The Parties
hereby agree that with effect from Protocol Amendment
No. 5 approval by the State Institute for drug control and
relevant ethics committees, the CTA shall be amended
as follows:

2.1 The text contained under the first paragraph of
Schedule A “Payments”: “Biogen Idec shall pay to the
Institution , to conduct the
Trial.” shall be deleted and replaced with the following
text:

2.2 The text contained under Schedule A “Payments”:
“Total payment to the Institution
(plus VAT, if applicable).”

shall be deleted and replaced with the following text:

2.3 The payment tables under Schedule A “Payments”
shall be deleted entirely and replaced with the following
payment tables:

a. Vyrazy psané velkymi pismeny, které jsou pouzity,
ale nejsou definovany v tomto Dodatku ¢. 6, jsou pouzity ve
vyznamu, jenz maji ve Smlouve.

b. Nevyplyva-li z kontextu jinak, rozumi se odkazy na
¢lanky ¢i platebni rozpoéty v tomto Dodatku ¢. 6 odkazy na
prislusny clanek ¢i platebni rozpocet uvedeny ve Smlouve.

C. Nevyplyva-li z kontextu jinak, odkazy ve Smlouvé
na ,tuto Smlouvu“ se rozumi odkazy na Smlouvu o
Klinickém hodnoceni ve znéni tohoto Dodatku ¢. 6 a
ptipadnych dalSich zmén v budoucnu.

2. ZMENY SMLOUVY

Dodatek k Protokolu ¢. 5. Protokol byl pozménén a do jeho
nové verze bylo pfidano nékolik novych navstév/procedur ke
Klinickému hodnoceni, platby za néz jsou uvedené v tomto
Dodatku ¢. 6. Smluvni strany timto souhlasi, Zze s u¢innosti
od data schvaleni Dodatku k Protokolu €. 5 Statnim ustavem
pro kontrolu 1é¢iv a pfislusnymi etickymi komisemi, budou
ve Smlouvé provedeny nasledujici zmény:

2.1 Text uvedeny v prvnim odstavci Pfilohy A ,,Platby*:
wBiogen  Idec  zaplati  Zdravotnickému  zarizeni

v souvislosti s Klinickym
hodnocenim.* se timto ru$i a nahrazuje nasledujicim textem:

2.2 Text uvedeny v Ptiloze A ,Platby“: ,,Celkovd platba
Zdravotnickému zarizeni (plus
se timto rusi a nahrazuje

DPH, kde to pada v uvahu).*
nasledujicim textem:

2.3 Platebni tabulky uvedené v Ptiloze A ,,Platby* se timto
rusi v celém rozsahu a nahrazuje nasledujicimi platebnimi
tabulkami:
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3. MISCELLANEQOUS

@) Except as specifically set forth herein, the CTA
and the obligations of the Parties thereunder are hereby
ratified and confirmed and shall remain in full force and
effect. In the event of any inconsistency between the

3. RUZNE

(@) S vyjimkou piipadi konkrétné uvedenych v tomto
Dodatku ¢. 6, jsou povinnosti smluvnich stran, které
vyplyvaji ze Smlouvy, timto schvaleny a potvrzeny a
zustavaji nadale v plném rozsahu platné a ucinné. V ptipadé
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terms of this Amendment No. 6 and the CTA, the terms
of this Amendment No. 6 shall prevail.

(b) The CTA, as amended by this Amendment No.
6, constitutes the entire agreement between the Parties
with respect to the subject matter hereof, and supersedes
all previous representations, agreements,
understandings and negotiations with respect thereto.

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

© This Amendment No. 6 is executed in 4
counterparts in the Czech and English languages, with
each Party receiving one counterpart in both language
versions.

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

(e) This Amendment No. 6 shall be governed and
construed in accordance with the laws of Czech
Republic.

IN WITNESS WHEREOF, the Parties hereto have
executed this Amendment No. 6 through their duly
authorised representatives as of the Amendment
Effective Date.
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jakychkoli nesrovnalosti mezi ustanovenimi tohoto Dodatku
¢. 6 a Smlouvy maji ustanoveni tohoto Dodatku ¢. 6 pfednost.

(b) Smlouva ve znéni tohoto Dodatku ¢. 6 predstavuje
uplné ujednani mezi smluvnimi stranami ohledné predmétu
Smlouvy a nahrazuje vesSkera piedchozi prohlaseni,
ujednani, dohody a jednani ohledné Smlouvy.

Neni-li stanoveno jinak, vSechny odkazy na ¢lanky nebo
platebni rozvrhy v tomto Dodatku ¢. 6 budou odkazy na
prislusné clanky nebo platebni rozvrhy ve Smlouvé.

(© Tento Dodatek ¢. 6 je vyhotoven ve 4 stejnopisech
v ¢eském a anglickém jazyce, pti¢emz kazda Smluvni strana
obdrzi jeden stejnopis v obou jazykovych verzich.

(d) V pripad¢ jakychkoli rozporti mezi ¢eskou a anglickou
verzi tohoto Dodatku ¢. 6 ma prednost Ceska verze.

(e) Tento Dodatek &. 6 se bude ¥idit dle zdkonti Ceské
republiky a bude vykladan v souladu s nimi.

NA DUKAZ TOHO Strany uzaviely tento Dodatek &. 6
prostfednictvim svych fadné opradvnénych zéastupct k Datu
ucinnosti Dodatku.
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BIOGEN IDEC

By/Podpis:

Name/Jméno:

Title/Funkce:

Date/Datum:

NEMOCNICE JIHLAVA, PRISPEVKOVA ORGANIZACE

By/Podpis:

Name/Jméno: MUDr. Lukas Velev, MHA
Title/Funkce: Director/feditel

Date/Datum:

By/Podpis:

Title/Funkce: Investigator/Zkousejici

Date/Datum:

Smluvni strana Dodatku pouze pro ucely uhrad
CRO

By/Podpis:

Na zakladé plné moci/ Under a Power of Attorney
Quintiles Czech Republic, s.r.o.

Name/Jméno:
Title/Funkce:

Date/Datum:
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