











AMENDMENT 3 DODATEK3  _ ,
TO CLINICAL TRIAL AGREEMENT KE _ SMLOUVE O KLINICKEM
HODNOCENT

This Amendment 3 (the “Amendment 37) to the
Clinical Trial Agreement is made as of the date of
last signature (the “Amendment Effective Date”), by
and between:

Tento Dodatek 3 (dale jen ,,Dodatek 3*) ke
Smlouvé o klinickém hodnoceni je uzaviran ke
dni posledniho podpisu (dale jen ,Dafum
ucinnosti Dodatku'*) mezi:

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

spolecnosti Biogen Idec Ltd, se sidlem
Innovation House, 70 Norden Road,
Maidenhead, Berkshire, SL6 4AY, Spojené
kralovstvi (dale spolecné se v8emi dcefinymi a
sesterskymi spole¢nostmi jen ,.Biogen Idec™),

and Krajska zdravotni a.s. located at Socialni péce
3316/12a, 401 13 Usti nad Labem, Czech Republic,
Identification number: 254 88 627, Tax
identification number: CZ25488627, represented by
Ing. Petr Fiala, managing director (the “Institution™)

a spole¢nosti Krajska zdravotni a.s., se sidlem
Socialni pée 3316/12A, 401 13 Usti nad
Labem, Cesk4 republika, Identifikadni &fslo:
254 88 627, Darové identifikaéni ¢&islo:
CZ25488627, zastoupenou Ing. Petrem Fialou,
generalnim feditelem (dale jen ,.Zdravotnické
zarizent’”)

and MR |ocatcd ot NN
A (ihc

"Investigator")

a .  adresa:
I
B (dale jen , ZkouSejici)

and 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 Radlicka 714/113a,
Jinonice, 158 00 Praha 5 (jointly “Quintiles™),

a spoleénosti Quintiles Inc., se sidlem 4820
Emperor Blvd., Durham, NC 27703,
zastoupenou v Ceské republice spoleénosti
Quintiles Czech Republic, s.r.o., se sidlem
Radlickd 714, PSC 158 00, Praha 5, Ceska

(hereinafter referred to as the “CRO™) republika (dale jen ,Quintiles™), (dalejen
~CRO”),
(together the "Parties" or individually a "Party"). (spole¢né¢ déle ,smluvni strany” nebo

jednotlivé  smluvni strana®).

WHEREAS, the Parties, excluding CRO, entered into
the Clinical Trial Agreement dated 26" June 2009 (the
“Agreement”) 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 BG00012 Monotherapy in
Subjects with Relapsing-Remitting Multiple
Sclerosis” with Protocol number “109MS303”
(“Protocol”) together (the “Trial”) and

UVODNI USTANOVENTI: smluvni strany bez
CRO uzaviely dne 26. ¢ervna 2009 Smlouvu o
klinickém hodnoceni (dale jen ,,Smlouva o
klinickém hodnocen?”) k provadéni klinického
hodnoceni spole¢nosti Biogen Idec s nazvem

,Multicentricka  prodlouZenia studie se
zaslepenymi davkami, jejimz cilem je
vyhodnotit dlouhodobou bezpefnost a

ucinnost dvou didvek monoterapie pfipravkem
BGO00012 u subjektli s relabujici-remitujici
roztrousenou sklerézou” s &islem protokolu
“109MS303” (déle jen ‘‘Protokol”) spole¢né
(dale jen ,.Klinické hodnoceni™) a

WHEREAS effective from the Amendment Effective
Date Biogen Idec has transitioned clinical research
organisation responsibility for certain operational
matters under the Agreement from Pharm Research

S G¢innosti od Data G¢innosti Dodatku prevadi
spolenost Biogen Idec povinnosti klinické
vyzkumné organizace tykajici se nékterych
provoznich zéleZitosti podle Smlouvy ze
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Associates (UK) Limited to CRO.

spolenosti Pharm Research Associates (UK)
Limited na CRO.

WHEREAS, Biogen Idec has entered into a separate
agreement with the CRO to perform certain duties in
connection with the Trial, including making
payments to the Institution and Investigator on
behalf of Biogen Idec, and the Parties agree that the
CRO shall be a party to this Agreement for the sole
purpose of making such payments hereunder on
behalf of Biogen Idec, and the CRO shall have no
other rights or obligations under the Agreement.

Spole€nost Biogen Idec uzaviela samostatnou
smlouvu s CRO, v niz ji povéfila pln€nim
n€kterych povinnosti tykajicich se Klinického
hodnocent, veetné provadéni thrad
Zdravotnickému zafizeni a ZkouSejicimu za
spolenost Biogen Idec, a smluvni strany se
dohodly, ze se CRO stane smluvni stranou
tohoto Dodatku vyhradné za G¢elem provadéni
plateb podle tohoto Dodatku jménem
spole¢nosti Biogen Idec s tim, Ze CRO nebude
mit z Dodatku Z4adn4 dal$i prava ani povinnosti.

WHEREAS, The Parties have agreed to amend the
Agreement as set forth below.

Smluvni strany se dohodly na nize uvedenych
zménach ve Smlouvé o klinickém hodnoceni.

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:

Po zvazeni vzajemnych zivazki uvedenych
v tomto Dodatku, jejichZ pfijeti a dostatecnost
je timto potvrzena, a s imyslem vstoupit timto
Dodatkem do z&vazného pravniho vztahu se
smluvni strany dohodly na uzavieni Dodatku v
tomto znéni:

1. DEFINITIONS AND
INTERPRETATION

1. DEFINICE A VYKLAD

a. All capitalised terms used but not defined in
this Amendment 3 shall bear the meaning accorded
10 them in the Agreement.

a. Vyrazy psané velkymi pismeny, které
nejsou definovany vtomto Dodatku 3, jsou
pouzity ve vyznamu, jenZ maji ve Smiouvé o
klinickém hodnoceni.

b. Unless the context requires otherwise, all
references to Sections or Schedules in this
Amendment 3 shall be references to the relevant
section or schedule in the Agreement.

b. Nevyplyva-li z kontextu jinak, rozumi
se odkazy na ¢lanky &i pFilohy v tomto Dodatku
3 odkazy na piisiu$ny &lanek ve Smlouvé o
klinickém hodnoceni ¢i piilohu k ni.

c. Unless the context requires otherwise,
references in the Agreement to "this Agreement"
shall be to the Agreement as amended by this
Amendment 3 and otherwise from time to time.

C. Nevyplyvéa-li z kontextu jinak, odkazy
ve Smlouvé o klinickém hodnoceni na ,,tuto
Smlouvu®“ se rozumi odkazy na Smlouvu o
klinickém hodnoceni ve znéni tohoto Dodatku 3
a ptipadnych dalSich zmén v budoucnu.

2. AMENDMENTS
AGREEMENT

TO THE

2. ZMENY SMLOUVY

To amend the Agreement to reflect changes required
to invoicing and reporting triggered by the transition
in CRO.

Upravit podminky Smlouvy o Kklinickém
hodnoceni, aby odraZely poZadované zmény v
thradach a fakturaci a vykazovani v souvislosti
se zménou CRO.

(a) (i) The Parties agree that all notices, invoices
for pass-through expenses and other correspondence
concerning payments shall be sent by the
Institution/Investigator to CRO at the below address:

(a) (i) Smluvni strany se dohodly, Ze vekera
oznameni, faktury za ptreiétovivané naklady a
dalsi korespondenci tykajici se Uhrad bude
Zdravotnické zai{zeni/ZkouSejici zasilat CRO
na tuto adresu:
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Quintiles Czech Republic s.r.o.

Quintiles Czech Republic s.r.o.

Radlicka 714 Radlickd 714
Zip code 158 00 Praha 5 158 00 Praha 5
Czech Republic Ceska republika

Original Invoices pertaining to this Trial must be
issued to:

Origindly faktur k tomuto Klinickému
hodnoceni museji byt vystavovany na:

Quintiles Czech Republic s.r.0.

Quintiles Czech Republic s.r.o.

Radlické 714 Radlicka 714
Zip code 158 00 Praha 5 158 00 Praha 5
Czech Republic Ceska republika

VAT: CZ224768651

DIC: CZ24768651

for reimbursement and submitted to Quintiles at the
following address:

a zasilany k proplaceni spole¢nosti Quintiles na
tuto adresu:

Quintiles Czech Republic s.r.o.

Quintiles Czech Republic s.r.o.

Radlicka 714 Radlicka 714

Zip code 158 00 Praha 5 158 00 Praha 5

Czech Republic Ceska republika

(ii) Notices, reports and other correspondence | (ii) Veskera oznameni, zpravy a daldi

related to the following sections of the Agreement
shall continue to be sent to Biogen Idec pursuant to
the terms of Section 12 of the Agreement, with a
simultaneous copy to the CRO at the above address:

1. Section 3 (d) (adverse event reporting);
2. Section 8 (publication);

3. Section 9 (inventions);

4, Section 11 (indemnification);

5. Section 10 (termination);

korespondence tykajici se nasledujicich ¢lanki
Smlouvy o klinickém hodnoceni budou zasilany
spole¢nosti Biogen Idec podle podminek élanku
12 Smlouvy o klinickém hodnoceni s kopii pro
CRO na vyse uvedenou adresu:

1. Clanek 3 (d) (Vykazovani NeZadoucich
ptihod);

Cléanek 8 (Publikovéni);

Clanek 9 (Vynalezy);

Clanek 11 (Néhrada 8kody);

Clanek 10 (Ukon&ent platnosti Smlouvy);

Wb

(b)

Section 10 (e) shall be amended as follows:

(b) Clanek 10 (e) Smlouvy o Kklinickém
hodnoceni se méni takto:

Termination for Breach, etc. Either party may
terminate this Agreement with immediate effect by
written notice to the other in the event that (i) the
other party commits a material breach of this
Agreement which (if remediable) is not remedied
within thirty (30) days of a written notice from the
non-defaulting party; or (ii) the other party becomes
insolvent.

Ukonceni platnosti v piipadé poruseni apod.
Smluvni strany mohou tuto Smlouvu vypovédét
s okamzitou uCinnosti na zakladé pisemné
vypovédi zasiané druhé smluvni strané v
ptipad€, Ze se (i) druha smiuvni strana dopusti
zédvazného poruSeni Smlouvy a neodstrani ho
do tficeti (30) dnti od pisemného upozornéni od
smluvni strany, ktera se porudeni nedopustila,
je-li moZné poruSeni odstranit, nebo se (ii)
druha smluvni strana dostane do platebni
neschopnosti.

Any violation of the good clinical practices, the
Applicable Anti-Corruption Legislation, or data
protection provisions under the Applicable Laws and

Za zévazné poruSeni této Smlouvy bude
povazovano kazdé poruSeni zasad spravné
klinické praxe, platnych pravnich pfedpist
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Regulations shall be deemed to be a material breach
of this Agreement.

zakazujicich korupéni jednani a ustanoveni o
ochrang osobnich udaji podle platnych
pravnich pfedpisi a nafizeni.

The CRO, as representative of Biogen Idec and party
to this Agreement only for the purposes stated in the
preamble, acknowledges that it shall not intervene in
the decision to terminate or not to terminate the
Agreement.

CRO jako zastupce spole¢nosti Biogen Idec a
smluvni strana této Smlouvy pouze pro ucely
uvedené v Gvodnim ustanoveni prohlasuje, Ze
nebude nijak zasahovat do rozhodovéni o
pfipadném vypovézeni Smlouvy.

3. Miscellaneous 3. Riizné
(a) Except as specifically set forth herein, the | (a) S wvyjimkou piipadd  konkrétné
Agreement and the obligations of the Parties | uvedenych vtomto Dodatku jsou timto

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 3 and the Agreement, the terms of this
Amendment 3 shall prevail.

schvaleny a potvrzeny Smlouva o klinickém
hodnoceni a povinnosti, které z ni vyplyvaji
Smluvnim stranam, a zGstavaji nadale v plném
rozsahu platné a Uéinné. V piipadé jakychkoli
nesrovnalosti mezi ustanovenimi tohoto
Dodatku 3 a Smlouvy o klinickém hodnoceni
maji ustanoveni tohoto Dodatku 3 prednost.

(b) The Agreement, as amended by this
Amendment 3, constitutes the entire agreement
between the Parties with respect to the subject matter

(b) Smlouva o klinickém hodnoceni ve
znéni tohoto Dodatku 3 pfedstavuje uplné
yjednani mezi smluvnimi stranami ohledné

hereof, and supersedes all previous representations, | pfedmétu Smlouvy a nahrazuje veSkerad
agreements, understandings and negotiations with | pfedchozi prohlaSeni, ujednani, dohody a
respect thereto. jednéni ohledné této Smlouvy.

(©) This Amendment 3 (a) may be executed in | (c) Tento Dodatek 3 (a) mlze byt

counterparts, each of which shall be deemed 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 delivered physically or
by email or facsimile transmission to the other Party
or Parties, as appropriate. The Parties agree that any
signature delivered by email or facsimile
transmission shall have the same force and effect as
an original signature, where applicable under the
governing law of the Amendment 3.

vyhotoven v nékolika vyhotovenich, z nichZ
kazdé bude povazovano za origindl a vSechna
vyhotoveni spoleéné budou piedstavovat jednu
a tutéZ smlouvu zavaznou pro viechny smiuvni
strany a (b) bude povazovan za podepsany,
jestliZze na n&j smluvni strana doplni sviij podpis
fyzicky nebo podpis zasle druhé smluvni strang
¢i  smluvnim  strandm  prostfednictvim
elektronické poSty nebo faxem. Smluvni strany
se dohodly, Ze podpis doruCeny e-mailem nebo
faxem bude mit stejnou platnost a G¢innost jako
original podpisu.
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IN WITNESS WHEREOQF, the Parties hereto have
executed this Amendment 3 as of the Amendment
Effective Date.

NA DUKAZ TOHO podepsaly smluvni strany
tento Dodatek 3 v Den u€innosti Dodatku.

BIOGEN IDEC BIOGEN IDEC
By:
[signature] [podpis]
Name: Jméno:
Title: Funkce: enior Vianage:
Date: mo i Datum: Z
,u""/ =
KRAJSKA 7D KRAJSKA|
By: :
[signature] ] [podpis
Name: Ing. Petr Fiala Jméno: ing. Petr Fiala
Title: generalni reditel Funkce:  generdinifeditel
Date: 15 -U5- 201 Datum: T5-05-20%

By: : /
[signaturé] [podpis]
ame: I Tinéno: NN

Title: Investigator

Funkce: Zkousejici

AN Ao =

7 P
2 { 4=

Date:

%‘qt«\'i' )

=3

2 i
W
¢ ‘\i)\

Datum:

Party to the Agreement for payment purposes only

Smluvni strana Dodatku pouze pro uclely ghgad

CRO CRO 1y G2 & e N
fc,{, ("//‘A« . %2
By: 9‘% ‘f’“ﬁ S,
Name: Jméno 7 Y s
Title: Director, Regulatory and Start-Up Funkce: Directof, Regulatory and Startclp,  ~°
Y%
Zy
Date: 7. 4. 2015 Datum: 7. 4. 2015
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