v Biogen

AMENDMENT NO. 1 TO CLINICAL
TRIAL AGREEMENT

This Amendment No. 1 (the “Amendment”) to the
Clinical Trial Agreement is effective as of its
publication in the Register of Agreements (the
“Effective Date”), by and between:

Biogen Idec Research Limited, with a place of
business at Innovation House, 70, Norden Road,
Maidenhead, Berkshire, SL.6 4AY, United Kingdom
(as sponsor in compliance with the definition herein,
hereinafter referred to as “Biogen Idec”); and

Fakultni nemocnice Hradec Kralové, having a
place of business at Sokolska 581, 500 05 Hradec
Krialové — Novy Hradec Krilové, Czech Republic,
Identification number: 00179906, Tax identification
number: CZ00179906, represented by prof. MUDr.
Vladimir Palicka, CSc., dr. h. c., director (the
Provider of Medical Services, in accordance with the
below definition, hereinafter referred to as the
“Institution’), and

I i1 an address
B <Investigator”); and

Quintiles Czech Republic, s.r.o., with a place of
business at Radlicka 714/113a, 158 00 Praha 5,
Czech Republic, Identification number: 247 68 651,
Tax identification number: CZ247 68 651 (together
with its affiliates (“CRO’’), who has been contracted
by BIOGEN IDEC RESEARCH LIMITED, based on the
Power of Attorney dated 23 September 2013.

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

WHEREAS, Biogen Idec, the Institution, the
Investigator and the CRO entered into the Clinical
Trial Agreement concluded on 28 August 2014 (the
“Agreement”) with regard to Biogen Idec’s clinical
trial entitled “Open-Label, Randomized, Multicenter,
Multiple-Dose, Active-Controlled, Parallel-Group,
Efficacy and Safety Study of BG00012 in Children
From 10 to Less Than 18 Years of Age With
Relapsing-Remitting Multiple Sclerosis, With
Optional Open-Label Extension, CONNECT*, with
Protocol number 109MS306 (the Study);

WHEREAS, The Parties have agreed to amend certain

DODATEK C.1KE SMLOUVEQ
PROVEDENI KLINICKEHO HODNOCENI

Tento Dodatek ¢. 1 (dédle jen ,,Dodatek*) ke Smlouvée
o provedeni klinického hodnoceni nabyva udcinnosti
uvefejnénim vregistru smluv (dile jen ,.Datum
tdinnosti‘‘) mezi:

spole¢nosti Biogen Idec Research Limited, se sidlem
na adrese Innovation House, 70 Norden Road,
Maidenhead Berkshire, SL6 4AY, United Kingdom
(jako Zadavatel ve smyslu niZe uvedené definice dile jen
,,Biogen Idec*); a

Fakultni nemocnici Hradec Kralové, se sidlem
Sokolska 581, 500 05 Hradec Kralové — Novy Hradec
Krilové, Ceskd republika, IC: 00179906, DIC:
CZ00179906, zastoupenou prof. MUDr. Vladimirem
Palickou, CSc., dr. h. c., feditelem (jako ,,Poskytovatel
ve smyslu niZe uvedené definice déle jen ,.Zdravotnické
zaiizeni*); a

I . sou
-

(dale jen ,zkouSejici*); a

Quintiles Czech Republic, s.r.o., se sidlem na adrese
Radlickd 714, 158 00 Praha 5, Ceskd republika, IC: 247
68 651, DIC: CZ247 68 651, (spole¢né s jejimi
spfiznénymi spole¢nostmi déle jen ,,CRO*), kterd byla
smluvné  povéfena  spoleCnosti BIOGEN IDEC
RESEARCH LIMITED, na zdkladé PIné moci ze dne 23.
zati 2013.

(spole¢né déle ,strany* nebo jednotlivé ,strana‘).

UVODNI USTANOVENI: Biogen Idec, Zdravotnické
zatizeni, Zkousejici a CRO uzaviely dne 28. 8. 2014
Smlouvu o provedeni klinického hodnoceni (déle jen
Smlouva”) k provadéni klinického hodnoceni
spolecnosti  Biogen Idec s ndzvem ,Oteviené,
randomizované, multicentrické, aktivné kontrolované
klinické hodnoceni s paralelnim uspoidddnim
hodnotici ii¢innost a bezpecnost vice ddavek piipravku
BGO00012 u déti ve véku od 10 do 18 let s relabujici-
remitujici roztrouSenou sklerozou, s dobrovolnym
otevienym pokracovdnim klinického hodnoceni/
CONNECT*, s ¢islem protokolu 109MS306 (déle jen
,Studie®);

VZHLEDEM K TOMU, ZE strany se dohodly na
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terms of the CTA as further set out in and pursuant to
the terms and conditions of this Amendment;

NOW, THEREFORE, in consideration of the mutual
promises contained in this Amendment, the Parties
hereby agree as follows:

1. DEFINITIONS AND
INTERPRETATION
a. All capitalised terms used but not defined in

this Amendment 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 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 and
otherwise from time to time.

2. AMENDMENTS TO THE CTA

Based on the Protocol Amendment Version 4.1.
dated 29 February 2016 the Parties hereby agree that
the Agreement shall be amended as follows:

The payment tables under “Schedule A, Payments”,
section “Payment schedule” shall be deleted entirely
and replaced with the following payment tables:

zméné nekterych podminek Smlouvy, jak je uvedeno
déle v tomto Dodatku a v souladu s jeho podminkami;

NYNI, Z TOHOTO DUVODU, s ohledem na vzdjemné
piisliby uvedené vtomto Dodatku, se strany dohodly
takto:

1. DEFINICE A VYKLAD

a. Vyrazy psané velkymi pismeny, které jsou
pouzity, ale nejsou definovdny v tomto Dodatku, jsou
pouZzity ve vyznamu, jeZ maji ve Smlouve.

b. Nevyplyva-li z kontextu jinak, rozumf{ se odkazy
na C¢lanky ¢i platebni rozpocéty v tomto Dodatku odkazy
na piisluSny c¢ldnek ¢i platebni rozpocet uvedeny ve
Smlouvé.

c. Nevyplyva-li z kontextu jinak, odkazy ve
Smlouvé na ,tuto Smlouvu“ se rozumi odkazy na
Smlouvu o klinickém hodnoceni ve znéni tohoto
Dodatku a pfipadnych dal$ich zmén v budoucnu.

2. ZMENY SMLOUVY

Na zdklad€¢ Dodatku k Protokolu verze 4.1 z 29. 2. 2016
strany timto souhlasi, Ze ve Smlouvé bude provedena
ndsledujici zména:

Platebni tabulky uvedené v ,Ptiloze A, Platby“ v Sekci
,Platebni rozvrh®“ se timto ruSi v celém rozsahu
a nahrazuji nasledujicimi platebnimi tabulkami:
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3. MISCELLANEOUS

a) 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 terms of this
Amendment and the CTA, the terms of this
Amendment shall prevail.

b) The CTA, as amended by this Amendment,
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.
c¢) Unless the context requires otherwise, all

references to Sections or Schedules in this
Amendment shall be references to the relevant
section or schedule in the CTA.

d) The Parties hereby agree that visits and
procedures under Article 2. of this Amendment,
performed during the period from the date of
approval of Protocol Amendment V. 4.1. dated
10 May 2016 until the effective date of this
Amendment shall be deemed as performance of
the Agreement as amended by this Amendment
and the rights and obligations arising out of this
performance are governed by the Agreement as
amended by this Amendment.

e) This Amendment is executed in 4 counterparts in
the Czech and English languages, with each
Party receiving one counterpart in both language

3.

a)

b)

c)

d)

RUZNE

S vyjimkou piipadii konkrétné uvedenych v tomto
Dodatku, jsou povinnosti smluvnich stran, které
vyplyvaji ze Smlouvy, timto schvédleny a potvrzeny
a zGstavaji nadale v plném rozsahu platné a Gcinné.
V piipadé jakychkoli nesrovnalosti mezi
ustanovenimi tohoto Dodatku a Smlouvy maji
ustanoveni tohoto Dodatku prednost.

Smlouva ve znéni tohoto Dodatku predstavuje uplné
ujedndni mezi stranami ohledné pfedmétu Smlouvy
a nahrazuje veSkerd ptedchozi prohlaseni, ujednani,
dohody a jednani ohledn¢ Smlouvy.

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

Smluvni strany timto souhlasi, Ze ndvStévy a
procedury uvedené v Clinku 2. tohoto Dodatku,
uskutecnéné v obdobi od data schvileni Dodatku
k protokolu verze 4.1 dne 10. 5. 2016 do tcinnosti
tohoto Dodatku, se povaZuji za plnéni Smlouvy ve
znéni tohoto Dodatku a prdva a povinnosti z n¢j
vzniklé se tidi Smlouvou ve znéni tohoto Dodatku.

Tento Dodatek je vyhotoven ve 4 stejnopisech
v Ceském a anglickém jazyce, pficemZ kazd4 strana
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versions.

f) In case of any discrepancy between the Czech
and the English version of this Amendment, the
Czech version shall prevail.

g) This Amendment shall be governed and
construed in accordance with the laws of Czech
Republic.

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 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. After the execution
hereof, the Provider requires to be provided with
the agreed final version of the Amendment and
the Agreement with highlighted sections
considered as trade secrets by Biogen. The
Provider will obtain prior approval from Biogen
before further redacting the final version of the
Amendment and the Agreement. In the event the
Institution fails to publish the Amendment and
Agreement terms in the legally required
publication deadline, i.e. as required thirty (30)
days upon the last signature hereof, as specified
in the above referenced law, the terms of this
Amendment and Agreement may be published by
the CRO or Biogen.

The estimated value of payment received under
this Agreement, as amended, is CZK 1 496 276.

f)

g

obdrzi jeden stejnopis v obou jazykovych verzich.

V piipadé jakychkoli rozporii mezi ceskou
a anglickou verzi tohoto Dodatku mé ptednost ¢eska
verze.

Tento Dodatek se bude fidit dle zdkont Ceské
republiky a bude vyklddédn v souladu s nimi.

Bez ohledu na vySe uvedené, spoleCnost Biogen
a CRO timto berou na védomi, Ze Poskytovatel je
povinen uvefejnit tento Dodatek spolecné se
Smlouvu podle zdkona €. 340/2015 Sb., o registru
smluv. Jakékoliv informace, které tvoifi obchodni
tajemstvi obou stran, jsou osvobozeny od takového
uveiejnéni. Pro dcely tohoto Dodatku a Smlouvy
takovd obchodni tajemstvi zahrnuji zejména, plan
individudlnich ndvstév popsanych v platebnim
rozvrhu vtomto Dodatku a Piilohu A Smlouvy,
minimdlni cil naboru, o¢ekavany pocet zatazenych
pacientll a ocekdvané trvani studie a jakékoli dalsi
podrobnosti tykajici se protokolu. Kromé toho jsou
rovnéZ osvobozeny od takového uvefejnéni osobni
udaje jednotlivcl, pokud nebyly diive publikovany
v jiném vetejném registru.

Jak je dohodnuto mezi smluvnimi stranami,
Poskytovatel souhlasi, Ze uvefejni tento Dodatek
a Smlouvu na zdklad¢ vyse uvedeného. Poskytovatel

vyZzaduje pfed podpisem  Dodatku  zaslat
odsouhlasenou findlni verzi tohoto Dodatku
aSmlouvy ve strojové  Citelném  forméatu

s podbarvenym textem, ktery Biogen povaZuje za
obchodni tajemstvi. Poskytovatel je povinen ziskat
souhlas spolecnosti Biogen pfed tim, neZ bude
kone¢nou verzi tohoto Dodatku a Smlouvy déle
ménit nad rdmec podbarveného textu ze strany
spole¢nosti Biogen. V piipad¢é, Ze Poskytovatel
neuvefejni podminky tohoto Dodatku a Smlouvy
v zdkonem pozadované lhuté tficeti (30) dnd od
posledniho podpisu, jak je uvedeno ve vySe
odkazovaném zakon¢, mohou byt podminky této
smlouvy uvetejnény ze strany CRO nebo spolecnosti
Biogen.

Prepoklddand hodnota plnéni ze Smlouvy ve znéni
tohoto Dodatku ¢ini — 1 496 276 K¢&.
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IN WITNESS WHEREOF, the Parties hereto have NA DUKAZ TOHO Strany uzaviely tento Dodatek
executed this Amendment through their duly prostfednictvim svych fadné opravnénych zastupci
authorised representatives as of the Amendment k Datu ticinnosti Dodatku.

Effective Date.

BIOGEN IDEC
Signed by Quintiles Czech Republic s.r.o., under a Power of Attorney, for and on behalf of BIOGEN IDEC/
Podepsano spole¢nosti Quintiles Czech Republic s.r.o0., na zdklad¢ plné moci v zastoupeni BIOGEN IDEC:

By/Podpis:

Name/Jméno:
Title/Funkce:
Date/Datum: 7. 11. 2017

FAKULTNI NEMOCNICE HRADEC KRALOVE

By/Podpis:

Name/Jméno: prof. MUDr. Vladimir Pali¢ka, CSc., dr. h. c.
Title/Funkce: Director/feditel
Date/Datum: 14. 11. 2017

By/Podpis:
Title/Funkce: Investigator/Zkousejici
Date/Datum: 14. 11. 2017

Smluvni strana této smlouvy pouze pro ucely plateb / Party to the Agreement for payment purposes only — CRO:

By/Podpis:
Na zaklad€ plné moci/ Under a Power of Attorney
Quintiles Czech Republic, s.r.o.

Name/Jméno:

Title/Funkce:

Date/Datum: 7. 11. 2017
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