. Biogen

AMENDMENT AGREEMENT #2
BETWEEN:

(1) Biogen Idec Research Limited, located at
Innovation House, 70, Norden Road, Maidenhead,
Berkshire SL6 4AY, United Kingdom (“Biogen”);

(2) Fakultni nemocnice u sv. Anny v Brné,
located at Pekafska 53, 656 91 Brno, Czech Republic,
Identification Number: 001 59 816, Tax Identification
Number: 001 59 816, represented by Ing. Vlastimil
Vajdak, Director (the "Institution"); and

I ihe 'Investigator”)

4) IQVIA RDS Czech Republic s.r.o. (formerly
Quintiles Czech Republic, s.r.0.), located at Pernerova
691/42, Karlin, 186 00 Praha 8, Czech Republic,
Identification number: 24768651, Tax identification
number: CZ24768651, acting on the basis of Power of
Attorney dated 6 July 2017(the CRO),

®3)

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

WHEREAS:

(A) Pursuant to a clinical trial agreement dated 10
January 2018 between Biogen, CRO, the Institution
and the Investigator, file No. KHL/2017/028/Fo, as
amended by Amendment No. 1 dated 26 July 2018 (the
"CTA"), Biogen appointed the Institution and the
Investigator to conduct a trial at the Institution under
Protocol No. 215MS202 entitled “A Multicenter,
Randomized, Double-Blind, Placebo-Controlled Study
in Subjects With Relapsing Multiple Sclerosis to
Evaluate the Efficacy and Safety of BIIBO33 as an Add-
On Therapy to Anti-Inflammatory Disease-Modifying
Therapies” (the “Study”).

Kh1/2017/028/Fo

DODATEK KE SMLOUVE é&. 2

MEZI:
1) spoleénosti Biogen Idec Research Limited,
se sidlem Innovation House, 70, Norden Road,

Maidenhead, Berkshire, SL6 4AY, Spojené kralovstvi
(dale ,Biogen®),

(2) Fakultni nemocnice u sv. Anny v Brné, se
sidlem Pekafska 53, 656 91 Brno, Ceska republika,
ICO: 001 59 816, DIC: CZ 001 59 816, zastoupenou
Ing. Vajdakem, (dale
.Zdravotnické zafizeni“), a

B (G- < .Zkousejici®)

(4) IQVIA RDS Czech Republic s.r.o. (dfive
Quintiles Czech Republic, s.r.o.) se sidlem Pernerova
691/42, Karlin, 186 00 Praha 8, Ceska republika,
IC: 24768651, DIC: CZ24768651, jednajici na zakladé
plné moci ze dne 6. Cervence 2017 (dale ,CRO"),

Vlastimilem feditelem

3)

(spole€né dale ,Smluvni strany“ nebo jednotlivé
»omluvni strana“).

UVODNIi USTANOVEN:I:

(A) Na zakladé smlouvy o klinickém hodnoceni
uzaviené dne 10. ledna 2018 mezi spole¢nosti Biogen,
CRO, Zdravotnickym zafizenim a ZkouSejicim, sp. zn.
KHL/2017/028/Fo, ve znéni dodatku &. 1 ze dne 26. 7.
2018 (dale ,Smlouva“) spolec¢nost Biogen povéfila
Zdravotnické zafizeni a ZkouSejiciho provadénim
klinického hodnoceni podle protokolu €. 215MS202
s nazvem ,Randomizované multicentrické dvoijité
zaslepené placebem kontrolované klinické hodnoceni
posuzujici uginnost a bezpelnost pfipravku BIIBO33
jako dopliikové terapie k protizanétlivé chorobu
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(B) Biogen, CRO and the Investigator 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 #2.

© The Parties agree that any such services as
may have been rendered to all the subjects in the
interim period between 13 March 2019 and the
execution of this Amendment, are herewith ratified, and
the terms and conditions of the Agreement shall apply
thereto.

(D) This Amendment Agreement #2 becomes binding
at the date of signature by the last Party to this
Amendment Agreement #2 (“Date of Force”) and
effective as of the date of its publication in the
Agreements Register (“Effective Date”) and shall
continue until the due completion of the Trial unless
terminated earlier by a written agreement of the parties
or under the other provisions stated in CTA in section
10.

IN CONSIDERATION of the mutual promises
contained in this Amendment Agreement #2, the
parties hereby AGREE AS FOLLOWS:

1. DEFINITIONS AND INTERPRETATION

1.1 All capitalised terms used but not defined in
this Amendment Agreement #2 shall bear the meaning
accorded to them in the CTA.

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

modifikujici 1éEbé u pacientl s relabujici roztrousenou
sklerézou® (dale ,Studie”) ve Zdravotnickém zafizeni.

(B) Spole€nost Biogen, CRO a Zkou$ejici a
Zdravotnické zafizeni souhlasi se zménou nékterych
podminek Smlouvy uvedenych vtomto Dodatku ke
smlouvé €. 2 v souladu s podminkami tohoto Dodatku
ke smlouvé €. 2.

© Smluvni strany se dohodly, ze veskeré sluzby,
které byly vSem subjektim pfipadné poskytnuty
v obdobi mezi 13. bfeznem 2019 a uzavfenim tohoto
Dodatku, jsou timto schvaleny a vztahuji se na né
podminky Smlouvy.

(D) Tento Dodatek ke smlouvé €. 2 nabyva platnosti
dnem jeho podpisu posledni ze Smluvnich stran tohoto
dodatku (dale jen ,Datum platnosti“) a u€innosti dnem
zverejnéni v registru smluv (dale jen ,Datum G&innosti)
a zustava v ucCinnosti az do fadného ukonceni
Klinického hodnoceni, pokud nebude ukonéen dfive
pisemnou dohodou v8ech smluvnich stran nebo podle
ostatnich ustanoveni

klinickém hodnoceni v sekci 10.

uvedenych ve Smlouvé o

Smluvni strany dohodly na NASLEDUJICIM ZNEN:I:

1. DEFINICE A VYKLAD

1.1 VSechny vyrazy psané velkymi pismeny, které
jsou pouzivany, ale nejsou definovany v tomto Dodatku
ke smlouvé €. 2, jsou pouzity ve vyznamu, ktery maji
ve Smlouvé.

1.2 Nebude-li z kontextu vyplyvat néco jiného,
budou veSkeré odkazy na clanky &i pfilohy v tomto
Dodatku ke smlouvé &.2 znamenat odkazy na
pfislusny ¢lanek nebo pfilohu Smlouvy.
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1.3 Unless the context requires otherwise,
references in the CTA to "this Agreement" shall be to
the CTA/ as amended by this Amendment Agreement
#2 and otherwise from time to time.

2. AMENDMENTS TO THE CTA

Pursuant to Protocol Amendment version no. 3, dated
[February 13, 2019], an optional open-label extension
(OLE) phase (Part 2) has been added to the Study.

2.1 The Parties hereby agree that with effect from
the date of the IRB/EC approval of Protocol
Amendment version 3.1 dated March 13%,2019] the
CTA shall be amended as follows:

2.1.1  Upon execution of this Amendment Agreement
#2, references in the CTA to the Protocol shall be
deemed references to the Protocol latest version.

2.1.2 The following payment and financial terms of
Schedule A “BUDGET & PAYMENT SCHEDULE” of
the CTA shall be amended to incorporate the payments
resulting from Protocol Version 3.1.:

2121 R
|

1.3 Nebude-li z kontextu vyplyvat néco jiného,
budou odkazy ve Smlouveé na ,tuto Smlouvu“ znamenat
odkazy na Smlouvu ve znéni tohoto Dodatku ke
smlouvé €. 2 a pfipadnych dalSich zmén v budoucnu.

2. DODATKY KE SMLOUVE

Na zakladé Dodatku protokolu verze ¢&.3 ze dne
13. unora 2019 byla Studie doplnéna o nepovinnou
otevienou pokracovaci fazi (OLE), (2. ¢ast).

21 Strany timto souhlasi s tim, Ze s ucinnosti od
data schvaleni Dodatku protokolu verze 3.1 z13.
bfezna 2019 ze strany EK/RU se Smlouva méni takto:

2.1.1 Po podepsani tohoto Dodatku ke smlouve &. 2
budou odkazy ve Smlouvé na Protokol znamenat
odkazy na nejnovéjsi verzi Protokolu.

2.1.2 Nasledujici platebni afinanéni podminky
Ptilohy A ,ROZPOCET A ROZPIS PLATEB* Smlouvy
bude upraven tak, aby zahrnoval platby vyplyvajici
z Protokolu verze 3.1.:

2.1.21
]
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3. MISCELLANEOUS

3.1 The Amendment Agreement #2 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 #2 and the CTA,
the terms of this Amendment Agreement #2 shall
prevail.

3.2 No provision of this Amendment Agreement #2
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 #2 will be valid if made by email.

3.3 This Amendment Agreement #2 is executed in
four counterparts each of which shall be an original but
all of which together shall constitute one Amendment

Agreement and each Party shall receive one
counterpart.
3.4 This Amendment Agreement #2 is executed in

the Czech and English language version. In case of any
discrepancy between the Czech and the English
version of this Amendment Agreement #2, the Czech
version shall prevail.

3. RUZNE

3.1 Dodatek ke smlouvé &. 2 obsazeny v tomto
ujednani je povazovan za nedilnou soucast Smlouvy.
Aby se predes$lo pochybnostem, zistava Smlouva i
nadale v plném rozsahu platna a ucinna s vyjimkou
toho, co je vyslovné zménéno v tomto Dodatku ke
smlouvé €. 2. V pfipadé rozporu mezi podminkami
tohoto Dodatku ke smlouvé ¢€.2 a Smlouvou maji
pfednost podminky tohoto Dodatku ke smlouvé €. 2.

3.2 Ustanoveni tohoto Dodatku ke smlouvé €. 2 Ize
ménit nebo upravovat pouze na zakladé pisemného a
fadné podepsaného souhlasu Smluvnich stran. Aby se
predeslo pochybnostem, zadna zmeéna nebo Uprava
tohoto Dodatku ke Smlouvé €. 2 provedena e-mailem
nebude povazovana za platnou.

3.3 Tento Dodatek ke smlouvé €. 2 je vyhotoven ve
Ctyfech stejnopisech, z nichz kazdy bude povazovan za
original a v8echny spole¢né budou pfedstavovat jeden
a tentyz Dodatek ke smlouvé. Kazda smluvni strana
obdrzi po jednom stejnopisu.

3.4 Tento Dodatek ke smlouvé €. 2 je vyhotoven v
Ceském a anglickém jazykovém znéni. V pfipadé
rozporu téchto verzi je rozhodujici Ceska jazykova
verze,
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35 No Party has relied upon any statement,
representation, warranty, understanding, undertaking,
promise or assurance in entering into this Amendment
Agreement #2 and no warranties, representations,
covenants or guarantees express or implied are given,
made or renewed by entering into this Amendment
Agreement #2.

4, GOVERNING LAW AND JURISDICTION

The Amendment Agreement #2 shall be governed and
construed in accordance with the laws of the Czech
Republic.

5. CONTRACTS REGISTER

Notwithstanding the foregoing, Biogen and CRO
hereby acknowledge that the Institution is obliged to
publish this Amendment Agreement #2 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 the Agreement and this Amendment
Agreement #2 such trade secrets include, but are not
limited to, Budget and Payment schedule, the minimum
enrolment goal, expected number of Study Subjects
enrolled and the expected duration of the Study 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 the Amendment Agreement #2 pursuant to the
foregoing. The version of this Amendment Agreement
#2 intended for publication shall be agreed upon, before
execution of this Amendment Agreement #2, by the

3.5 Pfi uzavirani tohoto Dodatku ke smlouvé €. 2
se Smluvni strany nespoléhaly na zadné prohlaseni,
zaruku, ujednani, zavazek, pfislib nebo ujisténi, a
uzavienim tohoto Dodatku ke smlouvé ¢&. 2 nejsou
poskytnuty, uc€inény nebo obnoveny zadné zaruky,
prohlaseni, ujednani nebo ujidténi, at jiz vyslovné nebo
predpokladané.

4. ROZHODNE PRAVO A SOUDNI

PRISLUSNOST

Tento Dodatek ke smlouvé €. 2 se bude Fidit zakony
Ceské republiky a bude vykladan podle nich.

5. REGISTR SMLUV

Bez ohledu na pfedchazejici ustanoveni timto
spole¢nost Biogen a CRO berou na védomi, ze
Zdravotnické zafizeni je povinno publikovat tento
Dodatek ke smlouvé €. 2 podle zakona &. 340/2015 Sb.,
oregistru smluv. Jakékoli informace, jsou
obchodnim tajemstvim kterékoli strany, pFedstavuji
vyjimku z povinnosti uvefejnéni. Pro ucely Smlouvy
atohoto Dodatku ke smlouvé €.2 se obchodnim
tajemstvim rozumi mimo jiné Rozpocet a rozpis plateb,
minimalni cilovy pocCet zafazeni, oCekavany pocet
Subjekttl zafazenych do Studie a ocekavana doba
trvani Studie a veSkeré dalSi podrobnosti souvisejici
s Protokolem. predstavuji  vyjimku
Z povinnosti uvefejnéni také osobni Udaje jednotlivych
osob, pokud jiz nebyly dfive uvefejnény v jiném
vefejném registru.

které

Kromé& toho

Vramci ujednani mezi Smluvnimi stranami
Zdravotnické zafizeni zavazuje uvefejnit tento Dodatek
ke smlouvé &. 2 vsouladu svySe uvedenym. Pred
uzavienim tohoto Dodatku ke smlouveé €. 2 bude verze

tohoto Dodatku ke smlouvé €. 2 uréena k uvefejnéni

se
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Institution and CRO and Biogen in writing through
email, but shall, in any event, exclude all trade secrets
and personal data. In the event the Institution fails to
publish the Amendment Agreement #2 within 10
working days from the date of the last signature of this
Amendment Agreement #2, the terms of this
Amendment Agreement #2 may be published by the
CRO or Biogen. The Institution is obliged to publish this
Amendment Agreement #2 in accordance with the
article herein above. The Institution will inform CRO of
publishing the Amendment Agreement #2 in the
Agreements Register by designating the following email
address: [ IIllzs the email address to which a
notification of publication in the Agreements register
shall be sent.

The estimated value of financial payment under the
Agreement, as amended, shall be approximately CZK
3 700 000,00.

odsouhlasena Zdravotnickym zafizenim, CRO a
spole¢nosti Biogen pisemné e-mailem, ale v kazdém
pfipadé nebude obsahovat obchodni tajemstvi a
osobni udaje. Pokud Zdravotnické zafizeni neuverejni
tento Dodatek ke smlouveé &. 2 do 10 pracovnich dnli od
data jeho posledniho podpisu, mize podminky tohoto
Dodatku ke smlouvé ¢€.2 uvefejnit CRO nebo
spole€nost Biogen. Zdravotnické zafizeni je povinno
uvefejnit tento Dodatek ke smlouvé €.2 v souladu
svySe uvedenym c¢lankem. Zdravotnické zafizeni
vyrozumi CRO o uvefejnéni Dodatku ke smlouvé ¢&. 2
v Registru smluv tak, ze ve formulafi pouzivaném
k uverejnéni smlouvy zada adresu | EEiaxo
emailovou adresu, na kterou ma byt zaslano oznameni
0 uvefejnéni.

Odhadovana hodnota finanéniho plnéni na zakladé
tohoto Smlouvy upravené timto Dodatkem, bude
pfiblizné 3 700 000,00 K.
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THIS AMENDMENT AGREEMENT #2 has been TENTO DODATEK KE SMLOUVE é&. 2 byl uzavfen

executed by or on behalf of the Parties through their
duly authorised representatives on the dates below.

Biogen Idec Research Limited

By:

Name:

Title:

5.11.2019
Date:

Fakultni nemocnice u sv. Anny v Brné

By:

Name: Ing. Vlastimil Vajdak

Title: Director

13.11.2019
Date:

By:

Name: 8.11.2019

Smluvnimi stranami nebo jejich fadné opravnénymi
zastupci k nize uvedenym datiim.

Biogen Idec Research Limited

Podepsal(a):

Jméno:

Funkce:

Datum: 5.11.2019

Fakultni nemocnice u sv. Anny v Brné

Podepsal(a):

Jméno: Ing. Vlastimil Vajdak

Funkce: feditel

13.11.2019
Datum:
Podepsal(a):
. 8.11.2019
Jméno:
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Title: Funkce:
Date: 7-11.2019 Datum: 7-11.2019
Party to the CTA for payment purposes only Smluvni strana této Smlouvy pouze pro Ucely
CRO - IQVIA RDS Czech Republic s.r.o. ?:Igtgb_ IQVIA RDS Czech Republic s.r.o.
By: Podepsal(a):
Name: Jméno:
Title: Funkce:
Date: Datum:
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