. Biogen.

THIS AMENDMENT AGREEMENT 1 is made effective on
the Effective Date (as defined below)

BETWEEN

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

) Nemocnice Pardubického kraje, a. s., located at
Kyjevskd 44, 532 03 Pardubice, Czech Republic,
Identification Number: 275 20 536, Tax ldentification
Number: CZ275 20 536, represented by MUDr. Tomas
Gottvald - Chairperson of the Board of Directors, MUDr.
Vladimir Ninger, Ph.D. — Member of the Board of Directors,
listed in the Commercial Register at the Municipal Court of
Hradec Kralové, section B, insert 2629 (“the Institution”);
and

?3) MUDr. Alena Martinkova, located at Neurology
Clinic of Nemocnice Pardubického kraje, a.s. Kyjevska 44,
532 03 Pardubice, Czech Republic (the "Investigator™)

4) Quintiles Czech Republic, s.r.o. with offices
located at Praha 5, Jinonice, Radlicka 714/113a, zip code
158 00, Identification Number: 247 68 651, Tax
Identification Number: CZ247 68 651, acting on the basis
of Power of Attorney dated July 6, 2017. (the CRO)

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

WHEREAS:

11 (A) Pursuant to a Clinical trial agreement
dated 21 December 2017 between/among Biogen, CRO
[the Institution and the Investigator (the "CTA"), Biogen
appointed the Institution and the Investigator to conduct a
[trial/study] at the Institution under Protocol No. 215MS202
entitled “ “A Multicenter, Double-Blind, Placebo-Controlled
Study in Subjects with Relapsing Multiple Sclerosis to
Evaluate the Efficacy and Safety of BIIBO03 as an Add-on

TENTO DODATEK é. 1 KE SMLOUVE o klinickém
hodnoceni uzaviené dne 21. 12. 2017 je uzaviran (jak je
definovan nize).

MEZI:

1) spoleénosti Biogen Idec Research Limited, se
sidlem v Innovation House, 70, Norden Road, Maidenhead,
Berkshire, SL6 4AY, Spojené kralovstvi (dale ,Biogen*),

2) Nemocnice Pardubického kraje, a. s., se sidlem
na adrese Kyjevska 44, 532 03 Pardubice, Ceska republika,
ICO: 275 20 536, DIC: CZ275 20 536, zastoupena MUDT.
Tomasem Gottvaldem — predsedou predstavenstva, MUDr.
Vladimirem Ningerem, Ph.D. — ¢lenem predstavenstva,
zapsana v obchodnim rejstfiku u KS Hradec Kralové oddil
B, viozka 2629 (dale jen ,Zdravotnické zafizeni“), a

(3
Neurologicka klinika Nemocnice Pardubického kraje, a.s.,
Kyjevska 44, 532 03 Pardubice, Ceska republika (dale
~Zkousejici“),

MUDr. Alenou Martinkovou, se sidlem na adrese

4) spole¢nosti Quintiles Czech Republic, s.r.o., se
sidlem Praha 5 — Jinonice, Radlicka 714/113a, PSC 158 00,
Ceska republika, IC: 247 68 651, DIC: CZ247 68 651,
jednajici na zakladé plné moci ze dne 6. Cervence 2017
(dale ,CRO"),

(spole¢né dale ,Smluvni strany” nebo jednotlivé ,Smluvni
strana®).

UVODNi USTANOVENI:

1.1 (A)
hodnoceni

Na zakladé Smlouvy o provedeni klinického
prosince 2017 mezi
Spole¢nosti Biogen, CRO, Zdravotnickym zafizenim
a ZkousSejicim (dale ,Smlouva o klinickém hodnoceni*)
spole¢nost
a Zkousejiciho provadénim [klinického hodnoceni] podle
protokolu €. 215MS202
multicentrické dvojité zaslepené placebem kontrolované
klinické hodnoceni

uzaviené dne 21.

Biogen povéfila Zdravotnické zafizeni

s nazvem ,Randomizované

hodnotici u€innost a bezpecnost
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. Biogen.

Therapy to  Anti-Inflammatory
Therapies’[” (the “Study”).

Disease-Modifying

(B) Biogen, 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 1.

© The Parties agree that any such Services as may
have been rendered to all the subjects in the interim period
between [e.g. the date that Biogen agreed to make the
payments] and the execution of this Amendment, are
herewith ratified, and the terms and conditions of the
Agreement shall apply thereto.

(D) This Amendment becomes binding at the date of
signature by the last party to this Amendment (the Effective
Date) and shall continue until the due completion of the
Trial unless terminated earlier by the 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 1, the parties hereby AGREE
AS FOLLOWS:

2. DEFINITIONS AND INTERPRETATION

2.1 All capitalised terms used but not defined in this
Amendment Agreement 1 shall bear the meaning
accorded to them in the CTA.

2.2 Unless the context requires otherwise, all
references to Sections or Schedules in this Amendment
Agreement 1 shall be references to the relevant section or

schedule in the CTA.

2.3 Unless the context requires otherwise, references
in the CTA to "this Agreement" shall be to the CTA as
amended by this Amendment Agreement 1 and otherwise
from time to time.

pfipravku BIIBO03 jako dopliikové terapie k protizanétlivé
chorobu  modifikujici  |é€b& u pacientd s relabujici
roztrouSenou skler6zou“ (dale ,Klinické hodnoceni*)
ve Zdravotnickém zafizeni.

(B) Spole¢nost Biogen, ZkouSejici a Zdravotnické
zafizeni souhlasi se zménou nékterych podminek Smlouvy
popsanou Dodatku

ke Smilouveé €. 1 a v souladu s jeho podminkami.

o klinickém  hodnoceni v tomto

©) Smluvni strany se dohodly, Ze pokud byly vS§em
subjektim v obdobi mezi [napf. datem schvaleni plateb
spole¢nosti Biogen] a uzavienim tohoto Dodatku néjaké
Sluzby, jsou timto schvaleny a vztahuji se na né podminky
Smiouvy.

(D) Tento dodatek nabyva platnosti dnem jejiho podpisu
posledni ze stran tohoto dodatku (dale jen ,Datum platnosti®)
a uginnosti dnem zvefejnéni v registru smluv a zlstava v
ucinnosti az do radného ukoncéeni Klinického hodnoceni,
pokud nebude ukonéena dfive pisemnou dohodou stran
nebo podle ostatnich ustanoveni uvedenych ve Smlouvé o
klinickém hodnoceni v sekci 10.

ZA PRISLIB vzajemného protipinéni v tomto Dodatku ke
smlouvé ¢€.1 se Smiluvni strany dohodly NA

NASLEDUJICiM ZNENi:
2. DEFINICE A VYKLAD

2.1 VSechny vyrazy psané velkymi pismeny, které jsou
pouzivany, ale nejsou definovany vtomto Dodatku ke
jsou pouzity ve vyznamu, ktery maji
ve Smlouvé o klinickém hodnoceni.

smlouvé ¢&. 1,

2.2 Nebude-li z kontextu vyplyvat néco jiného, rozuméji
se veskerymi odkazy na ¢lanky &i pfilohy v tomto Dodatku
ke smlouvé 1 odkazy na pfislusny ¢lanek ve Smlouvé
o klinickém hodnoceni ¢&i pfilohu k ni.

2.3 Nebude-li z kontextu vyplyvat néco jiného, odkazy
ve Smlouvé o klinickém hodnoceni na ,tuto Smlouvu* se
rozuméji odkazy na Smlouvu o klinickém hodnoceni
ve znéni tohoto Dodatku ke smlouvé ¢.1 a pFipadnych
dalSich zmén v budoucnu.

Dodatek ke Smlouvé o klinickém hodnoceni / Amendment to Clinical Trial Agreement

Biogen 215MS202
Nemocnice Pardubického kraje, a. s. / MUDr. Alena Martinkova

Page 2 of 6



. Biogen.

3. AMENDMENTS TO THE CTA

3.1 The Parties hereby agree that with effect from 21
December 2017, the CTA shall be amended as follows:

3.11 Pharmacy Set-Up Fee” under Section O
of the CTA Schedule A shall be deleted as a separate
agreement with a separate Pharmacy Facility will be
entered separately to provide for pharmacy fees.

4. MISCELLANEOUS

4.1 The Amendment Agreement 1 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 1 and the CTA, the terms of this Amendment
Agreement 1 shall prevail.

4.2 No provision of this Amendment Agreement 1 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 1
will be valid if made by email.

4.3 This Amendment Agreement 1 may be executed
in any number of counterparts each of which shall be an
original but all of which together shall constitute one
Amendment Agreement.

4.4 No Party has relied upon any statement,
representation, warranty, understanding, undertaking,
promise or assurance in entering into this Amendment
Agreement 1 and no warranties, representations,
covenants or guarantees express or implied are given,
made or renewed by entering into this Amendment
Agreement 1.

4.5 Notwithstanding the foregoing, Biogen and CRO
hereby acknowledge that the Institution is obliged to
publish this Amendment along with the Agreement

3. DODATKY KE SMLOUVE O KLINICKEM
HODNOCENI
3.1 Strany timto souhlasi, Zze s G¢innosti od 21. prosince

2017 se Smlouva o klinickém hodnoceni méni takto:

3.1.1 Odstrariuje se ustanoveni ,Zahajovaci
poplatek pro lékarnu* v bodé O Pfilohy A ke Smlouvé
o klinickém hodnoceni, protoze poplatky pro Iékarnu budou
stanoveny v samostatné smlouvé, ktera bude uzavriena

s nezavislou |ékarnou. )
nase nemocnicni?

Okomentoval(a): [LR1]: Ktera Iékarna to bude? Proc ne

4. RUZNE

4.1 Tento Dodatek ke Smlouvé €. 1 je povazovan za
nedilnou soucast Smlouvy o klinickém hodnoceni. Aby se
predeslo pochybnostem,
hodnoceni s vyjimkou ustanoveni vyslovné zménénych
timto Dodatkem ke Smlouvé inadale v plném rozsahu
platna a uc€inna. V pfipadé rozporu mezi podminkami tohoto
Dodatku ke
hodnoceni maji pfednost podminky tohoto Dodatku ke

z(istdva Smlouva o klinickém

Smiouvé ¢&.1 aSmlouvou o klinickém

Smiouvé ¢. 1.

4.2 Ustanoveni tohoto Dodatku ke Smlouvé €. 1 Ize
ménit nebo upravovat pouze pisemné ase souhlasem
Smluvnich stran. Aby se predeslo pochybnostem, zména
nebo Uprava tohoto Dodatku ke smlouvé €. 1 provedena e-
mailem nebude povazovana za platnou.

4.3 Tento Dodatek ke Smlouvé €. 1 Ize vyhotovit ve
stejném poctu stejnopisl, jako byla vyhotovena Smlouva o
klinickém hodnoceni, z nichz kazdy bude povazovan za
original a vSechny spole€né budou predstavovat jeden
a tentyz Dodatek ke Smlouvé.

4.4 Pfi uzavirani tohoto Dodatku ke Smlouvé ¢. 1 se
Smluvni strany nespoléhaly na Zadna prohlaseni, vyjadrenti,
ujisténi, dohody, zavazky, pfisliby €i zaruky a uzavienim
tohoto Dodatku ke Smlouvé 1 nejsou poskytovana, ¢inéna
ani obnovovana zadna ujisténi, prohlaseni, zavazky nebo
zaruky, at uz vyslovné, ¢i micky predpokladané.

4.5 Bez ohledu na vy$e uvedené, spolecnost Biogen a CRO
timto berou na védomi, Ze Zdravotnické zafizeni je povinno

zvefejnit tento Dodatek podle zakona &. ( okomentoval(a): [LR21: Smiouva je iz zvefejnéna.

registru smluv. Jakékoliv informace, které tvofi obchodni
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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 in 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.
Agreement intended for publication shall be agreed upon,
promptly upon execution of this contract, by the Institution
and CRO and Biogen in writing, but shall, in any event,
exclude all trade secrets and personal data. In the event
the Institution fails to publish the Amendment and
Agreement terms as required thirty (30) days prior to the
legally required publication deadline as specified in the
above referenced law, the terms of this Amendment and
Agreement may be published by the CRO or Biogen.

The version of this Amendment and the

5. GOVERNING LAW AND JURISDICTION

The Amendment Agreement 1 shall be governed and
construed in accordance with the laws of Czech Republic.

THIS AMENDMENT AGREEMENT 1 has been executed
by or on behalf of the Parties through their duly authorised
representatives on the Effective date.

tajemstvi obou stran, jsou osvobozeny od takového
zvefejnéni. Pro ucely tohoto Dodatku takova obchodni
tajemstvi zahrnuji, zejména, plan individualnich navstév
popsanych v platebnim rozvrhu v tomto Dodatku, minimalni
cil naboru, oCekavany pocCet zafazenych pacientd a
ocekavané trvani studie a jakékoli dalSi podrobnosti tykajici
se Protokolu. Kromé toho jsou rovnéz osvobozeny od
takového zvefejnéni osobni Udaje jednotlivel, pokud nebyly
drive publikovany v jiném vefejném registru.

Jak je dohodnuto mezi smluvnimi stranami, Zdravotnické
zafizeni souhlasi, Zze zvefejni tento Dodatek na zakladé vyse
uvedeného. Verze tohoto Dodatku uréené ke zvefejnéni
budou pisemné odsouhlaseny, neprodlené po uzavieni
tohoto Dodatku mezi Zdravotnickym zafizenim, CRO a
spole¢nosti Biogen, ale musi v ni byt v kazdém pripadé
odstranéna vS8echna obchodni tajemstvi a osobni udaje. V
pfipadé, Ze Zdravotnické zafizeni nezvefejni podminky
tohoto Dodatku v pozadované |huté tficeti (30) dnu pred
zakonem pozadovanym terminem zvefejnéni, jak je
uvedeno ve vySe odkazovaném zakon&, mohou byt
podminky této smlouvy zvefejnény ze strany CRO nebo
spole¢nosti Biogen.

5. ROZHODNE PRAVO A SOUDNi PRISLUSNOST

Tento Dodatek ke smlouvé &. 1 se bude fidit zakony Ceské
republiky a bude vykladan v souladu s nimi.

TENTO DODATEK KE SMLOUVE C.1 byl uzavien
Smluvnimi stranami nebo jejich fadné opravnénymi zastupci
k Datu ucinnosti.
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Biogen Idec Research Limited Biogen Idec Research Limited
By: Podpis::
Name: Jméno:
Title: Funkce:
Date: _ 13.4.2018 Datum: _ 13.4.2018
Institution Zdravotnické zarizeni
By: Podpis:
Name: MUDr. Tomas Gottvald Jméno: MUDr. Tomas Gottvald

Title: Director and Chairperson of the Board of Funkce: feditel a pfedseda pfedstavenstva

Directors
Date: Datum:
By Podpis:

Name: MUDr. Vladimir Ninger, Ph.D. Jméno: MUDr. Viadimir Ninger, Ph.D.
Title:  Member of the Board of Directors Funkce: ¢len predstavenstva
Date: 3.5.2018 Datum 3. 5.2018

Investigator ZkousSejici Iékar

By: Podpis:

Name: MUDr. Alena Martinkova Jméno: MUDr. Alena Martinkova
Title: Investigator Funkce: ZkouS$ejici Iékar
Date: _ 9.5.2018 Datum: 9. 5. 2018
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Biogen.
Party to the Agreement for payment purposes only
CRO - Quintiles Czech Republic, s.r.o.

By:

Name:

Title:

Date: 13. 4. 2018

Smluvni strana tohoto dodatku vyhradné za uc¢elem Ghrady
plateb dle této Smiouvy

CRO - Quintiles Czech Republic, s.r.o.

Podpis:

Jméno:

Funkce:

Datum: 13. 4. 2018
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