AMENDMENT AGREEMENT 1 TO THE CLINICAL
TRIAL AGREEMENT NO. 008/0VZ/18/037-P

SMLUVNIi DODATEK &. 1 KE SMLOUVE O PROVEDENI
KLINICKEHO HODNOCENI €. 008/0VZ/18/037-P

THIS AMENDMENT AGREEMENT 1 is made effective
as of the date of publication in the Agreement Register
pursuant to Act No. 340/2015 Coll., on Agreements
Register, as amended (the” Agreement Register”) (the
“Effective Date”).

TENTO SMLUVNi DODATEK &. 1 je uzaviran s uginnosti
k datu uvefejnéni v registru smluv v souladu se zdkonem ¢€.
340/2015 Sbh., o registru smiluv, ve znéni pozdéjSich
predpisl (dale jen ,zakon o registru smluv®) (dale ,Datum
ucinnosti”).

BETWEEN MEZI

(1) Biogen Idec Research Limited located at | (1) Spole¢nosti Biogen ldec Research Limited se
Innovation  House, 70 Norden Road, sidlem Innovation House, 70, Norden Road,
Maidenhead, Berkshire, SL6 4AY, United Maidenhead, Berkshire, SL6 4AY, Spojené
Kingdom (“Biogen”); kralovstvi (dale ,Biogen®);

(2) Fakultni nemocnice Ostrava located at | (2) Fakultni nemocnici Ostrava, se sidlem na adrese
17. listopadu 1790, 708 52 Ostrava - Poruba, 17. listopadu 1790, 708 52 Ostrava - Poruba, Ceska
Czech Republic, Identification number: republika, Identifikacni &islo: 00843989, Darové

00843989, Tax identification number:
CZ00843989, with regards to the Amendment the
following representative is authorised to act on
behalf of Institution and to execute this deed: doc.
MUDr. Petr Vavra, Ph.D., Vice-director for
Science, Research and Education, Institution
established deed of Department of Health of
Czech Republic dated of November 25, 1990, ref.
no. OP-054-25.1.90 (the "Institution");

3) doc. MUDr. Michal Bar, Ph.D., with place of
work Neurology Clinic, Fakultni nemocnice
Ostrava, 17. listopadu 1790, 708 52 Ostrava -
Poruba, Czech Republic (the "Investigator") and

(4) IQVIA RDS Czech Republic s.r.o. with office
located at Pernerova 691/42, Karlin, 186 00
Praha 8, Czech Republic, Identification number:
24768651, Tax identification number:
CZ24768651, action on the basis of Power or
Attorney dated 16 January 2018 (the “CRO”)

identifikacni Cislo: CZ00843989, ve vécech tohoto
dodatku je opravnén jednat a podepisovat: doc.
MUDr. Petr Vavra, Ph.D., naméstek Feditele pro
védu, vyzkum a vyuku, Zfizovaci listina MZ CR ze
dne 25. listopadu 1990 ¢&.j. OP-054-25.11.90 (dale
.Zdravotnické zafizeni*),

(©) doc. MUDr. Michal Bar, Ph.D., s mistem pracovisté
Neurologicka klinika, Fakultni nemocnice Ostrava,
17. listopadu 1790, 708 52 Ostrava - Poruba, Ceska
republika (dale ,ZkousSejici*) a

(4) IQVIA RDS Czech Republic, s.r.o., se sidlem na
adrese Pernerova 691/42 Karlin 186 00 Praha 8,
Ceska republika, Identifikadni &islo: 24768651,
Dariové identifikacni Cislo: CZ24768651, povérena
k jednani na zakladé PIné moci ze dne 16. ledna
2018 (dale jen ,CRO")
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(together the "Parties" or individually a "Party").

(spolecné dale ,Smluvni strany“ nebo jednotlivé ,Smluvni
strana®).

WHEREAS:

(A) Pursuant to a Clinical Trial Agreement dated
7 January 2019 Institution and the Investigator
(the "CTA"), Biogen appointed the Institution and
the Investigator to conduct a study at the
Institution under Protocol No. 252LH301 entitled
“Randomized, Double-Blind, Placebo-
Controlled, Parallel-Group, Multicenter, Phase 3
Study to Evaluate the Efficacy and Safety of
Intravenous BIIB093 (Glibenclamide) for Severe
Cerebral Edema following Large Hemispheric
Infarction” (the “Study”).

(B) Biogen, CRO, 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.

UVODNIi USTANOVEN:I:

(A) Na zakladé Smlouvy o provedeni klinické ho
hodnoceni uzaviené dne 7.1.2019 mezi spole¢nosti
Biogen, CRO, Zdravotnickym zafizenim a
ZkouSejicim (dale ,Smlouva“) spole¢nost Biogen
povéfila Zdravotnické zafizeni a ZkouSejiciho
provadénim studie ve Zdravotnickém zafizeni podle
protokolu €. 252LH301
s hazvem ,,Randomizované, dvojité zaslepené,
placebem kontrolované multicentrické klinické
hodnoceni faze 3 s paralelnimi skupinami hodnotici
ucinnost a bezpecnost intraven6zné podavaného
pfipravku BIIB093 (glibenklamid) u z&vazného
cerebralniho edému po rozsahlém hemisferalnim
infarktu" (dale ,Studie®).

(B) Spole¢nost  Biogen, CRO, ZkouSejici a
Zdravotnické zafizeni souhlasi se zménou
nékterych podminek Smlouvy, jak je popsano
v tomto Smluvnim dodatku €. 1] a v souladu s jeho
podminkami.

IN CONSIDERATION of the mutual promises contained
in this Amendment Agreement 1, the parties hereby
AGREE AS FOLLOWS:

ZA PRISLIB vzajemného protipinéni vtomto Smluvnim
dodatku & 1 se Smluvni strany dohodly NA
NASLEDUJICIM ZNEN:i:

1. DEFINITIONS AND INTERPRETATION

11 All capitalised terms used but not defined in this
Amendment Agreement 1 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 1 shall be references to
the relevant section or schedule in the CTA.

1.3 Unless the context requires otherwise,
references in the CTA to "this Agreement" shall

1 DEFINICE A VYKLAD

11 VSechny vyrazy psané velkymi pismeny, které jsou
pouzivany, ale nejsou definovany v tomto
Smluvnim dodatku €. 1, jsou pouzity ve vyznamu,
ktery maji ve Smlouvé.

1.2 Nebude-li z kontextu vyplyvat néco jiného, rozumi
se veSkerymi odkazy na ¢&lanky &i pfilohy v tomto
Smluvnim dodatku €. 1 odkazy na pfislusny ¢lanek
ve Smlouvé &i pfilohu k ni.

1.3 Nebude-li z kontextu vyplyvat néco jiného, odkazy
ve Smlouvé na ,tuto Smlouvu“ se rozuméji odkazy
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be to the CTA/ as amended by this Amendment
Agreement 1 and otherwise from time to time.

AMENDMENTS TO THE CTA

The Parties hereby agree that with effect from the
Effective Date, the CTA shall be amended as
follows:
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na Smlouvu ve znéni tohoto Smluvniho dodatku ¢.
1 a pfipadnych dalSich zmén v budoucnu.

DODATKY KE SMLOUVE

Strany timto souhlasi, Zze s u¢innosti od Data

ucinnosti se Smlouva méni takto:
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3.1

3.2

3.3

3.4

MISCELLANEOUS

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.

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.

This Amendment Agreement 1 shall be executed
in four (4) counterparts each of which shall be an
original but all of which together shall constitute
one Amendment Agreement. The Amendment
Agreement 1 shall be executed in Czech-English
version. In case of any discrepancy between the
Czech and English versions, the Czech version
shall prevail.

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

3.1

3.2

3.3

3.4

RUZNE

Smluvni dodatek €. 1 obsazeny v tomto ujednani je
povazovan za nedilnou souc¢ast Smlouvy. Aby se
predeslo pochybnostem, zUstava Smlouva i nadale
v plném rozsahu platna a uc¢inna s vyjimkou pfipad
vyslovné zménénych v tomto dodatku. V pfipadé
rozporu mezi podminkami tohoto Smluvniho
dodatku €. 1 a Smlouvou maji pfednost podminky
tohoto Smluvniho dodatku €. 1.

Ustanoveni tohoto Smluvniho dodatku &. 1 Ize
meénit nebo upravovat pouze na zakladé pisemného
a fadné podepsaného souhlasu Smiluvnich stran.
Aby se predeSlo pochybnostem, zména nebo
Uprava tohoto Smluvniho dodatku €. 1 provedena e-

mailem nebude povazovana za platnou.

Tento Smluvni dodatek €. 1 je vyhotoven ve Ctyfech
(4) stejnopisech, z nichZ kazdy bude povazovan za
original a vSechny spole¢né budou pFedstavovat
jeden a tentyZz Smluvni dodatek. Smluvni dodatek €.
1 je vyhotoven v Cesko-anglické jazykove verzi.
Objevi-li obéma jazykovymi
nesrovnalosti, je rozhodujici Ceska jazykova verze.

se mezi verzemi

Pfi uzavirani tohoto Smluvniho dodatku &. 1 se
Smluvni strany nespoléhaly na zadna prohlaseni,
vyjadfeni, ujisténi, dohody, zavazky, pfisliby &i
zaruky, a uzavienim tohoto Smluvniho dodatku &. 1
nejsou poskytovana, ¢inéna ani obnovovana Zzadna
ujisténi, prohlaseni, zavazky nebo zaruky, at uz
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or renewed by entering into this Amendment
Agreement 1.

vyslovné, ¢i mi¢ky prfedpokladané.

3.5 Smluvni strany timto berou na védomi a souhlasi,

35 The Parties hereby acknowledge and agree that Ze Smlouva a vSechny jeji minulé i budouci
the Agreement and all its past and future smluvni dodatky podléhaji povinnému uvefejnéni
amendments are subject to mandatory vsouladu se zakonem o registru smluv.
publication in accordance with the Act on the Uverejnéni  zajisti  Zdravotnické  zafizeni.
Agreement Register. The publication shall be ZkouSejici souhlasi s uvefejnénim svého jména
provided by the Institution. The Investigator v souvislosti s timto Smluvnim dodatkem €. 1 na
agrees to publish his name in connection with portale vefejné spravy v souladu se zakonem o
this Amendment Agreement 1 on the public registru smiuv.
administration portal in accordance with the Act
on Agreement Register.

4., GOVERNING LAW AND JURISDICTION 4. ROZHODNE PRAVO A SOUDNI PRISLUSNOST

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.

Tento Smluvni dodatek &. 1 se fidi zakony Ceské
republiky a je vykladan podle nich.

TENTO SMLUVNIi DODATEK &. 1 byl uzavien Smluvnimi
stranami nebo jejich fadné opravnénymi zastupci
k Datu uginnosti.
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Biogen Idec Research Limited Signed by IQVIA RDS Czech Republic, s.r.o., under a Power or Attorney, for and on
behalf of / Biogen Idec Research Limited Podepsano spolec¢nosti IQVIA RDS Czech Republic, s.r.o. na zakladé piné
moci v zastoupeni

By/Podepsal(a):

Name/ Jméno:

Title/ Funkce:

Date/ Datum:

Institution / Zdravotnického zarizeni

By/Podepsal(a):

Name/ Jméno: doc. MUDr. Petr Vavra, Ph.D.
Title/ Funkce: Vice-director for Science, Research and Education / naméstek feditele pro védu, vyzkum a vyuku

Date/ Datum:

Investigator/ ZkousSejici

By/Podepsal(a):

Name/ Jméno: doc. MUDr. Michal Bar, Ph.D.
Title/ Funkce: Investigator / ZkouSejici

Date/ Datum:

Party to the Agreement for payment purposes only / Smluvni strana této Smlouvy pouze pro tcely plateb
CRO - IQVIA RDS Czech Republic, s.r.o.

By/Podepsal(a):

Name/ Jméno:

Title/ Funkce:

Date/ Datum:
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