. Biogen

ev.C. 008/0VZ/18/037-P

AMENDMENT AGREEMENT #5 / SMLUVNi DODATEK ¢&. 5

THIS AMENDMENT AGREEMENT #5 is made
effective as of its publication in the Agreement
Register (the “Effective Date”).

TENTO SMLUVNI DODATEK ¢&. 5 je
uzaviran s platnosti k datu uvefejnéni v
registru smluv (dale ,Datum uéinnosti”).

‘BETWEEN”

MEZ|

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

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

(2) Fakultni nemocnice Ostrava, located
at 17. listopadu 1790, 708 52 Ostrava —
Poruba, Czech Republic, Identification Number:
00843989, Tax Identiftcation = Number:
CZ00843989, with regard to this Agreement the
following representative is authorised to act on
behalf of Institution and to execute this deed:
I stitution established by deed
of Department of Health of Czech Republic
dated of November 25, 1990 ref. no. OP-054-
25.11.90 (the "Institution”); and

(2) Fakultni nemocnici Ostrava, se
sidlem na adrese 17. listopadu 1790, 708 52
Ostrava — Poruba, Ceska republika,
Identifikacni  Cislo: 00843989, Dariové
identifikacni Cislo: CZ00843989, ve vécech
této smlouvy je opravnén jednat a
podepisovat | NG ziizovaci listina
MZ CR ze dne 25. listopadu 1990 &.j. OP-054-
25.11.90 (dale jen ,Zdravotnické zafizenf");

(3) I (ihc Investigator’); and

@ I

.Zkousejici'); a

(dale jen

(4)IQVIA RDS Czech Republic s.r.o. with
offices located at Pernerova 691/42, Karlin, 186
OO Praha 8, Czech Republic, Identification
number: 24768651, Tax identification number:
CZ24768651, acting on the basis of Power of
Attorney dated 16 January 2018, represented
by: Ing. Eva Falbrova, Managing Director (the
"CRO ).

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

(spolecné jako ,Smluvni strany” nebo kazda
samostatné jako ,Smluvni strana”).

WHEREAS: UVODNi USTANOVENI:
1.1 (A) Pursuant to a clinical trial | 1.2 (A) Na zakladé smlouvy o
agreement dated 7 January 2019, as provedeni klinickém hodnoceni

amended by Amendment No. 1 dated
10 February 2020, Amendment No. 2
dated 22 March 2021 , Amendment
No. 3 dated 28 February 2022 and
Amendment No. 4 dated 10 June
2022 between Biogen, Institution,
Investigator and CRO, (the
"Agreement"), Biogen appointed the
Institution and the Investigator to
conduct a trial 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).

uzaviené dne 7. ledna 2019, ve
znéni Dodatku €. 1 ze dne 10. Gnora
2020, Dodatku & 2 ze dne 22.
bfezna 2021, Dodatku ¢. 3 ze dne
28. unora 2022 a Dodatku €. 4 ze

dne 10. ¢&ervna 2022 mezi
spole€nosti Biogen, Zdravotnickym
zafizenim, ZkouSejicim a CRO
(dale .Smlouva,) spolecnost
Biogen povéfila  Zdravotnické
zarizeni a Zkousejiciho

provadénim klinického hodnoceni
ve Zdravotnickém zafizeni podle
protokolu ¢&. 252LH301 s nazvem
,Randomizované, dvojité
zaslepené, placebem kontrolované,
multicentrické klinické hodnoceni
faze 3 s paralelnimi skupinami,
hodnotici ucinnost a bezpefnost
intravenézné podavaného
pfipravku BIIB093 (glibenklamid)
u zavazného cerebralniho edému
po rozsahlém hemisferalnim
infarktu“ (dale ,,Studie®).

(B) Biogen, Investigator, Institution and the
CRO have agreed to amend certain terms of the
Agreement as further set out in and pursuant to
the terms and conditions of this Amendment
Agreement #5.

(B) Spole€nost  Biogen,  ZkouSejici,
Zdravotnické zafizeni a CRO souhlasi se
zménou nékterych podminek Smlouvy, jak je
uvedeno vtomto Smluvnim dodatku €. 5.
a v souladu s jeho podminkami.

IN CONSIDERATION of the mutual promises
contained in this Amendment Agreement #5,
the parties hereby AGREE AS FOLLOWS:

ZA PRISLIB vzajemného protiplnéni v tomto
Smluvnim dodatku &. 5 se Smluvni strany
dohodly NA NASLEDUJICIM ZNENI:

2. DEFINITIONS AND
INTERPRETATION

3. DEFINICE A VYKLAD

1
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3.1 All capitalised terms used but not
defined in this Amendment
Agreement #5 shall bear the meaning
accorded to them in the Agreement

3.2 VSechny vyrazy psané velkymi
pismeny, které jsou pouzivany, ale
nikoli definovany v tomto Smluvnim
dodatku €. 5., se pouzivaji ve
vyznamu, ktery maji ve Smlouvé.

3.3 Unless the context requires otherwise,
all references to Sections or
Schedules in this Amendment
Agreement #5 shall be references to
the relevant section or schedule in the
Agreement.

3.4 Nebude-li z kontextu vyplyvat néco
jiného, rozumgji se veSkerymi
odkazy na ¢lanky i pfilohy v tomto
Smluvnim dodatku €. 5. odkazy na
prislusnou ¢ast Smlouvy &i pfilohy
k ni.

3.5 Unless the context requires otherwise,
references in the Agreement to "this
Agreement” shall be to the Agreement

3.6 Nebude-li z kontextu vyplyvat néco
jiného, odkazy ve Smlouvé na ,tuto
Smlouvu® se rozuméji odkazy na

as amended by this Amendment Smlouvu ve znéni tohoto
Agreement #5 and otherwise from Smluvniho dodatku ¢.5
time to time. a pfipadnych dalSich zmeén
v budoucnu.
4. AMENDMENTS TO THE | 5. DODATKY KE SMLOUVE
AGREEMENT

As from 1st June 2022, IQVIA Clinical Trial
Payments (“CTP”) on behalf of Biogen will
administer and manage payments for the Study.
Method of payments will be made from an
IQVIA RDS Inc. bank account. IQVIA RDS Inc.
is an affiliate of the IQVIA entity mentioned in
the Agreement.

S GcCinnosti od 1. ¢ervna 2022 bude platby
v ramci klinického hodnoceni za spole€nost
Biogen provadét spolecnost IQVIA Clinical
Trial Payments (dale ,CTP“). Platby budou
hrazeny z bankovniho Uc¢tu spole€nosti IQVIA
RDS Inc. IQVIA RDS Inc. je pfidruzenym
subjektem spole¢nosti IQVIA uvedené v této
Smiouvé.

5.1 The Parties hereby agree that with
effect from 1t June 2022, the
Agreement shall be amended as
follows:

5.2 Strany timto souhlasi, ze s Gc€innosti
od 1. 8ervna 2022 se Smlouva méni
takto:

a) Whereas section shall be added to the
recitals of the Agreement as follows:

a) K ustanovenim Smlouvy bude pfidan tento
Clanek:

WHEREAS, IQVIA RDS Inc. is an affiliate of the
IQVIA entity mentioned in the Clinical Trial
Agreement, will administer payments from an
IQVIA RDS Inc. bank account to the Payee (as
defined below) on this Study;

IQVIA RDS Inc., ktera je pfidruzenym
subjektem spole¢nosti IQVIA uvedené v této
Smlouvé o provedeni klinického hodnoceni,
bude provadét platby z bankovniho Uuctu

2
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IQVIA RDS Inc. Prijemci plateb (jak je
definovan nize) v této Studii;

b) The following wording shall be added in
Section 5.“Payments to the Institution
subsection” a) “Payments” of the Agreement as
follows:

b) K ¢&lanku 5 Smlouvy ,Platby
Zdravotnickému  zafizeni“, odstavec a)
LPlatby“, bude pfidan tento text:

Clinical Trial Payments (“CTP”)_will receive Site
invoices and process payments unless
otherwise agreed. Any queries regarding Site
invoices or payments should be directed to CTP
at the contact details outlined in Schedule A

Spole¢nost Clinical Trial Payments (dale
,CTP%) bude pfijimat faktury vydavané
Mistem provadéni klinického hodnoceni
a zpracovavat platby, pokud nebude
dohodnuto jinak. VesSkeré dotazy ohledné
faktur vydanych Mistem provadéni klinického
hodnoceni plateb nebo ohledné plateb je
zapotfebi adresovat CTP s pouzitim
kontaktnich Udaji uvedenych v Pfiloze A.

c) Section A “Payees Details” and Section F
“Invoices” in Schedule A “Budget & Payment
Schedule” of the Agreement shall be stricken in
its entirety and replaced to change the Payee
Details and Invoices information as follows:

c) Clanek A ,Udaje o piijemci plateb” a &lanek
F ,Faktury* v Pfiloze A ,Rozpocet a rozpis
plateb“ této Smlouvy bude zcela vypustén
a nahrazen nasledujicimi zmeénénymi
ustanovenimi ohledné Udajd o pFijemci plateb
a informaci o Fakturach:

A. Payee Details

B. Udaje o pfijemci plateb

The Parties agree that the payees designated
below are the proper payees for this
Agreement, and that payments under this
Agreement wil be made by the Clinical
Research Organization (the “CRQO”) only to the
following payees (“Payees”):

Smluvni strany se dohodly, Ze niZe uvedeni
pFijemci plateb jsou fadnymi pfijemci plateb
z této Smlouvy a Ze platby vyplacené podle
této Smlouvy budou hrazeny Smluvni
vyzkumnou organizaci (déle jen ,CRO")
vyhradné témto pfijemcim plateb (dale
.PFijemci plateb):

Contract Payee / Prijemce plateb ze
Smlouv

Banking Information: / Bankovni spojeni:

3
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Contact Information / Kontaktni udaje

In case of changes in the Payee’s bank details,
Payee must inform CRO in writing. The parties
agree that in case of changes in bank details
which do not involve a change of Payee/Bank
Account Name or change of country location of
bank account, no further amendments are
required.

Dojde-li ke zméné v udajich o bankovnim
spojeni Pfijemce plateb, bude Pfijemce
plateb povinen otom CRO pisemné
informovat. Smluvni strany se dohodly, Ze
pokud se zména bude tykat pouze
bankovnich udajua Prijemce plateb, které
neplsobi zménu v subjektu PFijemce plateb
/ Nazvu bankovniho u¢tu nebo zménu statu,
v némz je bankovni ucet zfizen, nebude
zapotfebi jakykoli  dalsi
dodatek.

vypracovavat

The Parties acknowledge that the designated
Payee is authorized to receive all of the payments
for the services performed under this Agreement.

Strany timto berou na védomi, Zze uvedeny
Pfijemce plateb je opravnén pfijimat
veskeré platby za sluzby poskytované na
zakladé této Smlouvy.

If the Investigator or Staff is not the Payee, then
the Payee's obligation to
Investigator or Staff, if any, is determined by a
separate agreement between Investigator or Staff
and Payee, which may involve different payment
amounts and different payment intervals than the
payments made by the CRO to the Payee.

reimburse the

V pfipadé, ze ZkousSejici nebo Personal
nejsou Pfijemcem plateb, je povinnost
PFijemce plateb vyplatit ZkouSejicimu nebo
pfipadné odménu, ktera
je stanovena v samostatné
uzaviené mezi  ZkouSejicim nebo
Personalem a Pfijemcem plateb, v niz
mohou byt stanoveny jiné Castky plateb
ajiné vyplatni terminy, nez jaké jsou
stanoveny pro platby vyplacené CRO
Pfijemci plateb.

Personalu
smlouveé

4
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Investigator or Staff acknowledges that, the CRO
will not pay Investigator or Staff even if the Payee
fails to reimburse Investigator or Staff and the
Parties understand and agree that to the extent
that Biogen and/or CRO make payments to the
Payee, any disputes related to the distribution of
such payments among Investigator or Staff shall
be settled among such parties without any
involvement of Biogen and/or CRO.

Zkousejici nebo Personal bere na védomi,
ze CRO neposkytne zadnou uUhradu
ZkouSejicimu  nebo  Persondlu  ani
v pfipadé, Ze Prfijemce plateb porusi
zavazek poukazat platbu ZkouSejicimu
nebo Personalu, a smluvni Strany berou na
védomi a souhlasi s tim, Ze v tom rozsahu,
v jakém Biogen a/nebo CRO poskytuje
platby PFijemci plateb, budou veskeré spory
souvisejici s distribuci téchto plateb
ZkouSejicimu nebo Personalu feSeny mezi
témito stranami bez jakékoli ucasti
spole¢nosti Biogen a/nebo CRO.

F. Invoices

F. Faktury

¢ Payments will be issued by Clinical Trial
Payments based on Visit Budget,
payment frequency and payment terms
of the Study Agreement) /Schedule A
“Budget and Payment Schedule”).

e  Platby bude spole¢nost Clinical
Trial Payments provadét na
zakladé rozpoctu navstév, Cetnosti
plateb a platebnich podminek
uvedenych ve Smlouvé o klinickém
hodnoceni / Pfiloze A (,Rozpodcet
a prehled plateb®).

e Payments for invoiceable costs will be
made only upon receipt of corresponding
invoices, including back-up
documentation, in accordance with the
Study Agreement) /Schedule A “Budget
and Payment Schedule”).

e Platby za fakturovatelné naklady
se budou provadét pouze po
doruceni pfislusnych faktur véetné
podkladd k nim v souladu se
Smlouvou o klinickém hodnoceni /
Pfilohou A (,Rozpocet a pfehledu
plateb®).

e Invoices for any additional payments not
primary stipulated in the Agreement)
(i.e., additional reimbursements) must
also be sent to Clinical Trial Payments
and approved by Biogen.

e Faktury pro pfipadné dalSi platby
plvodné neuvedené v této
Smlouvé (napf. dodate&né uhrady
nakladu) musi byt rovnéz zasilany
spolecnosti Clinical Trial Payments
a schvaleny spole€nosti Biogen.

e Payments for visits do not require an
invoice unless otherwise indicated in the
Clinical Trial Agreement (the Agreement)
/Schedule A “Budget and Payment
Schedule. or communication is provided
that an invoice is necessary.

e U plateb za navstévy neni
zapotiebi vystavovat fakturu,
pokud neni ve Smlouvé
o klinickém hodnoceni (dale
~omlouva“) / Pfiloze A (,Rozpocet
a prehled plateb®) stanoveno jinak,
nebo pokud neni sdéleno, Ze je
nutno vystavit fakturu.

5
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All invoices shall be raised in the following
manner:

VSechny budou  vystaveny

nasledujicim zpisobem:

faktury

Invoices to be billed to:

Faktury budou vystavovany na:

Invoices to be sent to:

Faktury se budou zasilat na adresu:

Email original invoices, including backup, to:

Originaly  faktur, v€etné podkladovych

dokumentl, zasilejte e-mailem na adresu:

Emailed invoices and backup are preferred. In the
event invoices in hard copy need to be sent, please
send to the following address:

faktur
e-mailem.

zasilani
dokumentt

Upfednostriujeme
a podkladovych
V pfipadé, ze bude nezbytné faktury zasilat
v tisténé podobé, zasilejte je na tuto adresu:

The following information should be included

Na fakture musi byt uvadény tyto udaje:

on the invoice:

o INVESTIGATOR name

o Jméno ZKOUSEJICiHO

o Invoice Date

o  Datum vystaveni faktury

o Invoice Number

o Cislo faktury
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o Payee/Site Name (must match
Payee indicated in the Agreement)

o Jméno/nazev prijemce
platby / Mista provadéni
klinického hodnoceni (musi byt
shodné s Prijemcem platby
uvedenym ve Smlouvé)

o  Sponsor Name

o Jméno/nazev Zadavatele

o  Study Number

o Cislo Studie

o Payment Amount

o Castka k uhradé

o Complete description of
services rendered/details of
expense(s)

o  Podrobny popis
poskytnutych sluzeb / popis
vydaje (vydaju)

All invoice and payment related inquiries shall be
addressed directly to Clinical Trials Payments at

VesSkeré dotazy tykajici se faktur a plateb
posilejte pfimo spole¢nosti Clinical Trial

Payments na adresu || GczNEB

Invoices for Trial Subject related Conditional
procedure/Non-procedure costs must also
include the Trial Subject number/unique
identifier, visit number, and visit date. No
additional Trial Subject identifying information
other than Trial Subject number/unique
identifier should be included in the invoices or
supporting documentation provided by the
Institution. After receipt and verification,
reimbursement for invoices will be included
with the next regularly scheduled payment for
Trial Subject activity.

Faktury za naklady na ukony provadéné
podle potieby/ naklady nesouvisejici
s ukony spojené se Subjektem klinického
hodnoceni museji také obsahovat ¢&islo /

jedineény identifikaéni koéd Subjektu
klinického hodnoceni, ¢islo navstévy
a datum navstévy. Kromé Cisla/
jedineéného identifikaéniho kédu

Subjektu klinického hodnoceni se na
fakturach ani podkladové dokumentaci
predkladané Zdravotnickym zafizenim
nemaji uvadét zadné dalSi identifikaéni

informace 0 Subjektu klinického
hodnoceni. Po doruceni a ovéreni budou
faktury uhrazeny v ramci nasledujici

pravidelné planované platby za €innosti
spojené se Subjekty klinického
hodnoceni.

*IQVIA Clinical Trial Payments will be performing a
payment reconciliation of payments made to date.
Your site financial contact will be granted access to
the payments portal once reconciliation is
complete.

*Spole¢nost IQVIA Clinical Trial Payments
bude provadét sesouhlaseni  dosud
uskute¢nénych plateb. Po sesouhlaseni bude
kontaktni osobé&, kterda ma ve vaSem misté
provadéni klinického hodnoceni na starosti
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finan¢ni zalezitosti, poskytnut pfistup na
platebni portal.

Except as specifically set forth herein, all other
terms and obligations in the Agreement / Schedule
A “Budget and Payment Schedule”} remain in full
force and effect.

Pokud neni vtomto Smluvnim dodatku
vyslovné stanoveno jinak, zUstavaji vSechna
ostatni ustanoveni a podminky Smlouvy /
Prilohy A (,Rozpocet a pfehled plateb®)
i nadale pIné platné a u&inné.

6. MISCELLANEOUS

7. RUZNE

7.1 The Amendment Agreement #5 contained
herein is to be considered as an integral
part of the Agreement. For the avoidance
of doubt, save as expressly varied
herein, the Agreementshall continue in
full force and effect. In the event of any
inconsistency between the terms of this
Amendment Agreement #5 and the
Agreement, the terms of this Amendment
Agreement #5 shall prevail.

7.2 Tento Smluvni dodatek €. 5 je
povazovan za nedilnou soucast
Smlouvy. Aby se predeslo
pochybnostem, zlstavaji veskera
ustanoveni Smlouvy s vyjimkou

téch, ktera  jsou vyslovné

timto Smluvnim
nadale plné platna

V pfipadé jakéhokoli

rozporu mezi podminkami tohoto

upravovana
dodatkem,
a ucéinna.

Smluvniho dodatku ¢.5
a Smlouvou maji prednost
podminky tohoto Smluvniho
dodatku ¢&. 5.
7.3 No provision of this Amendment | 7.4 Ustanoveni tohoto Smluvniho
Agreement #5 will be modified or varied dodatku ¢&€.5 Ize ménit nebo
without the written consent, properly upravovat pouze na zakladé

executed, of the Parties. For the
avoidance of doubt, no modification or
variation of this Amendment Agreement
#5 will be valid if made by email.

pisemného afadné podepsaného
souhlasu Smluvnich stran. Aby se
pfedeslo pochybnostem, nebude
povazovana za platnou Zzadna
Uprava
Smluvniho dodatku €. 5 provedena
e-mailem.

zména nebo tohoto

7.5 This Amendment Agreement #5 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.

7.6 Tento Smluvni dodatek ¢&.5 Ize
vyhotovit poctu
stejnopisli, z nichz kazdy bude
povaZzovan za original a vSechny
spole¢né budou predstavovat jeden
a tentyZ Smluvni dodatek.

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

7.8 Pfi uzavirani tohoto Smluvniho
dodatku €.5 se Smluvni strany
nedovolavaly zadnych prohlaseni,
vyjadfeni, ujisténi, dohod, zavazka,
prisliba  ¢i  zaruk,
tohoto Smluvniho dodatku ¢.5
nejsou poskytovana, cinéna ani
obnovovana ujisténi,

a uzavrenim

zadna

#5. prohlaseni, zavazky nebo zaruky,
at  uz vyslovné, ¢i  miCky
predpokladané.

8. GOVERNING LAW AND JURISDICTION | 9. ROZHODNE PRAVO A SOUDNI

PRISLUSNOST

The Amendment Agreement #5 shall be governed
and construed in accordance with the laws of the
Czech Republic. The parties hereto acknowledge
and agree that any disputes shall be reviewed and
decided under the jurisdiction of the relevant
courts of the Czech Republic.

Tento Smluvni dodatek €. 5 se bude fidit
zakony Ceské republiky a bude vykladan
podle nich. Strany timto berou na védomi
a souhlasi s tim, Ze posuzovani

a rozhodovani vSech spora bude

v pravomoci pFislugnych soudd v Ceské
republice.

THIS AMENDMENT AGREEMENT #5 has been
executed by or on behalf of the Parties through
their duly authorised representatives on the
Effective date.

TENTO SMLUVNI DODATEK ¢&.5 byl
podepsan Smluvnimi stranami nebo jejich
jménem fadné opravnénymi zastupci k Datu
ucinnosti.

Biogen Idec Research Limited

Signed by JQVIA RDS Czech Republic s.r.o., under a
Power of Attorney, for and on behalf of / Podepsano za
IQVIA RDS Czech Republic, s.r.0. na zakladé piné moci v

zastoupeni

By / Podpis:

Name / Jméno:

Title / Funkce:

Date / Datum:
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FAKULTNi NEMOCNICE OSTRAVA

By / Podpis:

Name / Jméno:

Title / Funkce:

Date / Datum:

By / Podpis:

Name / Jméno:

Title / Funkce:

Date / Datum:

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

By / Podpis:
Name / Jméno
Title / Funkce:

Date / Datum:
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