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Kh1/2018/026/Fo

AMENDMENT AGREEMENT 1

SMLUVNI DODATEK &. 1

THIS AMENDMENT AGREEMENT 1 to the Agreement No.
KHL/2018/026/Fo is made effective as of the date of last signature
and enter into force upon the date of publication in the Agreement
Register (the “Effective Date”).

TENTO SMLUVNI DODATEK ¢.

1 ke smlouvé ¢.

KHL/2018/026/F0 nabyva platnosti dnem posledniho pod-

pisu a ucéinnosti nabyva k datu uvetejnéni v registru smluv

(dale ,,Datum ucinnosti”).

Pernerova 691/42, Karlin, 186 00 Praha 8, Czech Repub-
lic, Identification number: 24768651, Tax identification
number: CZ24768651, action on the basis of Power or At-
torney dated 16 January 2018 (the “CRO”)

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

BETWEEN MEZI

D Biogen Idec Research Limited located at Innovation | (1) Spoleénosti Biogen Idec Research Limited se sid-
House, 70 Norden Road, Maidenhead, Berkshire, SL6 lem Innovation House, 70, Norden Road,
4AY, United Kingdom (the “Biogen™); Maidenhead, Berkshire, SL6 4AY, Spojené kralov-

stvi (dale ,,Biogen®);

(2) Fakultni nemocnice u sv. Anny v Brné located at | (2) Fakultni nemocnici u sv. Anny v Brné, se sidlem
Pekatska 53, 656 91 Brno, Czech Republic, Identification na adrese Pekaiska 53, 656 91 Brno, Ceska repub-
number: 00159816, Tax identification number: lika, Identifikaéni ¢islo: 00159816, Darniové identifi-
CZ00159816, represented by Ing Vlastimil Vajdak, Di- kacni ¢islo: CZ00159816, zastoupenou Ing. Vlasti-
rector (the "Institution™); milem Vajdakem, feditelem (dale ,,.Zdravotnické za-

Fizeni™),

@ . e of bith: | (9 N d:tum naro-
I ocated ot (NN C:-ch zeni: | NEEEEENL. bytem INNEEEEE
Republic (the "Investigator™) and Ceska republika (déle ,,Zkousejici) a

4 IQVIA RDS Czech Republic s.r.o. with office located at | (4) IQVIA RDS Czech Republic, s.r.0., se sidlem na

adrese Pernerova 691/42 Karlin 186 00 Praha 8,
Ceska republika, Identifikaéni ¢islo: 24768651, Da-
nové identifikacni cislo: CZ24768651, povéfena

k jednani na zakladé Plné moci ze dne 16. ledna

2018 (déle jen ,,CRO*)

(spole¢né dale ,,Smluvni strany* nebo jednotlivé ,,.Smluvni

KHL/2018/026/Fo dated
6 December 2018 between Biogen, CRO, the Institution
and the Investigator (the "CTA"), Biogen appointed the
Institution and the Investigator to conduct a study at the
No. 252LH301 entitled:

Institution under Protocol

strana®).
WHEREAS: UVODNI USTANOVENI:
(A) Pursuant to a Clinical Trial Agreement No. | (A) Na zékladé Smlouvy o provedeni klinického hodno-

ceni ¢. KHL/2018/026/Fo uzaviené dne 6. 12. 2018
mezi spolecnosti Biogen, CRO, Zdravotnickym za-
fizenim a Zkousejicim (dale ,,Smlouva“) spoleénost
Biogen povéftila Zdravotnické zatfizeni a ZkouSeji-

ciho provadénim studie ve Zdravotnickém zafizeni
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“Randomized, Double-Blind, Placebo-Controlled, Paral-
lel-Group, Multicenter, Phase 3 Study to Evaluate the Ef-
ficacy and Safety of Intravenous BIIB093
(Glibenclamide) for Severe Cerebral Edema following

Large Hemispheric Infarction” (the “Trial”).

(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.

(B)

podle protokolu ¢. 252LH301 s nazvem ,,Randomi-
zované, dvojité zaslepené, placebem kontrolované
multicentrické klinické hodnoceni faze 3 s paralel-
nimi skupinami hodnotici u¢innost a bezpecnost in-
travend6zné podavaného piipravku BIIB093 (gliben-
klamid) u zavazného cerebralniho edému po rozsah-
1ém hemisferalnim infarktu™ (dale ,,Studie®).

Spolecnost Biogen, CRO, Zkousejici a Zdravotnické
zafizeni souhlasi se zménou nékterych podminek
Smlouvy, jak je popsano v tomto Smluvnim dodatku

¢. lav souladu s jeho podminkami.

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

ZA PRISLIB vzijemného protiplnéni v tomto Smluvnim do-

datku &. 1 se Smluvni strany dohodly NA NASLEDUJICIM:

1. DEFINITIONS AND INTERPRETATION 1. DEFINICE A VYKLAD

11 All capitalised terms used but not defined in this Amend- | 1.1 Vsechny vyrazy psané velkymi pismeny, které jsou
ment Agreement 1 shall bear the meaning accorded to pouzivany, ale nejsou definovany v tomto Smluv-
them in the CTA. nim dodatku ¢. 1, jsou pouzity ve vyznamu, ktery

maji ve Smlouve.

1.2 Unless the context requires otherwise, all references to | 1.2 Nebude-li z kontextu vyplyvat néco jiného, rozumi
Sections or Schedules in this Amendment Agreement 1 se veSkerymi odkazy na ¢lanky &i pfilohy v tomto
shall be references to the relevant section or schedule in Smluvnim dodatku €. 1 odkazy na pfislusny ¢lanek
the CTA. ve Smlouvé ¢i pfilohu k ni.

13 Unless the context requires otherwise, references in the | 1.3 Nebude-li z kontextu vyplyvat néco jiného, odkazy
CTA to "this Agreement" shall be to the CTA / as ve Smlouvé na ,.tuto Smlouvu se rozuméji odkazy
amended by this Amendment Agreement 1 and otherwise na Smlouvu ve znéni tohoto Smluvniho dodatku ¢. 1
from time to time. a ptipadnych dalSich zmén v budoucnu.

2. AMENDMENTS TO THE CTA 2. DODATKY KE SMLOUVE

As a result of the impact of COVID-19 pandemic, where there may
be additional administrative tasks and other requirements placed on
the Institution, Investigator and Institution Staff, it is necessary to
introduce certain modifications to the financial terms of the CTA
to add additional COVID-19 activities as described below (the

V dasledku dopadi pandemie COVID-19, které mohou Zdra-

votnickému zafizeni, Zkousejicimu a Personalu Zdravotnic-

kého zafizeni pfinést dalSi administrativni zatéz a klast na né

nové pozadavky, je nutné zavést urcité Upravy financnich

podminek Smlouvy a doplnit dal§i ukony souvisejici s
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“Activities”). Biogen, in its sole discretion, shall have the right to
terminate any of the Activities with immediate effect at any time
and shall give notice to the Institution and the Investigator accord-
ingly. The Activities outlined will be covered and reimbursed in
support of the Study continuity, Trial Subject safety and data in-
tegrity.

In addition, Biogen has agreed to reimburse the Institution a

monthly Screening and Retention fee as described below.

COVID-19 popsané nize (,,Cinnosti). Spoletnost Biogen
ma pravo kdykoli dle vlastniho uvazeni s okamzitou platnosti
ukongit kteroukoli z téchto Cinnosti pisemnym oznamenim
Zdravotnickému zafizeni a Zkousejicimu. Uvedené Cinnosti
budou do uhrad tkonti zahrnuty na podporu kontinuity Stu-
die, bezpecnosti Subjekt klinického hodnoceni a uplnosti

tidajii.

Dale Biogen souhlasi uhradit Zdravotnickému zafizeni meé-
si¢ni Poplatek za vybér a uchovani subjektti v databazi jak je

popsano niZe.

2.1 The Parties hereby agree that, as result of the impact of
COVID-19, the CTA shall be amended by adding to
Schedule A - Budget and Payment Schedule of the CTA

a new Section L “COVID-19 Fees” to, as follows:

2.1 Smluvni strany timto souhlasi, ze v dtisledku dopadu
COVID-19 bude upravena Smlouva tak, Ze do Pfi-
lohy A — Rozpocet a rozpis plateb, bude doplnén
novy Clanek L ,,Platby v souvislosti s COVID-

19 v tomto znéni:

L. COVID-19 Fees:

1 COVID-19 Impact Fee

As a result of the impact of COVID-19, it is recognized that there
may be additional administrative tasks and other requirements
placed on the Institution, Investigator and Site Staff not foreseen
prior to COVID-19 outbreak. With effect from 01 March 2020 Bi-
ogen agrees to pay the Investigator a one-time fee (“COVID-19
IMPACT Payment”) to support these activities. which may in-

clude but are not limited to the following:

»  Additional safety assessments and AE management due to
COVID-19

. Managing increased communication with Study partici-
pants, IRB and Biogen

. Re-launch of the study including study staff training per

Sponsor mitigations

L. Platby v souvislosti s COVID-19:

[l Platba za Cinnosti v disledku dopadu CO-
VID-19
V disledku dopadu COVID-19 se uznava, ze Zdravotnické

zafizeni, Zkousejici a Personal Mista provadéni klinického
hodnoceni mozna budou muset provadét administrativni
ukoly navic a plnit dalsi pozadavky na Zdravotnické zatizeni,
které nebylo mozné pied propuknutim COVID-19 piedvidat.
S ucinnosti od 1. brezna 2020 spolecnost Biogen vyplati
ZkouSejicimu jednorazovy poplatek(dale ,,Platba kompen-
zujici DOPAD COVID-19%) na podporu téchto ¢innosti,

k nimz mohou mimo jiné patfit:

. Dodatecné hodnoceni bezpecnosti a zvladani ne-
zadoucich pfihod v disledku COVID-19

*  Zajistovani vétsiho objemu komunikace s tiCast-
niky klinického hodnoceni, EK a Zadavatelem

. Opétovné zahajeni klinického hodnoceni, vCetné
Skoleni zaklade

studijniho  personadlu na
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. IMP Storage Management

pozadavkl Zadavatele ke zmirnéni dopadu pan-
demie

. Zajistovani uchovavani HLP

The rates in the table below are non-negotiable and has taken into account enrolment and pre-screening activity: / Sazby v nésle-

dujici tabulce jsou pevné stanoveny a nemohou byt pfedmétem jednani a zahrnuji ndklady na zatfazeni a pied screeningové aktivity:

Activity / Cinnost Total  Amount/

celkem

Castka | Details required on invoice / Pozadované

udaje na faktuie

Additional Activities caused by COVID- | CZK / K¢

19 IMPACT (one time fee) / Dalsi ¢in- | | GGczNEG

nosti nutné v dusledku DOPADU CO-
VID-19 (jednorazova platba)

Sponsor name / Nazev Zadavatele
Protocol number / Cislo Protokolu
"I Investigator name / Jméno Zkouse-
jiciho
1 Institution name & number /
Nazev a ¢islo Zdravotnického zafi-
zeni.
Identify costs as COVID-19 IM-
PACT payments / Oznacte naklady
jako platby v dasledku DOPADU
COVID-19

A payment for the above Activities will be payable upon
receipt of an itemized complete invoice clearly detailing
the COVID-19 IMPACT Payment. Please note that in-
voices will not be processed unless they reference the
sponsor name, Protocol number, Investigator name, and

Institution number.

I Platba za vyse uvedené Cinnosti bude uhrazena po
doruceni uplné polozkové faktury, v niz budou pte-
hledné¢ uvedeny néklady v disledku DOPADU
COVID-19. Upozoriujeme, ze faktury nebudou
zpracovany, nebudou-li obsahovat odkaz na nazev
Zadavatele, ¢islo Protokolu, jméno Zkousejiciho a

¢islo Zdravotnického zafizeni.

2.2.  With effect from the Effective Date, a new Section M.
Screening and Retention Fee shall be added in the Schedule
A - BUDGET AND PAYMENT SCHEDULE of the CTA,

as follows:

M. Screening and Retention Fee

2.2. S uc¢innosti od Data Géinnosti bude do Smlouvy do P¥i-
lohy A — Rozpodet a rozpis plateb doplnén novy Cla-
nek M. ,,Poplatek za vybér a uchovani pacienta v da-

tabazi“ v tomto znéni:

M. Poplatek za vybér a uchovani subjekti v databazi
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A monthly Screening and Retention Fee of _ to re-
imburse the recruitment and retention of Subjects after normal

business hours will be made to the Investigator each month upon
receipt of invoice and any other appropriate documentation. In-
voice must contain the date of services provided. Any screening
and retention activity reimbursement in excess of this maximum

must be previously approved by Biogen in writing.

Meésicni Poplatek za vybér a uchovani pacienta v databazi ve
vysi [ & ohrads vibéru a uchovani subjekti
Vv databazi po bézné pracovni dobé bude Zkousejicimu pro-
veden kazdy mésic po obdrzeni faktury a jakékoli dalsi pfi-
slusné dokumentace. Faktura musi obsahovat datum posky-
tovanych sluzeb. Jakakoli uhrada poplatku za vybér a ucho-
vani subjektil v databazi, ktery ptfesahuje toto maximum,

musi byt pfedem schvalena spole¢nosti Biogen pisemné.

3. MISCELLANEOUS

3.1 The Amendment Agreement 1 contained herein is to be
considered as an integral part of the CTA. For the avoid-
ance 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.

3.2 No provision of this Amendment Agreement 1 will be
modified or varied without the written consent, properly
executed, of all the Parties. For the avoidance of doubt,
no modification or variation of this Amendment Agree-

ment 1 will be valid if made by email.

3.3 This Amendment Agreement 1 shall be executed in four

(4) counterparts, each party receiving one counterpart.

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

ing into this Amendment Agreement 1.

35 The Amendment Agreement 1 shall be executed in the

Czech and English languages. In case of any discrepancy

3. RUZNE

3.1 Smluvni dodatek ¢. 1 obsazeny v tomto ujednani je
povazovan za nedilnou souéast Smlouvy. Aby se
pfedeslo pochybnostem, ziistavd Smlouva i nadale
V plném rozsahu platna a u¢inna s vyjimkou ptipadd
vyslovné zménénych v tomto dodatku. V piipadé
rozporu mezi podminkami tohoto Smluvniho do-
datku ¢. 1 a Smlouvou maji pfednost podminky to-
hoto Smluvniho dodatku €. 1.

3.2 Ustanoveni tohoto Smluvniho dodatku €. 1 1ze ménit
nebo upravovat pouze na zaklad¢ pisemného a fadné
podepsaného souhlasu vSech Smluvnich stran. Aby
se predeslo pochybnostem, zména nebo Uprava to-
hoto Smluvniho dodatku €. 1 provedena e-mailem
nebude povazovana za platnou.

3.3 Tento Smluvni dodatek ¢. 1 je vyhotoven ve ¢tyfech
stejnopisech, z nichz kazda smluvni strana obdrzi po
jednom.

3.4 Pfi uzavirani tohoto Smluvniho dodatku ¢. 1 se
Smluvni strany nespoléhaly na zadna prohlaseni, vy-
jadreni, ujisténi, dohody, zavazky, pfisliby ¢i za-
ruky, a uzavienim tohoto Smluvniho dodatku ¢. 1
nejsou poskytovana, ¢in€na ani obnovovana zadna
ujisténi, prohlaseni, zavazky nebo zaruky, at’ uz vy-
slovné, ¢i micky piredpokladané.

35 Tento Smluvni dodatek €. 1 je vyhotoven v ¢eském

a anglickém jazykovém znéni. V pfipad¢ rozporu

252L.H301 — Amendment Agreement 1/ Smluvni dodatek ¢. 1
Fakultni nemocnice u sv. Anny v Brne /

Verze / Version: 1.0, 28Dec2020

135551v1 18Sept20

Strana/Page 5 z/of 7




® Biogen

between the Czech and the English versions, the Czech téchto jazykovych verzi ma prednost Geska jazy-
version shall prevail. kova verze.

GOVERNING LAW AND JURISDICTION 4. ROZHODNE PRAVO A SOUDNI PRISLUS-
The Amendment Agreement 1 shall be governed and con- NOST

strued in accordance with the laws of Czech Republic. Tento Smluvni dodatek &. 1 se fidi zikony Ceské re-

publiky a je vykladan podle nich.

THIS AMENDMENT AGREEMENT 1 has been exe- TENTO SMLUVNI DODATEK ¢&. 1 byl uzavien
cuted by or on behalf of the Parties through their duly au- Smluvnimi stranami nebo jejich fadné opravnénymi
thorised representatives on the Effective date. zastupci k Datu u€innosti.
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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 / Podepsdno spolecnosti IQVIA RDS
Czech Republic, s.r.o. na zakladé plné moci v zastoupeni

16.2.2021
Date/ Datum:

By/Podepsal(a):

Name/ Jméno:

Title/ Funkce:

Institution / Zdravotnického zarizeni

26.2.2021
Date/ Datum:

By/Podepsal(a):

Name/ Jméno:  Ing. Vlastimil Vajdak

Title/ Funkce: Director / Reditel

Investigator/ Zkousejici

24.2.2021
Date/ Datum:

By/Podepsal(a):

Name/ Jmeéno: |

Title/ Funkce: Investigator / Zkousejici

Party to the Agreement for payment purposes only / Smluvni strana této Smlouvy pouze pro ucely plateb

CRO - IQVIA RDS Czech Republic, s.r.o.

16.2.2021
Date/ Datum:

By/Podepsal(a):

Name/ Jméno:

Title/ Funkce:
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