. Biogen

DODATEK C.1 KE SMLOUVE

AMENDMENT AGREEMENT #1

TENTO DODATEK C.1 KE SMLOUVE se uzavira
s ucinnosti ke dni uvefejnéni v registru smluv (dale
,Datum ucinnosti“).

THIS AMENDMENT AGREEMENT #1 is made
effective as of its publication in the Agreements
Register (the “Effective Date”).

MEZI

AMONG

(1) spole¢nosti Biogen Idec Research Limited,
se sidlem na adrese Building 5, Foundation Park,
Roxborough Way, Maidenhead, Berkshire, SL6 3UD,
Spojené Kralovstvi (dale ,Biogen®);

(1) Biogen Idec Research Limited located at
Building 5, Foundation Park, Roxborough Way,
Maidenhead, Berkshire, SL6 3UD, United Kingdom
( “Biogen”);

(2) Fakultni nemocnice v Motole, state
budgetary organization, located at V Uvalu 84, 150
06, Prague 5, Czech Republic, Identification number:
00064203, Tax identification number: CZ00064203,
represented by [N
based on a mandate (dale ,Poskytovatel®); a

(2) Fakultni nemocnice v Motole, statni
prispévkova organizace, se sidlem na adrese V
Uvalu 84, 150 06 Praha 5, Ceska republika, 1CO:
00064203, DIC: CZ00064203, zastoupena

, na zakladé povéreni
(the "Institution"); and

(3) IQVIA RDS Czech Republic, s.r.o. se
sidlem na adrese Pernerova 691/42, 186 00 Praha 8
— Karlin, Ceska republika, 1C: 247 68 651, DIC:
CZ24768651, jednajici na zakladé plné moci ze dne
30. &ervna 2022, zastoupenou a.,:.-_w:""“vf‘}:%f:-.‘f“-*
jednatelkou (dale ,CRO")

(3) IQVIA RDS Czech Republic, s.r.o. with
offices located at Pernerova 691/42, 186 00 Praha 8
— Karlin, Ceska republika, IC: 247 68 651, DIC:
CZ24768651, acting on the basis of Power of
Attorney dated 30 July 2022, represented Zailof

W TS Managing Director (the "CRO")

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

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

UVODNI USTANOVENI: WHEREAS:
(A) Na zakladé smlouvy o provadéni klinického | (A) Pursuant to a clinical trial agreement dated
hodnoceni uzaviené dne 19. zafi 2023 mezi | 19 September 2023 between Biogen and the

spolecnosti Biogen a Zdravotnickym zafizenim (dale
~Smlouva“]) spole¢nost Biogen povéfila
Poskytovatele a ZkouSejiciho provadénim klinického
hodnoceni podle protokolu €. 247AD201 s nazvem
»Randomizované, dvojité zaslepené, placebem
kontrolované klinické hodnoceni s paralelnimi
skupinami  posuzujici ucinnost, bezpecénost
a sndsenlivost prfipravku BIIB080 u pacientt
s mirnym kognitivnim postizenim v diusledku
Alzheimerovy choroby nebo S mirnou
Alzheimerovou demenci*” (dale .Klinické
hodnoceni*).

Institution (the "CTA"]), Biogen appointed the
Institution and the Investigator to conduct a trial at
the Institution under Protocol No. 247AD201 entitled
“A Randomized, Double-Blind, Placebo-
Controlled, Parallel-Group Study to Assess the
Efficacy, Safety, and Tolerability of BIIB080 in
Subjects with Mild Cognitive Impairment Due to
Alzheimer’s Disease or Mild Alzheimer’s Disease
Dementia” (the “Trial” ).

(B) Spole¢nost Biogen a Poskytovatel souhlasi
se zménou nékterych podminek Smlouvy, jak je
uvedeno v tomto Dodatku €.1 ke Smlouvé a v souladu
s jeho ustanovenimi a podminkami.

(B) Biogen and 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.

S OHLEDEM na vzajemné pfisliby obsazené v tomto
Dodatku ke Smlouvé ¢&.1 se Smluvni strany
DOHODLY NA NASLEDUJICIM:

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

1. VYMEZENi POJMU A JEJICH VYKLAD

1. DEFINITIONS AND INTERPRETATION

1.1 V8echny vyrazy psané velkymi pismeny,
které jsou pouzivany, ale nejsou vtomto
Dodatku ¢.1 ke Smlouvé definovany, jsou
pouzity ve vyznamu, ktery maji ve Smlouvé.

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

1.2 Nebude-li z kontextu vyplyvat néco jiného,
rozumi se veSkerymi odkazy na ¢lanky Ci
harmonogramy vtomto Dodatku ¢&.1 ke
Smlouvé odkazy na pfislusny clanek ve

Smlouvé & harmonogram v ni.

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 Nebude-li z kontextu vyplyvat néco jiného,
odkazy ve Smlouvé na ,tuto Smlouvu“ se
rozuméji odkazy na Smlouvu ve znéni tohoto
Dodatku ¢&.1 ke Smlouvé a pfipadnych

dalSich zmén v budoucnu.

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 #1 and otherwise

from time to time.

2. DODATKY KE SMLOUVE

2. AMENDMENTS TO THE CTA

Podle protokolu verze 7.0 ze dne 29. ledna 2024 je
nutno ve Smlouvé provést urcité  Upravy
finanénich podminek. Smluvni strany timto souhlasi,
Ze Smlouva bude zménéna takto:

Pursuant to Protocol Version 7.0 dated 29 January
2024, it is necessary to introduce certain
modifications to the financial terms of the CTA. The
Parties hereby agree that the CTA shall be amended
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. Biogen

as follows:

2.1 The Parties hereby agree that the Clinical 2.1 Strany se timto dohodly, ze smlouva o
Trial Agreement shall be amended as provedeni klinického hodnoceni se méni
follows: takto:

2.1.1 Sucinnosti od 11. c¢ervna 2024, data 2.1.1 With effect from the 11 June 2024, the date
schvaleni Protokolu verze 7.3 ze dne of the IRB/EC approval of Protocol Version
13. kvétna 2024 etickou komisi, se timto 7.3 dated 13 May 2024, Section H
Clanek H Uhrady subjektim  Pfilohy Participant Payments of Schedule A Budget
A Rozpocet a Rozpis plateb Smlouvy v plném and Payments Schedule of the CTA is
rozsahu odstranuje a nahrazuje se nasledovné hereby deleted in its entirety and replaced
tak, aby odrazel aktualizace vyplyvajici as follows, capturing the updates resulting
z Protokolu verze 7.0. from Protocol Version 7.0:

H. UHRADY SUBJEKTUM H. PARTICIPANT PAYMENTS

Uhrady vydajii Subjekt(i klinického hodnoceni v
souvislosti se stravovanim a cestovnimi vylohami
bude spolec¢nost Greenphire, smluvni dodavatel
spolecnosti Biogen najaty na zakladé samostatné
smlouvy, provadét primo Subjektim klinického
hodnoceni.

V pripadé, Ze spolec¢nost Greenphire nebude moci
Uhradu uskuteénit (napf. pfi odmitnuti Subjektu
klinického hodnoceni), provede CRO Ghradu Prijemci
plateb, ktery bude odpovédny za uhrazeni dané
Castky Subjektu klinického hodnoceni. Tyto vydaje
budou Prijemci plateb proplaceny na zakladé faktury
a prislusnych podkladd doru¢enych CRO. Aby mohla
byt platba provedena, musi mit faktura tyto nalezitosti:
Cislo Subjektu / jedineény identifikacni kéd, &islo
pfisludné navstévy, typ uhrady a vyplacenou castku.
Kromé Ccisla / jedinecného identifikacniho kdédu
Subjektu klinického hodnoceni by se na fakturach
predkladanych Mistem klinického hodnoceni nemély
uvadét zadné dalsi uadaje o Subjektu klinického
hodnoceni, z nichz by bylo mozné zjistit jeho
totoznost.

Veskeré uhrady Subjektim klinického hodnoceni se
budou provadét v souladu s formulafem
informovaného souhlasu podepsanym Subjektem
klinického hodnoceni a s touto Smlouvou.

Stipends and travel related reimbursements to Trial
Subjects will be made directly to the Trial Subject by
Greenphire, a third-party provider engaged by
Biogen according to their separate agreement.

In the event the reimbursement cannot be made by
Greenphire (e.g. Trial Subject refusal), CRO will
reimburse Payee, who will be responsible for
reimbursing the Trial Subject. Such costs will be
reimbursed to Payee upon receipt by CRO of invoice
and supporting documentation. Invoices must
contain the following information in order for payment
to be issued: Trial Subject number/unique identifier,
applicable visit number, reimbursement type and
amount paid. No additional Trial Subject identifying
information other than Subject number/unique
identifier should be included in the invoices provided
by the Site.

All Trial Subject reimbursements will be made in
accordance with the Trial Subject signed ICF and this
Agreement.

Odmeéna subjektu klinického hodnoceni

Odména subjektu klinického hodnoceni bude
proplacena ve vysi za dokocCenu navstévu
na centru pozadovanou podle Protokolu, navstévu
uréeného zarizeni nebo neplanovanou navstévu.
Telefonické nebo vzdalena navstévy nebudou
propléaceny.

Trial Subject Stipend

A Trial Subject stipend will be reimbursed in the
amount of per completed on-site, Protocol
required visit, designated facility visit and
unscheduled visit. Telephone or remote visits are not
eligible for Trial Subject stipend.

Odména subjektim za CSF podstudii

Odména subjektu klinického hodnoceni bude
proplacena ve vysi za dokoncenou
navstévu na centruprotokolem poZadovanou CSF
podstudii. Telefonické nebo vzdalena navstévy
nebudou proplaceny.

CSF Sub-Study Visit Subject Stipend

A Trial Subject stipend will be reimbursed in the
amount of_ per completed on-site, Protocol
required CSF Sub-Study visit. Telephone or remote
visits are not eligible for Trial Subject stipend.

Odmeéna subjektum za Tau PET podstudii
Odména subjektu klinického hodnoceni bude
proplacena ve vysi za dokoncenou
navstévu na centru protokolem poZadovanou Tau
PET podstudii. Telefonické nebo vzdalena navstévy
nebudou proplaceny.

Tau PET Sub-Study Visit Subject Stipend

A Trial Subject stipend will be reimbursed in the
amount of per completed on-site, Protocol
required Tau PET visit. Telephone or remote visits
are not eligible for Trial Subject stipend.

Cestovni vylohy a stravovani subjektu klinického

hodnoceni

Priméfené cestovni vylohy a stravovani pecovatelt

Subjektt klinického hodnoceni budou hrazeny ve vyS$i

za navS§tévu na centru poZadovanou podle
navstévu uréeného zafizeni nebo

Protokolu,

Trial Subject Travel and meals

Reasonably incurred costs for Trial Subject travel will
be reimbursed of per on-site, Protocol
required visit, designated facility visit or unscheduled
visit. Telephone or remote visits are not eligible for
Trial Subject travel. Trial Subject travel will be
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neplanovanou navstévu. Telefonické nebo vzdalena
navstévy nebudou proplaceny. Cestovné subjektu
hodnoceni bude proplaceno pouze v pfipadé, ZzZe
pacientovi vzniknou individuélni cestovni naklady
oddélené od cestovnich nékladi oSetfovatele (napf.
vlastni jizdenka na autobus nebo viak).

Céstka uvedend v tomto ustanoveni miZe byt
zvySena na zakladé pfedchoziho pisemného
souhlasu spole¢nosti Biogen v pfipadé uritych
okolnosti  tykajicich se  konkrétniho  Subjektu
klinického hodnoceni.

reimbursed only if patient incurs individual travel
costs separate from caregiver travel costs (e.g. own
bus or train ticket). Subject Travel reimbursement
may not be combined with caregiver travel
reimbursement. The amount specified in the clause
herein may be increased by prior written approval
from Biogen to provide for the specific circumstances
of a particular Trial Subject and/or caregiver.

Cestovni vylohy a stravovadni pecéovatelu subjekti

Caregiver Travel and meals

klinického hodnoceniPiriméiené cestovni vylohy a
stravovani pecovatelti Subjektl klinického hodnoceni
budou hrazeny ve vysi za navstévu na
centru poZadovanou podle Protokolu, navstévu
uréeného zafizeni nebo neplanovanou navstévu.
Telefonické nebo vzdalena navstévy nebudou
proplaceny.

Céastka uvedené v tomto ustanoveni muzZe byt
zvySena na zakladé predchoziho pisemného
souhlasu spolecnosti Biogen v pfipadé urcitych
okolnosti  tykajicich se  konkrétniho  Subjektu
klinického hodnoceni.

Reasonably incurred costs for Trial caregiver travel
will be reimbursed, up to a maximum of

per Protocol required visit, designated facility visit
and unscheduled visit. Telephone or remote visits
are not eligible for Caregiver travel. The amount
specified in the clause herein may be increased by
prior written approval from Biogen to provide for the
specific circumstances of a particular Trial Subject
and/or Caregiver.

Nahrada pecovateliim

Nahrada za uSlou pecovatelim bude
proplacena ve vySi za dokocCenu navstévu
na centru pozadovanou podle Protokolu, navstévu
urCeného zafizeni nebo neplanovanou navstévu.
Telefonické nebo vzdalena navstévy nebudou
propléaceny.

mzdu

Caregiver Stipend

A caregiver stipend will be reimbursed in the amount
of h per completed on-site, Protocol
required visit, designated facility visit and
unscheduled visit. Telephone or remote visits are not
eligible for Trial Subject stipend.

Ubytovani _pro subjekty klinického hodnoceni a
pecovatele

V nezbytném rozsahu a pokud to Biogen pfedem
pisemné schvali, budou vynaloZzené naklady na
ubytovani subjektu klinického hodnoceni a pecovatele
proplaceny po obdrzZeni faktur az do vySe

za noc, maximalné vsak do tfi (3) noci za navstévu.
Ocekava se, Ze pecCovatelé se ubytuji se subjektem
klinického hodnoceni v nezbytném rozsahu. Za
danych okolnosti a po pfedchozim souhlasu od
spolec¢nosti Biogen bude provedena Uhrada za
samostatné ubytovani pro pecovatele ve stejné vysi,
jaka je zde uvedena pro subjekty.

Trial Subject and Caregiver Lodging
To the extent necessary, and if pre-approved in
writing by Biogen, Trial Subject and Caregiver
lodging expenses incurred will be reimbursed upon
receipt of supporting invoices up to a maximum of
per night, up to a maximum of three (3)
nights per visit. Subject Caregivers are expected to
lodge with Subjects to the extent possible. In
extenuating circumstances and upon prior approval
from Biogen, reimbursement will be made for
separate lodging for caregivers at the same rate as
indicated herein for Subjects.

2.1.2 S ucinnosti od [doplite datum schvaleni
PV7.3 ze strany EK], data schvaleni
Protokolu verze 7.3 ze dne 13. kvétna 2024
etickou komisi, se timto ¢lanek K Rozpocet

(rozpodty) Prilohy A Rozpolet a
Harmonogram plateb Smlouvy v plném
rozsahu odstranuje a nahrazuje se
nasledovné tak, aby odrazel aktualizace

2.1.2 With effect from the [insert date of IRB/EC
approval of PV7.3], the date of the IRB/EC
approval of Protocol Version 7.3 dated 13
May 2024, Section K Budget Table(s) of
Schedule A Budget and Payments
Schedule of the CTA is hereby deleted in its
entirety and replaced as follows, capturing
the updates resulting from Protocol Version

vyplyvajici z Protokolu verze 7.0. 7.0.
K. Rozpocet (rozpocty) K. budget table(s)
VSechny niZze uvedené platby za jednotlivé navstévy | All  visit payments noted below include
uz zahrnuji Uhradu za veSkera vySetfeni provadéna | reimbursement for all Trial procedures and

v ramci Klinického hodnoceni a za &as vynaloZzeny na
Klinické hodnoceni pfislusnymi Zaméstnanci v&etné
Casu Zkousejiciho a koordinatora klinického
hodnoceni.

associated Staff time on the Trial, including that of
the Investigator and study coordinator.

Planované navstévy subjektl v obdobi kontrolovaném placebem: / Planned Subject Visits for

Placebo-Controlled Period:
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“Biogen

2.1.3 S ucinnosti od 11. ¢ervna 2024, data schvaleni
Protokolu verze 7.3 ze dne 13. kvétna 2024
etickou komisi se timto ¢lanek L Pfipadné
dalsi  poplatky Pfilohny A  Rozpocet
a harmonogram plateb Smlouvy upravuje tak,
aby zahrnoval nasledujici text:

2.1.3 With effect from the 11 June 2024, the date of
the IRB/EC approval of Protocol Version 7.3
dated 13 May 2024, Section L Additional
Applicable Fee(s) of Schedule A Budget and
Payments Schedule of the CTA is hereby
amended to include the following language:.

Navstévy pfFi preloZzeni Subjektu pri mimoradné
situaci v oblasti vefejného zdravi

Subject Transfer Visits for Public _Health
Emergency

Castka za navstévu pri preloZeni Subjektu uvedena
nize je hrazena navic k ¢astkam vyplacenym
Poskytovateli za navStévy a ukony provadéné ve
Zdravotnickém zafizeni podle Protokolu v souladu
s podminkami Smlouvy a bude uhrazena po obdrzeni
originalu faktury. Aby mohla byt platba uhrazena,
musi Poskytovatel predkladat faktury, které musi
obsahovat ¢&islo subjektu klinického hodnoceni /
jedinecny identifikator a datum navstévy.

The amount of the Transfer Subject Visit set forth
below is in addition to the amounts due to Institution
for Protocol required visits and procedures performed
at Institution, according to the terms of the CTA and
shall be paid upon receipt of an original invoice.
Institution should submit invoices for which must
contain the Trial Subject number/unique identifier and
visit date for payment to be issued.

Je-li Poskytovatel pfijimajicim centrem klinického
hodnoceni, budou veSkeré nahrady za cestovné
astravné apfipadné dalsi nahrady Subjektu
klinického hodnoceni nebo pecovateli splatné béhem
doCasnych navstév pfi prelozeni apo trvalém
pfelozeni provadény v souladu stouto Smiouvou
a nebudou zahrnuty do nize uvedenych
Castek. Pokud je Poskytovatel odesilajicim centrem
klinického hodnoceni, bude tato nahrada provedena
v souladu se samostatnou smlouvou mezi spole¢nosti
Biogen a pfijimajicim centrem klinického hodnoceni
a neni zahrnuta do této Smilouvy.

If Institution is the Receiving Site, all Transfer Subject
travel and meal reimbursements and any other Trial
Subject or caregiver compensation due during
Temporary Transfer Visits and following Permanent
Transfers shall be made in accordance with this CTA
and are not included in the amounts below. If
Institution is the Initiating Site, such compensation
shall be made according to a separate agreement
between Biogen and the Receiving Site and are not
included in this CTA.

| Nédklady na preloZeni uéastnika

Participant Transfer Costs

Trvalé prelozeni,
Transfer, original site

puvodni centrum klinického hodnoceni / Permanent

Trvalé prelozeni,
Transfer, receiving site

pfijimajici centrum klinického hodnoceni / Permanent

LI

DalSi ustanoveni

Miscellaneous

Dodatek €. 1 ke Smlouvé obsazeny v tomto ujednani

The Amendment Agreement #1 contained herein is
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je tfeba povazovat za nedilnou sou€ast Smlouvy
o provadéni klinického hodnoceni. Aby se pfedeslo
pochybnostem, zlstdava Smlouva inadale v plném
rozsahu platnou a G€innou s vyjimkou pfipadi
vyslovné zménénych vtomto Dodatku. V pfipadé
jakéhokoli rozporu mezi ustanovenimi tohoto Dodatku
¢.1 ke Smlouvé aSmlouvou maji prednost
ustanoveni tohoto Dodatku €. 1 ke Smiouvé.

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.

Zadné ustanoveni tohoto Dodatku &. 1 ke Smlouvé
nebude meénéno nebo upravovano bez Ffadné
podepsaného pisemného souhlasu Smluvnich stran.
Aby se pfedeslo pochybnostem, zména nebo Uprava
tohoto Dodatku ke Smlouvé ¢&.1 uskutecnéna e-
mailem nebude povazovana za platnou.

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.

Tento Dodatek €. 1 ke Smlouvé bude podepsan ve
tfech (3) vyhotovenich v ¢eském jazyce a anglickém
jazyce, pfiemz kazda strana obdrzi po jednom
vyhotoveni v kazdé jazykové verzi. Pokud dojde k
jakékoliv nesrovnalosti mezi eskou a anglickou verzi,
je Ceska jazykova verze rozhodujici.

This Amendment Agreement #1 shall be executed in
three (3) counterparts in the Czech and English
languages, with each party receiving one counterpart
in both language versions. In case of any
discrepancy between the Czech and the English
versions, the Czech version shall prevail.

Pfi uzavirani tohoto Dodatku €.1 ke Smlouvé se
Smluvni strany neopiraly o zadna prohlaseni,
vyjadfeni, zaruky, dohody, zavazky, pfisliby &i ujisténi
a uzavienim tohoto Dodatku €. 1 ke Smlouvé nejsou
poskytovany, €inény ani obnovovany zadné zaruky,
prohladeni, zavazky ani garance, at uz vyslovné, Ci
mi¢ky pfedpokladané.

No Party has relied wupon 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.

ROZHODNE PRAVO A SOUDNI PRISLUSNOST

GOVERNING LAW AND JURISDICTION

Tento Dodatek €. 1 ke Smlouvé se bude Fidit zakony
Ceské republiky a bude vykladan v souladu s nimi.

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

TENTO DODATEK ¢€.1 KE SMLOUVE byl uzavien
Smluvnimi stranami nebo jejich fadné opravnénymi
zastupci k Datu U&innosti.

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

BIOGEN IDEC RESEARCH LIMITED, podepsano spole¢nosti IQVIA RDS Czech Republic s.r.o.
na zakladé pliné moci v zastoupeni Biogen / BIOGEN IDEC RESEARCH LIMITED Signed by
IQVIA RDS Czech Republic s.r.0., under a Power of Attorney, for and on behalf of Biogen

Podepsal(a): / By:

Jméno: / Name:

Funkce: / Title: Opravnéna podepisuijici osoba / Authorized Signatory

Datum: / Date:

POSKYTOVATEL / INSTITUTION Fakultni nemocnice v Motole

Podepsal(a): / By:

smeno: /Name: |

Funkce: / Title: na zakladé povéfeni / based on a mandate

Datum: / Date:

CRO - IQVIA RDS Czech Republic s.r.0./ CRO - IQVIA RDS Czech Republic s.r.o
Smluvni strana této Smlouvy pouze pro Ucely plateb / Party to the Agreement for payment purposes only

Podepsal(a): / By:

Jméno: / Name:

Funkce: / Title:

Datum: / Date:
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