AMENDMENT AGREEMENT No. 1

SMLUVNI DODATEK €. 1

THIS AMENDMENT No. 1 is made effective as of the date
of last signature and publishing in the Agreements
Register (the “Effective Date”).

TENTO DODATEK ¢€.1 je uzaviran s Ucinnosti k datu
posledniho podpisu a uvefejnéni v registru smluv (dale
.Datum uéinnosti®).

BETWEEN:

MEZI:

(1) Biogen Idec Research Limited, located at
Innovation House, 70 Norden Road, Maidenhead,

Berkshire, SL6 4AY, United Kingdom ("Biogen”);

Fakultni nemocnice Hradec Kralové, located at
Sokolska 581, 500 05 Hradec Kralové — Novy
Hradec Kralové, Czech Republic, Identification
number: 00179906, Tax identification number:
CZ00179906, represented by prof. MUDr.
Vladimir Pali¢ka, CSc., dr. h. c., Director (the
“Institution”); and

I (ocated at
Neurologické klinika Fakultni nemocnice Hradec
Kralové, Sokolska 581, 500 05 Hradec Kralové —
Novy Hradec Kralové, Czech Republic (the
“Investigator’); and

IQVIA RDS Czech Republic s.r.o., with offices
located at Pernerova 691/42, 186 00 Prague 8 —
Karlin, Czech Republic, Identification number:
247 68 651, Tax identification number:
CZ24768651, acting on the basis of Power of
Attorney dated 5 December 2018 (the “CRO”)

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

(1) spolecnosti Biogen Idec Research Limited, se
sidlem na adrese Innovation House, 70 Norden
Road, Maidenhead, Berkshire, SL6 4AY, Spojené

krélovstvi (dale jen ,Biogen®),

Fakultni nemocnici Hradec Kralové, se sidlem
na adrese Sokolska 581, 500 05 Hradec Kralové
— Novy Hradec Kralové, Ceska republika,
Identifikacni ¢islo: 00179906, Darnové
identifikacni ¢&islo: CZ00179906, zastoupenou
prof. MUDr. Vladimirem Pali¢kou, CSc., dr. h. c.,
feditelem (dale jen ,Poskytovatel); a

I s
sidlem na adrese Neurologickd klinika Fakultni
nemocnice Hradec Kralové, Sokolska 581, 500
05 Hradec Kralové — Novy Hradec Kralové,
Ceska republika (dale jen ,Zkousejici); a

spolec¢nosti IQVIA RDS Czech Republic s.r.o.,
se sidlem Pernerova 691/42, 186 00 Praha 8 —
Karlin, Ceska republika, Identifikagni &islo:
247 68 651, Danové identifikaéni ¢islo:
CZ24768651, jednajici na zakladé plné moci ze
dne 5. prosince 2018 (déale jen ,CRO")

(spole¢né jako ,Smluvni strany“ nebo kazda samostatné
jako ,Smluvni strana“).

WHEREAS:

UVODNIi USTANOVENI:

(A) Pursuant to a clinical trial agreement dated 8 July
2019 between Biogen, the Institution, the
Investigator and the “CRO” (the "CTA"), Biogen

appointed the Institution and the Investigator to

(A) Na zakladé smlouvy o provedeni klinického
hodnoceni ze dne 8. Cervence 2019 uzaviené
mezi Biogen, Poskytovatelem, ZkouSejicim a

CRO (dale jen ,Smlouva“), povéfila spole¢nost
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conduct a trial at the Institution under Protocol No.
105MS306 entitled “An Open-Label,
Randomized, Multicenter, Active-Controlled,
Parallel-Group Study to Evaluate the Safety,
Tolerability, and Efficacy of BIIB017 in
Pediatric Subjects Aged 10 to Less Than 18
Years for the Treatment of Relapsing-
Remitting Multiple Sclerosis, With Optional
Open-Label Extension” (the “Study”).

Biogen Poskytovatele a Zkousejiciho
provadénim klinického hodnoceni u
Poskytovatele podle protokolu ¢&. 105MS306
S ndzvem ,Oteviené, randomizované,

multicentrické, aktivné kontrolované klinické
hodnoceni s paralelnimi skupinami posuzujici
bezpeénost, snasenlivost a ucinnost
pripravku BIIB017 u pediatrickych pacientu ve
véku od 10 let do dosazeni 18 let pfi lécbé
relapsremitentni roztrousené sklerézy,
s nepovinnym  otevienym  pokracovacim
obdobim“ (dale ,Studie”).

Biogen, the Investigator, the Institution and the
CRO have agreed to amend certain terms of the
CTA further to Protocol Amendment Version 2.0
dated 09 January 2020 set out in and pursuant to
the terms and conditions of this Amendment No.
1.

Biogen, ZkouSejici, Poskytovatel a CRO se
dohodli na zméné néekterych ustanoveni Smlouvy
v navaznosti na dodatek k protokolu verze 2.0 ze
dne 9. ledna 2020, jak je uvedeno vtomto
dodatku €. 1 a v souladu s jeho podminkami.

IN CONSIDERATION of the mutual promises contained
in this Amendment No. 1, the Parties hereby AGREE AS
FOLLOWS:

JAKO PROTIPLNENI za vzajemné pfisliby vtomto

dodatku

¢.1 se Smluvni strany dohodly NA

NASLEDUJICiM ZNENi:

1.1

1.2

1.3

DEFINITIONS AND INTERPRETATION

All capitalised terms used but not defined in this
Amendment No. 1 shall bear the meaning
accorded to them in the CTA.

Unless the context requires otherwise, all
references to Sections or Schedules in this
Amendment No.1 shall be references to the
relevant section or schedule in the CTA.

Unless the context requires otherwise, references
in the CTA to "this Agreement” shall be to the CTA
as amended by this Amendment No.1 and
otherwise from time to time.

1.1

1.2

1.3

DEFINICE A VYKLAD

VS8echny vyrazy psané velkymi pismeny, které
jsou pouzivany, ale nejsou definovany v tomto
dodatku €. 1, jsou pouzity ve vyznamu, ktery maji
ve Smlouvé.

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

Nebude-li z kontextu vyplyvat néco jiného,
odkazy ve Smlouvé na ,tuto Smlouvu® se
rozuméji odkazy na Smlouvu ve znéni tohoto
dodatku &.1 apfipadnych dalSich
v budoucnu.

zmén
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2. AMENDMENTS TO THE CTA

2.1 Pursuant to Protocol Version 2.1, dated 04 Mar
2020, it is necessary to introduce certain
modifications to the financial terms of the CTA.
The Parties hereby agree that with effect from the
date of the IRB/EC approval of Protocol
Amendment version 2.1 dated 13 August 2020,

the CTA shall be amended as follows:

2.1.1 Section K. BUDGET TABLE(S) in
Schedule A is hereby deleted and
replaced with the following Section K,
capturing the updates resulting from

Protocol version 2.1:

2. DODATKY KE SMLOUVE

2.1 Podle protokolu verze 2.1 ze dne 4. bfezna 2020
je nutno provést urcité Upravy finanénich
podminek ve Smlouvé. Smluvni strany se proto
dohodly, Ze s UCinnosti ode dne schvaleni
dodatku k protokolu verze 2.1 etickou komisi dne

13. srpna 2020 se Smlouva méni takto:

211 Oddil K. ROZPOCET (ROZPOCTY)
v Pfiloze A se timto rusi a nahrazuje
nasledujicim Oddilem K, v némz jsou
promitnuty  aktualizace  vyplyvajici

z protokolu verze 2.1:

K. BUDGET TABLE(S)

K. ROZPOCET (ROZPOCTY)

All visit payments noted below include reimbursement for
all Trial procedures and associated Personnel time on the
Trial, including that of the Investigator and study
coordinator.

VSechny nize uvedené platby za navstévy zahrnuji platbu
za veSkeré postupy provadéné v ramci Klinického
hodnoceni a za ¢as vynalozeny pfislusnymi Personalem,
véetné Casu ZkouSejiciho a koordinatora studie.

Planned Subject Visits (Part 1):

Planované ndvstévy subjekti (1. édst):

Visit
Payment

Visit

Screening Visit

Baseline Visit

Week 2 *

Week 4

Week 6*

Week 8

Week 12

Week 24

Week 36

Week 48

Week 60

Week 72

Platba za
navstévu

Navstéva

Vstupni navstéva

Zafazovaci navstéva

2. tyden*

4. tyden

6. tyden*

8. tyden

12. tyden

24. tyden

36. tyden

48. tyden

60. tyden

72. tyden
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Week 84

Week 96

Week 100

Total per Subject only
participating in Part 1 (including
overhead)

Total per Subject participating in
Part 1, continuing to Part 2
(including overhead)

* TELEPHONE FOLLOW-UP VISITS MAY BE REPLACED BY HOME
VISITS FOR SUBJECTS WHO OPT FOR SUCH TO RECEIVE HELP
WITH INJECTIONS IF SERVICE AVAILABLE IN THE COUNTRY.
SERVICE ARRANGED UPON PARENTS'/SUBJECT REQUEST —
REQUEST DOCUMENTED BY SITE STAFF IN SOURCE NOTES .

84. tyden

96. tyden

100. tyden

Celkem za subjekt ucastnici se
pouze 1. ¢asti (véetné rezijnich
nakladu)

Celkem za subjekt ucastnici se
1. ¢asti a pokracuijici ve 2. ¢asti
(v€etné rezijnich nakladuy)

* KONTROLNi TELEFONATY PO LECBE BYT

MOHOU
U SUBJEKTU, KTERE POZADAJi O POMOC S APLIKACI INJEKCI,
NAHRAZENY DOMACIMI NAVSTEVAMI, BUDE-LI TAKOVA SLUZBA

VDANE  ZEMI  DOSTUPNA. SLUZBA NA  ZADOST
RODICU/SUBJEKTU — ZADOST DOLOZENA PRACOVNIKY MISTA
PROVADENI KLINICKEHO HODNOCENi V POZNAMKACH KE
ZDROJOVE DOKUMENTACI.

Planned Subject Visits (Part 2):

Planované ndvstévy subjektii (2. édst):

Visit
Payment

Visit

Week 96 (Part 2)

Week 98*

Week 100*

Week 102*

Week 104*

Week 108

Week 120

Week 132

Week 144

Week 156

Week 168

Week 180

Week 192

Platba za
navstévu

Navstéva

96. tyden (2. ¢ast)

98. tyden*

100. tyden*

102. tyden*

104. tyden*

108. tyden

120. tyden

132. tyden

144. tyden

156. tyden

168. tyden

180. tyden

192. tyden
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Week 196-

Total per Subject completing Part
1 (randomized to BIIB017 ) and
Part 2 (including overhead)

Total per Subject completing Part
1 (randomized to Avonex ) and
Part 2 (including overhead)

*Visits are only required for
randomized to Avonex in Part 1

Subjects who were

196. tyden-

Celkem za subjekt, ktery
dokongil 1. éast (randomizace
do skupiny s pripravkem
BIIB017) i 2. ¢ast (véetné
rezijnich naklada)

Celkem za subijekt, ktery
dokongil 1. ¢ast (randomizace
do skupiny s Avonexem)

i 2. ¢ast (véetné rezijnich
nakladu)

*Navstévy jsou povinné pouze pro subjekty
randomizované v 1. ¢asti do skupiny s Avonexem.

Conditional Subject Visits (inclusive of overhead):

Early Withdrawal Visit

Unscheduled Relapse Assessment

Unscheduled Safety Lab Visit (*)

Prescreening telemedicine
consultation(*)

Telemedicine consultation(*)

(*)Note: The above conditional procedures costs
will be reimbursed on a pass-through basis upon
receipt of an original invoice. All invoices must
contain the Subject number/unique identifier, visit
number, and visit date for payment to be issued.

Navstévy subjekti podle potfeby (véetné reZijnich

ndkladu):

Navstéva pfri predéasném vyrazeni

Neplanované vyhodnoceni relapsu

Neplanované laboratorni odbéry
kvali bezneénosti (*)
Predvstupni konzultace pomoci
prostredkt telemediciny (*)

Konzultace pomoci prostredki
telemediciny (*)

(*)Poznamka:

VySe uvedené naklady

na ukony
provadéné podle potieby budou hrazeny prefakturaci po

obdrzeni origindlu faktury. Aby mohla byt platba
provedena, musi byt na vSech fakturach uvedeno ¢&islo /
jedine¢ny identifikacni kod subjektu, cCislo navstévy
a datum navstévy.

Conditional Procedure Costs (inclusive of overhead):

Naklady na ukony provdadéné podle potreby (véetné
rezijnich nakladu):

_MRI, Brain; with contrast
material (If not SOC)

MR, mozek; s kontrastnim latkou
(pokud neni soucasti obvyklé péce)
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Interpretation and report of
Baseline MRI, Brain; with
contrast material (If not SOC)

Vyhodnoceni a zprava ze
snimkovani MR na zarazovaci
navstévé, mozek; bez kontrastni
latky (pokud neni soucasti obvyklé
péce)

MR, mozek; bez kontrastni latky
(pokud neni soucasti obvyklé péce)

MRI, Brain; without contrast
material (If not SOC)

Interpretation and report of
Baseline MRI, Brain; without
contrast material (If not SOC)

Vyhodnoceni a zprava ze
snimkovani MR na zarazovaci
navstévé, mozek; bez kontrastni
latky (pokud neni soucasti obvyklé

péce)
Rentgen ruky

Hand Xray

Vyhodnoceni a zprava; rentgen

Interpretation and Report; Hand ruky

Xray

Rentgen zapésti
Wrist Xray

- - Vyhodnoceni a zprava; rentgen
Interpretation and Report; Wrist 2épésti

Xray

Stanoveni kostniho véku, rentgen

Bone age studies, bone age Xray K uréeni kostniho véku

Vyhodnoceni a zprava; stanoveni
kostniho véku, rentgen ke
stanoveni kostniho véku

Interpretation and Report; Bone
age studies, bone age Xray

Injekce hodnocené Ié€by / nacvik
na 4. a 24. tyden

Study Treatment
Injection/Training for Week 4 and
Week 24

Odbeér vzorku krve na FK

PK Blood Sampling Opakovana vstupni vysetieni nebo

opakované laboratorni odbéry
v pripadé vysledkii mimo bézna
rozmezi; centralni laboratofr;
zahrnuje odeslani vzorkl
a manipulaci se vzorky
Téhotensky test z mo¢i

Rescreening or Abnormal Lab
Re-test, Central Lab; includes
shipping and handling

Urine Pregnancy Test Tannerovo skére (nezahrnuje

- zarazovaci navstévu)
Tanner Score (Excludes Baseline

Visit)

Opétovny souhlas

Re-consent
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Vital signs (Optional on-site
dosing)

Consent or Reconsent for
Subject or Volunteer for Scan
Qualification

Note: The above conditional procedure costs will
be reimbursed on a pass-through basis upon
receipt of an original invoice. All invoices must

Zakladni zivotni funkce (nepovinna
moznost podani davky v misté
provadéni klinického hodnoceni)
Souhlas nebo opétovny souhlas
subjektu nebo dobrovolnika pro
kvalifikaci snimkovani

Poznamka: VySe uvedené naklady na Ukony provadéné
podle potfeby budou hrazeny prefakturaci po obdrzeni
originalu faktury. Aby mohla byt platba provedena, musi
byt na vSech fakturach uvedeno ¢&islo/ jedine¢ny

contain the Subject number/unique identifier, visit | identifikaéni kéd  subjektu, Cislo navstévy adatum
number, and visit date for payment to be issued. | Navstévy.

L. ADDITIONAL APPLICABLE FEE(S) L. PRIPADNE DALSi POPLATKY

Amendment Fee: Poplatek za dodatek:

Should an amendment to the Agreement be executed
among the Parties, Biogen and/or CRO shall reimburse
the Institution for the negotiation of the amendment in the
amount I The payment shall cover the costs
of the Institution incurred in the administration and the
legal and financial aspects of the negotiation. This
payment shall be invoiced upon the full execution of the
amendment by all Parties.

Bude-li Stranami uzavien dodatek ke Smlouvé, zavazuje
se Biogen a/nebo CRO uhradit poplatek za sjednani
dodatku ke smiouvé ve vysi | ey zahrnuje
naklady Poskytovatele spojené s administrativou a
projednanim dodatku z pravniho a ekonomického
hlediska. Tento poplatek je fakturovan bezprostfedné po
podepsani dodatku vSemi Stranami.

3. MISCELLANEOUS

3.1 The Amendment No.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 No.1 and the CTA,
the terms of this Amendment No.1 shall prevail.
3.2 Any provision of the CTA may only be further
modified or varied in a written form in accordance
with Sec. 13(e) of the CTA. For the avoidance of
doubt, no modification or variation of the CTA will
be valid if made by email.

3.3 This Amendment No.1 may be executed in four

3. RUZNE

3.1 Tento dodatek €. 1 je nedilnou sou€asti Smlouvy.
Aby se predeSlo pochybnostem, veskera
ustanoveni Smlouvy s vyjimkou téch, ktera jsou
vyslovné upravovana timto Smluvnim dodatkem,
zlistavaji nadale plné platna a u¢innd. V pfipadé
jakéhokoli podminkami tohoto
dodatku €. 1 a Smlouvou maji pfednost podminky
tohoto dodatku €. 1.
Veskera ustanoveni Smlouvy Ize dale ménit nebo
upravovat pouze pisemné v souladu s €l. 13 pism.
e) Smlouvy. Aby se predeSlo pochybnostem,
zadnd zména nebo Uprava Smlouvy provedena
e-mailem nebude povazovana za platnou.
3.3 Tento dodatek €. 1 bude vyhotoven ve &tyfech (4)
stejnopisech, z nichz kazdy bude povazovan za

rozporu mezi

3.2
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(4) counterparts each of which shall be an original
but all of which together shall constitute one
Amendment.

original a vSechny spole¢né budou predstavovat
jeden a tentyz dodatek.

3.4 Pfi uzavirani tohoto dodatku ¢.1 se Smluvni
34  No Party has relied upon any statement, strany nespoléhaly na Zadna prohlaseni,
representation, warranty, understanding, vyjadreni, ujiSténi, dohody, zavazky, pfisliby i
undertaking, promise or assurance in entering zaruky, a uzavienim tohoto dodatku €. 1 nejsou
into this Amendment No.1 and no warranties, poskytovana, cinéna ani obnovovana Zzadna
representations, covenants or guarantees ujisténi, prohladeni, zavazky nebo zaruky, at uz
express or implied are given, made or renewed vyslovné, &i micky pfedpokladane.
by entering into this Amendment No.1.
4, GOVERNING LAW AND JURISDICTION 4. ROZHODNE PRAVO A SOUDNI
PRISLUSNOST

The Amendment No.1 shall be governed and
construed in accordance with the laws of the
Czech Republic. This Amendment No. 1 shall be
executed in the Czech and English languages,
the Czech version shall prevail.

This Amendment No, 1 will be published in
accordance with the terms of the Agreement.

The estimated value of financial payment CZK
1,440,000.00.

Tento dodatek €. 1 se bude Fidit zakony Ceské
republiky abude vykladan v souladu s nimi.
Tento dodatek ¢. 1 byl vyhotoven v Ceském
jazykovém znéni a v anglickém jazykovém znéni,
pficemz pfednost méa Ceské jazykové znéni.

Tento dodatek €. 1 bude uverejnén v souladu se
znénim Smlouvy.

Odhadovana predpokladana hodnota plnéni
1.440.000,00 K&.

THIS AMENDMENT No. 1 has been executed by or on
behalf of the Parties through their duly authorized
representatives on the Effective date.

TENTO DODATEK €. 1 byl uzavien Smluvnimi stranami
nebo jejich fadné opravnénymi zastupci k Datu Ucinnosti.
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BIOGEN IDEC RESEARCH LIMITED

By/Podpis:

Name/Jméno:
Title/Funkce:  Authorized Signatory/ Opravnéna podepisujici osoba

Date/Datum: 2. 3. 2021

INVESTIGATOR/ ZKOUSEJiCi

By/Podpis:

Name/Jméno: I

Title/Funkce:  Investigator/ZkouSejici

Date/Datum: 16. 3. 2021

INSTITUTION/ POSKYTOVATEL

By/Podpis:

Name/Jméno: prof. MUDr. Vladimir Pali¢ka, CSc., dr. h. c.
Title/Funkce:  Director/Reditel

Date/Datum: 16. 3. 2021

Party to the Agreement for payment purposes only/ Strana této smlouvy pouze pro ucely plateb

CRO - IQVIA RDS Czech Republic s.r.o.
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By/Podpis:

Name/Jméno:

Title/Funkce:

Date/Datum:
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