PPD Confidential Information

Dodatek 1 ke
Smlouvé 0 zabezpeéeni klinického hodnoceni

Amendment 1 to
Agreement on Clinical Study

Tento dodatek 1 ke smlouvé o zabezpeleni
klinického hodnoceni (,,dodatek 1) mezi:

This Amendment 1 to Agreement on Clinical Study
(“Amendment 1) between:

PPD Principal Investigator Services LLC.,

se sidlem 929 North Front St, Wilmington, NC
28401, USA

(“PPD”)

PPD Principal Investigator Services LLC.,

with its registered address at 929 North Front St,
Wilmington, NC 28401, USA

(“PPD”)

a

and

Thomayerova nemocnice,

se sidlem Videfiskd 800, 140 00 Praha 4, Ceska
republika, statni pfispévkova organizace =ziizena
Ministerstvem zdravotnictvi CR, uplné znéni
ztizovaci listiny ¢.j. MZDR 17268-1V/2012, zapsana
v obchodnim rejstiiku u Méstského soudu v Praze,
oddil Pr, vl. 1043

ve veécech této smlouvy opravnén jednat a
podepisovat: doc. MUDr. Zden¢k Benes, CSc.,
reditel

IC: 00064190
DIC: CZ00064190
(,,poskytovatel*)

Thomayerova nemocnice,

registered address at Videniska 800, 140 00 Praha 4,
Czech Republic, state funded organization under
Ministry of Health of Czech Republic, full
Incorporation Deed no. MZDR 17268-1V/2012, listed
in trade registry in Municipal Court in Prague,
section zapsana v obchodnim rejstiiku u Méstského
Pr, insertion 1043

entitled to act and sign: doc. MUDr. Zdenék Benes,
CSc., director

Company ID no.: 00064190
Tax ID no: CZ00064190
(“Medical Facility™)

a and
XXX, XXX,
trvalym bydlistém XXX with permanent residence at XXX

Datum nar.: XXX
(,,zkouSejici)

DOB: XXX
(“Investigator”)

dale jednotlivé jako ,,smluvni strana“ a spole¢né
jako “smluvni strany”

each a “Party” and collectively the “Parties”

je dodatkem smlouvy o zabezpeceni klinického
hodnoceni mezi PPD, poskytovatelem a zkousejicim,
ktera byla pIlné podepsana dne 25. dubna 2018
(,,smlouva®).

shall be an amendment to that certain Agreement on
Study between PPD, Medical Facility and
Investigator fully executed on 25th April 2018
(“Agreement”).

SMLUVNI STRANY PROHLASUJI, ZE

WITNESSETH

VZHLEDEM K TOMU, ze PPD, poskytovatel a
zkousejici  uzavieli  smlouvu, podle  které
poskytovatel/zkouSejici poskytuji PPD uréité sluzby

WHEREAS, PPD, Medical Facility and Investigator
have entered into the Agreement pursuant to which
the Medical Facility/Investigator provides certain

E2007-G000-338 Czech Republic_PI XXX_Amendment 1 to Agreement on Clinical Study

Template Version May 2016
Approved for signature XX/19Jun2019

1/4




spojené s klinickym hodnocenim dle protokolu ¢&.
E2007-G000-338 s nazvem: ,,Multicentrické, dvojité
zaslepené, randomizované, placebem kontrolované
klinické hodnoceni s otevienou prodlouzenou fazi,
hodnotici pfipravek perampanel jako adjunktivni
lécbu u pacienti ve veéku minimalné 2 let
s neadekvatné kontrolovanymi zachvaty
souvisejicimi s Lennox-Gastautovym syndromem®, a

VZHLEDEM K TOMU, Ze si smluvni strany pieji
upravit podminky smlouvy, jak je stanoveno v tomto
dodatku 1,

DOHODLY SE smluvni strany s ohledem na obsah
tohoto dodatku 1 a s umyslem byt jim pravné vazany
takto:

Study services to PPD according to Protocol no.
E2007-G000-338 entitled: ,,A Multicenter, Double-
Blind, Randomized, Placebo-Controlled Trial With
an Open-Label Extension Phase of Perampanel as
Adjunctive Treatment in Subjects at Least 2 years of
Age With Inadequately Controlled Seizures
Associated With Lennox-Gastaut Syndrome*; and

WHEREAS, the Parties desire to amend the terms of
the Agreement as set forth herein.

NOW, THEREFORE, for the valuable consideration
contained herein, and intending to be legally bound,
the Parties agree as follows:

1. doplnit smlouvu nasledovné:

a. Clanek |. odstavec 1) smlouvy bude vymazan a
plné€ nahrazen nasledujicim aktualizovanym textem:

,Predmétem smlouvy je klinické hodnoceni
»~Multicentrické, dvojité zaslepené, randomizované,
placebem  kontrolované  klinické  hodnoceni
s otevienou prodlouzenou fazi, hodnotici piipravek
perampanel jako adjunktivni 1éCbu u pacientli ve
véku minimaln€ 2 let s neadekvatné kontrolovanymi
zachvaty  souvisejicimi s Lennox-Gastautovym
syndromem* (dale jen “klinické hodnoceni”), které
provadi PPD jako nezavisly subjekt ve prospéch
farmaceutickeé firmy Eisai Ltd., European Knowledge
Centre Mosquito Way Hatfield, Hertfordshire AL10
9SN, Spojené kralovstvi, identifikaéni &islo
02242511, zastoupené v EU spole¢nosti Eisai GmbH,
Lyoner Strasse 36, 60528 Frankfurt am Main,
Némecko (dale jednotlivé 1 souhrnné jen
“zadavatel”) podle protokolu ¢. E2007-G000-338
(dale jen ,,protokol”), jenz podrobné popisuje
¢innosti provadéné v ramci klinického hodnoceni a
rozdéleni zodpovédnosti mezi smluvni strany. PPD
prohlasuje a ujist'uje poskytovatele a zkousejiciho, Ze
je zadavatelem povéiena provést klinické hodnoceni
a uzaviit tuto smlouvu.*

b. Priloha & 1 ke smlouvé bude zcela nahrazena
novou Prilohou €. 1 pfipojenou k tomuto dodatku 1.

1. to update the Agreement with the following:

a. Article | paragraph 1 in the Agreement will be
deleted in its entirely and replaced with the revised
following section:

“The subject of the Agreement is the clinical
evaluation of the Study Drug “A Multicenter,
Double-Blind, Randomized, Placebo-Controlled Trial
With an Open-Label Extension Phase of Perampanel
as Adjunctive Treatment in Subjects at Least 2 years
of Age With Inadequately Controlled Seizures
Associated  With  Lennox-Gastaut ~ Syndrome”
(further, the “Clinical Study”), which PPD is
conducting as an independent contractor for the
benefit of a pharmaceutical company, Eisai Ltd.,
European Knowledge Centre Mosquito Way Hatfield,
Hertfordshire AL10 9SN, United Kingdom,
Company number 02242511 represented in EU by
Eisai GmbH, Lyoner Strasse 36, 60528 Frankfurt am
Main, Germany (further, the “Sponsor”) pursuant to
Protocol E2007-G000-338 (“Protocol”), which
describes in detail the activities conducted in the
Clinical Study and the division of responsibilities
among Parties. PPD represents and assures the
Medical Facility and the Investigator, that PPD is
authorized by Sponsor to conduct the Clinical Study
and conclude this Agreement.”

b.  Appendix no. 1 to the Agreement shall be
replaced in its entirety with the new Appendix no. 1
attached to this Amendment 1.

2. Dodatek 1 se podpisem smluvnich stran stane
soucasti smlouvy a veskeré odkazy na smlouvu
budou znamenat odkaz na smlouvu v¢etné dodatku 1.

2. Upon execution, this Amendment 1 shall be
made a part of the Agreement and shall be
incorporated by reference therein.

3. V8echna ostatni ustanoveni a podminky smlouvy

3. All other terms and conditions of the
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zustavaji v plné platnosti a ucinnosti. V piipadé
jakéhokoli rozporu mezi ustanovenimi smlouvy a
tohoto dodatku 1 budou rozhodujici a fidici
ustanoveni tohoto dodatku 1.

Agreement shall remain in full force and effect. In
the event of any conflict between the terms of the
Agreement and this Amendment 1, the terms of this
Amendment 1 shall govern and control.

4. Veskera pouzitd terminologie, ktera neni blize
definovana vtomto dodatku 1 bude mit stejny
vyznam jako je uvedeno ve smlouve.

4. All capitalized terms used, but not otherwise
defined herein, shall have the meanings ascribed to
them in the Agreement.

5. V pfipadé¢ rozporu mezi Ceskou a anglickou
jazykovou verzi tohoto dodatku ma ptrednost a je
rozhodujici verze Ceska.

5. In the case of any discrepancy between the Czech
and the English versions of the Agreement, the Czech
version shall prevail.

6. Tento dodatek nabyva platnosti dnem podpisu
vSemi smluvnimi stranami a U¢innosti zvefejnénim
vregistru smluv. Tento dodatek je zavazny pro
smluvni strany, jakoZ i pro jejich pravni nastupce a
odsouhlasené postupniky.

6. This Amendment is valid upon its signature by all
Parties and effective as of its publication in Contract
Registry. This Amendment shall be binding upon the
Parties, their successors and permitted assignees.

Toto misto bylo zamérné ponechdano prazdné;
podpisy smluvnich stran jsou uvedeny na
nasledujici stranée.

This space has been intentionally left blank; the
signatures of the Parties are on the following

page.
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NA DUKAZ SOUHLASU se znénim dodatku 1 | IN WITNESS OF THEIR CONSENT to this
Fipojuji smluvni strany své podpisy niZe. Amendment 1, the Parties have signed below.

PPD:

Podpis/Signature:

Jméno/Name:

Pozice/Title:

Datum/Date:

Poskytovatel/Medical Facility:

Podpis/Signature:

Jméno/Name: doc. MUDr. Zdenék Benes, CSc.

Pozice/Title: teditel/Director

Datum/Date:

Zkousejici/Investigator:

Podpis/Signature:

Jméno/Name: XXX

Datum/Date:
Piiloha ¢. 1 — Rozpis Plateb Appendix no. 1 — Payment Schedule
XXX
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