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CONTRACT AMENDMENT #1 TO
CLINICAL TRIAL AGREEMENT

THIS CONTRACT AMENDMENT # 1
(“Contract Amendment # 1), date is effective
on the day of the publishing in accordance with
the Act no. 340/2015 Coll. On Register of
Contracts (the “Effective Date”), is by and
between:

Pharmaceutical Research Associates CZ,
s.r.o., located at Praha 7, Jankovcova 1569/2c,
Post Code (PSC): 170 00, Czech Republic, IC
(company ID number): 27636852, the limited
liability company duly registered in the
Commercial Register of the Czech Republic
maintained by the Municipal Court in Prague,
Section C, Entry 120574, represented by Mgr.
Miroslava Homolovd, PhD., authorized
representative based on power of attorney
(“PRA”) as clinical research organization
acting as an independent contractor for
company Teva Branded Pharmaceutical
Products R&D, INC, 41 Moores Rd, Frazer, PA
19355, USA (the “Sponsor”) legally
represented in Europe by Teva Pharma GmbH,
a company organised and existing pursuant to
the laws of Germany with its registered offices
at Graf-Arco-Strale 3, D-89079 Ulm, Germany
(hereinafter referred to as “TEVA”), and

Thomayerova nemocnice, located at Videnska
800, Post Code (PSC): 140 59 Prague 4 — Krg,
Czech Republic, IC (company ID number):
00064190, VAT no.: CZ00064190, established
by the Ministry of Health and registered under
founding charter OP-054-25.11.90, represented
by Doc. MUDr. Zden¢k Benes, CSc., director
(the “Institution”), and

I :n employee of

the Institution, acting within the scope of
his/her employment, located at Videnska 800,
Post Code (PSC): 140 59 Prague 4 — K¢,
Czech Republic, who shall serve as the
principal investigator (“Investigator”) for the

Thomayerova nemocnice /
TV48125-CNS-30051

DODATEK C. 1 KE SMLOUVE O
PROVEDENI KLINICKEHO
HODNOCENI

TENTO DODATEK C. 1 KE SMLOUVE
(,,dodatek &¢. 1 ke smlouvé®), ktery nabyva
ucinnosti ke dni uverejnéni dle zakona ¢.
340/2015 Sh., o registru smluv (dale jen
,,datum uc¢innosti*), se uzavird mezi:

Pharmaceutical Research Associates CZ,
S.r.0., se sidlem Praha 7, Jankovcova 1569/2c,
PSC 170 00, Ceska republika, IC: 27636852,
spoleCnosti s ruCenym omezenym fadné
zapsanou v Obchodnim rejstifku  Ceské
republiky vedeném M¢éstskym soudem v Praze,
oddil C, vlozka 120574, zastoupenou Mgr.
Miroslavou Homolovou, PhD., povéfenou
zastupkyni na zékladé¢ plné moci (déle jen
~PRA”), jakozto  smluvni  vyzkumnou
organizaci jednajici jako nezavisly dodavatel
smluvniho plnéni spole¢nosti Teva Branded
Pharmaceutical Products R&D, INC, se sidlem
41 Moores Rd, Frazer, PA 19355, Spojené
staty americké (dale jen ,,Zadavatel*) v Evropé
pravné¢ zastoupena Teva Pharma GmbH,
spole¢nost organizovand a existujici podle
zakonl Némecka se sidlem Graf-Arco-Stralie
3, D-89079 Ulm, Némecko (dale jen ,,TEVA”),
a

Thomayerova nemocnice, se sidlem Videfiska
800, PSC: 140 59 Praha 4 - Kr¢, Ceska
republika, 1C: 00064190, DIC: CZ00064190,
ziizenou  Ministerstvem  zdravotnictvi a
vedenou pod zfizovaci listinou ¢j. OP-054-
25.11.90, zastoupena Doc. MUDr. Zdeikem

Benesem, CSc., feditelem (dale jen
»Zdravotnické zatizeni®), a
I ~ocstnankyni

Zdravotnického zafizeni, jednajici v rozsahu
jejiho zaméstnani se sidlem Videnska 800,
PSC: 140 59 Praha 4 - Kr¢, Ceské republika,
kterd bude vystupovat jako hlavni zkouSejici
(dale jen ,,Zkousejici“) odpovidajici za studii,
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Study as defined below. The Institution and the
Investigator may be collectively referred to as
the cc%”'

WITNESSETH:

WHEREAS, under the terms of a certain
Clinical Trial Agreement, dated 270 of
September 2016 (the “Agreement”) between
and among the parties, PRA retained the
Institution and Investigator to perform the
research study entitled “A  Multicenter,
Randomized, Double-Blind, Parallel-Group
Study Evaluating the Long Term Safety,
Tolerability, and Efficacy of Subcutaneous
Administration of TEV-48125 for the
Preventive Treatment of Migraine” (the
“Study”), bearing protocol number TV48125-
CNS-30051, as may be amended from time to
time (the “Protocol”), as more particularly
described in the Agreement; and

WHEREAS, the parties hereto have entered
into certain additional agreements with respect
to modification of the Agreement, and which
they desire to memorialize in this Contract
Amendment # 1;

NOW, THEREFORE, in consideration of the
premises and of the following mutual promises,
covenants and conditions hereinafter set forth,
the parties hereto agree as follows:

1. Budget. To account for changes to the
services and costs under the Agreement, the
parties agree that the Budget attached to the
Agreement as Exhibit A is hereby stricken
and replaced by the Revised Budget
attached hereto as Appendix A that newly
includes additional “Patient Compliance
Reimbursement” compensation fee that
shall be paid to Study subjects for dairy
compliance.
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jak je definovan/a nize. Zdravotnické zatizeni a
ZkouSejici mohou byt dale spolecné
oznacovani jen jako ,,feSitelské centrum®,

OSVEDCUJICE:

VZHLEDEM K TOMU, zZe v souladu s
ur¢itou Smlouvu o provedeni klinického
hodnoceni ze dne 27. zati 2016 (dale jen
,omlouva”), wuzavienou mezi smluvnimi
stranami, PRA zavézala Zdravotnické zaiizeni
a Zkousejici, aby provedli klinické hodnoceni
s nazvem ,,Multicentrickd, randomizovana,

dvojité zaslepena studie s paralelnimi
skupinami  vyhodnocujici  dlouhodobou
bezpecnost, tolerabilitu a ucinnost

subkutanniho podavani pripravku TEV-
48125 pri preventivni 1é¢bé migrény” (dale
jen ,Studie”), s ¢islem protokolu TV48125-
CNS-30051, ve znéni pripadnych zmén (dale
jen ,,Protokol®), jak je podrobné&ji popsana ve
Smlouvé, a

VZHLEDEM K TOMU, ZE smluvni strany
uzaviely nékteré dodatecné dohody, které se
tykaji zmény této Smlouvy, a které si preji
zaznamenat v tomto dodatku ¢. 1 ke smlouvg;

NYNI Z TOHOTO DUVODU, po zvazeni

vzéajemného protipInéni vychazejiciho
Zuvedenych  piedpokladi  a nasledujicich
ptislibtu, zavazkd apodminek, se smluvni

strany dohodly nasledovné:

1. Rozpocet. Za ucelem zohlednéni zmén ve
sluzbach a néakladech podle Smlouvy se
strany shoduji, ze Rozpocet, ktery je
ptipojen k této Smlouvé jako Piiloha A, je
timto odstranén a nahrazen Revidovanym
Rozpoctem piilozenym jako Piiloha A,
ktera nove zahrnuje dodate¢ny
kompenzacéni poplatek ,,Patient
Compliance Reimbursement”, ktery bude
vyplacen subjektiim studie za dodrzovani
vypliiovani denicku.

Revised March 2016

Page 2 of 5



Confidential

%% PRAHEALTHSCIENCES

Czech Republic/Institution & Investigator Clinical Trial Agreement Amendment # 1

Ratification of Balance of Agreement. In
all other respects, the terms of the
Agreement are hereby ratified and affirmed
by each of the parties hereto.

Headings. The headings in this Contract
Amendment # 1 are for convenience of
reference only and shall not affect its
interpretation.

Counterparts. This Contract Amendment
# 1 is executed in three (3) counterparts,
when each of the Party shall receive one

copy.

Register of Contracts. Parties hereby
acknowledge and agree that Institution
shall be obliged to publish this Contract
Amendment # 1 in accordance with Act
No. 340/2015 Coll., On Register of
Contracts.

Language. In the event of a conflict
between the Czech and English version of
this Contract Amendment # 1, Czech
version shall prevail and be decisive.

[Signature Page follows]
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Ratifikace o rovnovaznosti Smlouvy. Ve
vSech ostatnich ohledech jsou podminky
této Smlouvy ratifikovany a potvrzeny
kazdou ze smluvnich stran této Smlouvy.

Nadpisy. Nadpisy v tomto dodatku ¢. 1 ke
smlouvé jsou pouze orientacni a nemaji
vliv na jeho interpretaci.

Stejnopisy. Tento dodatek ¢. 1 ke smlouvé
je uzavien ve tiech (3) vyhotovenich, kdy
kazdd ze smluvnich stran obdrzi po
jednom.

Registr smluv. Smluvni strany timto berou
na védomi a souhlasi, ze Zdravotnické
zafizeni je povinno uvefejnit tento dodatek
¢. 1 ke smlouvé v souladu se zakonem ¢.
340/2015 Sh., o registru smluv.

Jazyk. V piipadé rozporu mezi ceskou a
anglickou verzi tohoto dodatku ¢. 1 ke
smlouvé, ma prednost a je rozhodujici
verze Ceska.

[Podpisova strana nasleduje]
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IN WITNESS WHEREOF, the parties hereto, NA DUKAZ TOHO, tyto smluvni strany,
each by a duly authorized representative, have kazda zastoupena zplnomocnénym zastupcem,
executed this Contract Amendment # 1 as of uzaviely tento dodatek ¢. 1 ke smlouvé v
the last date written below. posledni den uvedeny nize.

PRA

By/Podpis:
Authorized Signature / Zodpovédny zéstupce

Name/Jméno:  Mgr. Miroslava Homolové, PhD.

Title/Funkce:  Authorized Representative based on Power of Attorney/
Povéieny zastupce na zaklade plné moci

Date/Datum;

INSTITUTION / ZDRAVOTNICKE ZARIZENI

By/Podpis:
Authorized Signature / Zodpovédny zastupce

Name/Jméno: Doc. MUDr. Zdenék Benes, CSc.
Title/Funkce: Director / Reditel

Date/Datum:

INVESTIGATOR / ZKOUSEJICi

By/Podpis:
Name/Jméno: [

Title/Funkce: Principal Investigator / Hlavni zkouSejici

Date/Datum:
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APPENDIX A / PRILOHA A
REVISED BUDGET / REVIDOVANY ROZPOCET

[Exhibit A is kept blank based on non- [Piiloha A je ponechana prazdna dle ujednani o
disclosure agreement in accordance with nezvefejiovani v souladu s ¢lankem 23.
Article 23. of the Agreement] Smlouvy]
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