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CONTRACT AMENDMENT # 3 DODATEK C. 3 KE SMLOUVE

THIS CONTRACT AMENDMENT
# 3 (“Contract Amendment # 3”), dated as of
last signature hereof (the “Effective Date™), is
by and between

Pharmaceutical Research Associates
CZ, s.r.o. located at Jankovcova 1569/2c,
Praha 7, 170 00, Czech Republic, Company ID
number: 27636852, represented by MUDr.
Andrea KI¢, proxy (“PRA”), acting as an
independent contractor for TEVA
PHARMACEUTICAL INDUSTRIES LTD
located at 5 Basel Street, Petach Tiqva, 49131,
Israel (the “Sponsor”) and

Fakultni nemocnice u sv. Anny v
Brné located at Pekarska 53, Brno, 656 91,
Czech Republic, Company ID number:
00159816, TAX ID number: CZ00159816
represented by

,  Director (the

“Institution”) and

, with resident

address at
, date of birth:

(the “Investigator™).

WITNESSETH:

WHEREAS, under the terms of a
certain Clinical Trial Agreement, dated 25"
July, 2013, as amended by Contract
Amendment # 1 dated 19" November, 2014
and by Contract Amendment # 2 dated 20"
April, 2015, Institution’s internal number

(the “Agreement”) between
and among the parties, PRA retained the
Institution and Investigator to perform the
research study entitled “A multinational,
multicenter, randomized, double-blind,
parallel-group, placebo-controlled study
followed by an active treatment period, to
evaluate the efficacy, safety and tolerability
of two doses of oral administration of

TENTO DODATEK C. 3 KE
SMLOUVE (“Dodatek & 3 ke Smlouvé”),
nabyvd uCinnosti dnem podpisu vSemi
smluvnimi stranami (“Den tcinnosti”), a je
uzavien mezi

Pharmaceutical Research Associates
CZ, s.r.0., se sidlem Jankovcova 1569/2c,
Praha 7, 170 00, Ceskd Republika, IC:
27636852, zastoupena MUDr. Andreou KI¢,
prokuristkou (,,PRA*), jednajici jako nezavisly
dodavatel spole¢nosti TEVA
PHARMACEUTICAL INDUSTRIES LTD se
sidlem 5 Basel Street, Petach Tiqva, 49131,
Izrael (“Zadavatel”) a

Fakultni nemocnice u sv. Anny v
Brné se sidlem Pekaiska 53, Brno, 656 91,
Ceska republika, IC: 00159816, DIC:
CZ00159816, zastoupena
, Teditelem
(dale jen “Zdravotnické zafizeni”) a

, trvaly pobyt
na adrese
narozen

jen ,,ZkousSejici®).

(dale

OSVEDCUJICE:

VZHLEDEM k tomu, Ze na zakladé
podminek Smlouvy o provedeni klinického
hodnoceni uzaviené dne 25. Cervence, 2013, ve
znéni Dodatku ¢. 1 ke Smlouvé ze dne 19
listopadu 2014 a Dodatku €. 2 ke Smlouvé ze
dne 20. dubna, 2015, sp. zn. Zdravotnického
zafizeni (dale  jen
»omlouva®) mezi Smluvnimi stranami, PRA
smluvné zavazala Zdravotnické =zafizeni a

Zkousejictho  k  provedeni  klinického
hodnoceni s  ndzvem  ,Mezinarodni,
multicentrické, randomizované, dvojité

zaslepené, placebem kontrolované klinické
hodnoceni s paralelnimi skupinami a
S naslednou lé¢ebnou fazi s podavanim
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laguinimod (0.6 mg/day or 1.2 mg/day) in
subjects with relapsing remitting multiple
sclerosis (RRMS)” (the “Study”) sponsored
by TEVA PHARMACEUTICAL
INDUSTRIES LTD. (the “Sponsor”), as more
particularly described in the Agreement; and

WHEREAS, according to the updated
Protocol version 5 following global
Amendment number 4, dated 26-January-
2016 of the Study, there are new
cardiovascular risk assessment events to be
conducted at specific visits, so the Parties
agree to amend the Budget of the Agreement
to reflect the following changes, that is
incorporated as Exhibit B of the Agreement;

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 # 3;

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 B is hereby
stricken and replaced by the
Revised Budget attached hereto as
Exhibit A. Since the effective date
of Protocol Amendment number 4,
i.e. from 26™ January, 2016, the
values of visits are the ones
referred below. Changes made into
Exhibit B of the Agreement
(Budget) are further described
below for clarity:
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ucinné latky k vyhodnoceni ucinnosti,
bezpe¢nosti a snasenlivosti dvou peroralné
podavanych davek pripravku laquinimod
(0,6 mg/den nebo 1,2 mg/den) u subjekti

S relabujici-remitujici roztrousenou
skler6zou (RRRS)* (“Studie”),
sponzorovanou ze strany TEVA

PHARMACEUTICAL INDUSTRIES LTD.
(dale jen ,,Zadavatel®), jak je blize podrobnéji
popsano ve Smlouve; a

VZHLEDEM ktomu, ze z divodu
aktualizované verze 5 Protokolu nasledovanym
globalnim Dodatkem Protokolu ¢. 4, ze dne 26
ledna 2016, je pozadovano provedeni
posuzovani kardiovaskularniho rizika, které je
nutno realizovat v ur¢itych navstévach a
ztohoto dtvodu smluvni strany souhlasi se
zavedenim téchto zmén do studijniho rozpoctu,
ktery tvofi Piilohu B Smlouvy;

VZHLEDEM k tomu, ze Smluvni
strany se dohodly na upravé Smlouvy a tuto
zménu si pieji provést timto Dodatkem ¢. 3 ke
Smlouvg,;

SE TIMTO s ohledem na ptedpoklady
a nasledujici vzajemné prisliby, dohody a
podminky dale ustanovené smluvni strany

dohodly takto:

1. Rozpocet. S ohledem na zmény
v pozadovanych sluzbach a c¢astkach
v souladu se Smlouvou, smluvni strany
souhlasi s tim, Ze Rozpocet piipojeny
jako ptiloha B Smlouvy se rusi v celém
rozsahu a nahrazuje revidovanym
Rozpoétem tvoticim piilohu A tohoto
Dodatku ¢. 3 ke Smlouveé. Od data
ucinnosti Dodatku Protokolu €. 4, tedy
ode dne 26. ledna, 2016, plati hodnoty
navstév, jez jsou uvedeny nize. Zmény
vpiiloze B Smlouvy (Rozpocet)
provedené timto Dodatkem ¢. 3 ke
Smlouvé jsou pro prehlednost rozepsany
nize:
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1.1. Changes into “Period 1 - Double
Blind Placebo Controlled”
Increase of the value of visits 8 and visit 12,
the new value for these two Vvisits
incorporated into updated Budget below.

1.2. Changes into “Early Treatment
Discontinuation (Conditional - Period 1

only)”
Increase of the value of visits 8 and visit 12,
the new value for these two visits

incorporated into updated Budget below.

1.3. Changes into “Period 2 - Active
Treatment”
Increase of the value of visits 18 and visit 22,
the new value for these two visits
incorporated into updated Budget below.

The previous naming of visit 22 for period 2
shall now read “Visit 22 — Completion Period
2/ESD”.

1.4, Added New period “Early

Treatment Discontinuation (Conditional -
Period 2 only)”
ETD visit and Follow-up visits have been
introduced in Period 2 and the associated
costs incorporated into updated Budget
below. Period 2 ETD visit will be
compensated at the same cost as the Period 1
ETD visit since the assessments to be carried
out are similar. Follow-up visits in Period 2
will be compensated with the exact amount as
the corresponding visit in Period 2 - Active
Treatment.

1.5. Addition of a new item into
section “Ad hoc/Conditionally Payable
Fees”

It is added the following new item:
Cardiovascular ~ risk  assessment  and
management  (if occurring outside of
Protocol-scheduled visits for subjects already
in the Study, following approval of Global
Amendment 4).

1.1. Zmény v tabulce “Period 1 - Double
Blind Placebo Controlled”
Navyseni nahrady za navstévu 8 a navstévu
12, ptiCemz nova Castka pro tyto dvé navstévy
je uvedena nize v revidovaném Rozpoctu.

1.2. Zmény v tabulce “Early Treatment
Discontinuation (Conditional-Period 1 only)”

Navyseni nahrady za navS§tévu 8 a navstévu
12, ptiCemz nova Castka pro tyto dvé navstévy
je uvedena nize v revidovaném Rozpoctu:

1.3. Zmény v tabulce “Period 2 - Active
Treatment”
Navyseni ndhrady za navstévu 18 a navstévu
22, pticemz nova ¢astka pro tyto dvé navstévy
je uvedena nize v revidovaném Rozpoctu.

Pojmenovani navstévy 22 pro Periodu 2 by
melo nyni znit “Visit 22 — Completion Period
2/ESD”.

1.4. Doplnéno nové obdobi “Early
Treatment  Discontinuation (Conditional-
Period 2 only)

ETD navstéva a Follow-up navstévy byly
zavedeny v Periodé 2 v souladu s Dodatkem
Protokolu ¢. 4 a ptislusné ¢astky jsou uvedeny
v revidovaném Rozpoctu nize. Perioda 2 ETD
navstéva bude uhrazena ve stejné vysi jako
ETD u Periody 1, vzhledem k tomu, Ze se
jedna o podobna posouzeni. Follow-up
navs§tévy Periody 2 budou uhrazeny ve
stejnych castkach jako odpovidajici navstéva v
Periodé 2 — Active Treatment.

1.5. PFidani nové polozky do
“Ad hoc/Conditionally Payable Fees”
Pridava se nasledujici polozka:
Kardiovaskularni posouzeni rizik (vyskytujici
se mimo Protokolem planované navstévy u
pacienti ve studii, po schvaleni globalniho
Dodatku Protokolu ¢. 4).

éasti
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2. Ratification of Balance of 2. Potvrzeni obsahu smlouvy.
Agreement. In all other respects, Smluvni strany timto potvrzuji, ze
the terms of the Agreement are ve vSech ostatnich ustanovenich
hereby ratified and affirmed by zustava Smlouva nezménéna.
each of the parties hereto.

3. Headings. The headings in this 3. Nadpisy. Nadpisy uvedené v
Contract Amendment # 3 are for tomto Dodatku ¢. 3 ke Smlouvé
convenience of reference only and maji pouze orientatni vyznam a
shall not affect its interpretation. nemaji jakykoli vliv na vyklad

Smlouvy.

4. In case of any disputes between 4. 'V piipadé rozporu mezi Ceskou a
Czech and English version of this anglickou jazykovou verzi tohoto
Contract Amendment # 3, Czech Dodatku ¢. 3 ke Smlouvé ma
version shall prevail. ptrednost ¢eska jazykova verze.

5. This Contract Amendment # 3 is

drawn up in three counterparts,
each Party shall receive one.

Signatures appear on following page

5. Tento Dodatek ¢. 3 ke Smlouve je
sepsan ve tfech vyhotovenich,
Znichz kazdd smluvni strana
obdrzi po jednom vyhotoveni.

Podpisy jsou na nasledujici strané
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IN WITNESS WHEREOF, the parties
hereto, each by a duly authorized
representative, have executed this Contract
Amendment # 3 as of the date first written
above.
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NA DUKAZ TOHO f4adné zmocnéni zastupci
Smluvnich stran podepsali tento Dodatek ¢. 3
ke Smlouvé dne, jak je uvedeno dale, ale s
ucinnosti pro vSechny tcely k datu ucinnosti
uvedeného vyse.

PHARMACEUTICAL RESEARCH ASSOCIATES CZ, S.R.O.

By / Podepsal:

Authorised Signature / Podpis zmocnéného zastupce

Name / Jméno: MUDr. Andrea KI¢
Title / Funkce:

Date / Datum: 30.09.2016

Commercial Proxy / prokuristka

By / Podepsal:

Name / Jméno:

Title / Funkce: Investigator / Zkousejici

Date / Datum: 12.10.2016

FAKULTNI NEMOCNICE U SV. ANNY V BRNE

By / Podepsal:

Authorised Signature / Podpis zmocnéného zastupce

Name / Jméno:

Title / Funkce: Director / feditel

Date / Datum: 14.10.2016
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EXHIBIT A/PRILOHA A
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