Amendment # 2 to Clinical Trial Agreement

Clinical Trial: A Phase 3 Randomized,
Placebo-controlled,
Double-blind Study of
Apalutamide Plus
Androgen Deprivation
Therapy (ADT) Versus ADT
in Subjects with
Metastatic Hormone-
sensitive Prostate Cancer
(mHSPC)

Dodatek €. 2 ke smlouvé o provedeni klinického
hodnoceni

Klinické hodnoceni: Randomizované, dvojité
zaslepené, placebem
kontrolované klinické
hodnoceni faze 3,
porovndvajici apalutamid
plus androgen deprivacni
terapii (ADT) oproti
androgen deprivacni terapii
samotné u subjketl
s metastatiskym,
hormondiné citlivym
karcinomem prostaty
(mHSPC)

Regulatory Sponsor:

Study Product:

Janssen-Cilag
International NV

JNJ-56021927
(apalutamide)

Protocol: 56021927-PCR-3002
EUdraCT number: 2015-000735-32
Study Site: Fakultni nemocnice

Regulacni zadavatel:

Hodnoceny pfipravek:

Protokol:
Cislo EUdraCT:
Studijni pracovisté:

Janssen-Cilag
International NV

JNJ-56021927
(apalutamide)
56021927-PCR-3002
2015-000735-32
Fakultni nemocnice

Bulovka
Budinova 67/2
Prague 8, 180 81,
Czech Republic

This amendment #2 (hereinafter
entered into by and among

"Amendment")

JANSSEN RESEARCH & DEVELOPMENT, LLC, a United
States corporation, with registered offices at 1125
Trenton-Harbourton Road Titusville, NJ 08560
(hereinafter “Janssen”), PHARMACEUTICAL RESEARCH
ASSOCIATES, INC, a United States corporation with
registered offices in Virginia at 4130 Park Lake Avenue,
Suite 400, Raleigh, NC 27612 and its affiliate
Pharmaceutical Research Associates, CZ, s.r.o., located
at Jankovcova 1569/2c, Prague 7, 170 00, Czech Republic,
company ID number: 27636852, TAX ID number:
CZ27636852, 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 (hereinafter “CRO”)

and

Fakultni Nemocnice Bulovka, with its registered
offices at Budinova 67/2, 180 81, Prague 8, Czech
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Bulovka
Budinova 67/2
Praha 8, 180 81,
Ceska republika

Tento dodatek €. 2 (déle jen ,dodatek”) uzavieny mezi

spolecnosti JANSSEN RESEARCH & DEVELOPMENT, LLC,
spolecnosti ze Spojenych statl americkych, se sidlem na
adrese 1125 Trenton-Harbourton Road Titusville,
NJ 08560 (dale  jen »spoleénost  Janssen”),
PHARMACEUTICAL RESEARCH ASSOCIATES, INC,
spolec¢nosti ze Spojenych statl americkych se sidlem ve
Virginii na adrese 4130 Park Lake Avenue, Suite 400,
Raleigh, NC27612 ajeji pridruzenou spolecnosti
Pharmaceutical Research Associates CZ, s.r.o0., se
sidlem na adrese Jankovcova 1569/2c, Praha 7, 170 00,
Ceskd republika, 1CO: 27636852, DIC: CZ27636852,
kterd je spolecCnosti s ruenim omezenym fadné
zapsand v obchodnim rejstiiku Ceské republiky
vedeném Méstskym soudem v Praze, oddil C, vlozka
120574 (dale jen ,,CRO“)

Fakultni nemocnici Bulovka, se sidlem na adrese
Budinova 67/2, 180 81, Praha 8, Ceska republika, 1CO:
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Republic, company ID number: 00064211, TAX ID
number: CZ00064211 (hereinafter "Institution"),

is made and effective as of the date of its publication in
the Contract Regsitry according to the provision of the
Article 7.6 of the Agreement (hereinafter “Effective
Date”).

WHEREAS, this Amendment amends the Clinical Trial
Agreement with an Effective Date of the day of May 13,
2016 by and among Janssen-Cilag s.r.o., Walterovo
namésti 329/1,158 00 Prague 5 — lJinonice, Czech
Republic, ID number: 27146928, TAX ID: CZ27146928
representing Janssen Cilag International N.V
Turnhoutseweg 30 B-2340 Beerse, Belgium and
Institution , as previously amended (hereinafter the
"Agreement");

WHEREAS, Janssen-Cilag s.r.o. wishes to assign all of its
respective interests, rights, duties and obligations under
the Agreement to Janssen;

WHEREAS, Janssen Cilag International N.V will remain
the Sponsor of the Clinical Trial (hereinafter “Regulatory
Sponsor”);

WHEREAS, Regulatory Sponsor is an affiliate of Janssen;

WHEREAS, Janssen has appointed CRO to procure the
services under this Agreement and to provide same to
Janssen;

Whereas, CRO has requested Institution to provide
services to CRO by conducting the Clinical Trial, which is
sponsored by the Sponsor involving the Study Product
according to the Protocol (including subsequent Protocol
amendments), and Exhibits which form an integral part
hereof; and

WHEREAS, Janssen, CRO and Institution find it in their
respective interests to amend the Agreement; and

WHEREAS, Article 17.1 permits the parties to amend

the Agreement, or any of its exhibits by written
document signed by all parties hereto.

WHEREAS, the parties desire to amend the Agreement
effective the date of this Amendment.
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00064211, DIC: CZ00064211 (dale jen ,zdravotnické
zafizeni”), se uzavird avstupuje v ucinnost kdatu
uverejnéni v registru smluv postupem podle ¢lanku 7.6
Smlouvy, neni-li ddle stanoveno jinak (dale jen ,,datum

ucinnosti“).

VZHLEDEM KTOMU, Ze tento dodatek pozménuje
smlouvu o klinickém hodnoceni s datem Gcinnosti dne
13. kvétna 2016 mezi spolecnosti Janssen-Cilag s.r.o.,
Walterovo namésti 329/1, 158 00 Praha 5 — Jinonice,
Ceskd republika, 1€O: 27146928, DIC: CZ27146928,
zastupujici spole¢nost Janssen Cilag International N.V
Turnhoutseweg 30 B-2340 Beerse, Belgie,
a zdravotnickym zafizenim ve znéni pozdéjsiho dodatku
(dale jen ,Smlouva“);

VZHLEDEM K TOMU, Ze spolec¢nost Janssen-Cilag s.r.o.
si preje postoupit na spole¢nost Janssen vSechny své
prislusné zajmy, prava, povinnosti a zavazky vyplyvajici
z této Smlouvy;

VZHLEDEM K TOMU, Ze spolecnost Janssen Cilag
International N.V z(stane zadavatelem klinického
hodnoceni (dale jen ,regulacni zadavatel“);
VZHLEDEM KTOMU, Ze je regulaéni zadavatel
pfidruZzenou spolecnosti spolecnosti Janssen;

VZHLEDEM K TOMU, Ze spolecnost Janssen povéfila CRO
zajisténim sluzeb podle této Smlouvy a jejich poskytovani
spolec¢nosti Janssen;

VZHLEDEM KTOMU, Ze CRO poZadala zdravotnické
zafizeni, aby poskytoval sluzby CRO prostfednictvim
provadéni klinického hodnoceni, které je financovano
zadavatelem a které zahrnuje hodnoceny pfipravek podle
protokolu (véetné naslednych dodatk(i protokolu)
a priloh, které tvori nedilnou soucast této Smlouvy; a

VZHLEDEM KTOMU, Ze spolecnost Janssen, CRO a
zdravotnické zafizeni maji zato, ze zména Smlouvy je
v jejich pfislusnych zajmech; a

VZHLEDEM KTOMU, 7Ze ustanoveni clanku 17.1
dovoluje smluvnim strandm ménit Smlouvu nebo
jakékoli  jeji  prilohy pisemnym  dokumentem
podepsanym vSemi smluvnimi stranami této Smlouvy;

VZHLEDEM K TOMU, Ze si smluvni strany preji upravit
Smlouvu s Ucinnosti k datu tohoto dodatku.
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NOW THEREFORE, for exchange of the mutual promises
contained herein and for other good and valuable
consideration, the receipt and adequacy of which is

hereby acknowledged, the parties hereto agree
follows:

PROTO pro ucel vymény vzajemnych pfislibl zde
uvedenych azaradné apfimérené protiplnéni, jehoz
prijeti a dostatecnost se timto uznava, se smluvni strany

as dohodly nasledovné:

1. The Agreement will be assigned from Janssen-Cilag 1.

s.r.o. to Janssen as of the Effective Date.
Institution agrees to continue to perform all
obligations under the terms and conditions of the
Agreement.

. All references toJanssen-Cilag s.r.o. in the
Agreement and its respective Addendums shall be
substituted with references to Janssen.

. The following shall be added to the Article 1.1.

(Performance of Study) of Agreement of the

Agreement:
“Delegation by Janssen to CRO. Janssen has
contracted with CRO, a clinical research
organization, to supervise, monitor and
manage the Clinical Trial in accordance with
applicable laws and with this Agreement.
Janssen has authorized CRO to handle Janssen
communications with the Institution with
respect to the Study and this Agreement.
Janssen shall notify Institution should this
situation change at any point.  Without
prejudice to any rights of Janssen under this
Agreement, Institution acknowledges that
CRO is the VAT recipient of services under this
Agreement.”

. Janssen has delegated the following tasks to the CRO
under the Agreement (this is not a taxative list of
tasks delegated to the CRO):

a) Negotiating and signing clinical trial related
agreements,

b) Making study payments,

c) Reporting of safety reports,

d) Upon site request, returning study drugs,

e) Making regulatory related activities as
communications with authorities,

f) Monitoring and managing the study,

g) Maintaining and Updating the Czech
Republic Clinical Trial Register database.
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Smlouva bude postoupena ze spole¢nosti Janssen-
Cilag s.r.o. na spolecnost Janssen k datu ucinnosti.
Zdravotnické zafizeni souhlasi stim, Ze bude
i naddle plnit veSkeré povinnosti podle podminek
této Smlouvy.

. VeSkeré odkazy na Janssen-Cilag s.r.o. ve Smlouvé

a jejich pfislusnych dodatcich budou nahrazeny
odkazy na spole¢nost Janssen.

Do ustanoveni ¢lanku 1. (Provedeni Klinického
hodnoceni) Smlouvy se pridava nasledujici text:

.Delegovdni _ze strany spolecnosti Janssen
na CRO. Spolecnost Janssen uzaviela smlouvu
s CRO, klinickou vyzkumnou organizaci, aby
dohlizela, monitorovala a fidila  klinické
hodnoceni v souladu s platnymi zdkony a touto
smlouvou. Spolecnost Janssen povérila CRO,
aby zajistovala komunikaci spolecnosti Janssen
se zdravotnickym  zafizenim v souvislosti
se studii a touto Smlouvou. Spolecnost Janssen
bude informovat zdravotnické zafizeni, pokud
se situace kdykoli zméni. Aniz by byla dotcena
jakadkoli prava spolecnosti Janssen podle této
Smlouvy, zdravotnické zarizeni bere na védomi,
Ze CRO je prijemcem sluZeb s DPH podle této
Smlouvy.”

4. Spole¢nost Janssen delegovala na CRO nasledujici

ukoly podle této Smlouvy (nejedna se o taxativni

seznam ukol( delegovanych na CRO):
a) sjedndvani a podepisovani smluv
souvisejicich s klinickym hodnocenim,

b) provadéni plateb ve studii,

c) podavanizprav o bezpecnosti,

d) vraceni hodnoceného pfipravku na zadost
pracoviste,

e) provadéni regulacné orientovanych
¢innosti, napriklad komunikace s urady,

f)  monitorovani a fizeni studie,

g) udrZovani aaktualizace databaze registru
klinickych hodnoceni v Ceské republice.
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Any reference to Janssen in relation to these
tasks shall be taken to include reference to
Janssen and CRO, as applicable.

5. Section 15. (Notification) of Agreement is hereby

supplemented by the following:
“Contact information in the event of a notice to the
Parties associated with this agreement:

To CRO:
Pharmaceutical Research Associates CZ, s.r.o.,
Jankovcova 1569/2c, Praha 7, 170 00, Czech
Republic

Attention: Medical monitor

To Janssen:

JANSSEN RESEARCH & DEVELOPMENT, LLC, 1125
Trenton-Harbourton Road Titusville, NJ 08560, USA
reffering to: 56021927-PCR-3002

To Institution:

Fakultni nemocnice Bulovka
Budinovd 67/2, Prague 8, 180 81, Czech Republic

Annex B Section 4 letter g) of Payments Terms
attached to the Agreement is hereby
supplemented by the following:

XXX

7. All above stated provisions shall be effective as
from the Effective Date. Except as specifically
provided herein, all other terms and conditions
in the Agreement shall remain unchanged and
in full force and effect and this Amendment
shall not be construed to amend or waive any
provisions of the Agreement except as
specifically set forth above.

Counterparts. This Amendment may be executed
incounterparts, each of which shall be an original and
all such counterparts together shall constitute the

entire agreement.
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Vsechny odkazy naspolecnost Janssen v
souvislosti s témito Ukoly musi obsahovat
odkazy podle potreby na spole¢nost Janssen
a CRO.

5. Cast 15. (Ozndmeni smlouvy) se timto dopliuje

nasledujicim textem:
,Kontaktni informace v pfipadé ozndmeni smluvnim
strandm spojené s touto smlouvou:

Pro CRO:
Pharmaceutical Research Associates CZ, s.r.o.,
Jankovcova 1569/2c, Praha 7, 17000, Ceskd
Republika

K rukam: Monitor studie

Pro Janssen:

JANSSEN RESEARCH & DEVELOPMENT, LLC, 1125
Trenton-Harbourton Road Titusville, NJ 08560, USA
s odkazem na: 56021927-PCR-3002

Pro zdravotnické zarizeni:

Fakultni nemocnice Bulovka
Budinova 67/2, Praha 8, 180 81, Ceskd republika

Priloha B oddil 4 pism. g) Platebni podminky
priloZzend ke Smlouvé se timto se timto doplnuje
nasledujicim textem:

XXX

7. VSechna vyse uvedend ustanoveni budou uc¢inna
od data ucinnosti. S vyjimkou pripadd vyslovné
uvedenych vtomto dokumentu zlistanou
vSechny ostatni podminky Smlouvy beze zmény
avplné platnosti a ucinnosti atento dodatek
nebude vyklddan tak, Zze by ménil nebo
predstavoval prominuti jakychkoli ustanoveni
Smlouvy s vyjimkou pfipad( vyslovné uvedenych
vyse.

Stejnopisy. Tento dodatek mulzZe byt vyhotoven
ve stejnopisech,
za origindl avsechny spolecné budou predstavovat

znichz kazdy bude povazovan

Uplnou dohodu.
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All other terms and conditions of the Agreement shall
remain in full force.

IN WITNESS WHEREOF, the parties hereto have caused
this Amendment to be executed by their duly authorized
representatives as of the Effective Date.

VSechny ostatni podminky Smlouvy z(stavaji v plné
platnosti.

NA DUKAZ CEHOZ se smluvni strany Smlouvy timto k datu
ucinnosti dohodly natomto dodatku prostfednictvim
svych radné zplnomocnénych zastupcu.

Pharmaceutical Research Associates, INC with its registered office at Pharmaceutical Research Associates, CZ,
s.r.o. on behalf of JANSSEN RESEARCH & DEVELOPMENT, LLC

Date / Datum:

Signature / Podpis:

Janssen-Cilag s.r.o.

Date / Datum:

Signature / Podpis:

Fakultni nemocnice Bulovka

Date / Datum:

Signature / Podpis:

READ AND ACKNOWLEDGED/PRECETL/A A SOUHLASI
XXX

Date / Datum:

Signature / Podpis:

Pharmaceutical Research Associates, INC with its registered office at Pharmaceutical Research Associates, CZ,

S.r.o.

Date / Datum:

Signature / Podpis:
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