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Amendment No 2 to Clinical Trial Agreement

Dodatek ¢.2 ke smlouvé o klinickém hodnoceni

Clinical Trial :“A Phase 3b, Multicenter, Open-
label, PCI-32765 (lbrutinib)
Long-term Extension Study”

Authorized European

representative of

Sponsor : Janssen Pharmaceutica NV.
Study Product : PCI-32765 (lbrutinib)
Protocol : PCI-32765-CAN-3001
EUdraCT

Number :2012-004225-24

Study Site : I. Interni klinika - klinika

hematologie, VSeobecna
fakultni nemocnice v Praze,
U nemocnice 499/2, 128 08,
Praha 2, Czech Republic

Klinické hodnoceni :,Faze 3b
multicentrického,
nezaslepeného,
dlouhodohbého,
rozsifujiciho klinického
hodnoceni piipravku
PCI-32765 (lbrutinib)“

Oprévnény zastupce

zadavatele pro EU : Janssen
Pharmaceutica NV.

: PCI-32765 (ibrutinib)

: PCI-32765-CAN-3001

: 2012-004225-24

: I Interni klinika — klinika
hematologie,
VSeobecna fakultni
nemochice v Praze,

U nemocnice 499/2,
128 08, Praha 2,
Ceska republika

Hodnoceny pripravek
Protokol

Cislo EudraCT
Studijni pracovisté

This amendment #2 (hereinafter "Amendment")
entered into by and among JANSSEN RESEARCH &
DEVELOPMENT, LLC, 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,
Praha 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
VSeobecnd fakultni nemocnice v Praze with
registered offices at U nemocnice 499/2, Praha 2,
128 08 Praha 2, Czech Republic (hereinafter
“Institution”) and prof. MUDr. Marek Trnény,
CSc.,, Head of Clinicc Hematology, VFN
(hereinafter “Principal Investigator"), is made and

Tento dodatek €. 2 (déle jen , dodatek”) uzavieny
mezi spoleCnosti JANSSEN RESEARCH &
DEVELOPMENT, LLC, se sidlem 1125 Trenton-
Harbourton Road Titusville, NJ 08560 (dile jen
JJanssen”),  spoleénosti PHARMACEUTICAL
RESEARCH ASSOCIATES, INC, spolecnosti
ze Spojenych stath se sidlem ve Virginii na adrese
4130 Park Lake Avenue, Suite 400, Raleigh, NC
27612 a jeji pobockou, spolecnosti
Pharmaceutical Research Associates CZ, s.r.o.,
se sidlem na adrese Jankovcova 1569/2¢, Praha 7,
17000, Ceskd republika, ICO: 27636852, DIC:
CZ27636852, ktera je spolecnosti srucéenim
omezenym fadné zapsana v obchodnim rejstfiku
Ceské republiky vedeném Méstskym soudem
v Praze, oddil C, vlozka 120574 (dale jen ,CRO")
a VSeobecnd fakultni nemocnice v Praze
se sidlem na adrese U nemocnice 499/2, 128 08
Praha 2, Ceska republika (déle jen ,zdravotnické
zafizeni”) a prof. MUDr. Marek Trnény, CSc.,
prednosta I. Interni kliniky (hematologie), VFN
(dale jen ,hlavni zkou3ejici), se uzavira
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effective as of the date of execution that the last
party signs below (hereinafter “Effective Date”).

a vstupuje v uéinnost k datu uverejnéni v registru
smluv (dale ,datum uginnosti”).

WHEREAS, this Amendment amends the Clinical
Trial Agreement with an Effective Date of the
November 21, 2016 by and among Janssen Cilag
International N.V. Turnhoutseweg 30
B-2340 Beerse, Belgium represented by Janssen-
Cilag s.r.o., Walterovo namésti 329/1,158 00 Praha
5 — Jinonice, Ceska republika, ID number:
27146928, TAX ID: CZ27146928 and Institution
and Principal Investigator (the "Agreement");

VZHLEDEM KTOMU, Ze tento dodatek méni
smlouvu o klinickém hodnoceni s datem Gcinnosti
den 21. listopadu 2016, mezi spole¢nosti Janssen
Cilag International N.V. Turnhoutseweg 30, B-
2340 Beerse, Belgie, zastoupenou spolecnosti
Janssen-Cilag s.r.o., Walterovo namésti 329/1,
158 00 Praha 5 — Jinonice, Ceska republika, 1CO:
27146928, DIC: CZ27146928 a zdravotnickym
zafizenim a hlavnim zkousejicim (dale jen
»smlouva”);

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

VZHLEDEM K TOMU, Ze spoleénost Janssen-Cilag
s.r.0. si pfeje postoupit spoletnosti Janssen
viechny své pfislusné zajmy, prava, povinnosti
a zavazky vyplyvajici z této smlouvy;

WHEREAS. Janssen Cilag International NV. has
assigned Sponsorship of the Clinical Trial to Janssen
Pharmaceutica NV, Turnhoutseweg 30, B-2340
Beerse, Belgium (hereinafter = “Authorized
Representative of Sponsor”);

VZHLEDEM K TOMU, ZE spolegnost Janssen Cilag
International NV. postoupila funkci zadavatele
klinického  hodnoceni  spoleCnosti  Janssen
Pharmaceutica NV, Turnhoutseweg 30, B-2340
Beerse, Belgie (dale jen ,opravnény zastupce
zadavatele®);

WHEREAS, Authorized Representative of Sponsor is
an affiliate of Janssen;

VZHLEDEM KTOMU, Ze je opravnény zastupce
zadavatele pfidruzenou spolecnosti spolecnosti
Janssen;

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

VZHLEDEM K TOMU, Ze spole¢nost Janssen povéfila
CRO zajisténim sluZeb podle této smlouvy a jejich
poskytovani spolecnosti Janssen;

Whereas, CRO has requested Institution and
Principal Investigator 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

VZHLEDEM K TOMU, Ze CRO pozadala zdravotnické
zafizeni a hlavniho zkousejiciho, aby poskytovali
sluzby CRO prostfednictvim provadéni klinického
hodnoceni, jeho? zadavatelem je zadavatel a které
se tykd hodnoceného pfipravku podle protokolu
(vEetné naslednych dodatkll protokolu) a pfiloh,
které tvofi nedilnou soucast této smlouvy; a

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

VZHLEDEM K TOMU, 7e spole¢nost Janssen, CRO,
zdravotnické zafizeni a hlavni zkou3ejici maji za to,
7e zmé&na smlouvy je v jejich pfislusnych zajmech; a
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WHEREAS, Article Article 17. Miscellaneous
permits the parties to amend the Agreement, or
any of its exhibits by written document signed by
all parties hereto.

VZHLEDEM KTOMU, 7Ze ¢lanek 17. Ruzné
umoznuje stranam ménit smlouvu nebo jakékoli
jeji prilohy pisemnym dokumentem podepsanym
viemi stranami této smlouvy.

WHEREAS, the parties desire to amend the
Agreement effective the date of this Amendment.

VZHLEDEM KTOMU, Ze si smluvni strany preji
upravit smlouvu s Uéinnosti  kdatu tohoto
dodatku.

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 as follows:

PROTO pro ucel vymény vzajemnych pfislibl zde
uvedenych azarfadné apfiméfené protiplnéni,
jehoi prijeti adostatecnost se timto uznava, se
smluvni strany dohodly nésledovné:

1. The Agreement will be assigned from
Janssen-Cilag s.r.o. to Janssen as of the
Effective Date. Institution and Principal
Investigator agree to continue to perform
all obligations under the terms and
conditions of the Agreement.

1. Tato  smlouva bude postoupena
spolecnosti Janssen-Cilag 5.r.o.
na spolecnost Janssen kdatu ucinnosti.
Zdravotnické zafizeni a hlavni zkou3ejici
souhlasi stim, Ze budou inadéle plnit
veskeré povinnosti podle podminek této
smlouvy.

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

2. Vsechny odkazy na spolecnost
Janssen-Cilag  s.r.o. ve smiouvé
a jejich pfisluénych dodatcich budou
nahrazeny odkazy na spole¢nost
Janssen.

3. The following shall be added to Section 1.
Performance of Study of the Agreement:

3. Do ¢asti 1. Provedeni Klinického hodnoceni
smlouvy se pridava nasledujici text:

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 and Principal Investigator with

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.
Spoleénost Janssen povérila CRO, aby
zajistovala komunikaci  spolecnosti
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respect to the Study and this Agreement.
Janssen shall notify the Institution and
Principal Investigator should this situation
change at any point. Without prejudice to
any rights of Janssen under this
Agreement, the Institution and Principal
Investigator acknowledges that CRO is the
VAT recipient of services under this
Agreement.

Janssen se zdravotnickym zafizenim a
hlavni zkousejicim v souvislosti se studif
a touto smlouvou. Spolecnost Janssen
bude informovat zdravotnické zafizeni a
hlavniho zkousejici, pokud se situace
kdykoli zméni. AniZ by byla dotéena
Jjakdkoli prdva spolecnosti Janssen podle
této smlouvy, zdravotnické zafizeni a
hlavni zkousejici berou na védomi, 7e CRO
je prilemcem sluZeb sDPH podle této
smlouvy.

4. Janssen has delegated the following
tasks to the CRO under the Agreement
(this is not an exhaustive list of tasks
delegated to the CRO):

Spolecnost Janssen delegovala na CRO
nasledujici Gkoly podle této smlouvy
(nejedna se o vycerpavajici seznam kol
delegovanych na CRO):

. Negotiating and signing clinical trial
related agreements,

o sjedndvani a podepisovani smluv
souvisejicich s klinickym hodnocenim,

] Making study payments, ] provadéni plateb ve studii,

° Reporting of safety reports, o poskytovani bezpeénostnich zpréav,
o Upon site request, returning study . vraceni hodnoceného pfipravku
drugs, na Zadost pracovists,

. Making regulatory related activities . provadéni regulacné
as communications with authorities orientovanych ¢innosti, napriklad

komunikace s drady,

° Monitoring and managing the ° monitorovani a fizeni studie,
study.
. Maintaining and Updating the . udrovani a aktualizace databaze

Czech Republic Clinical Trial Register
database.

registru  klinickych hodnoceni v Ceské
republice.

Any reference to Janssen in relation to
these tasks shall be taken to include
reference to Janssen and CRO, as
applicable.

Viechny odkazy na spolecnost Janssen
vsouvislosti  stémito  dkoly  musi
obsahovat odkazy podle potieby
na spolecnost Janssen a CRO.
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is hereby supplemented by the following:

5. Section 15. Notification of the Agreement

5. Cast 15. Ozndmeni smlouvy se timto
doplhuje nasledujicim textem:

Contact information in the event of a

Kontaktni informace v pripadé oznameni

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

Attention: Medical monitor

notice to the Parties associated with this smluvnim  stranam  spojené  stouto
agreement: smlouvou:
TO CRO: PRO CRO:

Pharmaceutical Research Associates CZ, s.r.o.,
Jankovcova 1569/2c, Praha 7, 17000, Ceska
Republika

K rukam: Monitor studie

TO Janssen:

JANSSEN RESEARCH & DEVELOPMENT, LLC, 1125
Trenton-Harbourton Road Titusville, NJ 08560,
USA

reffering to: PCI-32765-CAN-3001

TO Institution:

VSeobecna fakultni nemocnice v Praze, U

nemocnice 499/2, 128 08, Prague 2, Czech

Republic

Attention: Mgr. Martina Rackova,
martina.rackova@vfn.cz

TO Principal Investigator:

prof. MUDr. Marek Trnény, CSc., I. Interni kliniky
{(hematologie) VFN, Praha 2, U Nemocnice 499/2,
Czech Republic

PRO Janssen:

JANSSEN RESEARCH & DEVELOPMENT, LLC, 1125
Trenton-Harbourton Road Titusville, NJ 08560,
USA

s odkazem na: PCI-32765-CAN-3001

PRO Zdravotnické zafizeni:

V3eobecna fakultni nemocnice v Praze, U
nemocnice 499/2, 128 08, Praha 2, Ceskd
republika

K rukam: Mgr. Martiny Rackové,
martina.rackova@vfn.cz

PRO hlavniho zkousejiciho:

prof. MUDr. Marek Trnény, CSc., I. Interni kliniky
(hematologie) VFN, Praha 2, U Nemocnice 499/2,
Ceska republika

6. Annex B (“Budget & Payment Schedule”)
attached to the Agreement is hereby
amended as follows:

6. Pfiloha B {,Rozpocet a splatkovy kalendaF
“) priloZena ke smlouvé se timto méni
nasledovné:

For any costs incurred or work performed
prior to the effective date of this Amendment,
original invoices pertaining to this study
should be submitted for reimbursement to the
following address:

V pfipadé jakychkoliv naklad nebo praci
vzniklych pfed datem Gcinnosti  tohoto
dodatku je tfeba kproplaceni predloZit
origindlni faktury tykajici se této studie
na nasledujici adresu:

Template Assignment and Amendment PCI-32765-CAN-3001 /
Prifazeni Sablony a dodatek PCI-32765-CAN-3001

Page /Strana 5 of 8




Janssen-Cilag s.r.o.
P. 0. Box 1358
111 21 Praha 1,
Czech Republic

Janssen-Cilag s.r.o.
P. O. Box 1358
111 21 Praha 1
Ceskd republika

For any costs incurred or work performed as
of the effective date of this Amendment
invoices  should be  submitted for
reimbursement to:

V ptipadé jakychkoliv vzniklych naklad nebo
praci provedenych kdatu Udinnosti tohoto
dodatku je tfeba faktury zaslat k proplaceni
na adresu:

Investigatorinvoices@prahs.com

Investigatorinvoices@prahs.com

Pharm Research Associates (UK) Ltd

Pharm Research Associates (UK) Ltd

500 South Oak Way, Green Park

500 South Oak Way, Green Park

Reading, Berkshire, RG2 6AD

Reading, Berkshire, RG2 6AD

United Kingdom

Spojené kralovstvi

Attention: Director of Global Contracts

K rukam: Director of Global Contracts

PRA Email: investigatorinvoices@prahs.com

E-mail PRA: investigatorinvoices@prahs.com

TAX ID number: GB 864432712

DIC: GB 864432712

The Institution will be paid a one-time
administration fee for processing the
amendment to the Clinical Trial Agreement in
the amount of CZK 5,000.00 at the Clinical Trial
Location.

Zdravotnickému  zafizeni bude uhrazen
jednorazovy poplatek za zpracovani dodatku
ke smlouvé o klinickém hodnoceni ve vysi
5,000.00 K¢.

8. Allabove 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.

Viechna vySe uvedend ustanoveni budou
(¢innd ode dne ucinnosti. S vyjimkou pfipadi
vyslovné uvedenych vtomto dokumentu
zlistanou viechny ostatni podminky smlouvy
beze zmény avplné platnosti a G&innosti
a tento dodatek nebude vykladan tak, ze by
ménil nebo pfedstavoval prominuti jakychkoli
ustanoveni smlouvy svyjimkou pfipad(
vyslovné uvedenych vyse.
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9. Counterparts. This Amendment may be 9. Stejnopisy. Tento dodatek miZie byt
executed in counterparts, each of which vyhotoven ve stejnopisech, z nichZ kazdy
shall be an original and all such bude povaZovan za origindl a viechny
counterparts together shall constitute the spole¢né budou predstavovat Uplnou
entire Agreement. Electronically dohodu. Elektronicky a faxem pfenasené
transmitted and facsimile transmitted podpisy maji plnou platnost a ucinnost
signatures shall have the full force and origindlniho podpisu.
effect of an original signature.

10. This Amendment is effective as of the 10. Dodatek nabyva Gcinnosti  dnem

date of publication into the Register of
Contracts in the Czech Republic.

uverejnéni dodatku v registru smluv.

Vsechny ostatni podminky smlouvy zlstavaji
v plné platnosti.

All other terms and conditions of the Agreement
shall remain in full force.
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IN WITNESS WHEREOF, the parties hereto have | NA DUKAZ CEHOZ se smluvni strany této smlouvy
caused this Amendment to be executed by their | timto k datu G¢innosti dohodly na tomto dodatku
duly authorized representatives as of the Effective | prostfednictvim svych fadné zplnomocnénych
Date. zastupc.

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: 264, LolL
Signature / Podpis: __ FLouw— ' ua

Véeobecna fakultni nemocnice v Praze,
prof. MUDr. Pavel Michalek, Ph.D., D.E.S.A., M.Sc.,

VOEOBECNA Fal

Date / Datum: 01 02 2012 /)ﬂ
Signature / Podpis: 7/
v /II%

prof. MUDr. Marek Trnény, CSc.

Date / Datum: : =4 02, W01

Signature / Podpis:
\U |

Pharmaceutical Research Associates, INC with its registered office at Pharmaceutical Research
Associates CZ, s.r.o.

Mgr. Miroslava Homolova, Ph.D.
Date / Datum: 26.4. LOLT
Signature / Podpis: __ ¥Lou—n“d M.
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