PPD Confidential Information

Dodatek 1 ke
Smlouvé o zabezpeéeni klinického hodnoceni

Amendment 1 to
Agreement on Clinical Study

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

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

PPD Czech Republic, s.r.o0.,
se sidlem Budé&jovicka alej, Antala Staska 2027/79, 140 00
Praha 4, Ceské republika (“PPD”)

PPD Czech Republic, s.r.o.,
with its registered address at Bud&jovicka alej, Antala
Stagka 2027/79, 140 00 Prague 4, Czech Republic
(“PPD”)

a

and

Fakultni nemocnici Brno,
se sidlem na adrese Jihlavska 20, 625 00 Brno, Ceské
republika, jednajici prostfednictvim MUDr. Romana
Krause, MBA - reditel (,,poskytovatel*)

Fakultni nemocnice Brno,
with its registered address at Jihlavska 20, 625 00 Brno,
Czech Republic, represented by MUDr. Roman Kraus,
MBA — director (“Medical Facility”)

a and
XXX XXX
Trvalym bydlistém XXX Permanent address at XXX

(,,zkousSejici)

(“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 plné
podepsand dne 18. dubna 2013 (,,smlouva‘).

shall be an amendment to that certain Agreement on Clin-
ical Study between PPD, Medical Facility and Investigator
fully executed on 18" April 2013 (“Agreement”).

SMLUVNI STRANY PROHLASUJI, ZE

WITNESSETH

VZHLEDEM K TOMU, ze PPD, poskytovatel a
zkousejici uzavteli smlouvu, podle které
poskytovatel/zkousejici poskytuji PPD ur¢ité sluzby
spojené s klinickym hodnocenim dle protokolu ¢. PCYC-
1116-CA s nazvem: ,,Oteviené rozsifené klinické
hodnoceni u pacientti od 65 let véku s chronickou
lymfocytarni leukémii (CLL) nebo lymfomem z malych
lymfocytd (SLL), ktefi se zGcastnili klinického hodnoceni
PCYC-1115-CA (PCI-32765 versus Chlorambucil)*, a

VZHLEDEM K TOMU, Ze si smluvni strany pfeji 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:

WHEREAS, PPD, Medical Facility and Investigator have
entered into the Agreement pursuant to which the Medical
Facility/Investigator provides certain Study services to
PPD according to Protocol no. PCYC-1116-CA entitled:
,»An Open-label Extension Study in Patients 65 Years or
Older with Chronic Lymphocytic Leukemia (CLL) or
Small Lymphocytic Lymphoma (SLL) Who Participated in
Study PCYC-1115-CA (PCI-32765 versus Chlorambu-
cil)“; and

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

NOW, THEREFORE, for the valuable consideration con-
tained herein, and intending to be legally bound, the Par-
ties agree as follows:

1. doplnit smlouvu nasledovné:

a. Sekce 111 odstavec 3) smlouvy bude plné nahrazen
nasledujicim aktualizovanym textem: ,,Klinické
hodnoceni nebude v fesitelském centru zahajeno
diive, nez vejde v platnost tato smlouva a budou
splnény dals$i podminky vyzadované ptislusnymi
pravnimi  pfedpisy.  Zafazovani  subjektd
hodnoceni do klinického hodnoceni  bude
zahdjeno v pribéhu XXX. Pfedpokladany cas
potiebny k provedeni klinického hodnoceni je od
XXX do XXX. Doba provadéni klinického
hodnoceni mize byt v jeho pribéhu prodlouzena
nebo zkracena. Spole¢nost PPD pisemné oznami
poskytovateli a zkouSejicimu pfipadné zmény
v predpokladaném case potfebném k fadnému
provedeni klinického hodnoceni. Zmény doby
trvani klinického hodnoceni neni nutno provadét

1. to update the Agreement with the following:

a. Section Il paragraph 3) in the Agreement will be
deleted in its entirely and replaced with the re-
vised following section: “The Clinical Study will
not be started in the Study Site before this
Agreement becomes valid and other conditions
required by relevant legal regulations are ful-
filled. Selection of Clinical Study subjects for the
Clinical Study will begin during XXX. The entire
Clinical Study is planned to be conducted from
XXX to XXX. The term of the Clinical Study
may be extended or shortened during its course.
PPD will inform the Medical Facility and the In-
vestigator of any changes related to the expected
term of the conduct of the Clinical Study. Chang-
es of the term of the Clinical Study will not ne-
cessitate an amendment hereto.*
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prostfednictvim dodatku této smlouvy.*

b. Sekce I. odstavec 1) smlouvy bude plné nahrazen
nasledujicim aktualizovanym textem: Pfedmétem
smlouvy je klinické hodnoceni humanniho
1é¢ivého piipravku PCI-32765 (ibrutinib), (dale
jen “hodnocené 1é¢ivo”), (dale jen “klinické
hodnoceni”), které provadi PPD jako nezavisly
subjekt ve prospéch farmaceutické firmy
Pharmacyclics LLC, 995 East Arques Avenue,
Sunnyvale, CA 94085-4521, USA, ktera je
vyrobcem lé¢iva, zastoupené v ramci Evropské
unie spoleénosti Regintel Ltd., Patrick
Kennedy Martin, Templetown, Carlingford,
County Louth, Ireland, (dale jednotlivé i
souhrnné jen “zadavatel”), (plna moc zadavatele
pro spolecnost PPD tvofi ptilohu €. 3) podle
protokolu é. PCYC-1116-CA s ndzvem
,Oteviené rozsiiené klinické hodnoceni u
pacienti od 65 let véku s chronickou
lymfocytarni leukémii (CLL) nebo lymfomem
z malych lymfocyta (SLL), kteFi se ztacastnili
klinického hodnoceni PCYC-1115-CA
(Ibrutinib versus Chlorambucil) (dale jen
Lprotokol®), ktery je ptilohou ¢. 8 této smlouvy a
podrobné popisuje ¢innosti provadéné v ramci
klinického hodnoceni a rozdéleni zodpovédnosti
mezi smluvni strany.

c. Ptiloha ¢islo 1 — Rozpis plateb bude dopInéna
nasledovné:

b. Section I. paragraph 1) in the Agreement will be de-
leted in its entirely and replaced with the revised
following section: The subject of the Agreement
is the clinical evaluation of the Study Drug PCI-
32765 (ibrutinib), (further, the “Study Drug”)
(further, the “Clinical Study”), which PPD is
conducting as an independent contractor for the
benefit of a pharmaceutical company, Pharma-
cyclics LLC, 995 East Arques Avenue,
Sunnyvale, CA 94085-4521, USA which is the
producer of the Study Drug, being represented
within the European Union by Regintel Ltd.,
Patrick Kennedy Martin, Templetown, Car-
lingford, County Louth, Ireland (further indi-
vidually and collectively, the “Sponsor”) (Power
of Attorney from Sponsor to PPD forms Appen-
dix no. 3) pursuant to Protocol number PCYC-
1116-CA entitled: ,,An Open-label Extension
Study in Patients 65 Years or Older with
Chronic Lymphocytic Leukemia (CLL) or
Small Lymphocytic Lymphoma (SLL) Who
Participated in Study PCYC-1115-CA (lbru-
tinib wversus Chlorambucil)* (“Protocol”),
which is in Appendix no. 8 to this Agreement and
describes in detail the activities conducted in the
Clinical Study and the division of responsibilities
among Parties.

c. Following shall be added to the Appendix no. 1
Payment Schedule:

Popis Navstév / Visit Description

Platby za jeden subjekt
hodnoceni v K¢ za jednu
nav§tévu / Amount per subject
per visit in CZK

XXX

XXX

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

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

3. VSechna ostatni ustanoveni a podminky smlouvy
zUstavaji v plné platnosti a G¢innosti. V piipadé jakéhokoli
rozporu mezi ustanovenimi smlouvy a tohoto dodatku 1
budou rozhodujici a fidici ustanoveni tohoto dodatku 1.

3. All other terms and conditions of the 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 pouzita terminologie, kterd neni blize
definovana v tomto dodatku 1 bude mit stejny vyznam
jako je uvedeno ve smlouvé.

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

Toto misto bylo zamérné ponechdano prazdné,; podpisy
smluvnich stran jsou uvedeny na ndsledujici strané.

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
Fipojuji smluvni strany své podpisy niZe.

IN WITNESS OF THEIR CONSENT to this Amend-
ment 1, the Parties have signed below.

PPD:

Podpis/Signature:

Jméno/Name:

Pozice/Title:

Datum/Date:

Poskytovatel/Medical Facility: Fakultni nemocnice Brno

Podpis/Signature:

Jméno/Name:

Pozice/Title:

Datum/Date:

Zkousejici/Investigator:

Podpis/Signature:

Jméno/Name: XXX

Datum/Date:
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