PPD Confidential Information

Dodatek 2 ke
Smlouvé o zabezpeéeni klinického hodnoceni

Amendment 2 to
Agreement on Clinical Study

Tento dodatek 2 ke smlouvé o zabezpeceni
klinického hodnoceni (,,dodatek 2°) mezi:

This Amendment 2 to Agreement on Clinical Study
(“Amendment 2”) between:

PPD Czech Republic, s.r.o.,
se sidlem Budgjovicka alej, Antala StaSka 2027/79,
140 00 Praha 4, Ceska republika (“PPD”)

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

a

and

Fakultni nemocnici Plzen,
se sidlem na adrese Edvarda Benese 1128/13, 305 99
Plzeii - Bory, Ceska republika a fesitelskym centrem
hemato-onkologickym oddélenim na adrese Alej
Svobody 80, 304 60 Plzefi - Lochotin, Ceska
republika, jednajici prostrednictvim MUDr. Vaclava
Simanka, Ph.D., feditele
(,,zdravotnické zaFizeni)

Fakultni nemocnice Plzen,
with its registered address at Edvarda Benese
1128/13, 305 99 Plzen - Bory, Czech Republic and
with Study Site Hematological — oncological
department at Alej Svobody 80, 304 60 Plzen -
Lochotin, Czech Republic, represented by MUDr.
Vaclav Simanek, Ph.D., director
(“Medical Facility”)

a and
MUDr. Pavlem Jindrou, Ph.D., MUDr. Pavel Jindra, Ph.D.,
trvalym bydlistém XXX with permanent residence at XXX

(,,zkousejici*)

(“Investigator™)

dale jednotlivé jako ,,smluvni strana“
a spole¢né jako “smluvni strany”

each a “Party”
and collectively the “Parties”

je dodatkem smlouvy o0 zabezpeceni klinického
hodnoceni mezi PPD, zdravotnickym zafizenim a
zkouSejicim, ktera byla plné podepsana dne 15.
btezna 2013 (,,smlouva“) a dodatku 1 ke smlouvé o
zabezpeceni klinického hodnoceni, ktery byl plné
podepséan dne 4. dubna 2013 (,,dodatek 1°).

shall be an amendment to that certain Agreement on
Clinical Study between PPD, Medical Facility and
Investigator fully executed on March 15", 2013
(“Agreement”) and Amendment 1 to Agreement on
Clinical Study fully executed on April 4" 2013
(“Amendment #1”).

SMLUVNI STRANY PROHLASUJI, ZE

WITNESSETH

VZHLEDEM K TOMU, ze PPD, zdravotnické
zafizeni a zkouSejici uzavieli smlouvu, podle které
zdravotnické  zafizeni/zkouSejici poskytuji PPD
ur€ité sluzby spojené s klinickym hodnocenim dle
protokolu ¢. PCYC-1116-CA snazvem: ,,Oteviené
roz§ifené klinické hodnoceni u pacienti od 65 let
véku s chronickou lymfocytarni leukémii (CLL)
nebo lymfomem z malych lymfocytt (SLL), ktefi se
zucCastnili  klinického hodnoceni PCYC-1115-CA
(PCI1-32765 versus Chlorambucil)“, a

VZHLEDEM K TOMU, Ze si smluvni strany pfeji
upravit podminky smlouvy, jak je stanoveno v tomto
dodatku 2,

DOHODLY SE smluvni strany s ohledem na obsah
tohoto dodatku 2 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
Chlorambucil)*; and

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

NOW, THEREFORE, for the valuable consideration
contained herein, and intending to be legally bound,
the Parties agree as follows:

1. doplnit smlouvu nasledovné:

a. Sekce Ill. odstavec 3) smlouvy bude plné
nahrazen  nasledujicim  aktualizovanym
textem: “Klinické hodnoceni nebude v

fesitelském centru zahajeno diive, nez vejde

1. to update the Agreement with the following:

a. Section Ill paragraph 3 in the Agreement
will be deleted in its entirely and replaced
with the revised following section: “The
Clinical Study will not be started in the Study
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v platnost tato smlouva a budou splnény
dalsi podminky vyzadované pfislusnymi
pravnimi predpisy. Zafazovani subjektt
hodnoceni do klinického hodnoceni bude
zahdjeno v  pribéhu XXX  XXXX.
Predpokladany cas potiebny k provedeni
klinického hodnoceni je od XXX XXXX do
XXX XXXX. Doba provadéni klinického
hodnoceni muize byt vjeho pribéhu
prodlouzena nebo zkracena. Spolecnost PPD
pisemné oznami zdravotnickému zatizeni a
zkousejicimu ptipadné zmeény
v predpokladaném Case potiebném
k fadnému provedeni klinického hodnoceni.
Zmény doby trvani klinického hodnoceni
neni nutno provadét prostiednictvim dodatku
této smlouvy.*

b. Nazev protokolu byl Amedmentem 2 k
protokolu zménén z ,Oteviené rozsitené
klinické hodnoceni u pacientli od 65 let véku
s chronickou lymfocytarni leukémii (CLL)
nebo lymfomem z malych lymfocytt (SLL),
ktefi se =zOcastnili klinického hodnoceni
PCYC-1115-CA (PCI1-32765 Versus
Chlorambucil)* na ,Oteviené rozsifené
klinické hodnoceni u pacienti od 65 let véku
s chronickou lymfocytarni leukémii (CLL)
nebo lymfomem z malych lymfocytt (SLL),
kteti se zacastnili klinického hodnoceni
PCYC-1115-CA (Ibrutinib Versus
Chlorambucil)«

c. Piiloha ¢islo 1 — Rozpis plateb bude doplnéna
nasledovngé:

Site before this Agreement becomes valid
and other conditions required by relevant le-
gal regulations are fulfilled. Selection of
Clinical Study subjects for the Clinical Study
will begin during XXX XXXX. The entire
Clinical Study is planned to be conducted
from XXX XXXX to XXX XXXX. The term
of the Clinical Study may be extended or
shortened during its course. PPD will inform
the Medical Facility and the Investigator of
any changes related to the expected term of
the conduct of the Clinical Study. Changes of
the term of the Clinical Study will not neces-
sitate an amendment hereto.*

b. The title of the Protocol was changed by
Protocol Amendment 2 from ,,An Open-label
Extension Study in Patients 65 Years or Old-
er with Chronic Lymphocytic Leukemia
(CLL) or Small Lymphocytic Lymphoma
(SLL) Who Participated in Study PCYC-
1115-CA (PCI-32765 versus Chlorambucil)
to ,,An Open-label Extension Study in Pa-
tients 65 Years or Older with Chronic Lym-
phocytic Leukemia (CLL) or Small Lympho-
cytic Lymphoma (SLL) Who Participated in
Study PCYC-1115-CA (lbrutinib versus
Chlorambucil)

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
navstévu / Amount per
subject per visit in CZK

XXX

XXX

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

2. Upon execution, this Amendment 2 shall be
made a part of the Agreement and shall be incorpo-
rated by reference therein.

3. V8echna ostatni ustanoveni a podminky smlouvy
zustavaji v plné platnosti a ucinnosti. V piipadé
jakéhokoli rozporu mezi ustanovenimi smlouvy,
dodatku 1 a tohoto dodatku 2 budou rozhodujici a
fidici ustanoveni tohoto dodatku 2.

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,
Amendment 1 and this Amendment 2, the terms of
this Amendment 2 shall govern and control.

4. Veskera pouzitd terminologie, ktera neni blize
definovdna vtomto dodatku 2 bude mit stejny
vyznam jako je uvedeno ve smlouveé.

4. All capitalized terms used, but not otherwise de-
fined herein, shall have the meanings ascribed to
them in the Agreement.
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NA DUKAZ SOUHLASU se znénim dodatku 2 | IN WITNESS OF THEIR CONSENT to this
pripojuji smluvni strany své podpisy niZe. Amendment 2, the Parties have signed below.

PPD:

Podpis/Signature:

Jméno/Name:

Pozice/Title:

Datum/Date:

Zdravotnické zatizeni/Medical Facility: Fakultni nemocnice Plzen

Podpis/Signature:

Jméno/Name:

Pozice/Title:

Datum/Date:

ZKkousejici/Investigator:

Podpis/Signature:

Jméno/Name: MUDr. Pavel Jindra, Ph.D.

Datum/Date:
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