PPD Confidential Information

Dodatek 1 ke
Smlouvé o zabezpeceni klinického hodnoceni

Amendment 1 to
Agreement on Clinical Study

Tento dodatek 1 ke smlouvé o zabezpeceni klinické-
ho hodnoceni (,,dodatek 1°) mezi:

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

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

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

a

and

Fakultni nemocnici Hradec Kralové,
se sidlem Sokolska 581, 500 05 Hradec Kralové
— Novy Hradec Kralové, Ceska republika, zastoupe-
nou prof. MUDr. Vladimirem Pali¢kou, CSc., dr. h.
c., feditelem
(,,poskytovatel*)

Fakultni nemocnice Hradec Kralové,
with its registered address at Sokolskda 581, 500
05 Hradec Krilové — Novy Hradec Krélové,
Czech Republic, represented by prof. MUDr. Vla-
dimir Pali¢ka, CSc., dr.h.c., director
(“Medical Facility”)

a

and

trvalym bydlistém [
(,,zkousSejici*)

with permanent residence at i}
(“Investigator”)

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

each a ‘“Party”
and collectively the “Parties”

je dodatkem smlouvy o zabezpeceni klinického hod-
noceni mezi PPD, poskytovatelem a zkouSejicim,
kterd byla pln€ podepsand dne 26. bfezna 2013
(,,smlouva®).

shall be an amendment to that certain Agreement on
Study between PPD, Institution and Principal Inves-
tigator fully executed on 26™ March 2013
(“Agreement”).

SMLUVNI STRANY PROHLASUJI, ZE

WITNESSETH

VZHLEDEM K TOMU, 7e PPD, poskytovatel a
zkousejici uzavteli smlouvu, podle které poskytova-
tel/zkousejici poskytuji PPD urcité sluzby spojené s
klinickym hodnocenim dle protokolu ¢. PCYC-1116-
CA snazvem: ,,Oteviené rozsifené klinické hodno-
ceni u pacientll od 65 let véku s chronickou lymfocy-
tarni leukémii (CLL) nebo lymfomem z malych lym-
focytl (SLL), ktefi se zicastnili klinického hodnoce-
ni PCYC-1115-CA (PCI-32765 versus Chloram-
bucil)*, a

VZHLEDEM K TOMU, Ze si smluvni strany pfteji
upravit podminky smlouvy, jak je stanoveno v tomto
dodatku 1,

DOHODLY SE smluvni strany s ohledem na obsah
tohoto dodatku 1 a s imyslem byt jim pravné vdzany
takto:

WHEREAS, PPD, Institution and Principal Investi-
gator have entered into the Agreement pursuant to
which the Institution/Principal Investigator provides
certain Study services to PPD according to Protocol
no. PCYC-1116-CA entitled: ,,An Open-label Ex-
tension 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 Chloram-
bucil)*; 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 III. odstavec 3) smlouvy bude plné na-
hrazen nasledujicim aktualizovanym textem:
,,Klinické hodnoceni nebude v feSitelském
centru zahdjeno diive, nez vejde v platnost
tato smlouva a budou splnény dalsi pod-
minky vyZadované piisluSnymi pravnimi

1. to update the Agreement with the following:

a. Section III 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 Site be-
fore this Agreement becomes valid and other
conditions required by relevant legal regula-
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ptredpisy. Zatazovani subjektti hodnoceni do
klinického hodnoceni bude zahdjeno v pri-
béhu [l Piedpoklidany ¢as potiebny k
provedeni klinického hodnoceni je od

do [l Doba provadéni klinického hod-
noceni mize byt v jeho pribehu prodlou-
Zena nebo zkrdcena. Spole€nost PPD pi-
semn¢ ozndmi poskytovateli a zkouSejicimu
pfipadné zmény v predpokladaném case po-
ttebném k faddnému provedeni klinického
hodnoceni. Zmény doby trvani klinického
hodnoceni neni nutno provadét prostfednic-
tvim dodatku této smlouvy.

b. Sekce I. odstavec 1) smlouvy bude pIn€ nahra-
zen ndsledujicim aktualizovanym textem:
Pfedmétem smlouvy je klinické hodnoceni
humdanniho 1é¢ivého piipravku PCI-32765
(ibrutinib), (ddle jen “hodnocené lé¢ivo”),
(dale jen “klinické hodnoceni”), které pro-
vadi PPD jako nezavisly subjekt ve prospéch
farmaceutické firmy Pharmacyclics LLC,
995 East Arques Avenue, Sunnyvale,
CA 94085-4521, Spojené staty americké,
kterd je vyrobcem léciva, zastoupené v
ramci Evropské unie spolecnosti Regin-
tel Ltd., Patrick Kennedy Martin, Tem-
pletown, Carlingford, County Louth, Ir-
sko, (dile jednotlive i souhrnné jen “zadava-
tel”), (plnd moc zadavatele pro spolecnost
PPD tvofi piilohu ¢&. 3) podle protokolu
¢. PCYC-1116-CA s nazvem ,,0Otevicené
rozsiiené klinické hodnoceni u pacienti
od 65 let véku s chronickou lymfocytarni
leukémii (CLL) nebo lymfomem z malych
lymfocyti (SLL), kteii se zicastnili Kli-
nického hodnoceni PCYC-1115-CA (Ibru-
tinib versus Chlorambucil)* (ddle jen
»protokol”), ktery je piilohou ¢. 9 této
smlouvy a podrobn& popisuje ¢innosti pro-
vadéné v rdmci klinického hodnoceni a roz-
déleni zodpoveédnosti mezi smluvni strany.

c. Sekce XVII. Smlouvy je doplnéna nasleduji-
cim textem:
11) Uvetejnéni v souladu se zdkonem €.
340/2015 Sb. v oficidlnim registru smluv.
Smluvni strany se dohodly, Ze tato smlouva a
jeji dodatky budou uvetejnény v registru
smluv a uvefejnéni smlouvy provede posky-
tovatel. Smluvn{ strany se dohodly, Ze ozna-
¢ené obchodni tajemstvi zadavatelem, bude
pred zaddnim smlouvy do registru smluv od-
stranéno a piilohy smluv budou v registru
smluv uvetejioviny v nezbytném rozsahu.
Pfed podpisem smlouvy zadavatel zaSle po-
skytovateli findlni verzi smlouvy ve strojove

tions are fulfilled. Selection of Clinical Study
subjects for the Clinical Study will begin
during [l The entire Clinical Study is
planned to be conducted from [ to [
The term of the Clinical Study may be ex-
tended or shortened during its course. PPD
will inform the Medical Facility and the In-
vestigator of any changes related to the ex-
pected term of the conduct of the Clinical
Study. Changes of the term of the Clinical
Study will not necessitate an amendment
hereto.*

b. Section I. paragraph 1) in the Agreement will

be deleted 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), (fur-
ther, the “Study Drug”) (further, the “Clini-
cal Study”), which PPD is conducting as an
independent contractor for the benefit of a
pharmaceutical company, Pharmacyclics
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., Pat-
rick Kennedy Martin, Templetown, Car-
lingford, County Louth, Ireland (further
individually and collectively, the “Sponsor”)
(Power of Attorney from Sponsor to PPD
forms Appendix 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 (Ibrutinib versus
Chlorambucil)** (“Protocol”), which is in
Appendix no. 9 to this Agreement and de-
scribes in detail the activities conducted in
the Clinical Study and the division of respon-
sibilities among Parties.

Following should be added to Section XVII
of the agreement:

11) Publication in accordance with Act no.
340/2015 Coll. on Contracts Registry. Con-
tractual parties agree that this Agreement
and its amendments will be posted in Con-
tracts Registry by the Institution. Contractu-
al parties agree that parts of the Agreement
that contain business secrets will be re-
moved from the Agreement before it is pub-
lished in Contracts Registry and attachments
will be published in Contracts Registry only
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¢itelném formatu s podbarvenym textem
smlouvy, které povazuje zadavatel za ob-
chodni tajemstvi.

Predpoklddana celkova vySe odmény dle
smlouvy o klinickém hodnocenf{ ¢ini 357
188,-K¢.

d. Ptiloha ¢islo 1 — Rozpis plateb bude doplnéna
nésledovné:

in necessary extent. Before the Agreement is
fully executed the Sponsor will provide final
version of Agreement in machine readible
format to Institution with highlighted text of
the Agreement which is considered to be
Sponsor business secret.

The estimated value of financial payment
under the Agreement is approximately CZK
357 188.

d. 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 sub-
ject per visit in CZK

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

2. Upon execution, this Amendment 1 shall be
made a part of the Agreement and shall be incorpo-
rated by reference therein.

3. Vsechna ostatni ustanoveni a podminky smlouvy
zUstavaji v pIné platnosti a ti¢innosti. V pifpad¢ jaké-
hokoli rozporu mezi ustanovenimi smlouvy a tohoto
dodatku 1 budou rozhodujici a fidici ustanoveni to-
hoto 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. Tento dodatek 1 je vyhotoven v Ceském jazyko-
vém znéni a v anglickém jazykovém znéni, ptfic¢emz
prednost mé ¢eské jazykové znéni.

4. This Amendment 1 is made in Czech language
and English language and the Czech version shall
prevail.

5. Veskera pouzitd terminologie, kterd neni bliZze de-
finovana v tomto dodatku 1 bude mit stejny vyznam
jako je uvedeno ve smlouve.

5. All capitalized terms used, but not otherwise de-
fined herein, shall have the meanings ascribed to
them in the Agreement.

Toto misto bylo zdmerné ponechdno prdzdné; podpi-
sy smluvnich stran jsou uvedeny na ndsledujict
strané.

This space has been intentionally left blank; the sig-
natures 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
Amendment 1, the Parties have signed below.

this

PPD:

Podpis/Signature:

Jméno/Name:

Pozice/Title:

Datum/Date: 5. 3.2019

Poskytovatel/Medical Facility: Fakultni nemocnice Hradec Kralové

Podpis/Signature:

Jméno/Name: prof. MUDr. Vladimir Pali¢ka, CSc., dr. h. c.

Pozice/Title: Director/feditel

Datum/Date: 14. 3. 2019

Zkousejici/Investigator:

Podpis/Signature:

Jméno/Name: -

Datum/Date: 13.3.2019
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