AMEDMENT No. 2
CLINICAL SITE AGREEMENT dated
11.11.2009 as further amended

Protocol No.: 1199.13 (“the Protocol”)

*“ Multicentre, randomised, double-blind, Phase
111 trial to investigate the efficacy and safety of
oral BIBF 1120 plus standard docetaxel therapy
compared to placebo plus standard docetaxel
therapy in patients with stage 111B/IV or recurrent
non small cell lung cancer after failure of first
line chemotherapy (“the Study”)”

“BIBF 1120 (“the Study Drug”)
concluded by and between:

Boehringer Ingelheim International GmbH,
Binger Strasse 173,

55216 Ingelheim am Rhein,

Germany

hereinafter referred to as the “SPONSOR”,

Represented, pursuant to the power of attorney
dated 8.7.2008, by:

PAREXEL International Czech Republic s.r.o.
Sokolovska 651/136a

186 00 Praha 8

Czech republic

1C:27160360

DIC:CZ27160360

acting on behalf and in favour of the SPONSOR,
Represented, pursuant to the power of attorney by

hereinafter referred to as “PAREXEL?”,

Oblastni nemocnice Pfibram a.s.
Podbrdska 269

261 01 Piibram

Czech republic

ICO: 27085031

DIC: CZ27085031

Represented by Director MUDr.Stanislav
Holobrada , hereinafter referred to as the
“Institution”,

And

DODATEK &.2 KE
SMLOUVE PROVEDENI A
ZDOKUMENTOVANI KLINICKEHO
HODNOCENI ze dne 11.11.2009

Protokol ¢.: 1199.13 (“Protokol”)

“3. faze multicentrického, randomizovaného,
dvojite zaslepeného klinického hodnoceni
ucinnosti a bezpecnosti piipravku BIBF 1120
podavaného peroralné spolu se standardni terapii
docetaxelem ve srovnani s placebem podavanym
spolu se standardni terapii docetaxelem u
pacientti s nemalobuné¢nou rakovinou plic stupné
IIB/IV nebo pfi recidivé po neuspésné
chemoterapii prvni linie” (“Klinické hodnoceni”)

BIBF 1120 (“Studijni 16k™)

uzaviena mezi:

Boehringer Ingelheim International GmbH,
Binger Strasse 173,

55216 Ingelheim am Rhein,

Germany

dale jen “ZADAVATEL”,

Zastoupeny na zaklad¢ plné moci ze dne 8.7.2008
spole¢nosti:

PAREXEL International Czech Republic s.r.o.
Sokolovska 651/136a

186 00 Praha 8

Ceska republika

1C:27160360

DIC:CZ27160360

jednajici jménem a ve prospéch ZADAVATELE
a zastoupenou na zaklad¢ plné moci
dale jen “PAREXEL"

Oblastni nemocnice Pfibram a.s.
Podbrdska 269

261 01 Piibram

Ceska republika

ICO: 27085031

DIC: CZ27085031

Zastoupeng feditelem MUDr.Stanislavem
Holobradou, dale jen “Zdravotnické zaiizeni”,

A
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Czech republic

Hereinafter “Principal Investigator”

WHEREAS

(1) The SPONSOR is in the business of
innovating, making, selling and distributing
pharmaceuticals;

2 PAREXEL is acting on behalf of
SPONSOR to arrange and administer a study and
has entered into an agreement with the

SPONSOR concerning the management, funding
and administration of the Study;

3) The parties have entered into the above-
referred agreement;

4) The parties are jointly willing to amend
the above-referred agreement in order to reimburse
the Institution with the cost of Vargatef and all
relevant costs.

Therefore, in order to ensure the 1199.13
study patient receives the required
medication, the parties agree that the Institution
will be reimbursed by the Sponsor through
PAREXEL with the cost of the end-user price
i.e. the wholesaler price plus the distribution
profit margin and value-added tax. The
reimbursement will be paid against the
receipt of the invoice and corresponding
support documentation

PAREXEL prepair detalied documentation for the
invoice before any payment to the Institution and
ensure to handover to Oblastni nemocnice
Pribram, ( Economic department , email: or
throught Principal Investigator). always one
time per past quarter,

All other terms and conditions of the above-
referred agreement remain unchanged and in full
force and effect.

Ceska republika
dale jen “Hlavni zkouSejici”

VZHLEDEM K TOMU, ZE

@ ZADAVATEL se zabyva inovaci,
vyrobou, prodejem a distribuci 1éCivych
pripravki;

2 spole¢nost PAREXEL jménem

ZADAVATELE organizuje a provadi klinické
hodnoceni a se ZADAVATELEM uzaviela
smlouvu o organizaci, financovani a provadéni
klinického hodnoceni;

3) smluvni strany uzaviely vySe uvedenou
smlouvu;

(4) Smluvni strany se spole¢n¢ dohodly na zméné
shora uvedené smlouvy tak, aby v ni byla
zohlednéna vyplata ndhrad zdravotnickému
zatizeni za naklady s ptipravkem Vargatef a dalsi
souvisejici naklady.

Aby bylo zajisténo, ze pacient, ktery se Gcastni
klinického hodnoceni ¢islo 1199.13, dostane
pozadovanou medikaci, dohodly se smluvni
strany na tom, Ze zadavatel, prostfednictvim
firmy PAREXEL uhradi zdravotnickému
zafizeni naklady odpovidajici cené piipravku
pro koncového uzivatele, ktera se vypocte
jako velkoobchodni cena plus distribu¢ni
marze plus DPH. Nahrada bude vyplacena po
obdrZeni fadné faktury a souvisejici podplrné
dokumentace.

Firma PAREXEL pftipravi detailni podklady
pro vystaveni faktury pted jakoukoliv platbou
zdravotnickému zafizeni a zajisti jejich
pfedani Oblastni nemocnici Pfibram a.s.
(ekonomicky odbor, e-mail: nebo
prostiednictvim ZkouSejici  vzdy Ix za
uplynulé ctvrtleti.

Vsechny ostatni podminky vySe uvedené smlouvy
zUstavaji beze zmény a pln¢ platné a u¢inné.

Podpisy
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Signatures

PAREXEL International Czech Republic, s.r.o.,
on behalf of Sponsor:

Name (Printed):MUDr.Michaela Ticha

Signature:

Date:

Institution

Name (Printed):MUDr.Stanislav Holobrada

Signature:

Date:

Principal Investigator
Name (Printed)MUDr.Elena Karasova

Signature:

Date:

PAREXEL International Czech Republic, s.r.o.,
jménem Zadavatele:

Jméno (Tiskacim): MUDr.Michaela Ticha

Podpis:

Datum:

Zdravotnické zarizeni

Jméno(Tiskacim): MUDr.Stanislav Holobrada

Podpis:

Datum:

Hlavni ZkousSejici
Jméno (Tiskacim) MUDr.Elena Karasova

Podpis:

Datum:
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