wO 2006/033006 A3 |10 0 VOO0 R O

The invention generally relates to use of
8-fluoro-2{4-[ (et hyl am no) net hyl ] phenyl }-1, 3,4,5-tetr
ahydr o- 6H azepi no[ 5, 4, 3-cd] i ndol - 6-one represented by

(12-ONTERNATIONA L SBPLACATINGNRISEMSHED| UNDER THER PAEINTAOORERATION TREATY (PCT)

efficacy of cytotoxic drugsss

(19) WoRd ®RitiieQDal Prépeiifl©FsaRiRatio .
8- f | uérfnidma Burfaa et hyl ami
r ahydr o- 6H azepi no[ 5, 4, 3-%
(43) International Publication Date
30 March 2006 (30.03.2006)

radi ot herapy. This

0T s

<ar ) - 6-
ggngdol - 6- one,

or
(10) International Publication Number

WO 2006/033006 A3

(51) International Patent Classification:

AG6IK 31/55 (2006.01) AGIK 31/704 (2006.01)
AGIK 31/4188 (2006.01)  A61K 31/513 (2006.01)
AGIK 31/4745 (2006.01)  A6IK 31/519 (2006.01)
AGIK 33/24 (2006.01) AG6IP 35/00 (2006.01)

AG6IK 31/282 (2006.01)

(21) International Application Number:
PCT/IB2005/002900

(22) International Filing Date:
9 September 2005 (09.09.2005)

English
English

(25) Filing Language:
(26) Publication Language:

(30) Priority Data:
60/612,458 22 September 2004 (22.09.2004) US
60/683,006 19 May 2005 (19.05.2005) US

(71) Applicants (for all designated States except US): PFIZER
INC., [US/US]; 235 East 42nd Street, New York, NY
10017 (US). CANCER RESEARCH TECHNOLOGY
LTD. [GB/GB]; Sardinia House, Sardinia Street, London,
WC2A 3NL (GB).

(72) Inventors; and
(75) Inventors/Applicants (for US only): STEINFELDT,
Heidi, Marie [US/US]; Agouron Pharmaceuticals, Inc.,
A Pfizer Company, 10777 Science Center Drive, San
Diego, CA 92121 (US). BORITZKI, Theodore, James
[US/US]; Agouron Pharmaceuticals, Inc., A Pfizer Com-
pany, 10777 Science Center Drive, San Diego, CA 92121
(US). CALVERT, Alan, Hilary [GB/GB]; Beech House,
Burn Road, Blaydon-on-Tyne, Tyne and Wear, NE21
6JR (GB). CURTIN, Nicola, Jane [GB/GB]; Vale View,
Stirling Avenue, Rowlands Gill, Tyne-and-Wear NE39
1PU (GB). DEWJ]I, Mohamed, Raza [GB/GB]; Pfizer
Global Research and Development, Ramsgate Road, Sand-
wich, Kent CT13 9NJ (GB). HOSTOMSKY, Zdenek
[US/US]; Agouron Pharmaceuticals, Inc., A Pfizer Com-
pany, 10777 Science Center Drive, San Diego, CA 92121
(US). JONES, Christopher [GB/GB]; 26 Chollerford
Close, Newcastle, NE3 4RN (GB). KAUFMAN, Rhonda
[US/US]; Pfizer Global Research and Development, East-
ern Point Road, Groton, CT 06340 (US). KLAMERUS,
Karen, J. [US/US]; Agouron Pharmaceuticals, Inc., A
Pfizer Company, 10777 Science Center Drive, San Diego,

[Continued on next page]

(54) Title: THERAPEUTIC COMBINATIONS COMPRISING POLY(ADP-RIBOSE) POLYMERASES INHIBITOR

Median RTV

Day

—e— Control

—O— Compound of Formula 1 10 mg/kg daily x5

—&— Temozolomide 68 mg/kg daily x5

==fe= Temozolomide 68 mg/kg + Compound of Formula 1 0.1 mg/kg daily x5
-=%- Temozolomide 68 mg/kg Compound of Formula 1 1.0 mg/kg daily x5
~=¢== Temozolomide 68 mg/kg Compound of Formula 1 10 mg/kg daily x5

(57) Abstract: The  invention  generally
relates to use of 8-fluoro-2{4-[(methy-
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dro-6H-azepino[5,4,3-cd]indol-6-one represented
by Formula (1) as a chemosensitizer that enhances
the efficacy of cytotoxic drugs or radiother-
apy. This invention provides pharmaceutical
combinations of 8-fluoro-2-{4-[(methy-
lamino)methyl]phenyl }-1,3,4,5-tetrahy-

dro-6H-azepino[5,4,3-cd]indol-6-one, or a
pharmaceutically acceptable salt thereof and at least
one additional therapeutic agent, kits containing such
combinations and methods of using such combinations
to treat subjects suffering from diseases such as cancer.
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