wO 2007/146716 A2 |00 0 00O P

Pol yror phi ¢ forns of

N-hydroxy-3-[4-[[[2-(2-nmethyl -1H i ndol -3-yl)ethyl]amn
o] met hyl ] phenyl ] - 2E- 2- pr openani de free
(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Organization | o
International Bureau

(43) International Publication Date
21 December 2007 (21.12.2007)

) IO O 0 OO O

(10) International Publication Number

WO 2007/146716 A2

(51) International Patent Classification: Not classified

(21) International Application Number:
PCT/US2007/070561

(22) International Filing Date: 7 June 2007 (07.06.2007)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:
60/804,517
60/883,224

12 June 2006 (12.06.2006)
3 January 2007 (03.01.2007)

Us
Us

(71) Applicant (for all designated States except US): NOVAR-
TIS AG [CH/CH]; Lichtstrasse 35, CH-4056 Basel (CH).

(71) Applicant (for AT only): NOVARTIS PHARMA GmbH
[AT/AT]; Brunner Strasse 59, A-1230 Vienna (AT).

(72) Inventors; and

(75) Inventors/Applicants (for US only): ACEMOGLU, Mu-
rat [CH/CH]; Grellingerstrasse 53, CH-4052 Basel (CH).
BAJWA, Joginder S. [US/US]; 50 Linwood Avenue, Elm-
wood Park, New Jersey 07407 (US). KARPINSKI, Pi-
otr [US/US]; 25 Terrace Parkway, Lincoln Park, New Jer-
sey 07035 (US). PAPOUTSAKIS, Dimitris [GR/US]; 8

(74)

(81)

(34)

Musket Drive, Acton, Massachusetts 01720 (US). SLADE,
Joel [US/US]; 14 Theresa Drive, Flanders, New Jersey
07836 (US). STOWASSER, Frank [DE/DE]; Wieladinger
Strasse 3, D-79730 Murg (DE).

Agent: JACKSON, Oona A.; Novartis, Corporate In-
tellectual Property, One Health Plaza Bldg. 104, East
Hanover, NJ 07936-1080 (US).

Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ, CA, CH,
CN, CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, EE, EG,
ES, FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, 1L,
IN, IS, JP, KE, KG, KM, KN, KP, KR, KZ, LA, LC, LK,
LR, LS, LT, LU, LY, MA, MD, ME, MG, MK, MN, MW,
MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PG, PH, PL,
PT, RO, RS, RU, SC, SD, SE, SG, SK, SL, SM, SV, SY,
TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA,
M, ZW.

Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB, GR, HU, IE, IS, IT, LT, LU, LV, MC, MT, NL, PL,
PT, RO, SE, SI, SK, TR), OAPI (BF, BJ, CF, CG, CI, CM,
GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG).

[Continued on next page]

(54) Title: POLYMORPHS

OF

N-HYDROXY-3-[4-[[[2-(2-METHYL-1H-IN-

DOL-3-YL)ETHYL]JAMINO|METHYL]PHENYL]-2E-2-PROPENAMIDE

cps 1
11666

11000.]
10333 ’
9666_|
-9ooojN\“*%whu.w,"__Mﬂle*JL]\_“_kﬂn_/
8333 '
7666_
7000]
6333

5666
5000_]

i
4333 ]
3666
3°°°—-w

2333
1666
1000

333

|
L

‘ free base mon oh ydrate, modifiacation HB

free base monohydrate, modification HA

ree base, modification C

free base, modification B

free base, modification A

T T T ¥

T T
8.0 11.0 14.0

(57) Abstract:

{
1
‘ i A
LS R Bt B B S m
17.0 20.0. 23.0

namide free base and salts thereof are prepared by various processes.

T T T T T T T I T T ™ l T
26.0 29,0  32.0 38.0
Deg.

T
35.0

Polymorphic forms of N-hydroxy-3-[4-[[[2-(2-methyl-1H-indol-3-yl)ethyl]amino]methyl]phenyl]-2E-2-prope-



base and salts thereof are prepared by various
processes.
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