A NOVEL
NOXY) - 2-
pr esent
f or m of

CRYSTALLI NE FORM OF 6- HYDROX\&%»(
EN

(4- METHOXYPHENYL) BENZJ b] THI
invention is directed to a noyel
6- hydr oxy- 3- (4-[ 2- (pi peri di m

53p

%n(‘)g{_a% vat ed,

2- PERI DI N- 1 &m\ PHE-
LCRlDEﬂ “ us crygfal

*162162*

yl ) et hoxy] {RHeMERNAIIORA L 4PIEd ATe0tyiReRIED DeneraiHEPATENT[COOPER ATYEN TRERTO®PCTIE and

uses for

estrogen deprivation including cardi ove

ost eopor

S~

2/034741 A3

sane,

0@ 9)WorRN&lelieéttil Piopdr610 rginizatioh e rg

International Bureau

{43) International Publication Date

I ncl udi ng inhibition of disease states
| ar

associated wth
hyperTipi dem a, and

di sease,

(10) International Publication Number

2 May 2002 (02.05.2002) PCT WO 02/034741 A3
(51) International Patent Classification”>  CO07D 333/64, Douglas [US/US]; 208 Jennings Street, West Lafayette,
AG1K 31/445, A61P 35/00 IN 47906 (US).
(21) International Application Number: PCT/US01/27773 (74) Agents: VOY, Gilbert, T. et al.; ELI LILLY AND COM-

(22) International Filing Date: 18 October 2001 (18.10.2001)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:

60/242,252 20 October 2000 (20.10.2000) US

(71) Applicant (for all designated States except US): ELI
LILLY AND COMPANY [US/US]; Lilly Corporate
Center, Indianapolis, IN 46285 (US).

(72) Inventor; and

(75) Inventor/Applicant (for US only): LUKE, Wayne,

@n

)

PANY, Lilly Corporate Center, Indianapolis, IN 46285
(US).

Designated States (national): AE, AG, AL, AM, AT (util-
ity model), AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA,
CH, CN, CO, CR, CU, CZ (utility model), CZ, DE (util-
ity model), DE, DK (utility model), DK, DM, DZ, EC, EE
(utility model), EE, ES, FI (uility model), FI, GB, GD, GE,
GH, GM, HR, HU, ID, IL,, IN, IS, JP, KE, KG, KP, KR, KZ,
LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN,
MW, MX, MZ, NO, NZ, PH, PL, PT, RO, RU, SD, SE, SG,
SI, SK (utility model), SK, SL, TJ, TM, TR, TT, TZ, UA,
UG, US, UZ, VN, YU, ZA, ZW.

Designated States (regional): ARIPO patent (GH, GM,
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW), Eurasian
patent (AM, AZ, BY, KG, KZ, MD, RU, T}, TM), European
patent (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE,

[Continued on next page]

(54) Title: A NOVEL CRYSTALLINE FORM OF 6-HYDROXY-3-(4-[2-(PIPERIDIN-1-YL)ETHOXY]PHE-
NOXY)-2-(4-METHOXYPHENYL)BENZO[b]JTHIOPHENE HYDROCHLORIDE
2-Theta Scale
(/2]
Q.
Q
0
4 10 20 30
2-Theta Scale

(57) Abstract: The present invention is directed to a novel, non-solvated, anhydrous crystal form of 6-hydroxy-3-(4-[2-(piperidin-1-
yDethoxy]-phenoxy)-2-(4-methoxyphenyl)benzo[b]thiophene hydrochloride and uses for same, including inhibition of disease states
associated with estrogen deprivation including cardiovascular disease, hyperlipidemia, and osteoporosis; and inhibition of other
pathological conditions such as endometriosis, uterine fibrosis, estrogen-dependent cancer (including breast and uterine cancer),
prostate cancer, benign prostatic hyperplasia, CNS disorders including Alzheimer’s disease, prevention of breast cancer, and up-reg-

ulating ChAT.

MGANAR

*ACTION*




pat hol ogi cal conditions such as endonetriosis, uterine fibrosis
estrogen-dependent cancer (including breast and uterine cancer)1 prostate
cancer, benign prostatic hyperplasia, CNS disorders including Al zhei mer’ s
di sease, prevention of breast cancer, and up-reg- ulating ChAT.

WO 02/034741 A3

IT, LU, MC, NL, PT, SE, TR), OAPIL patent (BF, BJ, CF. DK, ES, FI, FR, GB. GR, IE. IT, LU, MC, NL, PT, SE, TR),
CG, Cl, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, OAPI patent (BF, BJ, CF, CG, CI, CM, GA, GN, GO, GW,
TG). ML, MR, NE, SN, TD, TG)
—  as to the applicant’s entitlement to claim the priority of the
Declarations under Rule 4.17: earlier application (Rule 4.17(iti)) for all designations

—  as to applicant’s entitlement to apply for and be granted
a patent (Rule 4.17(ii)} for the following designations AE,  puplished:
AG, AL, AM, AT, AU. AZ, BA, BB, BG, BR, BY, BZ, CA, CH,
CN. CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, ES. Fl,
GB. GD. GE, GH, GM, HR, HU. ID, IL, IN, IS, JP. KE, KG, o . .
KP KR KZ LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, (88) Date of publication of the international search report:
MN, MW, MX. MZ, NO, NZ. PH, PL, PT. RO, RU. SD, SE, 3 January 2003
SG, SI. SK, SL, TJ, TM, TR, TT, TZ, UA, UG, UZ, VN, YU,
7A, ZW, ARIPO patent (GH, GM, KE, 1S, MW, MZ, SD, SI., For two-letter codes and other ahbreviations, refer to the "Guid-
SZ TZ UG, ZW), Eurasian patent (AM, AZ, BY, KG, KZ,  ance Notes on Codes and Abbreviations" appearing at the begin-
MD, RU, TJ, TM), European patent (AT, BE, CH, CY. DE,  ning of each regular issue of the PCT Gazette.

—  with international search report



