The present in{ention prob%g ;af r%t ht’)d of taatlthiSpresm 8

S\(/jm' ngs, or AIP@'DrFr s di mserm%ggﬁmwwcwww such £ N
g@dmini stering a selective estro recept dul at E
(a), | NEERNATIONAL APPRIGATRONAUB HaEl? HB’%E@O rﬁﬁ:ﬁﬁ'{bg n‘g’ﬁ@?‘g {'/YOQ’;B‘Héne

to

87
et y get hefr th the nitrogen atomto which they v/
arg at Pﬁéﬂgg”&?d’rﬁ?%%%?g?’?@. no, rr% Y43 Jaigrnativinil dulilicationdiDatet hy159ptolre0] 98I 110,98)

pl

Vinterhithai Pahi@iRsincaRA s R er 1] and RLAY faferndficRal Ipmﬂa@,nﬁﬁ,n,u y net WO 987452 /

I"I rl| no naenhbal i
{

o5 TOTITToT T IIU, of I1UI\ClIICLII_yI DII/III moO 11 llg

(21) Intereatlonal Application Number: -PCI‘/US98/O702€/ (81) Designated States: AL, AM, AT, AU, AZ, BA, BB, BG, BR,
, d Ve BY, CA, CH, CN, CU, CZ, DE, DK, EE, ES, Fl, GB, GE,
(22) International Filing Date: 7 April 1998 (07.04.9!3)/ GH, GM, GW, HU, ID, IL, IS, JP, KE, KG, KP, KR, KZ,

LC, LK, LR, LS, LT, LU, LV, MD, MG, MK, MN, MW,
MX, NO, NZ, PL, PT, RO, RU, SD, SE, S1, SK, SL,

(30) Priority Data: / TI, TM9 'I‘R» Tr» UA, UG: US) UZ, VN' Y ) zw) ARIPO
(’_D 60/043,117 9 April 1997 (09.04.97) Us / patent (GH, GM, KE, LS, MW, 8D, SZ, UG, ZW), Eurasian
patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), European
patent (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR,
(71) Applicant (for all designated States except US): ELI LILLY IE, IT, LU, MC, NL, PT, SE), OAPI patent (BF, BJ, CF,
AND COMPAN g{{US/US] Lilly Corporate Center, Indi- CG, CI, CM, GA, GN, ML, MR, NE, SN, TD, TG).
anapolis, IN 46285 (US)

(72) Inventors; and @ Published

(75) Inventors/Applicants (for US only): “BALES, Kelly, ReneeV With international search report.
[USAJS];, 6376 South 1000 East, Lloverdale, IN 46120 / Before the expiration of the time limit for amending the
(USY/BRYANT, Henry, Uhlman /USJ; 7840 Camel- claims and 1o be republished in the event of the receipt of
back Dyive, Indianapolis, IN 46250/(US} PAUL, Steven, / amendments.
Ma S/US); 1145 Laurelwbod, Carmel, IN 46032 (US).\

& KNADLER, Mary, Patricig/[US/US}); 6176 Apache Court, /
Indianapolis, IN 46254 (US). P D I m - COT D .4_0(,5 ? >3
(74) Agents: BOUDREAUX, William, R. et al; Eli Lilly and ‘ A1 317528
Company, Lilly Corporate Center, Indxanapohs, IN 46285 OPP e s a‘_ -
(US). A f'“i%l S
‘(\l ‘j\-.}‘ 5 o

‘(57) Abstract

(54) Title: TREATMENT OF CENTRAL NERVOUS SYSTEM DISORDERS WITH SELECTIVE ESTROGEN RECEPTOR MODU-

LATORS ‘/
R3
o N R
‘\ .
| ¢| | (a)
N o~ CI)

The present invention provides a method of treating depression, mood swings, or Alzheimer’s disease in a patient in need of such
treatment by administering a selective estrogen receptor modulating compound of formula (a), in which Rl and R? are independently
hydroxy and alkoxy of one to four carbon atoms; and R? and R* are independently methyl or ethyl, or R3 and R¥, taken together with

the nitrogen atom to which they are attached, form a pyrrolidino, methyl-pyrrolidino, dimethylpyrmrolidino, piperidino, morpholino, or
hexamethyleneimino ring.
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