‘A regimen for the therapeutic managenent of a gonadal - st er oi@PE)endent

~condition i mal  Congbibwes sERiLfoRa BRarsireoen supPE@er eof by
_means of adntn’stration of a GhRH nfmaticgdA¥re® in an anount effective to

| R hi blmmAnbwal APPLICATION/PUBLISHED UNDER/THEWPATENT COOPERATION-TREATY (T Ng
t

[ oD e 'rii’aéeﬁf g%gq"’%{“ﬁ“znefhﬂ ] (40 et aplicsion SHER oo o V0L SO 1B
es! rad%‘*K 00 1% t o ﬂlorus; iHhefa ookt PUleat@PBEAP" | =P 156dBs.02.96

nt_of the gon er gl nnnn dent_condition_such as

divid d 1 t It
. alisglli"\'flé'%ﬁ’&aosgﬂ mm’ib&l nvol )\L/%Js ?I%s‘grglr(ﬁ% %&OM\& Qﬁﬂ%ﬁ&@ﬁgﬁggfq
pr ¢ ¢@thematiognl Elicg Dagnge t es8 J&nﬂ?&lp&/ﬁal reglnﬁeRU,di@s Sb BK.UASYRH-Eveapéas (8T..

BE, CH, DE, X, ES, FR, GB, GR, IE, IT, LU, MC, NL,
PT, SE), OAPI patent (BF, BJ, CF, CG, CI, CM, GA, GN,

(305 Priority Data: ML, MR, NE, SN, TD, TG), ARIPO patent (KE, MW, SD,
08/279,593 22 July 1994 (22.07.94) us 8Z, UG).
08/467,860 6 June 1995 (06.06.95) uUs

€6 4700676 -

Published
(71) Applicants: THE MEDIWLEGE OF N With international search report. _
ROADS [US/US]; 358 Mowbray Arch, Norfolk, 3507 - Before the expiration of the time limit for amending the

(US). ORTHO PHARMACEUTICAL C RATION | claims and to be republished in the event of the receipt of
[US/US]; U.S. Route 202, P.O. Box 300, Raritan, NJ amendments.
08869-0602 (US). .

(72) Inventors: HODGEN, Gary, D.; 619 Mowbray Arch, Norfolk, .
VA 23507 (US). PHILIPS, Audrey; c/o Gary D. Hodgen, RTﬂ )
619 Mowbray Arch, Norfolk, VA 23507 (US). . 1

(74) Agents: MEILMAN, Edward, A. et al.; Ostrolenk, Faber, Gerb

& Soffen, 1180 Avenue of the Americas, New York, NY
10036 (US).

(54) Title: ESTABLISHMENT OF TONIC OVARIAN ESTROGEN SECRETION FOR EXTENDED THERAPEUTIC REGIMENS
(57) Abstract '

A regimen for the therapeutic management of a gonadal-steroid dependent condition in a mammal constitutes reducing the estrogen
supply thereof by means of administration of a GnRH antagonist in an amount effective to inhibit proliferation of endometrial tissue
without substantially stopping the production of endogenous estrogen. A method of determining whether the reduced estrogen supply in an
individual is such that the concentration of estradiol has been suppressed.to an optimized level appropriate to the therapeutic management
of the gonadal-steroid dependent condition such as endometriosis in that individual by the administration of a GnRH antagonist at a given-
dosage level involves titering the dosage, e.g., by conducting a progesterone challenge test and optimal regimen doses of a GnRH antagonist.




