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tissue, chronic pelvic pain and fallopian tube obstruction by short term induction treatment with an LH-RH antagonist for 4 to 12
weeks, According to another aspect of the present invention, the short term LH-RH treatment is followed by the combined or separate

- administration of one or more active agents selected from the group consisting of a contraceptive, preferably an oral contraceptive,

=

a non-steroidal anti-rheumatic agent, an analgetic, an androgen other than a 17-alpha-alkyl substituted testosterone or any combina-
tions thereof, According to a further aspect of the present invention a pharmaceutical composition comprising an LHRH antagonist
and one or more active agents selected from the group consisting of a contraceptive, preferably an oral contraceptive, a non-steroidal
anti-theurnatic agent, an analgetic, an androgen other than a 17-alpha-alkyl substituted testosterone or any combinations thereof are
provided.
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Method for the therapeutic management of extrauterine proliferation of

endometrial tissue, chronic pelvic pain and fallopian tube obstruction

Field of invention

Endometriosis is one of the most frequently encountered pathologies diagnosed
amongst gynecological patients. For example, between 10% and 25% of women
presenting with gynecological symptoms in UK and in the USA are affected. Clinical
diagnosis is made usually by laparoscopic observation of hemorrhagic or fibrotic foci
on the pelvic organs. The ectopic endometrial tissue responds to ovarian hormones
undergoing cyclic changes. The cyclical bleeding from the endometric deposit
contributes to a local inflammatory reaction. Endometriosis commonly affects women
during their childbearing years with an incidence of at least 1% (see Shaw, R.W.
(1993), An Atlas of Endometriosis. The Parthenon Publishing Group).

Endometriosis is wusually classified into endometriosis (genitalis) interna

(adenomyaosis), endometriosis genitalis externa and endometriosis extragenitalis.

Chronic pelvic pain may occur either in refation to endometriosis or as an
independent disease.

Fallopian tube aobstruction (FTO) is a relatively common disease and may account to
for up to 20 % of cases of tubal infertility (see Winfiefd, A.C. et al., Apparent cornual
occlusion in hysterosalpingography: Reversal by glucagon. AJR Am J Roentgeno!
1982; 139: 525 - 527},

Background information and Prior Art

Sampson suggested that menstrual regurgitation and subsequent implantation of

endometrial tissue on the peritoneal face results in endometriosis [Sampson, J.A.

CONFIRMATION COPY
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(1927), Peritoneal endometriosis due to menstrual dissemination of the endometrial
tissue into the peritoneal cavitiy. Am. J. Obstet. Gynecol., 14, 422.]
Several aetiologic factors may be involved in the pathogenesis of endometriosis :

Dmowski et. al. suggested that genetic and immunological factors lead to
endometriosis [Dmowski, W.P., Steele, RW. and Baker, G.F. (1981). Deficient
cellular immunity in endometriosis. Am. J. Obstet. Gynecol., 141, 377]

Vascular and lymphatic embolization to distant sites has been demonstrated and
explains the (rare) finding of endometriosis outside the peritoneal cavity, e.g. skin,
fung, kidney.

Cells lining the Mullerian duct arise from primitive cells which differentiate into
peritoneal cells and the cells on the surface of the ovaries. It is proposed that these
adult cells undergo de-differentiation back to their primitive origin and then transform
into endometriat cells [ Levander, G. (1941), Bone formation by induction. An
experimental study. Arch. Klin. Chir., 202, 497]

Dysmenorrhea, acute or chronic pelvic pain, dyspareunia, and infertility perform the

most frequent clinical symptoms reported.

FTO represents a heterogenous group of underiying pathology, prefiminary intrinsic
occlusion or extrinsic compression from estrogen—sensitive disorders, such as
endometriosis, adenomyosis, endosalpingiosis, and myomata. FTO is frequently

diagnosed by hysterosalpingography, besides laparascopy.

First choice of treatment comprises laparoscopic removal of endometric lesions.
This procedure may be followed by the treatment with Danazol or LHRH agonist (for
a period of six months). Women being treated with Danazol might experience
gastrointestinal and hepatic disorders as well as severe androgenic side effects.

It was also proposed from a theoretical viewpoint for treatment of endometriosis
and uterine myoma to use the immediate suppression by administration of a LHRH
antagonist to reducing the duration of treatment and faster improvement of
subjective symtoms [Th. Reissmann et al. Human Reproduction vol. 10 No. 8
pp.1974-1981,(1995)]
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Further Hodgen teaches in the US Patent 5,658,884 a regime for therapeutic
management of a gonada! dependent condition by reducing the estrogen supply by
means of long-term administration of an GnRH antagonist for 6 months or longer in
an amount effective to inhibit proliferation of endometrial tissue without substantially
stopping the production of endogenous estrogen. For this purpose, Hodgen teaches
such a regimen or dose of GnRH antagonist to achieve a 24 hour serum estradiol
level in the range of about 25 to 50 and preferably about 35 to 45 pg/ml. However,
Hodgen does not describe estradiol serum ievels oscillating between 50 pg/ml and
75 pg/ml. Moreover, Hodgen only teaches in the US Patent 5,658,884 a continuous
long-term treatment {(on a daily or periodic basis, the lalter meaning a weekly or
monthly administration) but not a short-term induction treatment for only 4 to 12
weeks. Hodgen alsc does not describe any combination therapy comprising the
GnRH antagonist in the treatment of endometrosis. The treatment is only described
on monkeys and also includes the performance of a costly and repeated

praogesterone challenge test to provide an 24 hour average serum estradiol level of
30 to 50 pg/ml.

As a consequence of the flare-up effect of LHRH-agonistic therapy an
exacerbation of symptoms might occur during some days. Following prolonged
treatment which is required to avoid the re-proliferation of endometric tissue

hormonal withdrawal symptoms as well as demineralization of bones occur.

Therefore, effective drug therapy should immediately reduce the residual
extrauterine endometrial tissue present after laparoscopic surgery. Duration of
therapy should be only 4 to 12 weeks without the occurrence of any major hormonal

withdrawal symptoms or ovarian cyst formation.
LHRH antagonists exert an immediate onset of hormonal suppression, and therefore
benign gynecological tumors, such as uterine fibroids decrease within short time

{Human Reproduction 1998, 13 ]

Object of the Invention
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The present invention relates to the improvement of the medical treatment of
extrauterine proliferation of endometrial tissue, i. e. the administration of LHRH
antagonists in patients with clinical symptoms of endometriosis, the improvement
consisting of
immediate reduction of ectopic endometrial tissue
immediate cessation of symptoms, e.g. severe pain, chronic pelvic pain and
dysmenorrhea
prevention of any progress of the disease
avoidance of hormonal withdrawal symptoms
prevention of ovarian cyst formation, demineralization of bones as well as of
gastrointestinal or hepatic disorders.

The inventive medical therapy can start in the early to mid follicular phase,
preferably on cycle day one to three. During the treatment the estradiol serum
concentration levels are kept between 35 pg/ml and 80 pg/ml, preferably between
about 45-75 pg/ml, more preferably between about 50-75 pg/ml. The LHRH
antagonist is administered only for 4 to 12 weeks (short-term induction treatment),
either by daily, weekly or monthly administration. Following the short-term induction
treatment, the administration of a contraceptive, a non-steroidal anti-rheumatic, an
analgetic, an androgen other than 17-alpha-alkyl substituted testosterone or any

combinations thereof is provided according to the present invention.

Summary of the Invention

In the treatment of extrauterine endometrial tissue with an LHRH antagonist,
therapy is started on menstrual cycle day one to three. Before starting LHRH-
antagonist therapy the diagnosis is performed by laparoscopy.

In cases of severe pain, LHRH antagonist therapy might be initiated without prior

laparascopy.

Therapy will continue untit clinical symptomatology has resolved and no proliferation
of the endometrium is seen. Due to the immediate onset of suppression of the

gonadotropins tH and FSH as well of sex steroids estradiol and progesterone no
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further proliferation of the endometrium occurs. Benign tumors or other sex steroid
dependent {esions, like endometriosis decrease within four to twelve weeks of

therapy. Due to the lack of flare-up no ovarian cysts develop.

Furthermore, no hormonal withdrawal symptoms are seen as the estradiol values are
kept in the range of the early follicular phase of 35 to 80 pg/ml, preferably between
about 45-75 pg/mi, more preferably between about 50-75 pg/mi without further
increase or decrease. No titering of the dosage of the LHRH antagonist | e.g. by

conducting a costly progesterone challenge  test, IS  necessary.

The method of therapeutic management of extrauterine proliferation of endometrial
tissue the improvement according to the invention therefore embraces:

immediate reduction of ectopic endometrial tissue

prevention of any progress of the disease

avoidance of hormonal withdrawal symptoms

prevention of ovarian cyst formation, demineralization of bones as well as of
gastrointestinal or hepatic disorders

start of medical therapy on cycle day one to three and maintenance of estradiol
levels at values of the early follicular phase throughout the entire duration of
treatment by means of administration of a LHRH antagonist wherein the antagonist
is preferabely cetrorelix, teverelix, ganirelix, antide or abarelix. The antagonist can
also be the LHRH antagonist D-63153 (Ac-D-Nal-D-pCI-Phe-D-Pal-Ser-N-Me-Tyr-D-
Hci-Nle-Arg-Pro-D-Ala-NH2) as described in the German Patent Application No. 199
11 771.3 filed on March 11, 1999.

The LHRH antagonist may be given for 4 to 12 weeks in a weekly dose of 3 to 10 mg

per week or for 4 to 12 weeks in a daily dose of 0.25 mg to 0.5 mg/day.

It is also possibie to give the LHRH antagonist 4 to 12 weeks in a monthly dose of

12 to 40 mg per month.

In a repeat therapeutic treatment the LHRH antagonist is given for 4 to 12 weeks

and the freatment is repeated two or three times a year, whereby a repeated
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treatment does not following directly after a short-term induction treatment. Usually a
period of time of weeks or months, where no LHRH antagonist is administered, is
between the end of the short-term induction treatment and the start of the repeat

treatment.

To demonstrate the feasibility to maintain a low estradiol secretion under adjusted
LHRH- antagonist treatment so that a therapeutic suppression occurs without
withdrawal symtoms nine patients with confirmed endometriosis were treated with 3
mg of Cetrorelix acetate s.c. by weekly administration for 8 weeks. While patients
compliance was excellent avoiding any hot flushes or other withdrawal symptoms
and without any progress of the disease confimed by 2 ™ look laparascopy the mean
estradiol serum concentrations oscillated between 37 pg/ml and 64 pg/ml, preferably
between 45-75 pg/mi, more preferably between about 50-75 pg/ml. Histological
biopsies showed no proliferation of the endometrium at the end of treatment. No

ovarian cyst formation occurred.

The figure 1 shows the continuous estradiol suppression to values of the early
follicular phase (range of 35 pg/mi to 80 pg/ml|, preferably between 45-75 pg/m|,
more preferably between about 50-75 pg/ml) obtained in patients with endometriosis
by a weekiy dose of 3 mg of Cetroretlix (LHRH antagonist) for 8 weeks. Immediate
and continuous suppression of estradiol levels is obtained without any signs of
estradiol withdrawal symptoms and without proliferation of the endometrium at the

end of treatment,

Fig. 2 shows estradiol serum levels after administration of cetrorelix at a weekly dose
of 1 mg resp. 3 mg once per week. The estradiol serum levels are between about 35-
80 pg/mi, preferably between about 45-75 pg/mi, more preferably between about 50-
75 pg/ml.

The endometriosis patient with distinctive symptomatic pain is suffering from a
chronic disease. Surgical methods in sense of curative therapy as well as medicinal

treatment to suppress the sexual steroid secretion of the patient often result only in a




10

15

20

25

30

WO 01/21194 ' 7 PCT/EP00/09212

temparary improvement. The relapse rate of the discomforts is very high and about

70% within 5 years after finishing therapy (Schweppe, 1999).

At the same time the radical surgical therapy and the suppression of the estrogen
secretion leads to considerable side effects. The radical surgical therapy in sense of
hysterectomy with bilateral adnexectomy is no adequate therapy for the younger,
premenopausal woman. The chronical lack of estrogen leads to the following
vegetative symptoms: hot fiashes, sweating, dryness of the vagina, depressive
feelings and also holds the risk of osteoporosis. The alternative therapy with the
synthetic steroidal compound Danazol may cause virilizing symptoms because of the

androgenic effect.

Aim of the medicinal therapy of patients with endometriosis with symptomatic pain is
to abtain a treatment without side effects, especially avoiding the negative effects of
estrogen suppression and which is long-lasting after finishing therapy. The specific
pharmacological mode of action of LHRH antagonists allows new possibilities for

tfreatment of endometriosis.

The weekly administration of an adequate dose of an LHRH antagonist, e.g. 3 mg
Cetrotide® s.c./ per week over a period of eight weeks leads to a controlled
suppression of estrogen secretion so that serum concentrations between about 35
pg/ml| and about 80 pg/mi, preferably between about 45-75 pg/ml, more preferably
between about 50-75 pg/mt are obtained. In this serum concentration range no
vegetative symptoms arise. Also the development of osteoporosis can be avoided.
The symptomatic pain will be effectively suppressed in all stages of the disease
(rAFS | = V). In the stages rAFS | — Il a clinical regressicn of the disease in sense of

decrease of the impiantation area is noticed (Felberbaum et. al., 2000).

In a preferred embodiment of this invention, after this treatment period of eight to
twelve weeks the patient could take a contraceptive, preferably an oral
contraceptive, preferably with gestagen components, unless there is a wish for

pregnancy. In this connection combinations with Lynestronol 2 mg with 0,04 mg
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Ethinylestradiol or 2,5mg Lynestrenol with 0,05 mg of Ethinylestradiol (e.g.

Yermonil®, Lyn-ratiopharm-Sequenz®) have to be mentioned.

A combination therapy with androgens other than 17-alpha-alkyl substituted
testosterones such as danazol may also be applied subsequently to the short-term
induction regimen with the LHRH antagonist either alone or in combination with non-
steroidal anti-rheumatics and/or analgetics. An example for a suitable androgene is

halotestin™ (fluoximesterone).

The treatment with a contraceptive, preferably an oral contraceptive, preferably
containing gestagens, should be individually continued until typical pain sensation
occurs. In this stage the patient will have relatively small menstrual bieeding as an
effect of the gestagen component of this contraceptive, preferably oral contraceptive.
For covering also the especially critical pre-menstrual and menstrual days with
regard to pain sensation in this phase a concomitant medication with appropriate
non-stercidal anti-rheumatic drugs, e.g. diclophenac, ibuprofen, indometeacin,
oxicam derivates or acetylsalicylic acid may be given. Also an analgetic such as

flupirtinmaleat (Katadolon®) can be administered.

If further pain symptoms occur during this combination therapy with gestagenic
contraceptives, preferably oral contraceptives, a daily, weekly or monthly therapy
with the adequate dose of an LHRH antagonist as described above may be
repeated. Detailed information on the respective treatment options are given below.
If the patient is absolutely free of pain treatment can be changed to gestagenic
contraceptive, preferably oral contraceptive,s in combination with concomitant

medication of appropriate non-steroid anti-rheumatic drugs or analgetics.

This therapy using the intermittent administration of an LHRH antagonist leads to a
new and innovative uniimited treatment without side effects and lowers treatment

burden for the patient significantly.
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Pharmaceutical Formulations Suitable for Treatment

Pharmaceutical formulations of the LHRH antagonist suitable for the therapeutic
management of extrauterine proliferation of endometrial tissue, chronic pelvic pain

and fallopian tube obstruction may be for example

a) acetate sait formuiations in the concentration of 1 mg/1 ml or fower where the

powder may be dissolved in Water for Injection (Wfl) or in Gluconic Acid (GA);

b) acetate salt formulations in the concentration of 1.5 mg/1 mi to 5.0 mg /1 mi,
preferably 2.5 mg/1 ml where the powder may be dissolved in Water for Injection
(WFI) or in Gluconic Acid (GA);

c) pamoate salt formulations in the concentration of 10 mg/1 ml to 30 mg/1 ml,
preferably 15 mg/1 ml where the lyophylisate powder may be dissolved in
Gluconic Acid (GA) or in Water for injection (WHfl.

According to one aspect of the present invention in the method of therapeutic
management of extrauterine proliferation of endometrial tissue, chrenic pelvic pain
andfor fallopian tube obstruction (FTQ), the Iimprovement consisting of
administration of an LHRH antagonist in the form of a shori-term induction treatment
for a period of about 4 1o 12 weeks to a patient in need of such treatment, whereby

subsequently the administration of the LHRH antagonist is ceased, is provided.

The duration of the short term induction treatment is about 4 to about 12 weeks, that
means that the treatment can be between about 28 to about 84 days or from about

one to about three months.

According to another aspect of the present invention in a method as mentioned
above the improvement is provided, wherein the LHRH antagonist is administered

such that the estrogen serum concentration level is between about 35 pg/ml and
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about 80 pg/ml, preferably between about 45-75 pgfml, more preferably about 50-75
pg/mi.

According to another aspect of the present invention in a method as mentioned
above the improvement is provided, characterized in that the short-term induction
treatment with the LHRH antagonist is followed by administration of a contraceptive,
preferably an oral contraceptive.

According to another aspect of the present invention in a method as mentioned
above the improvement is provided, characterized in that the short-term induction

treatment with the L HRH antagonist is followed by administration of a non-steroidal

anti-rheumatic agent.

According to another aspect of the present invention in a method as mentioned
above the improvement is provided, characterized in that the short-term induction

treatment with the LHRH antagonist is followed by administration of an analgetic.

According to another aspect of the present invention in a method as mentioned
above the improvement is provided, characterized in that the short-term induction
treatment with the LHRH antagonist is followed by administration of an androgen

other than a 17-alpha-alkyl substituted testosterone.

According to another aspect of the present invention in a method as mentioned
above the improvement is provided, characterized in that the short-term induction
treatment with the LHRH antagonist is followed by the combined or separate
administration of one or more active agents selected from the group consisting of a
contraceptive, preferably an oral contraceptive, a non-steroidal anti-rheumatic agent,
an analgetic, an androgen other than a 17-alpha-alkyl substituted testosterone or

any combinations thereof.

According to another aspect of the present invention in a method as mentioned

above the improvement is provided, characterized in that the LHRH antagonist is
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administered starting in the early to mid follicular phase, preferably on cycle day one

to three.

According to another aspect of the present invention in a method as mentioned
above the improvement is provided, characterized in that the LHRH antagonist is
selected from the group consisting of cetrorelix, teverelix, ganirelix, antide, abarelix
and D-63153.

According to ancther aspect of the present invention in a method as mentioned
above the improvement is provided, characterized in that the LHRH antagonist is
administered during the short-term induction treatment for 4 to 12 weeks at a weekly
dose of 3 to 10 mg per week.

According to another aspect of the present invention in a method as mentioned
above the improvement is provided, characterized in that the LHRH antagonist is
administered during the short-term induction treatment for 4 to 12 weeks at a daily

dose of 0.25 mg to 0.5 mg/day.

According to another aspect of the present invention in a methed as mentioned
above the improvement is provided, characterized in that the LHRH antagonist is
administered during the short-term induction treatment for 4 to 12 weeks at a

monthly dose of 12 to 40 mg per month.

According to another aspect of the present invention in a method as mentioned
above the improvement is provided, characterized in that the LHRH antagonist is
given for the induction treatment during 4 to 12 weeks and the treatment is repeated

two or three times a year.

According to a further aspect of the present invention a pharmaceutical composition
for treating extrauterine proliferation of endometrial tissue, chronic pelvic pain and/or
fallopian tube obstruction (FTO) comprising an LHRH antagonist and optionally one
or more agents selected from the group consisting of a contraceptive, preferably an

oral contraceptive, a non-steroida!l anti-rheumatic agent, an analgetic agent, an
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androgen agent ofher than a 17-alpha-alkyl substituted testosterone or any
combinations thereof, optionally together with pharmaceutically acceptable
excipients, whereby the LH-RH antagonist is administered to a patient in need
thereof in a short term induction treatment for a period of about 4 to 12 weeks, then
the administration of the LH-RH antagonist is ceased and optionally the one or more
agents selected from the group consisting of a contraceptive, preferably an oral
contraceptive, a non-steroidal anti-rheumatic agent, an analgetic, an androgen other
than a 17-alpha-alkyl substituted testosterone or any combinations thereof are

administered together or separately to the patient is provided.

Suitable excipients and dosage forms are for example described by K.H. Bauer, K.-
H. Frémming and C. Fihrer, Lehrbuch der Pharmazeutischen Technologie, 6"
edition, Stuttgart 1989, pages 163-186 (excipients) and pages 227-386 (dosage
forms), including the references as cited therein.

The LH-RH antagonist can be administered for example sucutaneous (s.c.),
intramuscular (i.m.) or inhalative. The agents selected from the group consisting of a
contraceptive, preferably an oral contraceptive, a non-steroidal anti-rheumatic agent,
an analgetic, an androgen other than a 17-alpha-alky! substituted testosterone or
any combinations thereof can be administered as known in the art (see for example

the German, European or U.S. pharmacopoeia), preferably oral or inhalative.

According to another aspect of the present invention, a pharmaceutical composition
as mentioned above is provided wherein the LHRH antagonist is administered such
that the estrogen serum concentration level is between about 35 pg/ml and about 80

pg/ml, preferably between about 45-75 pg/ml, more preferably about 50-75 pg/ml.

According to another aspect of the present invention, a pharmaceutical composition
as mentioned above is provided wherein the short-term induction treatment with the
LHRH antagonist is followed by administration of a contraceptive, preferably an oral

contraceptive.
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According to another aspect of the present invention, a pharmaceutical composition
as mentioned above Is provided wherein the short-term induction treatment with the
LHRH antagonist is followed by administration of a non-stercidal anti-rheumatic
agent.

According to another aspect of the present invention, a pharmaceutical composition
as mentioned above is provided wherein the short-term induction treatment with the

LHRH antagonist is followed by administration of an analgetic.

According to another aspect of the present invention, a pharmaceutical composition
as menticned above is provided wherein the short-term induction treatment with the
LHRH antagonist is foliowed by administration of an androgen other than a 17-

alpha-alky! substituted testosterone.

According to ancther aspect of the present invention, a pharmaceutical composition
as mentioned above is provided wherein the short-term induction treatment with the
LHRH antagonist is followed by the combined or separate administration of one or
more active agents selected from the group consisting of a contraceptive, preferably
an oral contraceptive, a non-steroidal anti-rheumatic agent, an analgetic, an
androgen other than a 17-alpha-alkyl substituted testosterone or any combinations

thereof.

According to another aspect of the present invention, a pharmaceutical composition
as mentioned above is provided wherein the LHRH antagonist is administered

starting in the early to mid follicular phase, preferably on cycle day one to three.

According to another aspect of the present invention, a pharmaceutical composition
as mentioned above is provided wherein the LHRH antagonist is selected from the

group consisting of cetrorelix, teverelix, ganirelix, antide, abarelix and D-63153.

According to another aspect of the present invention, a pharmaceutical composition

as mentioned above is provided wherein the LHRH antagonist is administered during
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the short-term induction treatment for 4 to 12 weeks at a weekly dose of 3 to 10 mg

per week.

According to another aspect of the present invention, a pharmaceutical composition
as mentioned above is provided wherein the LHRH antagonist is administered during
the short-term induction treatment for 4 to 12 weeks at a daily dose of 0.25 mg to 0.5
mg/day.

According to another aspect of the present invention, a pharmaceutical composition
as mentioned above is provided wherein the LHRH antagonist is administered during
the short-term induction treatment for 4 to 12 weeks at a monthly dose of 12 to 40

mg per month.

According to another aspect of the present invention, a pharmaceutical composition
as mentioned above is provided wherein the LHRH antagonist is given for the
induction treatment during 4 to 12 weeks and the treatment is repeated two or three

times a year.

According to another aspect of the present invention, a pharmaceutical composition
as mentioned above is provided, wherein the the one or more active agents selected
from the group consisting of a contraceptive, preferably an oral contraceptive, a non-
steroidal anti-rheumatic agent, an analgetic, an androgen other than a 17-aipha-alky!
substituted testosterone or any combinations thereof, are in the same or separate

dosage forms.

According to another aspect of the present invention, a use of an LH-RH antagonist
for the preparation of a medicament for the therapeutic management of extrauterine
proliferation of endometrial tissue, chronic pelvic pain and/or fallopian tube
gbstruction (FTQ), whereby the LHRH antagonist is administered in the form of a
short-term induction treatment for a period of about 4 to 12 weeks to a patient in
need of such treatment and then the administration of the LHRH antagonist is

ceased, is provided.
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According to another aspect of the present invention, a use of an LH-RH antagonist
as mentioned above is provided wherein the LHRH antagonist is administered such
that the estrogen serum concentration level is between about 35 pg/m!t and about 80

pg/ml, preferably between about 45-75 pg/ml, more preferably about 50-75 pg/mi.

According to another aspect of the present invention, a use of an LH-RH antagonist
as mentioned above is provided, wherein the short-term induction treatment with the

LHRH antagonist is followed by administration of a contraceptive, preferably an oral
contraceptive.

According to another aspect of the present invention, a use of an LH-RH antagonist
as mentioned above is provided, wherein the short-term induction treatment with the

LHRH antagonist is folliowed by administration of a non-steroidal anti-rheumatic
agent.

According to another aspect of the present invention, a use of an LH-RH antagonist
as mentioned above is provided, wherein the short-term induction treatment with the

LHRH antagonist is followed by administration of an analgetic.

According to another aspect of the present invention, a use of an LH-RH antagonist
as mentioned above is provided, wherein the short-term induction treatment with the
LHRH antagonist is followed by administration of an androgen other than a 17-

alpha-alkyl substituted testosterone.

According to another aspect of the present invention, a use of an LH-RH antagonist
as mentioned above is provided, wherein the short-term induction treatment with the
LHRH antagonist is followed by the combined or separate administration of one or
more active agents selected from the group consisting of a contraceptive, preferably
an oral contraceptive,, a non-steroidal anti-rheumatic agent, an analgetic, an

androgen other than a 17-alpha-alky! substituted testosterone or any combinations

thereof.




10

15

20

25

30

WO 01/211%4 16 PCT/EP00/09212

According to another aspect of the present invention, a use of an LH-RH antagonist
as mentioned above is provided, wherein the LHRH antagonist is administered

starting in the early to mid follicular phase, preferably on cycle day one to three.

According to another aspect of the present invention, a use of an LH-RH antagonist
as mentioned above is provided, wherein the LHRH antagoenist is selected from the

group consisting of cetrorelix, teverelix, ganirelix, antide, abarelix and D-63153.

According to another aspect of the present invention, a use of an LH-RH antagonist
as mentioned above is provided, wherein the LHRH antagonist is administered
during the short-term induction treatment for 4 to 12 weeks at a weekly dose of 3 to

10 mg per week.

According to another aspect of the present invention, a use of an LH-RH antagonist
as mentioned above is provided, wherein the LHRH antagonist is administered

during the short-term induction treatment for 4 to 12 weeks at a daily dose of 0.25
mg to 0.5 mg/day.

According to another aspect of the present invention, a use of an LH-RH antagonist
as mentioned above is provided, wherein the LHRH antagonist is administered
during the short-term induction treatment for 4 to 12 weeks at a monthly dose of 12

to 40 mg per month.

According to another aspect of the present invention, a use of an LH-RH antagonist
as mentioned above is provided, wherein the LHRH antagonist is given for the
induction treatment during 4 to 12 weeks and the treatment is repeated two or three

times a year.

According to another aspect of the present invention, a use of an LH-RH antagonist
and one or more active agents selected from the group consisting of a contraceptive,
preferably an oral contraceptive, a non-steroidal anti-rheumatic agent, an anaigetic,
an androgen other than a 17-alpha-alkyl substituted testosterone, or any

combinations thereof, for the preparation of a medicament for the therapeutic
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management of extrauterine proliferation of endometrial tissue, chronic peivic pain
andfor fallopian tube obstruction (FTO), whereby the LHRH antagonist is
administered in the form of a short-term induction treatment for a period of about 4 to
12 weeks to a patient in need of such treatment, then the administration of the LHRH
antagonist is ceased and the one or more active agent selected from the group
consisting of a contraceptive, preferably an oral contraceptive, a non-steroidal anti-
rheumatic agent, an analgetic, an androgen other than a 17-alpha-aikyl substituted
testosterone, or any combinations thereof, are administered together or separately to
the patient, is provided.

According to another aspect of the present invention the use of an LH-RH antagonist
and one or more active agents as mentioned above is provided, wherein the LHRH
antagonist is administered such that the estrogen serum concentration level is
between about 35 pg/ml and about 80 pg/ml, preferably between about 45-75 pg/mi,
more preferably about 50-75 pg/ml.

According to another aspect of the present invention the use of an LH-RH antagonist
and one or more active agents as mentioned above is provided, wherein the short-
term induction treatment with the LHRH antagonist is followed by administration of a

contraceptive, preferably an oral contraceptive.

According to another aspect of the present invention the use of an LH-RH antagonist
and one or more active agents as mentioned above is provided, wherein the short-
term induction treatment with the LHRH antagonist is followed by administration of a

non-steroidal anti-rheumatic agent.

According to another aspect of the present invention the use of an LH-RH antagonist
and one or more active agents as mentioned above is provided, wherein the short-
term induction treatment with the LHRH antagonist is followed by administration of

an anaigetic.

According to another aspect of the present invention the use of an LH-RH antagonist

and one or more active agents as mentioned above is provided, wherein the short-
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term induction treatment with the LHRH antagonist is followed by administration of

an androgen other than a 17-alpha-alkyl substituted testosterone.

According to another aspect of the present invention the use of an LH-RH antagonist
and one or more active agents as mentioned above is provided, wherein the short-
term induction treatment with the LHRH antagonist is followed by the combined or
separate administration of one or more active agents selected from the group
consisting of a contraceptive, preferably an coral contraceptive, a non-steroidal anti-
rheumatic agent, an analgetic, an androgen other than a 17-alpha-alky! substituted

testosterone or any combinations thereof.

According to another aspect of the present invention the use of an LH-RH antagonist
and one or more active agents as mentioned above is provided, wherein the LHRH
antagonist is administered starting in the early to mid follicular phase, preferably on
cycle day one to three.

According to ancther aspect of the present invention the use of an LH-RH antagonist
and one or more active agents as menfioned above is provided, wherein the LHRH
antagonist is selected from the group consisting of cetrorelix, teverelix, ganirelix,
antide, abarelix and D-83153.

According to another aspect of the present invention the use of an LH-RH antagonist
and one or more active agents as menticned above is provided, wherein the LHRH
antagonist is administered during the short-term induction treatment for 4 to 12

weeks at a weekly dose of 3 to 10 mg per week.

According to another aspect of the present invention the use of an LH-RH antagonist
and one or more active agents as mentioned above is provided, wherein the LHRH
antagonist is administered during the short-term induction treatment for 4 to 12

weeks at a daily dose of 0.25 mg to 0.5 mg/day.

According to another aspect of the present invention the use of an LH-RH antagonist

and one or more active agents as mentioned above is provided, wherein the LHRH
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antagonist is administered during the short-terrn induction treatment for 4 to 12

weeks at a monthly dose of 12 to 40 mg per month.

According to another aspect of the present invention the use of an LH-RH antagonist
and one or more active agents as mentioned above is provided, wherein the LHRH
antagonist is given for the induction treatment during 4 to 12 weeks and the

treatment is repeated two or three times a year.
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Claims :

In the method of therapeutic management of extrauterine proliferation of
endometrial tissue, chronic pelvic pain and/or fallopian tube obstruction (FTQ),
the improvement consisting of administration of an LHRH antagonist in the form
of a short-term induction treatment for a period of about 4 to 12 weeks to a
patient in need of such treatment, whereby subsequently the administration of
the LHRH antagonist is ceased.

. A method according to claim 1 wherein the LHRH antagonist is administered

such that the estrogen serum concentration level is between about 35 pg/ml and

about 80 pg/ml, preferably between about 45-75 pg/ml, more preferably about
50-75 pg/ml.

A method according to claim 1 wherein the short-term induction treatment with
the LHRH antagonist is followed by administration of a contraceptive, preferably

an oral contraceptive.

. A method according to claim 1 wherein the short-term induction treatment with

the LHRH antagonist is followed by administration of a non-steroidal anti-

rheumatic agent.

. A method accerding to claim 1 wherein the short-term induction treatment with

the LHRH antagonist is followed by administration of an analgetic.

. A method according to claim 1 wherein the short-term induction treatment with

the LHRH antagonist is followed by administration of an androgen other than a

17-alpha-alky! substituted testosterone.

. A method according to claim 1 wherein the short-term induction treatment with

the LHRH antagonist is followed by the combined or separate administration of
one or more active agents seiected from the group consisting of a contraceptive,

preferably an oral contraceptive, a non-steroidal anti-rheumatic agent, an
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analgetic, an androgen other than a 17-alpha-alkyl substituted testosterone or

any combinations thereof.

A method according to claim 1 wherein the LHRH antagonist is administered

starting in the early to mid follicular phase, preferably on cycle day one to three.

A method according to claim 1 wherein the LHRH antagonist is selected from the

group consisting of cetrorelix, teverelix, ganirelix, antide, abarelix and D-63153.

A method according to claim 1 wherein the LHRH antagonist is administered
during the short-term induction treatment for about 4 to 12 weeks at a weekly
dose of about 3 to 10 mg per week.

A method accarding to claim 1 wherein the LHRH antagonist is administered
during the short-term induction treatment for about 4 to 12 weeks at a daily dose

of about 0.25 mg to 0.5 mg/day.

A method according to claim 1 wherein the LHRH antagonist is administered
during the short-term induction treatment for about 4 to 12 weeks at a monthly
dose of about 12 to 40 mg per month.

A method according to claim 1 wherein the LHRH antagonist is given for the
induction treatment during about 4 to 12 weeks and the treatment is repeated two

or three times a year.

A pharmaceutical composition for treating extrauterine proliferation of
endometrial tissue, chronic pelvic pain and/or faliopian tube obstruction (FTO)
comprising an LHRH antagonist and optionally one or more agents selected from
the group consisting of a contraceptive, preferably an oral contraceptive, a non-
steroidal anti-rheumatic agent, an analgetic, an androgen other than a 17-alpha-
alky! substituted testosterone or any combinations thereof, optionally together
with pharmaceutically acceptable excipients, whereby the LH-RH antagonist is

administered to a patient in need thereof in a short term induction treatment for a
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pericd of about 4 to 12 weeks, then the administration of the |LH-RH antagonist is
ceased and optionally the one or more agents selected from the group consisting
of a contraceptive, preferably an oral contraceptive, a non-steroidal anti-
rheumatic agent, an analgetic, an androgen other than a 17-alpha-alkyl
substituted testostercne or any combinations thereof, are administered together

or separately to the patient.

Pharmaceutical composition according ta claim 14 wherein the LHRH antagonist
1s administered such that the estrogen serum concentration level is between
about 35 pg/m! and about 80 pg/ml, preferably between about 45-75 pg/m!, more
preferably about 50-75 pg/ml.

Pharmaceutical composition according to claims 14 or 15 wherein the short-term
induction treatment with the LHRH antagonist is followed by administration of a

contraceptive, preferably an oral contraceptive.

Pharmaceutical composition according to any one of the claims 14 to 16 wherein
the short-ferm induction treatment with the LHRH antagonist is followed by

admintistration of a non-sterocidal anti-rheumatic agent.

Pharmaceutical composition according to any one of the claims 14 to 17 wherein
the short-term induction treatment with the LHRH antagonist is followed by

administration of an analgetic.

Pharmaceutical composition according to any one of the ciaims 14 to 18 wherein
the short-term induction treatment with the LHRH antagonist is foliowed by
administration of an androgen other than a 17-aipha-alky! substituted

testosterone.

Pharmaceutical composition according to any one of the claims 14 to 19 wherein
the short-term induction treatment with the LHRH antagonist is followed by the
combined or separate administratior of one or more active agents selected from

the group consisting of a contraceptive, preferably an oral contraceptive, a non-
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steroidal anti-rheumatic agent, an analgetic, an androgen other than a 17-alpha-

alkyl substituted testosterone or any combinations thereof.

21. Pharmaceutical composition according to any one of the claims 14 to 20 wherein
the LHRH antagonist is administered starting in the early to mid follicular phase,

preferably on cycle day one to three.

22. A pharmaceutical composition according to any one of claims 14 to 21 wherein
the LHRH antagonist is selected from the group consisting of cetrorelix, teverelix,
ganirelix, antide, abarelix and D-63153.

23. Pharmaceutical composition according to any one of claims 14 to 22 wherein the
LHRH antagonist is administered during the short-term induction treatment for

about 4 to 12 weeks at a weekly dose of about 3 to about 10 mg per week.

24. A pharmaceutical composition according to any one of claims 14 to 23 wherein
the LHRH antagonist is administered during the short-term induction treatment
for about 4 to 12 weeks at a daily dose of about 0.25 mg to about 0.5 mg/day.

25. Pharmaceutical composition according to any one of claims 14 to 24 wherein the
LHRH antagonist is administered during the short-term induction treatment for

about 4 to 12 weeks at a monthly dose of about 12 to 40 mg per month.

26. Pharmaceutical composition according to any one of claims 14 to 25 wherein the
LHRH antagonist is given for the induction treatment during about 4 to 12 weeks

and the treatment is repeated two or three times a year.

27. Pharmaceutical composition according to any one of claims 14 to 26, wherein the
the one or more active agents selected from the group consisting of a
contraceptive, preferably an oral contraceptive, a non-steroidal anti-rheumatic
agent, an analgetic, an androgen other than a 17-alpha-alky! substituted
testosterone or any combinations thereof, are in the same or separate dosage

forms.
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Use of an LH-RH antagonist for the preparation of a medicament for the
therapeutic management of extrauterine proliferation of endometrial tissue,
chronic pelvic pain and/or fallopian tube obstruction (FTO), whereby the LHRH
antagonist is administered in the form of a short-term induction treatment for a
period of about 4 to 12 weeks to a patient in need of such treatment and then the

administration of the LHRH antagonist is ceased.

Use of an LH-RH antagonist according to claim 28 wherein the LHRH antagonist
is administered such that the estrogen serum concentration level is between
about 35 pg/ml and about 80 pg/ml, preferably between about 45-75 pg/ml, more
preferably about 50-75 pg/ml.

Use of an LH-RH antagonist according to claim 28 or 29 wherein the short-term
induction treatment with the LHRH antagonist is followed by administration of a

contraceptive, preferably an oral contraceptive.

Use of an LH-RH antagonist according to any one of claims 28 to 30 wherein the
short-term induction treatment with the LHRH antagonist is followed by

administration of a non-steroidal anti-rheurmatic agent.

Use of an LH-RH antagonist according to any one of claims 28 to 31 wherein the
short-term induction treatment with the LHRH antagonist is foliowed by

administration of an analgetic.

Use of an LH-RH antagonist according to any one of claims 28 to 32 wherein the
short-term induction treatment with the LHRH antagonist is followed by
administration of an androgen other than a 17-alpha-alkyl substituted

testosterone.

Use of an LH-RH antagonist according to any one of claims 28 to 33 wherein the
short-term induction treatment with the LHRH antagonist is followed by the

combined or separate administration of one or more active agents selected from
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the group consisting of a contraceptive, preferably an oral contraceptive, a non-
steroidal anti-rheumatic agent, an analgetic, an androgen other than a 17-alpha-

alky! substituted testosterone or any combinations thereof.

35. Use of an LH-RH antagonist according to any one of claims 28 to 34 wherein the
LHRH antagonist is administered starting in the early to mid follicular phase,

preferably on cycle day one to three.

36. Use of an LH-RH antagonist according to any one of claims 28 to 35 wherein the
LHRH antagonist is selected from the group consisting of cetrorelix, teverelix,

ganirelix, antide, abareiix and D-83153.

37. Use of an LH-RH antaganist according to any one of claims 28 to 36 wherein the
LHRH antagonist is administered during the shori-term induction treatment for

about 4 to 12 weeks at a weekly dose of about 3 to about 10 mg per week.

38. Use of an LH-RH antagonist according 1o any one of claims 28 to 37 wherein the
LLHRH antagonist is administered during the short-term induction treatment for
about 4 to 12 weeks at a daily dose of about 0.25 mg to about 0.5 mg/day.

39. Use of an LH-RH antagonist according to any one of claims 28 to 38 wherein the
LHRH antagonist is administered during the short-term induction treatment for
about 4 to 12 weeks at a monthly dose of about 12 to about 40 mg per month.

40. Use of an LH-RH antagonist according to any one of claims 28 to 39 wherein the
LHRH antagonist is given for the induction treatment during about 4 to 12 weeks

and the treatment is repeated two or three times a year.

41. Use of an LH-RH antagonist and one or more active agents selected from the
group consisting of a contraceptive, preferably an oral contraceptive, a non-
steroida! anti-rheumatic agent, an analgetic, an androgen other than a 17-alpha-
alkyl substituted testosterone, or any combinations thereof, for the preparation of

a medicament for the therapeutic management of extrauterine proliferation of
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endometrial tissue, chronic pelvic pain and/or fallopian tube obstruction (FTO),
whereby the LHRH antagonist is adminisiered in the form of a short-term
induction treatment for a period of about 4 to 12 weeks to a patient in need of
such treatment, then the administration of the LHRH antagonist is ceased and
the one or more active agent selected from the group consisting of a
contraceptive, preferably an oral contraceptive, a non-steroidal anti-rheumatic
agent, an analgetic, an androgen other than a 17-alpha-alkyl substituted
testosterone, or any combinations thereof are administered together or
separately to the patient.

Use of an LH-RH antagonist and one or more active agents according to claim
41, wherein the LHRH antagonist is administered such that the estrogen serum
concentration level is between about 35 pg/mi and about 80 pg/ml, preferably
between about 45-75 pg/mi, more preferably about $0-75 pg/ml.

Use of an LH-RH antagonist and one or more active agents according according
to claims 41 or 42 wherein the short-term induction treatment with the LHRH
antagonist is followed by administration of a contraceptive, preferably an oral
contraceptive.

Use of an LH-RH antagonist and one or more active agents according according
according to any one of claims 41 to 43 wherein the short-term induction
treatment with the LHRH antagonist is followed by administration of a non-

steroidal anti-rheumatic agent.

Use of an LH-RH antagonist and one or more active agents according to any one
of claims 41 to 44 wherein the short-term induction treatment with the LHRH

antagonist is followed by administration of an analgetic.

46. Use of an LH-RH antagonist and one or more active agents according to any one

of claims 41 to 45 wherein the short-term induction treatment with the LHRH
antagonist is followed by administration of an androgen other than a 17-alpha-

alkyl substituted testosterone.
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47. Use of an LH-RH antagonist and one or more active agents according to any one
of claims 41 to 46 wherein the short-term induction treatment with the LHRH
antagonist is followed by the combined or separate administration of one or more
active agents selected from the group consisting of a contraceptive, preferably
an oral contraceptive, a non-steroidal anti-rheumatic agent, an analgetic, an

androgen other than a 17-alpha-alkyl substiiuted testosterone or any
combinations thereof.

48. Use of an LH-RH antagonist and one or more active agents according to any one
of claims 41 to 47 wherein the LHRH antagonist is administered starting in the

early to mid follicutar phase, preferably on cycle day one to three.

49. Use of an LH-RH antagonist and one or more active agents according to any one
of claims 41 to 48 wherein the LHRH antagonist is selected from the group

consisting of cetrorelix, teverelix, ganirelix, antide, abarelix and D-63153.

50. Use of an LH-RH antagonist and one or more active agents according to any one
of claims 41 to 49 wherein the LHRH antagonist is administered during the short-
term induction treatment for about 4 to 12 weeks at a weekly dose of about 3 to
10 mg per week.

51. Use of an LH-RH antagonist and one or more active agents according to any one
of claims 41 tc 50 wherein the LHRH antagonist is administered during the short-
term induction treatment for about 4 to 12 weeks at a daily dose of about 0.25 mg

to 0.5 mg/day.

52.Use of an LH-RH antagonist and one or more active agents according to any one
of claims 41 to 51 wherein the LHRH antagonist is administered during the short-
term induction treatment for about 4 to 12 weeks at a monthly dose of about 12 to

40 mg per month.
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53. Use of an LH-RH antagonist and one or more active agents according to any
one of claims 41 to 52 wherein the LHRH antagonist is given for the induction
treatment during about 4 to 12 weeks and the treatment is repeated two or three

times a year.
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28. LH-RH #RRAATHER A FEABRAR T L BETE
I An/ R 97 £8P0 (FTO) 65 2540 64 A 38, Wi, uﬁé@v’?«?éﬁéﬁ%
ABLTERIHELETOES I-RHBRMNKYG 4 £ 128, REBELT
LH-RH 34 7.

29, RAERK 28 Frid ey LH-RHE HRAMGAE, L 2T LHRH &K
AR R R B KPR 35 pg/ml X4 80 pg/ml 2, 4
% K% 45-75 pg/ml, A& XL 50-75 pg/ml.

30. RA)EK 28 F, 29 FTiA 69 LH-RH BEH A6 M E, HF A LHRH £
RAERETATZE, £ T8, AhoREiy,

31. A EXK28 230 8—AFHrEey LH-RH BRAGAE, £
A LHRH #H A EMFFEITZE, T & ARREN.

32. WA EH 28 £ 31— FAES LH-RH EHR AN AR, EF

3




pii| LHRH#*%%W%«%«?M?@% 2-F kA H.
33, MA)E K 28 F 32 4F— *ﬁk%UHm%ﬁﬂ%mﬁ P

A LHRH B B W T8 H 26, BT8 1T-o-RARK S 64

34. BAVEK 28 £ 334—F P A LH-RH HRANG AR, L
A LHRH BRANERFFETZE, BEREBL T —FHXN 2 HLhusy
%, ko REZFE FHEERREHN. LHEA. B 17T BERRY
FRIPHEE TR TG EEBRSGEHRAL .

35. BA LK 28 £ 34 L —F PHE MG LH-RH FERA G AR, L+
EFARHTRETHRALL T LRI ELRA, ARAERBHE 1 £3 X,

36. WA EEK 28 £ 35 F—F P HEM LH-RH R AG AR, Hb
LHRH R ML A B L. teverelix. WAL L. antide. abarelix
F2 D-63153,

37. MAIKK 28 £ 36 4£— F Ak o) LE-RH HH A AE, 1
EREBFFETRA 4 Z 12 A8HRY, AAk4 3 22X 10ng/ A
¥ E4-F LHRH 357 '

38. BMA|#K 28 £ 37T HE—FAFEEM LU-RH HEAMGHE, ELd
BERNFFEFTRY 4 £ 12 9BAAF, AXD0.25 X2 0.5 ng/
H &3 H 7 =%F LHRH 7).

39. RAIZK 28 238 E—FPAked LH-RE BFHRFNG AL, L
HERERFFHIT KL 4 £ 12 AHHR 4’ AK#12 EXH 4omg/ﬂ & A
7 F 4 F LURH $£ 35,

40. ALK 28 £ 39— P A LI-RE B HMG AR, F b
257 LHRH REMATHFTAET KL 4 212 8, FtEREF—FFH 2
* 3 *k.

41. LH-RH BRAFe—F X SR GBS, Ko RED Y. F§
HERALEA. A, B 17T-o-REBRRGEFI GBS TR TAH4E
ERGHEREFNATHELATTABRARTETINGE. BREFTLEA
Fo/ R IFEM M FTIO) M AR, HEAENFFLFTAHILT

4




BB WL &S LHRE RA XS 4 £ 12 A, K645 T LRI #5%
#, FE—REPBWLETEL HRSALABEH, Kk RES
25, EEARKEMN. LRAN. % 1T-a-RABRRGFRIGHES T R
TN AL A6 PR

42. WA B X 41 P AR 65 LH-RH R o —#r %, 2 A IEM A o9 1 &,
R F2F LHRH R 5o h iRk EKFEKRSY 35 pg/nl X4
80 pg/ml Z W], 4k K% 45-75 pg/ul, SR E K4 50-75 pg/ml.

43. ARAEER 41 XK 42-FFE 65 LH-RH F3 M fe—iF R 5 #3EHEH
69 %, R P LHRH BRAEBRFFEFZE, &T8E Y, Fh o)
w4, |

44. BA|ZR 41 F 43— P LH-RH R AP —F X £ 5
AWM A, LA LHRH RRAEMFEFEATZE, B TEEHERK
B

45. BA LK 41 £ 44 £ — P HrEE LH-RH EH M Fo—F R 5 #
ARG AL, L TR LR BEMNENFIBRAZE, LT/,
46 BAIEE 41 E A5 T FAHE G LHRH B E S
EHAGAE, LFRA LHRH BRAERFSEHFZE, BT8 1To
ARG FES oA BA.

47, A EK 41 F 46 —F P HE &) LH-RH B3 A fo—Fr X £ FF
ARG A%, LA LI BRAEHFFRFTZE, BARERLT
—FR S LGB YE, KL RESS, FEERAEN. LRA.
B 1T B IR B 6 EBSM eg AEB A RSN Z 669 M A,

48. BAVEE 41 £ AT E— b &8 LH-RU Rz o—H X 5 &
EWRR GRS, A VTEFERSTREFHRTLL T LHRI FERA,
EREGE 1 23 X,

49, A EFK 41 E 48— priEed LH-RH M Fo— R S5
EEF e A%, A LHRH R ME GG E R L. teverelix, AR L.
antide. abarelix 4= D-63153.

50. BRI EX 41 £ 49 5—R P HE S LHRE R A F—F K 5 F

by
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ERA AL, ETEERFERTRL 4 E 12 AGHRT, QXL 3
% 10mg/ B &AM ¥2F LHRH #5771,

51. ALK 41 £ 504 —R P ARG LHRH BHEM P £ &%
WA RE, AP EERETRTRAG4E 12 AGHRAF, AAk80.25
% 0.5 mg/ A#Y A F-FLF LHRH #H A

52. HHEK 41 £ 51 H—FFArEes LH-RE BRHAF—HH EF
EENGRE, A PLEERESHARL 4L E 12 BdHREF, k4 12
% 40mg/ A &5 A= 4-F LHRH R F. - -

53, HHIEEK 41 £ 52 F—TF P& e) LH-RH R A F—F X £ #
AHAGRAE, EVYL T LHRAERABTHFFAFT AL 45128, #
BB HF—FFH 2R3 K



%, LY I T

ATRFTERARAETFEINEL,
EBHEFEERPHIFERMS S &

F R B BOR AR, |
FEABRREERBRELLHTREFLAGREZ —. flde, £
B L BHAEAFEHE K 10%E 26%0 - E A s, AFAdstapgE
eyl b XA BT REGEEEREETERLE. AN TT AR
AN ERFAARRREA, 8 TTETABRKRGARE N &
Ao ThIAGREREE. TEARFEEATALET IR, A5
£EJ K 1% (AR Shaw, R. W. (1993), & AL F45 4 B £ ( An Atlas of
Endometriosis, The Parthenon Publishing Group).
FTEARFLEREBFIATENTTARE (FTERIBE). TF
ST T AR A4 B B E ST T SR
BUFEARTAETEARSEELRLE, SAA—FHie
9P & AL (FTO) R —FP4F LA &k, TRARE R IPE R FEE A
9 20% (0 Winfield A. C. 5, TEMNETXEHBATHN I AME: &
i$ B # &£ R #  ( Apparent cornual occlusion in
hysterosalpingography:Reversal by glucagon), £#HB X &35 & (AIR
Am J Roentgenol) 1982:139:525-527).

R ITAFRAELR

Sampson 2 : A 2B A M EN T AR EEBEOOHEANS
BT 'F AB AL [Sanpson, J. A. (1927), TF ARE R A 2t
NJERERE T BB B 89 -F % W 2115 #2( Peritoneal endometriosis due to
menstrual dissemination of the endometrial tissue into the
peritoneal cavitiy) . £ Bz ## % % & (An. J. Obstet. Gyneol. ),

l



14,422].
TE A ﬁ%ﬂﬁ%ﬁ%ﬂﬁ”ﬁl I RREFE EJ??/‘H"#:

Dmowski 4 WA FL BB EFHFTABRFL R
[Dmowski, W. P., Steele, R. W. #= Baker, G. F. (1981), F'& MBS 42 T 65
e % B (Deficient cellular immunity in endometriosis), £
Hda *# 5 2% (An. J. Obstet. Gyneol. ), 141, 377].

ﬁﬁﬁvﬁk@ﬁéﬁiﬁ#ﬁié ﬁﬁﬂﬁ‘?ﬁ%ﬁ‘i’ﬂiﬁ}ﬁﬁl‘ﬁ]ﬁu}i}}k i

TR (F ) KA.

*%&%LJHFF% MmeFETREEAR, SN BEEaEia T
PR A B mie. AARE: RERBA@LLEN £ 454
(de-differentiation) & EH CIH RIERBEFREELATF TR
[Levander, G. (1941), & i¥ 4% § ¢ & &£ A& ( Bone formation by
induction), An.experimental study.Arch.Klin. Chir., 202,497].

ﬁAﬁL-ﬁg‘%ﬁiﬁ&%@%%\ﬁiﬁﬁ%xéﬁ%%%
PR Y R

moﬁi*&%ﬁﬁ*ﬁﬁﬁ&%%w%%W%Wﬁ&%%ﬁa%
REOREBFH—BFFHA, PleFTRABTE. FTRILE. HFY
TEARFARNE., RTEESS, LFatTFERMPETLEYRED
B FTO.

ETNAROERERTERTEARME. X—FRETAAZX
AR, LHRH B HM B (6 AR ). X AREE Tk THRAES T
W 38 Ao JIF B 3 A 0 7 AL MM A A 0 SR |

EAAMNERGRERE: f MBI % T LHRH F 407 6 5 Bpdp 1 o4
ATETARFARTENE, AEELFH AP EZXEGTER
[Th. Reissmann %, A4RA #Z¢% (Human Reprodution), & 10 %, & 8
H, % 1974-1981 &, (1995)7.

# B, Hodgen £ F B+ A5 658 884 T35 T —#pB ab il Vot £
RS T HREHERRGTE, B AT A —FHAXHHTFEA
AL EmARERISGERBESEME 264 F, KHM2F onRH $

2




57 6 A A X 2K B A T8 6, Hodgen 748 T L H—# 5 % GoRll

R NE, WHELF 24 MM RFBTEWRFAEKRY 25 £ 50 pg/nl
MEA, kY 35 £ 45 pg/wl. 12%, Hodgen XA WG A7 dn if
A4 50 £ 75 pg/ml Z i)k F. # B, Hodgen f££ B+ 5,658,884
WAL T — R e K ey (R SRR R, B A6
ERBEBRFALE), ZAHEN4L £ 12 AGEREF%S. WA,
Hodgen EA K AEEFTF 5 ABFALET 64T GnRH FE il ey 447 4%

o5k, B FAUUEE THET L, % L& 6 AR 30 £ 50 pg/ul

6 24 P FH M FHR BRI T REL G R EAE LS.
LHRH-35 8 7 Sk B ARK BAF RGBT R AL R R TR A & F KA,
ELMEGEREAVELTETARAR A A, BEANERARE
G R L.
B st ﬁﬂ%?%ﬁ%ﬂb}Wﬁ/ﬁﬁﬁ%ﬂ%*ﬁﬁﬁﬁﬁm
FTENSGTEARAR. BANHAESA 452128, BAETEE

68 F A BT R L9 § R R
Iﬂmﬁﬁﬁﬁiiﬁ%%ﬁﬁ%Wﬁ SFE AL R A R
e . Blode T8O 493 o v [ AR E # L E (Hupan

Reprodution) 1998, 13] .

AX Y HH
AERFRTEARALTERAGHDE TGS, B EA
FE WAL g 06 R 2 K 69 B F 2T LHRH H4#A, ﬁﬁﬁé?ﬁ%i
SRR YFENTERARALR
T E R e P EGER. BT EERPRE
By ik 5 R e A AT
5k L F AR T Ak
T EEMTAR. BERBET RARE BERIT A
ARG H BT ETAEFARATHET R, KAERBGF
1 23 K. AFHE, B0 REATFRELE 35 £ 80 pg/ul

3




Z Jd), ﬁﬁk%4&i%pﬂMZﬂ %mﬁﬁk%5mimpymZ,
M. LHRH #4585 F 4 £ 12 A @HH5%57), TadE5 0. 44
RFATH ALY, RBALN, EERESEFZIE, LTEEY,
G ERREA. ERMN. B 170 RERROEWZ e M ERE
g4 & a4

A KBRS

BEHR IR B MGH T EHTTARERTY, BAEA LMY

% 1 £3 XJds. LI LHRH BRMNE 728, BRIBEREEIT51.

EFPEERGEALT, TRAAREITHEESEAE @4 LHRH #5757
&7

AR EAZRARERBAIAAERATEAREANE, BT
PP IR G4 AR B K LH Ao FSH 2UE M LA ik — B fe B8R 04 3y
W, AARXETFETARSE—FELE, E4 51206285 F, RBNE
RECHESZLEWEMERERTTARFEAMKRY. 9 TXZ
RREFEAER, HWEATLRIF L ER. ;

B, LS BB REFAFIFANEY 35 £ 80 pg/ml. %KY
45 £ 75 pg/ml. ##4K%% 50 £ 75 pg/nl 9 BN, FAEAE—
TRV B, ZAABSERBER. RF5E 23T LHRH BHH 4 A
%, BldddTH IO RELE LR,

BT T ARERTE I ATk, &%$&%£&ﬁ@%
TR Y AL ST E A AL
B ik B 5 W AR AT R
# %, B BFE A K
Tl 57 £ E MR, B RIA AR R B iE T 5%

LRI E 1 £3 RIFEEH%57, S EEE4 T LHRH FH A0
R TFAEEAN ST HR ARFATIFARGRME, LhRAMNER
B E, . teverelix. RIS %, antide & abarelix. sbERAET
VA2 1999 53 A 11 B9 e & B FH 49 F F 19911 771.3 A7




% &4 LHRH 3% 427 D-63153 (Ac-D-Nal-D-pCl-Phe-D-Pal-Ser—N-Me~Tyr—D
“Hoi-Nle-Arg-Pro-D-Ala—NH2).

TVl 3 E 10mg/ AW AFNTLT LHRE HHEM 4 £ 12 A, HEA
0.25 £0.5 mg/ BB HNEL T LHRHBEFREN 4 £ 12 A.

FEF AL 12 £ 40ng/ BHI AN E4F LHRH £l 4 £ 12 A.

A—AEZHAEFF, LIREERMNTAL T 4 £ 12 A4, FFBRER
—FFHE 2K 3% BRAENFIAFTIEARABELA-NELR
5. BELENFTFEFERERELSTTENAILAXRUAAH
— BB ], St R4 LHRH F47.

25 7 AERR R A LHRH-F 5 M & 57 TRBFIKAT 8 — 8 0 3k kg 35
5P Fp ) R AR R A AR R G AT, AR AR TR AL 9
LEF, Ao BUBABRLEATHARALARE s AR, &4
B AR RAF, M T AR LR ER, FRATE =
AR IE L RAERAEME R, FHMEhFREE 37 pg/nl
% 64 pg/ml Z . 4k 45-75 pg/ml Z . 4 F|HEE K 50-75 pg/ml
Z K. BRFERT T AAFERY, ZATETRREEE. %4
VEIRTE X 3850

BH1BrTHAET3ug AREE S L (LR #3H1H) 457 8 AT
TN RS R T RA AR e b (35 pg/ml £ 80 pg/ml.
ik 45-T5 pg/ml. FHH KR KL 50-T5 pg/ml ) W 698 = B K T3
#l. BEEHTERE, RET I ELEGHEBRKFWH, M
W B AR BTE R IE G AT E A A |

H2EBFTHaM2E8A—4K 1l g3 g AN ELTHORALE
eyBE T BR e A KT, M BEM e F KT A KXY 35 pg/ml £ 80 pg/ml
Z [, ‘ALK 45-75 pg/ul 21, HFHKKL KLY 50-75 pg/ml Z
a].

BEABFRRERATEABRR A EE S LER ~FEEER. &
A FEX LT ERRAHEL R SRS Y s by bR
FRAETEAENARE. FEMILERETSY, AL EART 5 FA

P4
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k%i@ 70% (Schwep'pe,_1999), _

REE, ARAG ST R A ORSE S e B R T RS R4
A. FH GBI T T R E LRI ASM T R T2,
RO ARELH T H. BHEOBREZHFRTHE L

(vegetative) sE3k: M. HiF. MATE. BREWFABREFTREL

E&AEE. BT A RRRIEGHAR, AAOREALESYRAREHER
I7 T el 5] A B oAb R,

A RARKARGTEABFCEELWEHE T AGRERRA

SR, FARXBETHBERRGERERN, RAARFEREKH
B #4265 9. X F LHRH R AERA G H G B BZBEX A TE AR
SR ER TR T I T AR

VA L B4 40 3 mg Cetrotide®EZ T/HA. #8%2F LHRY #4
F, ¥4 8 A, TUSFBEEEZrEHNGIE, LE TG F;
BAKY 35 pg/ml £ 80 pg/ml i, H3&k%y 45-75 pg/ml, 4551 4kE 4
50~75 pg/ml. R FRERER, ZHHEBAIHER. ETESL
FRBEREGESE. ERERGHARE (AFS T-1V), HRBEEH Y
KA B3I H. & rAFS 1I-11 B, TRAAEHHBAGEREVEL LS
J5 95 ¥ s K78 1B (Felberbaum %, 2000).

EARK PG —AMhEEwE T, STaT 8 212 A5, BIEFZE
g, BETURAESY, htoRESY, FHLABAREBIR
A0 o JRE A, XA T, SHRFF) S-S 2 ng 42 0. 04 ng B
MR X FMNEFE 2.5 ng ﬁw'0.05 mg B ¥ A7 (4] o Yermonil®.
Lyn-ratiopharm-S equenzé) & BL o,

AR AL R LHRH 35050 RERAE A & 40 RIR f Ao/ k6 7 48 8
FEBFZIE, BTIOERR 1T-a RAERK GG FEIMGERE, Fld
KA AT IT. EH AR T 6 S 4 halotestin™ (A FE5).

R, Hhiaupsds, KRt FTLARERFHAANETLE
BT A A ARBOERET. BTXFBEY, KA R
BEHOREFETRSGER, AR, LKA LKIGALER

&




o, @B, T RRAER A G R A R R, A
B, TALTEHAE THIES AR RSB o G358, H% 3
ek £ F. oxicam HTAMRITHT ARG ARG 4. T LB F ok 5 4
He flupirtinmaleat (Katadolon®). |

R ARRERERSY, KRADRERGEFHNERRE—F
MERER, TREI W LR GAEIHN TG LRI BHRAGER. &
ARBERABES. FTHAGLF ARG TRLETELE, L2
HAEEAER, A TALARFEFBEE, KA RERH 54
Sy A2 e 16 T 3 S AR R R A Bk R A A 2

EAE] BT LHRH B RAGG T TR T HNIF LS AEAHG R 2R
HEgL s, FAAAMNER, MAXHEFPIREKTELNLFE
.

&L TA TS B A
ERTHEATEARBRTENHEE. BRTEARPHFFER

(FTO) #5 LHRH 3537 04 2 B8 7 T A4 dm % }

a) REN 1ng/lml REMGEELHA, HPFHEATRETFEHAK
(WL1) &5 #E: (GA) F;

b) ®EX 1.5 ng/1 ml £5.0 mg/1 ml. 3% 2.5 ng/1 ml #EEE: 34|
M, XPBATRAETEHAAKNEL) RFHEE (GA) F;

c) REH 10 ng/1 nl £ 30 mg/1 ml. 4% 15 mg/1 ml & 558 3455,
Hob A TE AT RE THAES (CA) XEHHAA (L) F.
BRALNG—AF @, ELATERARARTTIEL, BRE

BERF/ W FERRFTO) AT T, BASNKRRET: UEHES

BB ALTELNATHES IR ERHAXL 4 5128, REHE

1E#-F 3t LHRH FEH 5.

BEREIATONRARLG A Z 12 (05ER AR Ae XS 28

FRK#H 84 RZF, ZIMAKLG1IANMAEKRLG 3 A,
EBAZBPGS —ANr &, A bAdeiagied, B4 TESE, E

7



rHAlmmﬁﬁ%&ﬁ&%ﬁﬁ%ﬁﬁﬁ%ék%&mymi&mym
Z 8, #itk% 45-75 pg/ml, HAEEKXY 50-75 pg/ml.
BBALPH R —AF @, S LEGi kY, RETAS, X
%&ﬁf:HLMH#ﬁﬂﬁ%%%%ﬁzg,%%ﬁ@%,ﬁﬁuﬁﬁ
33, |
BREAZXAGR —AFd, AL eFE P, BET &3, X
HAE T A LHRH B RANERFFE 7T ZE, BT —FIE S AR REA.
BRALEWVN I —AF &, sk, BT, 14
AT F 9 A LHRH BRAEHFHFTEFZE, &TERA.
BERAENYZ—AF &, B biESiEd, B8 TRE, £
HAEET: A LHRI BRAEHFEEATZE, 2T 1T-a-RERKHY
FEZ Sy A,
BRALBGH —AFE, A bmdaikd, RETAESE X
HALLE T B LHRH B RALHFFETIE, BEIXLBLT—HX3

AR A, Ao EFYG, FEARRNEN. ERA. B 17-o-

AR F S AR T R AT AL G HAL
BERBAEWRHEFZ —AFd@m, A bdeysep, FETHSE XL
HAEE T I aME-THE T T4 T LHRH B4A, 4345 B 56
£1%£3X.
BRBRAERGZ—AFG, Lt b FETd, B47 %, £
F4EET: LHRH BHRHNL HBHEHI L. teverelix. i)ﬂ)‘i’aiﬁi\ antide.

abarelix #» D-63153.
%‘rﬁai\/‘i%éﬁ%—"/\f@ ﬁﬁﬂlﬁﬁkﬁ&lﬁ:éﬁﬁé& ;H'-’Hf/ﬁﬁfif

ARAFTHRT 4 £ 12 AGEE T, 213 £ 10ng/ A 65 HFF4F LURY
FHRA.

BBALRG S —AF @, Lt EFreiF g, 38447 &4
AT AEREFET4E 12 AM4MEF, 2L0.25 £0.5 ng/HE
A 2% T LHRH 4R HA.

BEBALBHR—AFG, A bmiazEd, Ba7rd, £

]




Bark T EEMASHS 4 12 BBAF, 212 £ 40mg/ A4 AR
FLF LHRH $4F.

BEBALBAHR A7 &, A LA iEy, BT RS, £
HAELT: BT LHRE BRAATHFET 4 £ 12 A, 3B 5 — 5
TH 234

ERAZPOHR—FH—AFE, BETHTETTTARAET
EIE A, BWRR AEA A/ XA EER (FT0) 652 b4, *Aﬁ
LHRH R A fefrid ey — X SN LA B F HR L 0 RBFH. FHHK
FRH. EREF. B 17-ao- A BRRG 88 F & b*fl"]é‘]{%%éﬁ
GH RS, UABRALRNEF LTELHBREMN, W, EEHRFFET
X442 12 R FLTELGEE LI-RERERA, L5454 T LH-RY
HEN, FEARR RN LD TELT AR EIHEEBEE, 4
eafpE sy, FSHARREN, RN, B 17T-a-REARRGERE
AR RN GEEHEEGE RS

& B0 B9 77 #o 7 4 $1de B K. H. Bauer. K. H. Fro moing #= C. FUhrer,
# & T Lehrbuch der Pharmazeutischen Technologie, % 6 I,
Stuttgart 1999, F 163-186 B ( BIBH ) F5F 227-386 W GIH) F, &,
3 FHE T AR A A Lk, |

LH-RH HEHRATALIZRX T (s.c. W LA (i.m. ) NBALYH,
wREEH, KA RESE,. FEEINEN. BN, B 1T-o 5
ABROFFRI R TR CNAEELEW RS TAARLFE T S
WA XL (ARHEE. KASLBHE), Ko RIABA.

BRALERED T8, BRETIESGEHELY, L FLTF
LHRH 4% 3 70| 42 s 2009 de 3K KB £ K% 35 pg/ml % 80 pg/ml 14,
itk % 45-75 pg/ml, HFLEK L 50-75 pg/ul.

BRALKANGS —F &, BET o LA es iy 464, 3+ A LHRH
BRRANERFFHRAZE, BTHEH, KA oREEY,

BRAKBUS—F &, B4 T bt hasy, £+ 8 LHRE
RRENEREFSHEFTZE, 2 THESHERLRBA.

9
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BRAK I H o @, JA T e LT B 42284, JooF A LHRH
REMNEBHFSFLHFZE, 2FLARA.

BRAZAE S % &, 44T e LR BB m A%, X F A LHRY
HRAMERFELFZE, BT 17-a-RARK G E M6 st &

BBAEVIWGS —5 &, 24T e LATE 65 5% 6%, 3L 7 LHRH
HRMNEMFTHNTZE, BEIRERLT-FXSFLAESTH, £
o fREL G, ESEARRNEMN. LFHAN. B 17-o A BA G E5 )
B FRCMBEEALSGEEMN. o R ‘

BERBRAXRNG G —5 &, RET e L eaddmndsty, LThd
BEAR TR E T4 T LHRH BRA, AR BGE 1 53 £,

HERBEALZPG S —7 @, BET XS %4asd, L+ LHRY
HIAMNEBBEIH L. teverelix., R k. antide. abarelix #»
D-63153.

BRAKPOR 7@, BRAETw ARt Hmst, ks
BFEFAT 4 £ 12 A8Bia T, 23 £ 10ng/ /86 AR 52T LHRH 34
7. '

BEREAZANZ —F &, BET LR Ghady, Lvihs
BWHEFET A E 12 AGEBET, 20.25 £0.5ng/ 84 37 ¥4 F LHRH
HHA.

BRAXRHF—75@, RETw L dhady, Lyihie
BFEFAFAE 12 AGHER P, 12 £ 40ng/ A6 AH 34 F LURY &
FH. . | :
BRALPGF—F @, RETw ERRgsnsy, et
LHRH BH#MA T HEFHEFT AL E 128, FBAREF—FFHF 243 4.

BEBAZNGA—F &, BET e ik tihasdy, Ly—#
KEFEGEREYG KB RERE FGERKEN, LRHHM, B 17-0-
REBNKGEFSGHIERCNOEET LG ERANEZREHRELE
& 0] A

BERALPHR—FH, RET LH-REBERFMNBTHEAFT TSN

10




BEALLR T E MG A 1R PR BRI/ ST % # 18 (FTO) 84 25 4 84 7l 2%,
EFEMAFAF LS 4 5 12 ANBALTERREFHES LIRY
BEA, RESLEST LHRH #HA.

BRALPEF —7 d1, BT o LATES LH-RH B4l e) A &,
AT LHRH AN 2 kR A A F ALY 35 pg/nl EXY
80 pg/ml Z [, kKX 45-75 pg/ml, H LKL 50-75 pg/ml.

BRALAWG S —F &, AT LAy LH-RE &7 & A &,
L LHRE B AN FFBA2E, TR, htapmzs,

BRAERANS —F &, BAT LAz LI-RE B3R A6 A&,
EF A LHRH HEMERFEFLHTZE, 2T EEERREHN.

BB AKEAG S —F @, AT AR LH-RE FHA QG A%,

CF A LHRH BRABREFE TG, £ TEmA.

BRALZBES—F &, 74T LA e LH-RE #5065 A%,
FF A LHRH #*irﬁi“*]%’jﬂv’?«?%'ﬁz,}é BF B 1T-a- SRR 6 E B
sheg ML E -

HEBAZRGA—F &, BT LR d LH-RE 7065 B %,
A+ A LHRH HRMNEREFETZE, BAERERLS T —FX2#H2H
MR Y, AR ELSY,. FEARREN. LHEHN. B 17T-o-RER
REGEBI R E R CNAOEEAEHEHER.

FTBAKPN G —7F d, #4ET e LAE S LH-RH B A 65 A&,
A oG TRETHFLL T LR ERN, HAAAHGE1 £
3 XK. | | .

BRAZPGS 5@, AT e LR LI-RY 77 A R,
H LHRH HER AL B B L. teverelix. BT % antide. abarelix
F= D-63153.

BBAZRG R —F &, #ET e LAiE 6 LH-RH B RN 65 A i,
EFEEMFFESF 4 £ 12 AGBRAY, X3 £ 10ng/ AAANELT
LHRH F& 4074,

BBAXGG S —% &, #4ET L% LH-RE #iﬁﬁlé’]ﬁlr’i‘

il



AP AEEHFE AR 4 £ 12 ANBEENT, v10.25 £0.5 ng/ Bh A3
F4F LHRH $E57.

BRBRAKXWGS—F @, #4T e LAEey LH-RE FRAN A&,
ﬁ*ﬁﬁ%%?%ﬁ&é&ﬁ%%ﬁ?ﬂﬂwéﬁ%yﬂ%ﬂﬂﬁ%%
LHRH $ #.71.

EBALZPSH—F &, &#T%L%ﬁ%unm#ﬁﬂ%mﬁ
EF4-T LHRH H#HMNA THF55 4 £ 12 A, ﬁﬂ%%ﬁ“$§§2
3R

BBRALEBHE S —F 8, BET IFRHEBRANP—HXSHEH—
FruE AR RESE, FEARREHN. LRA. B 17T-o-KER
RO FEISGHEEERCNGEELSCGERERNATHESLF T AR
MPFEFIEE, W FEERP/ IR EA M (FT0) 45 25465 A 1%,
HFPARBRFTETOBILTEEZRETNELS LHRHEEA AL 4 £
12 B, A2 L-F3 LHRH £ /1A, SFEF— R S HLauEH. 4

o R A dF §ARMER. EEA. %1%w#%$&%%%%-

AR FRECNAET AL G EEN - AR EmES,

HERAERAF—F 8, BETwEMES LH-RE BRAF—F X
SAERERGME, L 72T LURH BRiEsp e bk EAFEX
%) 35 pg/ml 2 X% 80 pg/ml Z A, #i&% 45~75 pg/ul, #Hbhk k4
5075 pg/ml.

ERAKPG R —F @, RAET LR LH-RH HEHR M F—F X
SAEWF G AL, b A LHRE BEALREF AT ZE, bFuEs,
ik v R F 2

BREAL\GH—F &, 4T Moo LA#e LH-RH R A —
FRGHEEMGARLR, LA LR ERNERESFBRHFZE, 2F3
& AR EN.

BRALNGS—F &, #ET R LRI BEHNF—F K
SHEFEMGME, LA LRI BRAEMFTETZE, & T hmAl.

BRALZRGAS —F &, RAET e LA LH-RH R A F—F X
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LAEREANGAL, LT A LR BRAMENEFERZE, S TH 17-o
A RAX 8 RSP e A

BRAZVIG S —F &, 4T o L8 LR FHRAF—H %,
FHERANGME, LA LRI BRNERFFERTZLE, Bt
By —FREFARABEYE. Shkofogdd, FSEARIREN. LR
. B 17-a— SRR FRIMER EFRENGEERE G EHER.

BRAZRGR —F &, BT LA LH-RH £EMf—f X
FHEREANG M E, X PAFCHNGTHETHITHELT LRI BHA,
HEAEFHRGE 1 £3 X,

BRAKAG A —F &, T4 LAE S LR BR{ G5 X,
SREEMNGME, EF LHRH BEMNEAGHH L. teverelix. WA
#%. antide. abarelix # D-63153.

BBAKRGH —F &, AT LA LR R —F 3,
FREREMGAE, EFPEEHFFET 4 £ 12 AYHEF, 213 £
10mg/ Bl &5 A 74T LHRH F 4.

BBAXWAS —F &, BETLEe LH-RE R 53
SAERFNG AL, P ERREFEST 4 E 12 A3, 20,25 %
0.5 ng/H & 8#F%4F LHRH R H.

BTRAAUGF —7 @, #ET o L e LH-RE ERANF—F X
SHEWAMGARE, L FPEAEPFFET 42 12 A8HBAT, 212 5
40mg/ A &5 AR =4-F LHRH H 3 H.

BRAZPGF 7% @, AT o EAE e LH-RH BHAH—H X,
SAEEMNGAE, A FLT UHRHBRAATERESEF4LE128,
HERET—FEE 2 X3 K.
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