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Goserelin versus danazol in the treatment of

endometriosis
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Summary:

Fourteen patients affected by endometriosis were treated by Danazol (?) and by

Goserelin (7). The two treatments were compared. From the study it emerged that both treatments
were equally effective; however, the analogs gave a more favourable therapeutic profile.

As is well known endometriosis is
one of the most widespread gynecological
diseases. The etiopathogenesis is still ob-
scure and, in fact, the various assumptions
made up to now have not cleared the
picture (1).

Hypotheses have been formulated on
the spreading of endometrial tissue by
hematic or lymphatic routes, or on the
reflux of endometrial tissue through the
tubes. Other assumptions centre upon fa-
miliar, auto-immune, dysgenic causes,
upon an anomalous differentiation of so-
me residual cells from the miillerian epi-
thelium or, finally, upon metaplasia of
the celomatic germinal epithelium.

This vast range of hypotheses has ge-
nerated several therapeutic solutions
which, leaving out a surgical approach, can
be summed up in two groups:

1) induction of a pharmacological pseu-
dopregnancy (*) through the prolonged
and continued use of estrogens and pro-
gestagens, so as to turn the islands of
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ectopic endometrial tissue into deciduali-
zed cells combined with a few inactive
glands;

2) induction of a pharmacological pseu-
domenopause, through suppression of the
secretion of hypophysial gonadotropins,
which provoke a condition of hypoestro-
genism sufficient to determine atrophy of
the endometrium.

The drugs which induce a condition of
pseudo-menopause can be divided into
two groups: one including androgen de-
rivatives such as danazol (*) and gestrino-
ne (*), and another which groups together
the GnRH hyperactive agonists.

The isolation and comprehension of the
structure of GnRH in 1971 has made it
possible to produce hundreds of peptides
associated with it, whose biological po-
tential is 20-200 times higher than the na-
tural molecule’s. The increase in the
biological activity is strictly related to the
rise in the resistance to proteolitic enzy-
mes and with a greater affinity for GnRH
hypophysial receptors, through modifica-
tion of the natural molecule.

One of the analogues most used in
the treatment of endometriosis is busere-
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lin (7), which must be administered many
times daily. Another widely employed
analogue is goserelin, which, has recently
been rendered available in depot, and
which can thus be given by means of
monthly subcutaneous injections.

Our research aims at an evaluation of
the metabolic, endocrine and clinical
effects of depot goserelin and of danazol
upon patients suffering from endome-
triosis and treated during a period of nine
months.

MATERIALS AND METHODS

Fourteen women in ages ranging from 24 to
40 years affected by symptomatic endometriosis
diagnosed through laparoscopy or after laparo-
tomy through pelvic surgery were admitted to
the study. Pelvic endometriosis was studied ac-
cording to the American Fertility Society clas-
sification. Depot goserelin (3.6 mg) was admi-
nistered subcutaneously to seven patients every
four weeks in the front abdominal paries. The
other seven patients were administered orally
600/800 mg die. For all patients the treatment
lasted nine months, and the first administration
coincided in all cases with the beginning of a
menstrual cycle. Clinical, endocrine and meta-
bolic assays were performed at the beginning of
the treatment, two weeks later, three months la-
ter and, afterwards, every three months in a
period of a year from the beginning of the the-
rapy. We considered in detail body weight, hea-
daches, hot flushes, acne, muscular cramps, dejec-
tion, sudation. The treatment was monitored
through control of estradiol, and of luteinizing
and follicle-stimulating hormones. Hepatic en-
zymes (ALAT, ASAT, gamma GT), total and
fractional bilirubin, prothrombin, fibrinogen (Fac-
tor I), total and HDL cholesterol, glycemia were
also checked. Moreover, each patient underwent
control of the distal radius’ bone density by means
of a dual photon absorptionometry (Osteoden /
P. 1135, AM24),

ACHIEVEMENTS

In ten patients the range of pelvic en-
dometriosis was II, in three of them it
was III, and in one it was IV. All
patients completed the nine-month treat-
ment. In most cases they became ame-
norrheic by the second month (five after
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the first cycle, seven after the second;
two patients who had initially been in-
cluded in the “danazol” group were mo-
ved to the “goserelin” one because of
continued or intermittent spotting, despi-
te the relatively high dosage of 800 mg).
Obviously the specific symptoms of the
disease were reduced in all patients. In
six patients out of seven, among those
who were given danazol, body weight
increased. Headache was attested in two
cases in the “goserelin” group and in one
case only in the “danazol” one. Hot flu-
shes occurred both in the group which
was using goserelin (six cases) and in
that which was using danazol (four cases),
though, indeed, with decreasing intensity.

Acne appeared in only three patients
who were being administered danazol,
and so did muscular cramps (two cases).
Sudation, especially nightly (three cases),
and dejection were observed in patients
who were using goserelin (see table 1).
Gonadotropins and estradiol assay were
useful in performing hormonal monito-
ring.

LH and E; rapidly decreased to non-
dosable ranges, while FSH proved to be
fluctuating both in patients treated with
goserelin and in those who were being
administered danazol. In both groups he-
matic ranges were normal. No important
variations of HDL cholesterol were obser-
ved in the goserelin group, whereas in
the one using danazol increase in LDL
and decrease in HDL were noticed.

Finally, as to the radius’ bone density
(10th distal of the non-dominating lemb),
we observed a progressive worsening in
the patients who were using goserelin (in
three cases the diminution was beyond
10%, in the others the drop was lower),
while in the patients administered dana-
zo(li no considerable variations were noti-
ced.
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Table 1. — Incidence of side effects in the patients treated with Goserelin or with Danazol.

W72 Danazol
[ Goserelin

W

Demineralization
beyond 10%

3

Spotting
: I3
7777227727772
Dejection
2
Sudation

Muscular cramps

I
Acne
]
2
Headache
1

Body weight

(increase of 2 kg)

] 6

Hot-flushes

vz 7777 777 ¢

]

4

DISCUSSION

Our research corroborates many obset-
vations on the therapeutical efficacy of
GnRH and danazol in the treatment of
endometriosis. Generally speaking, the
two kinds of treatment are well tolera-

ted (°).

Treatment with goserelin provoked,
indeed, only slight side effects such as hot
flushes () or a reduction of bone density
as had already been noticed by Steingolds
and other Authors (), while we did not
observe any alteration of lipid metabolism.
On the contrary, we noticed in the
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treatment dosage 600/800 die with dana-
zol the appearance of side effects such as
acne and muscular cramps; no hepatic
distress was noticed. We observed, mo-
reover, interaction with lipid metabolism,
and no remarkable effects on bone density.

Our observations agree with those for-
mulated by other Authors (** ) who,
though maintaining that GnRH agonist
analogues and danazol have the same effi-
cacy in the treatment of endometriosis,
report that the analogues have a more fa-
vourable therapeutical action (**). The
most serious effect of the analogue-thera-
pies, that is, reduction in bone mass,
has also been considerably reduced (*?); on
the contrary, it is now well known that
it is dose-related (%) and that it is even
reversible once the treatment is interrup-
ted. As to this aspect, a very interesting
suggestion is that of adding small quan-
tities of progestinics to the GnRH agonist
therapy so as to successfully prevent tem-
porary demineralization too.

CONCLUSION

The recent use of drugs which induce
a pseudo-menopause has sensibly impro-
ved the therapy of endometriosis. Dana-
zol and GnRH analogue agonists achieve,
though in different ways and separately,
results which were considered impossible
to attain up to a few years ago. The re-
search carried out up to now hase helped
to point out the differences between the
two types of treatment and, indeed, sugge-
sting the consideration of danazol (on the
one hand) and the GnRH agonists (on the
other) as complementary, or at least not in
antithesis, is more and more credited. It
will be helpful to consider the treatment
with analogues when patients are affected
by dyslipidaemiae, obesity, vasculopathies,
hepatopathies; the use of danazol is, on
the other hand, advisable in cases which
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present evident risks of osteoporosis (re-
lative body mass-index below 809%, diets
poor in calcium, sedentary life, etc.).
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