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Uterine fibroids: protocols of integrated
medical/surgical treatment

U. MONTEMAGNO - G. DE PLACIDO - N. COLACURCI
F. ZULLO - M. LOCCI

Summary: Uterine fibroids are the most common solid pelvic tumor in women and in these
last years their management has been deeply reviewed. An optimal integration of GnRH analogue
treatment with different surgical techniques require an adequate work-up for the specific problems
of each single patient. For a correct management of these patients, we divided them into 4 cate-
gories on the basis of symptoms and specific objectives to pursuive: a) perimenopausal patients;
b) young patients, symptomatic or with large myomas, with no wish for more children; c) young
patients, symptomatic or with large myomas, wishing to preserve fertility; d) infertile patients or
patients with hystory of repeated miscarriages.

Our suggested work-up is the following: a careful USGraphic evaluation of fibroid size and
localization, a transvaginal doppler examination of the uterine blood supply, a complete haemato-
chemical analysis, a hysteroscopy guided biopsy and a complete bone evaluation. On the basis of
the above mentioned evaluations for each group we will use a different therapeutic approach in
regard of either length of medical treatment (for tree to six months, for one or more cycles) or
necessity of surgical treatment (with the possibility to get a natural menopausal), or different
surgical techniques (operative hysteroscopy and/or laparoscopy, laparotomic myomectomy, vaginal or
abdominal hysterectomy,
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INTRODUCTION made medical treatment possible for all
the diseases associated with high oestro-
gen plasma levels, particularly for uterine
fibroids.

Since 1983 a number of trials has hi-
ghlighted the role and efficacy of GnRH
analogues in the treatment of uterine fi-
broids, which have generally undergone a
marked and significant reduction in volu-
me (over 409), though these changes
were usually transient, the majority of
cases returning to their initial conditions
within 3 to 6 months from therapy di-
scontinuation.

Uterine fibroids are the most common
organ disease in gynaecology, affecting 1
woman in childbearing age out of 4.

Until recently there was no other treat-
ment for this disease but surgery, conser-
vative when possible, otherwise radical.

The introduction into the market of
drugs such as GnRH analogues, capable
of inducing reversible medical menopause,
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Moreover, pretreatment with GnRH
analogues usually makes the surgical pro-
cedure markedly easier, with a reduction
in intraoperative blood loss and a promp-
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ter postoperative recovery. Also, by indu-
cing amenorrhea, this pretreatment im-
proves the anaemia due to menometrorrha-
gia, making autotransfusions possible and
reducing the risk of non-autologous tran-
sfusions (°).

As a result, the cure of uterine fibroids
no longer lies exclusively in the hands of
surgeons, but requires integrated medical/
surgical treatment protocols which can be
designed only after a precise evaluation of
each individual case.

CLINICAL EXPERIENCES

At present, a fundamental role is played
by the refinement in diagnostic procedures
achieved with the introduction of transva-
ginal ultrasonography, flow indices of ute-
rine and myoma vessels — extremely sen-
sitive to hyperoestrinism — and hystero-
scopy, which enables us to define exactly
the characteristics of fibroids, their patho-
physiologic aspects and their relation to
the reproductive capacity.

It is useful to establish a therapeutic
protocol for patients affected by myoma-
tosis, based on the following parameters:
patient’s age; wish for children; symp-
toms; site, volume and number of myo-
mas. We may then divide the patients to
be treated into 4 categories:

A) perimenopausal patients;

B) young patients, symptomatic or with
large myomas (uterus > 14th week of
pregnancy), with no wish for more chil-
dren;

C) young patients, symptomatic or with
large myomas, wishing to preserve ferti-
lity;

D) infertile patients or patients with
history of repeated miscarriages.

The symptom-free patients in the first
two groups are not treated but only follo-
wed up, undergoing ultrasonography and
Doppler flow measurement every 6 to 12
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months; in case of rapid growth in myoma
size or significant changes in flow indexes,
they will be considered as symptomatic
and will thus be included in the proper
groups. In our Institution, over the past
5 years, perimenopausal patients have
been the most numerous by far among
women affected by uterine fibroids (see
Fig. 1); this group of patients is most li-
kely to reap greater benefit from the in-
troduction of these new drugs.

Group A (Perimenopausal Patients).

Petrimenopausal patients account for
68% of our cases and the treatment of
this population is aimed at eliminating
menometrorthagia and reducing pressure
symptoms by medical therapy, so that the
patients can reach their natural menopau-
se in a state of well-being.

To this purpose we employed GnRH
analogues in a cyclic treatment.

The following patients were excluded
from this protocol:

a) patients with ultrasound changes,
consisting of an excessive calcification of
the myoma fibrous internal structure;

b) patients who do not show the typi-
cal decrease in Doppler flow indices (PI
and RI) due to increased flow in uterine
arteries and in myoma newly formed ves-
sels, as is the case for example, of in toto
fibromatous uterus with diffused microno-
dules (< 1 cm);

c) patients with associated ovarian di-
sease or endometrial atypical hyperplasia.

RESULTS

The simple hyperplasia, which is gene-
rally present in the areas of the endome-
trium surrounding the myoma, is not a
contraindication to treatment with GnRH
analogues, deriving great benefit from this
therapy, as was also shown by our expe-
rience in women with menometrorrhagia
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UTERINE FIBROIDS
Years 1986-1991 - Cases n. 315
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C D

Fig. 1. — 9% cases of uterine fibroids at the Dept. of Obstetrics and Gynecology I of the Uni-
versity Federico II, Naples: A) perimenopausal patients; B) young patients, symptomatic or with
large myomas (uterus > 14th week of pregnancy), with no wish for more children; C) young
patients, symptomatic or with large myomas; wishing to preserve fertility; D) infertile patients

or patients with history of repeated abortions.

due to non fibroid associated endometrial
hyperplasia without atypic cells (*).

The perimenopausal patients who do
not satisfy the inclusion criteria for the
cyclic treatment are submitted to hyste-
rectomy after 3 months of pretreatment
with GnRH analogues. In the cases of
perimenopausal patients included in the
cyclic treatment protocol, after 3 months
of therapy, clinical, ultrasound and Dop-
pler flow assessment is repeated.

Response is considered inadequate if
the menometrorrhagic and/or pain symp-
toms persist, if the reduction in myoma
volume is smaller than 209, if the Dop-
pler flow indices are unchanged, and if
side effects are relevant; in these cases,
hysterectomy is performed. When respon-
se is adequate, the GnRH analogue the-
rapy is continued, supplemented by an
oestrogen/progestogen combination (Pre-
marin 125 mg X 25 days + MPA 5 mg
from day 16 to day 25) to reduce the
extent of bone mineral loss and the GnRH
agonist side effects. At regular intervals

(every 6 months) therapy is discontinued
to see whether menses resume, and the
evaluation of ultrasound, Doppler flow,
bone mineral and hormonal parameters is
repeated, so as to adjust the steroid dosa-
ge and to define when to restart the
GnRH analogue treatment, which can be
posticipated until symptoms reappear, in-
cluding increased myoma volume or higher
flow indexes. The therapy with GnRH
analogues will also be discontinued should
a rare (295) complication occur, that is,
genital bleeding due to massive myoma
necrosis with hyalinosis; in these cases
hysterectomy is promptly performed.
During this trial, started in January
1991, we enrolled 18 patients in the cyclic
treatment protocol. In 5 cases therapy
was discontinued after the first three
months due to inadequate response (4 ca-
ses) or to side effects (1 case; vasomotor
symptoms, excruciating headache). Of the
13 patients continuing the treatment, only
3 concluded the first cycle and have been
off the therapy for a maximum of 3
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GnRHa CYCLIC TREATMENT

GnRHa x 3 months

| Clinical, USG and Doppler evaluation |

Hysterectomy

|GnRHa + E/P x 6 months |

l

RIA and mineralometric check

Clinical, USG, Doppler,

Wait for menses
at least 7 months

l Next cycle

[ Natural menopause

Fig. 2. — Cyclic treatment protocol for perimenopausal patients with fibroids.

months, all of them are still in ame-
norrhea. The ultrasound and flow para-
meters of these three patients do not differ
from those observed at 3 months, but we
need to wait either for their first men-
struation to verify if the disease resumes,
or at least 7 months to suppose a transi-
tion towards the natural menopause, to be
confirmed by RIA (see Fig. 2).

Group B (Young patients, symptomatic or
with large myomas, with no wish for
more children).

In this group, the initial diagnostic
assessment is extremely important in the
decision to treat, bearing in mind the li-
mits of GnRH analogue therapy, i.e. myo-
ma regrowth at discontinuation and im-
possibility to petform very long term
treatments because of bone mineral loss.
In case of isolated submucous or subse-
rous myomas, a 3-month pretreatment
with GnRH analogues should be admini-
stered, with monthly controls to prevent
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excessive tumour shrinkage, followed by
the specific endoscopic surgery. In case
of intramural extension of the myomas,
mainly subserous, and in all cases in which
it exists a clinical indication for laparoto-
mic myomectomy, this should be preceded
by a 3 to 6 months pretreatment with a
GnRH analogue and the patient should
be informed about the risk of postopera-
tive relapse. In case of multiple large
size intramural myomas or in case of in
toto fibromatous uterus, the patient
should be scheduled for hysterectomy after
a pretreatment with GnRH analogues,
due to the benefits illustrated above.

Group C (Young patients, symptomatic
or with large myomas, wishing to pre-
serve fertility).

In these patients radical surgery can be
considered only once they have completed
their reproductive plans. The initial dia-
gnostic assessment enables us to plan the
most appropriate conservative treatment,
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which in any case cannot be confined to
medical therapy alone.

Also in these patients submucous and
subserous lesions will benefit from an
adequately prepared endoscopic treatment,
as illustrated above. In this group of pa-
tients the protocol should consider 2 va-
riables: extent of myomatosis and time to
next pregnancy. If the site and size of
myomas are such as to interfere with pre-
gnancy or if the woman’s wish to preserve
her reproductive capacity is not aimed at
one single pregnancy planned in the
short term, then the approach should en-
visage a laparotomic myomectomy follo-
wing a 6 months pretreatment with GnRH
analogues to reduce as much as possible
intraoperative bleeding, frequently more
abundant in this surgical procedure than
in hysterectomy. If size and site of myo-
mas are not hazardous for reproduction
and the time to next preghancy is not
long (less than 1 year), a watchful wait
can be planned for the pregnancy, to po-
stpone the decision about the surgical
treatment of myomas after breastfeeding.

In case of intramural or multiple sub-
mucous or large myomas, or in toto fi-
bromatous uterus, that is, when myomec-
tomy is likely to end up in hysterectomy,
the patient can be recommended to enter
an on/off medical treatment protocol
(following Blumenfeld) with 3 months
of GnRH analogue therapy, 6 months of
interruption and 3 more months of treat-
ment followed by adequate USG, Doppler
and bone mineral density follow-up to
decide whether and when to retreat the
patient with GnRH analogue-E/P combi-
nation protocols.

Group D (Infertile patients or patients
with repeated abortions).

In case of subserous myoma — should
the diagnosis be made in the course of
laparoscopy — this can be directly remo-

ved during the laparoscopic procedure, and
a 3 months postoperative GnRH analogue
therapy may be performed.

If the subserous myoma is screened be-
fore laparoscopy, we can resort to a 3
month GnRH analogue pretreatment and
subsequent monthly ultrasound follow-up
to decide the most appropriate moment to
perform the operative laparoscopy, to
avoid excessive myoma shrinkage that
would make it difficult or even impossible
to visualize the myoma during the pro-
cedure.

In case of intracavitary fibroid, this
must be removed due to its inevitable im-
pact on embryo implantation: thus pre-
treatment with GnRH analogues will be
planned, with subsequent tumour ablation
by hysteroscopy. In case of intramural
myoma, its possible interference with re-
production should be carefully evaluated.
Usually fibroids do not negatively interfe-
re with the reproductive potential, though
some Authors report endometrial vascula-
rization changes in the myoma area, with
decreased possibility of embryo implanta-
tion, reduced capacity of the uterus to
carty out pregnancy with increased ten-
dency to miscarriage, and possible increase
in mother-foetus morbidity. We believe
we should intervene with medical or sur-
gical therapy only when sure that the fi-
bromatous lesion will interfere with the
reproductive process, as in the case of a
small precornual myoma with impaired
oviductal function. In such cases we only
petform medical treatment with GnRH
analogues for 3 months and subsequently
we follow the diagnostic-therapeutic pro-
cedures for infertility. In case of intramu-
ral myoma with severe abnormalities of
the cavity, medical therapy will be pre-
scribed for 3 months, followed by hystero-
scopic reassessment of the cavity; if it has
returned to normal, we resort to assisted
fertilization techniques to achieve pre-
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gnancy, if the cavity is still deeply altered,
myomectomy will be performed.

For large intramural myomas that do
not significantly deform the cavity, the
need for surgery is evaluated only after
completing all the relevant diagnostic and
therapeutic procedures including assisted
reproduction techniques. In these cases
we perform laparotomic myomectomy af-
ter a 3 month pretreatment with GnRH
analogues. Finally, in cases of sterile peri-
menopausal patients, the approach differs
in the duration of the GnRH analogue
therapy, not exceeding 2 months, and in
that, immediately after, an assisted repro-
duction programme is implemented, ex-
ploiting the ovarian desensitization if the
basal FSH levels of the patient are below
15 mIU/ml.

CONCLUSION

In conclusion, the introduction of
GnRH analogues in the treatment of fi-
broids has had an enormous impact on the
disease, making surgery easier and solving
its menometrorrhagic complications; mo-
reover, it is a remarkable example of mo-
dern and thoughtful integration between
a correct use of the new molecules made
available by pharmacologic research and
the established principles of surgical the-
rapy, which remains a cornerstone in the
cure of this disease.
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