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roneous diagnosis may be reached, resulting in
inappropriate investigation and treatment. The
diagnostic difficulties may be further com-
pounded in small bone marrow trephine biopsy
specimens where the usual follicular growth
pattern of these lymphomas may not be ap-
preciated. In the present case the initial fa-
voured morphological diagnosis was metastatic
signet-ring adenocarcinoma and a diagnosis of
lymphoma was only reached after the his-
tochemical and immunohistochemical results
became available. Electron microscopy may
also help by showing lymphoid features and an
absence of epithelial or melanocytic differ-
entiation.
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Degenerative changes in myometrium simulating
diffuse leiomyomatosis after treatment with
gonadotrophin releasing hormone analogue
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Abstract
Degenerative changes are encountered
relatively frequently in uterine leiomy-
omas. Morphologic changes within
leiomyomas, particularly necrosis and
alterations in cellularity, have been
described following treatment with
gonadotrophin releasing hormone ana-
logue, but the effects of this form of
treatment on the morphology of the nor-
mal myometrium are less well docu-
mented. A case is reported of a 42 year
old woman with a history ofmenorrhagia
in whom a combination of degenerative
and iatrogenic changes resulted in a
histological appearance resembling dif-
fuse leiomyomatosis.
(J7 Clin Pathol 1995;48:278-280)
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Gonadotrophin releasing hormone (GnRH)
analogues are used in the management of
patients with uterine leiomyomas. Reduction
in leiomyoma volume occurs following

GnRH analogue administration, possibly
because of atrophy of smooth muscle cells.'
Changes in cellularity, necrosis, and haemor-
rhage have been described in leiomyomas
following treatment with GnRH analogues,"
but the range of histopathological changes
resulting from the administration of GNRH
analogues has yet to be fully defined. Here,
we report a case in which features suggestive
of diffuse leiomyomatosis were present in a
hysterectomy specimen following administra-
tion of goserelin, a GnRH analogue.

Case report
A 42 year old woman had been attending the
gynaecology clinic for four years with a
history of menorrhagia. Examination at initial
presentation revealed a small mobile uterus.
She was started on a cyclical progestogen but
defaulted from follow-up. Two years later,
the patient presented with acute urinary
retention and was found to have an enlarged
uterus with fibroids. She also complained of
menorrhagia; endometrial curretage was
performed yielding normal secretory endo-
metrium. She was started on a progesterone
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Figure 1 Perinodular degeneration within a leiomyoma.

only pill with little improvement in menstrual
symptoms and after six months, this was

changed to a low dose combined pill with
reasonable success. Eight months later, the
patient was admitted as an emergency with
menorrhagia and a cervical polyp. Polyp-
ectomy was performed and a polypoid adeno-
myoma removed. Hysteroscopy four months
later revealed multiple fibroids. She was

started on goserelin and norethisterone and
achieved good control of bleeding. Hysterec-
tomy was performed three months later.
The uterus weighed 630 g and measured

12 x 14 x 8-5 cm. Multiple fibroids ranging
in size from 05 to 6-5 cm in diameter were

present in submucosal and intramural loca-
tions. The larger fibroids showed degenera-
tion with cystic areas partially filled by
innumerable small nodules of smooth muscle
up to 0 3 cm in diameter. There were also
several ill-defined abnormal white areas pre-

Figure 2 Degenerative changes in myometrium distantfrom discrete tumour masses

(note endometrium on right).

sent in the myometrium. On microscopy, the
endometrium showed prominent decidual
change. The larger fibroids showed "peri-
nodular" degeneration (fig 1) with nodules of
hypercellular smooth muscle separated by
oedematous connective tissue and dilated
thin-walled blood vessels. There was a sharp
demarcation between degenerate leiomyoma
and adjacent normal myometrium in some
areas, but in many areas this demarcation was
lost and perinodular degeneration involved
the myometrium adjacent to the fibroids.
Similar abnormality was present in
myometrium distant from obvious leiomyoma
masses (fig 2). No significant nuclear
pleomorphism or mitotic activity was present
and intravascular growth was not observed.

Discussion
Gonadotrophin releasing hormone analogues
are used in the medical management of men-
orrhagia and for reducing leiomyoma volume
before hysterectomy. The mode of action of
these agents is not entirely clear, but the
reduction in leiomyoma size is thought to be
a result of the hypo-oestrogenic state in-
duced by GnRH analogue administration.5
Degenerative changes including necrosis,
haemorrhage, and hyaline degeneration have
been described in leiomyomas following
administration of GnRH analogues.lA Both a
reduction2 and an apparent increase' in cellu-
larity have been reported, the latter being
regarded as an apparent increase resulting
from condensation of atrophic smooth muscle
cells rather than a genuine increase in cell
number.

Perinodular hydropic degeneration within
and adjacent to leiomyomas can result in
appearances superficially resembling intra-
venous leiomyomatosis. This form of degen-
eration is probably responsible for the
changes observed within the leiomyomas in
the case reported here, but abnormalities
were also present in the myometrium distant
from the leiomyomas and extended to the
junction of endometrium and myometrium,
resulting in appearances similar to diffuse
leiomyomatosis. The presence of large dis-
crete leiomyoma masses and substantial areas
of normal myometrium, however, excludes
this diagnosis. We propose that these abnor-
malities resulted from smooth muscle cell
atrophy induced by GnRH analogue admin-
istration in combination with hydropic degen-
eration.

Degenerative and iatrogenic changes are
likely to be encountered more often in
myomectomy and hysterectomy specimens
with increased use of GnRH analogues in the
medical management of fibroids. It is impor-
tant to recognise these abnormalities to avoid
over-diagnosis of rare conditions such as
intravenous or diffuse leiomyomatosis and to
define completely the spectrum of histopatho-
logical changes associated with this form of
treatment.
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