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Summary: The value of cytology as a diagnostic tool in uterine MMMT has been tested in

order to reach an earlier diagnosis.

From 10 endocervical scrapings we were able to obtain 7 positive smears, two of them diag-
nostic for mixed tumour at first examination, 1 detected upon revision.
In one case the positive smear was obtained from a direct scraping of the neoplasia pro-

truding through the cervical os.

INTRODUCTION

Malignant Mixed Mesodermal Tumours
(MMMT) are very uncommon and ag-
gressive neoplasms of the female genital
tract. In the uterus they are seen practi-
cally always in post-menopausal patients,
in whom they present with uterine blee-
ding and enlargement.

Generally, they are large, soft, polypoid
growths usually involving the postetior
wall and the fundus, sometimes protru-
ding from the cervix ().

Histologically they are biphasic neo-
plasms characterised by the presence of
both epithelial and stromal malignant com-
ponents, hence the designation “mixed”.
The epithelial component is usually ra-
presented by an adenocarcinoma of endo-
metrioid type at different grade of diffe-
rentiation but also rare types of endome-
trial adenocarcinoma can be present. The
stromal component may be of homologous
type (composed of sarcomatous elements
indigenous to the uterus) (fig. 1) or of
heterologous type (composed of elements
differentiating towards skeletal muscle,
cartilage, bone or fat) (fig. 2). The epi-
thelial and the stromal components can
be strictly intermingled or in isolated no-
dules.
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The characteristic cytologic features of
MMMT of the uterus in routine vaginal
and cervical smears have not been well
documented. This paper presents the cy-
todiagnostic findings of 10 MMMT of the
uterus as found in routine vaginal and
cervical smears in order to reach an earlier
diagnosis.

MATERIAL AND METHODS

During the six-year period from 1980 to
1986, 13 women were treated at Gynaecological
Department, Pavia University, for uterine MMMT
(9 cases were of homologous type; 4 cases of
heterologous type). Specimens for cytologic exa-
mination were obtained from the vagina, ecto-
cervix and endocervix of 10 patients and stained
routinely with Papanicolaou’s method.

Positive smears were observed in 7 patients;
6 patients had neoplastic elements and one se-
vere dysplastic squamous cells.

Clinical records and follow-up were studied
with all available cytologic and histologic ma-
terial.

RESULTS

At the time of the diagnosis the age
of patients with uterine MMMT, who had
cytologic examination ranged from 59 to
85 years with a mean age of 71.3. Initial
symptoms noted were increased abdominal
girth, pelvic mass, pain or discomfort in
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pelvic area and vaginal bleeding. Clinical
findings include obesity, hypertension,
hormonal treatments after menopause and
diabete mellitus. Physical examination re-
vealed enlarged uterus and palpable abdo-
minal mass. In one patient the tumour
protruded through the cervical os. The
stage of presentation was IA (3 cases),
IB (5 cases), and III (2 cases).

The cytologically positive smears obtai-
nel from 7 patients (4 with MMMT ho-
mologous type; 3 with MMMT heterolo-
gous type) showed in two cases definite
sarcomatous elements in addition to ade-
nocarcinoma, making possible the diagno-
sis of mixed tumour. In four cases only
a malignant epithelial component, ie.,
adenocarcinoma, which was virtually indi-
stinguishable from endometrial adenocar-
cinoma, was present. In one case we
found severe dysplastic squamous cells.

The revision of slides made possible an
additional diagnosis of mixed tumour from
the group of previously diagnosed as ade-
nocarcinoma because of the detection of
anaplastic tumour cells in addition to
adenocarcinoma.

One of the two smears originally dia-
gnosed as mixed tumour was obtained
from the patient with neoplasm protru-
ding through the cervical os; the other
from a patient with a nodule of 4 c¢m in
diameter localized in the left cornus main-
ly constituded of a rabdomyoblastic com-
ponent.

All but one of the 7 patients with po-
sitive cytologic specimens, were treated
with total abdominal hysterectomy and bi-
loteral salpingo-oophorectomy. One of
them had post-operative radiation and che-
motherapy and is NED 9 months from
the diagnosis. The other 6 patients died
during the first year after surgery.

In one case of MMMT homologous
type, autopsy was performed. Metastatic
sites included: vagina, utrinary bladder,
omentum, mesenteric lymphnodes, liver,
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right lung, pericardium, left cervical
Iymphnodes. Both histologic components
were found in metastatic sites.

Cytological findings.

The malignant epithelial component ob-
served in 6 of our cases, resembled that
of endometrial adenocarcinoma in various
stages of differentiation. Epithelial neo-
plastic cells were arranged in strips or
scattered in groups in relation to the de-
gree of differentiation and to the level of
conservation. Well preserved cells ranged
in size from 8 to 15w and had a central
nucleus and high cytoplasmic ratio. Well
differentiated elements had chromatin fi-
nely arranged while in less differentiated
ones it appeared in hyperchromatic clumps.
A single round amphophylic macronucleo-
lus was often detected (fig. 3). Badly pre-
served cells showed several small intra-
cytoplasmic vacuoles, indicating degenera-
tive phenomena, which tended to coalesce
until they filled the entire cytoplasm,
masking the nuclear structure.

The sarcomatous component observed
in 3 of our cases, presented as isolated or
coupled pleomorphic cells, of uneven size
and shape ranging from round to fusi-
form. Their cytoplasm was pale, basophi-
lic with indistinct borders blended into
the background of the smears and some-
times with bipolar processes. Single nu-
cleus, relatively large showed wvariable
chromatin patterns from vescicular to fine-
ly arranged or very hyperchromatic. Pro-
minent nucleoli were often detected (figg.
4a-b). Multinucleated tumour cells and
atypical mitoses were found only in the
case of neoplasm protruding through the
cervical os. In our cases we did not find
heterologous elements.

DISCUSSION

A recent suggestion that the frequency
of uterine MMMT has increased (?) and
the above mentioned survival rates have



e 0%

2
e
it
#5e 3
S
%
¥
S
4
(|
1 <N -
@M~ WGy
# e
Bt A aL ‘t
Fig. 1. — Epithelial and stromal component in MMMT homologous type (EE x400).
Fig. 2. — Chondrosarcomatous differentiation in MMMT heterologous type (EE x400).
Fig. 3. — Epithelial neoplastic cells with chromatin arranged in hypercromatic clumps. Atypical
mitotic figure is present (PAP Xx400).
Fig. 4. — a) Neoplastic cell likely of mesenchymal origin, with abundant cytoplasm and macro-

nucleolus (PAP X 400). b) Solitary sarcomatous element with bipolar cytoplasmic
processes (PAP x400).
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stimulated much research towards discove-
ry of widely adoptable diagnostic methods
such as exfoliative cytology.

While uterine sarcomas almost exclusi-
vely originate submucosally and infre-
quently shed cells before reaching consi-
derable size, uterine MMMT as a result
of extensive inflammatory and degenera-
tive phenomena, tend to exfoliate more
than other mesenchymal neoplasms. This
characteristic is confirmed by the high in-
cidence of mixed tumour diagnosis on cer-
vical smears in the series of Parker (3)
(669%), White (*) (53%) and Hajdu (°)
80%) as well in our series (70%; one
case after revision). Hajdu and Hajdu (%)
and Massoni and Hajdu (°) stated that
there are no characteristic cytologic featu-
res of this tumor, but MMMT should be
suspected by the presence of bizatre spin-
dle shaped cells and malignant glandular
cells. An-Foraker and Kawada (7) empha-
sized the difficult diagnosis of MMMT
because of the variety of cellular elements
that can often be misinterpreted; endo-
metrial aspiration smears, preserving he-
terologous elements, better can improve
the diagnostic accuracy.

In our series the greatest number of
neoplastic cells was detected in the endo-
cervical scrapings (except for the case in
which the neoplasm protruded to the cer-
vical os). Since we tend to push the swab
over the OUS, our samples are the result
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of a direct scraping of tumoral mass. The-
refore by using the latest tools for endo-
metrial scraping such as Perma or Endo-
cyte curettes we shall be able to increase
the number of positive smears improving
the amount and the cytologic preserva-
tion of epithelial and mesenchymal cells
as An-Foraker and Kawada suggest.

According to our data, we think that a
cytological diagnosis of MMMT may be
possible even in the preclinical period of
tumour development, by repeating smears
when we detect neoplastic cells and badly
preserved elements which may suggest a
mesenchymal component, and performing
an endometrial scraping in such cases.
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