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SUMMARY

Abnormal desquamation of the endometrium,
indicated by the presence of normal endometrial
cells in smears obtained from women during the
second half of their menstrual cycle or after
menopause, could be associated with an endo-
metrial carcinoma or its precursors. The frequency
of exfoliation increases with advancing age. These
data could be of great use in the screening of
patients with cancerous or precancerous lesions
of the endometrium.
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INTRODUCTION

Under normal circumstances one finds
endometrial cells in cervico-vaginal smears
only during the first half of the menstrual
cycle, occasionally during the second
half (?). The presence of endometrial cells
during the second half of the cycle at any
time after menopause is a sure indication
of abnormal endometrial desquamation (*).
Patients with endometrial cancer of pre-
cancerous endometrial lesions often show
characteristically abnormal cells in their
cervico-vaginal smears ("2 %). In any case,
we should remember that cervico-vaginal
smears may show completely normal en-
dometrial cells even in presence of certain
endometrial lesions, such as hyperplasia
and carcinoma.

There are very few articles dealing with
the frequency of carcinoma or endometrial
hyperplasia in women whose cervico-va-
ginal smears contain only normal endo-
metrial cells.

The purpose of our research is to il-
lustrate the endometrial changes found in
histological examinations of women whose
cervico-vaginal smears contained flaked-off
normal endometrial cells during the second
half of their menstrual cycle or during
the post-menopausal period.

MATERIAL AND METHODS

From 1973 to 1979 we have examined 836
women whose cervico-vaginal smears contained
normal endometrial cells and who subsequently
underwent surgery for endometrial curettage, total
hysterectomy, or partial hysterectomy. Cytological
specimens were obtained from each patient by
means of scraping and cervical tampons. The
results from cellular and tissue studies of each
patient were compared. The cellular and histo-
pathological criteria for cystic hyperplasia, adeno-
matous hyperplasia, atypical hyperplasia, adeno-
carcinoma #n situ, and adenocarcinoma infiltrating
in the endometrium have been described in other
papers (1,2.4,5,6),

Of the 836 cervico-vaginal smears taken, ex-
foliated endometrial cells were seen during the
first half of the menstrual cycle in 140 cases,
during the second half of the cycle in 453 cases,
and during the post-menopausal period in 243
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cases. Endometrial cells observed during the first
half of the cycle can be considered in relation
to the normal physiological sloughing process,
and their presence in the smears at this time is
certainly less important than when they are found
during the second half of the cycle or after meno-
pause. The presence of endometrial cells in
smears taken during the second half of the cycle
or after menopause is, in fact, considered a sign
of abnormal exfoliation and demands subsequent
histological tests. We found 696 such cases in
our study.

Patients with physiological and abnormal ex-
foliation of endometrial cells were studied within
the framework of the incidence of endometrial
carcinoma and its precursors, of the patient’s
age, of the menopausal stage, and of the present-
ing symptoms,

RESULTS

Of the 140 patients who had normal en-
dometrial cells in smears obtained during
the first half of their cycle, histological
examination revealed proliferating endo-
metrium in 66 cases, secreting endome-
trium in 47 cases, menstrual endometrium
in 5 cases, anovulatory endometrium in
3 cases, endometrium treated with pro-
gestins in 3 cases, and an atrophic endo-
metrium in 5 cases. The endometrium was
found to be within normal limits in 129,
that is 92.29%), of the 140 cases. Only
11 of the 140 cases showed pathological
alterations. Adenomatous polyps were
found in 10, that is 7.19%, of the cases,
and one patient suffered from adenoma-
tous hyperplasia of the endometrium. We
did not find any endometrial adenocarci-
nomas (table 1).

We found no significant relationship
between the type of endometrium and
the age of the patient.

Of the 453 patients who had normal
endometrial cells in smears obtained during
the second half of their cycle, 9 (2%)
had invasive endometrial adenocarcinoma
or adenocarcinoma “in situ”, 22 (4.9%)
had endometrial hyperplasia, and 98
(21.6%) had adenomatous polyps in the
endometrium (table 1). Of the 9 endo-
metrial carcinomas, 4 were adenocarci-
nomas “in situ” and 5 were initially in-
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vasive adenocarcinomas, with infiltrations
limited to the internal myometrial layers.

These diagnoses were reached after
examination of surgically removed speci-
mens consequent to hysterectomy. Of the
22 cases with endometrial hyperplasia, 7
had cystic hyperplasia, 11 had adenoma-
tous hyperplasia, and 4 had atypical hyper-
plasia. In the remaining 324 patients we
have observed proliferating endometrium
in 154 cases, secreting endometrium in
108 cases, menstrual endometrium in 9
cases, endometrium treated with progestins
in 7 cases, anovulatory endometrium in
16 cases, and atrophic endometrium in
30 cases.

Of the 243 patients who had exfoliated
endometrial cells after menopause, 14
(5.2%) had an adenocarcinoma of the
endometrium, 32 (13.29%) had endome-
trial hyperplasia, and 86 (35.4%) had
adenomatous polyps of the endometrium
(table 1). There was 1 adenocarcinoma
“in situ” among the 14 endometrial
cancers. In the 13 cases of invasive ade-
nocarcinoma, infiltration into the myo-
metrium was limited in 10 cases and
extensive in 3 cases. Of the 32 cases of
endometrial hyperplasia, 8 had cystic hy-
perplasia, 17 had adenomatous hyperpla-
sia, and 7 had atypical hyperplasia. Of
the remaining 111 women, 18 had pro-
liferating endometrium, 4 had secreting
endometrium, 1 had menstrual endome-
trium, 8 had anovulatory endometrium,
and 80 had atrophic endometrium.

The presence of endometrial cells in
smears obtained from women during the
second half of their menstrual cycle or
after menopause is considered a sign of
abnormal exfoliation. We had 696 women
with this abnormal exfoliation of endo-
metrial cells. The abnormal desquamation
of endometrial cells was found to be as-
sociated with a significant number of en-
dometrial carcinomas and their precursors.

Of these 696 cases (table 2), endome-
trial adenocarcinoma was observed in 23
(3.2%) cases, endometrial hyperplasia in
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Table 1. — The importance of endometrial cells in pre- and post-menopausal women.
. . . . First half of cycle  Second half of cycle ~ Post-menopause

Histological diagnosis No. % No. % No. %
Normal endometrium . 129 922 324 71.5 111 45.7
Adenomatous polyps 10 7.1 98 216 86 354
Endometrial hyperplasia . 1 0.7 22 4.9 32 13.2
Adenocarcinoma . 0 0 9 2 14 5.7
TOTAL CASES . 140 453 243

54 (7.8%) cases and adenomatous polyps
of the endometrium in 184 (26.5%) cases.
Of the 23 endometrial carcinomas, 5 were
“in situ” and 18 were invasive. Of the
52 cases of endometrial hyperplasia, 15
were cystic hyperplasia, 28 were adenoma-
tous hyperplasia, and 11 were atypical
hyperplasia. We did not note any signi-
ficant endometrial alterations in the re-
maining 435 women (62.5%). We have
observed 172 cases of proliferating endo-
metrium, 112 cases of secreting endome-
trium, 10 cases of menstrual endometrium,
7 cases of endometrium treated with pro-
gestins, 24 cases of anovulatory endome-
trium, and 110 cases of atrophic endo-
metrium.

In table 2 the ages of patients presenting
abnormal exfoliation of endometrial cells
have been compared with the results of
histological tests. The youngest patient
was 20 years old and the oldest one 69.

The endometrium was within normal
limits in 89.8% of the 195 cases of the
20-39 year-old group. Adenomatous po-
lyps were noted in 18 (9.29%) cases, and

endometrial hyperplasia was present in
only 2 (19) cases. Adenocarcinoma was
not observed in this age group. There
were 237 patients in the 40-49 year-old
age group, and the endometrium was
within normal limits in 148 (62.49%) cases.
Adenomatous polyps were observed in 67
(28.3%) cases, endometrial hyperplasia in
17 (7.2%) cases, and endometrial adeno-
carcinoma in 5 (2.19) cases. Of the 17
women with hyperplasia, 6 had cystic hy-
perplasia, 7 had adenomatous hyperplasia,
and 4 had atypical hyperplasia. 3 of the
5 endometrial neoplasms were adenocar-
cinoma “in situ”. 82 (43.6%) cases of
the 188 patients in the 50-59 year-old age
group had a normal endometrium. We
observed adenomatous polyps in 77 (419%)
cases, endometrial hyperplasia in 21
(11.29) cases, and carcinoma in 8 (4.29%)
cases.

Of the 21 endometrial hyperplasias, 4
were cystic, 12 were adenomatous, and
5 were atypical. 1 of the 8 endometrial
neoplasms was an adenocarcinoma “in
situ” and 7 were infiltrating. Of the 76

Table 2. — Abnormal desquamation of endometrial cells in relationship to age.

. . . . Total 39 years 40-49 years  50-59 years +59 years

1
Histological diagnosis o or  No "6 No. %  No. %  No. %

Normal endometrium . . 435 625 175 89.8 148 62.4 82 436 30 395
Adenomatous polyps . . 184 265 18 9.2 67 283 77 41 22 289
Endometrial hyperplasia . 54 78 2 1 17 72 21 112 14 184
Adenocarcinoma 23 32 0 0 5 21 8 4.2 10 132
TOTAL CASES . 696 195 273 188 76
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Table 3. — Abnormal desquamation

of endome:rial cells in relationship to symptoms.

Asymptomatic patients

Symptomatic patients

Histological diagnosis

No. % No. %
Normal endometrium 303 64.3 132 58.7
Adenomatous polyps . 117 24.8 67 29.8
Endometrial hyperplasia 38 8.0 16 7.1
Adenocarcinoma 13 29 10 4.4
TOTAL CASES . 471 225
women over 59 years of age, only 30 asymptomatic. Abnormal metrorrhagia

(39.5%) had a normal endometrium. 22
(28.9%) had adenomatous polyps, 14
(18.4%) had endometrial hyperplasia, and
10 (13.2%) had invasive carcinoma. Of
the 14 endometrial hyperplasias, 4 were
cystic, 8 were adenomatous, and 2 were
atypical. There were 9 invasive carcino-
mas and 1 adenocarcinoma “in situ”
These figures show that endometrial car-
cinoma and its precursors were found in
about 1/3 of the women over 59 years
of age, and in 15% of the women in the
50-59 year-old age group.

As shown in tables 3, 4, and 5, there
is no significant difference in the fre-
quency and the nature of the endometrial
alterations among patients with abnormal
exfoliation of endometrial cells who have
the same symptoms. One possible excep-
tion is adenocarcinoma, which seems to
be more frequent in post-menopasual
women with symptoms. Symptoms were
observed in 225 (32.3%) of the 696 cases,
while 471 (67.79%) of the women were

was observed in over 90 9% of the patients
while spotting or pelvic pain were less
frequent. 10 (43.5%) of the 23 women
with adenocarcinoma were symptomatic,
while 13 (56.5%) were asymptomatic.
Of the 54 women with endometrial hy-
perplasia, 38 (70.3%) were asymptomatic,
only 16 (29.7%) presenting symptoms.
67 (36.49%) of the patients with adeno-
matous polyps in the endometrium pre-
sented with symptoms, while 117 (63.6%)
had none. Of the 435 patients with endo-
metrial alterations other than endometrial
neoplasms or hyperplasia, 132 (30.3%)
were symptomatic, while 303 (69.7%)
were not.

Different types of endometrial cells
were observed in the 54 cellular samples
obtained from patients with endometrial
hyperplasia (table 6).

Glandular cells of endometrial origin
were identified in 32 samples (59.3% of
the cases), glandular as well as stromal
cells were found in 17 (31.5%) cases, and

Table 4. — Abnormal desquamation of endometrial cells in relationship to symptoms among pre-

menopausal women.

Histological diagnosis

Asymptomatic patients

Symptomatic patients

No. % No. %
Normal endometrium 238 71.9 86 70.5
Adenomatous polyps . 68 20.6 30 24.6
Endometrial hyperplasia 18 5.4 4 33
Adenocarcinoma 7 2.1 2 1.6
TOTAL CASES . 331 122
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Table 5. — Abnormal desquamation of endometrial cells in relationship to symptoms among post-

menopausal women.

Histological diagnosis

Asymptomatic patients

Symptomatic patients

No. % No. %
Normal endometrium 65 46.4 46 447
Adenomatous polyps . 49 35.0 37 359
Endometrial hyperplasia 20 14.3 12 11.7
Adenocarcinoma 6 4.3 8 7.7
TOTAL CASES . 140 103
DISCUSSION

only stromal cells were recognized in 5
(9.29%) cases. Certain differences became
evident when we have considered the
type of endometrial cells in relation to the
type of endometrial hyperplasia. Of the
15 patients with cystic hyperplasia, 8 had
glandular cells, 5 had glandular and stro-
mal cells, and 2 had stromal cells. Of the
28 patients with adenomatous hyperplasia,
15 had glandular cells, 11 had glandular
and stromal cells, and 2 had only stromal
cells. Of the 11 patients with atypical
hyperplasia, 9 had glandular cells, 1 had
glandular and stromal cells, and 1 had
only stromal cells.

5 of the 23 endometrial carcinomas
were “in situ” and 18 were invasive.
The endometrial cells were of glandular
origin in 3 of the 5 adenocarcinomas ““in
situ”, while 2 had glandular and stromal
cells. Of the 18 cases of invasive adeno-
carcinoma, 12 showed endometrial cells
of glandular origin, 5 had glandular as
well as stromal cells, and 1 had cells of
stromal origin (table 6).

Papers have been written (?) which
show that normal endometrial cells ob-
served in cervico-vaginal smears obtained
from women during the first half of their
menstrual cycle are usually the result of
physiological desquamation, endometrial
carcinoma and its precursors being rarely
observed. The results of our work confirm
this conclusion. Data were scarce, however,
on the importance of normal endometrial
cells found in cellular samples obtained
from women during the second half of
their cycle or after menopause. Endome-
trial cells observed during these periods
reflect an abnormal endometrial desqua-
mation. Endometrial cells in specimens
obtained from women with hyperplasia or
carcinoma usually present characteristic
morphological traits ("2). In any case, the
results of our research indicate that in
certain cases the desquamated endometrial
cells from carcinoma or its precursors
could be relatively normal. These endo-
metrial cells sloughed off in non-physiolo-

Table 6. — Types of endometrial cells in relationship to endometrial pathology.

Histological Diagnosis

Type of cell - —- -
in cervico-vaginal smear Normal Polyps Hyperplasia Carcinoma
No. % No. % No. % No. %
Epithelial . 226 519 95 516 32 593 32 593
Epithelial and stromal . 146 336 74 402 17 315 7 304
Stromal . . . . . . . . 63 145 15 8.2 5 9.2 1 44
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gical phases of the cycle. The frequency
and nature of the endometrial lesions
observed were related to the age or the
menopausal stage of the patient. The fre-
quency of endometrial carcinoma and its
precursors increased with the age of the
patient. The frequency was higher in
post-menopausal women than in pre-me-
nopausal women. In addition, adenoma-
tous polyps were often observed. In wo-
men with invasive carcinomas, the neo-
plasms were usually well differentiated
and confined to the internal layers of
the myometrium, the middle and external
portions being free of infiltrations.

The frequency and nature of the en-
dometrial alterations was not significantly
different in women with and without
symptoms. Abnormal desquamation of the
endometrium can be observed in patients
with disfunctional metrorrhagia, submuco-
sal myomas, endometritis, endometriosis.
hormone therapy, 1.U.D. abortions (*).
Data concerning these variables were not
considered in our research.

The number of endometrial cells in
cellular preparations from abnormal des-
quamations was variable. Generally speak-
ing, the number of endometrial cells was
higher in samples from women with en-
dometrial neoplasms. In any case, in
women with hyperplasia or endometrial
carcinoma the number of normal endo-
metrial cells was much lower than the
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number of hyperplastic or carcinomatous
cells.

It was possible to identify the various
types of endometrial cells. Regardless of
the state of the endometrium, normal en-
dometrial glandular cells were more fre-
quently observed alone, glandular and
stromal cells together were less frequently
observed, and stromal cells alone were ra-
rely found in the cellular samples. Stro-
mal cells alone were observed in about
5% of the cases of endometrial carcinoma,
in 10% of the cases of hyperplasia or
polyps, and in 15% of the women without
appreciable pathological lesions in the en-
dometrium.
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