Smooth Muscle Tumors of the Uterus
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Summary

Ozet

Objective: Our aim was to find out the incidence of the
smooth muscles of the uterus among the patients admit-
ted to the hospital with uterine mass or the presumed di-
agnosis of leiomyoma. To elucidate the reasons for inac-
curate clinical or pathologic diagnosis which hinders to
offer the patients a standard and optimum treatment in
smooth muscle tumors of the uterus.

Methods: The clinical files and the medical records of 653
women who had admitted to our hospital between Janu-
ary 1989 and May 2003 with uterine leiomyoma or uter-
ine mass followed by the operation with this preoperative
diagnosis were reviewed. These records were compared
with the final pathological diagnosis reviewing the regis-
teries of pathology department.

Results: Among 653 women operated, 2 cellular myoma on
the benign side of the spectrum and 3 mixed miillerian
tumor and 4 leiomyosarcoma on the malignant side were
diagnosed. One was endometrial stromal sarcoma. 490
leiomyoma could be matched with the reports recorded
by the pathology department.

Conclusions: The incidence of malignant smooth muscle
tumors in hysterectomies done in a university clinic is
very rare (1.38%).The incidence, clinical presentation,
diagnosis and treatment of uterine smooth muscle tumors
are all controversial and so investigational. These data
also suggested that the incidence was also infrequent
among the rapidly growing masses of the uterus.
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Amac¢: Amacimiz, hastaneye uterus kitlesi veya leiomyom
oldugu diisiiniilerek yatirilan hastalar arasinda uterusun
diiz kas timorlerinin sikligint  bulmaktir. Ayrica,
uterusun diiz kas tiimorleri olan hastalarin standard ve
optimum bir sekilde tedavi edilmelerini engelleyen klinik
ve patolojik kesin tan1 koyamama nedenlerini ortaya
¢ikarmaktir.

Yontemler: Ocak 1989 ve Mayis 2003 tarihleri arasinda
hastanemize uterus leiomyomu veya uterus kitlesi nede-
niyle yatirilarak ameliyat edilen 653 kadmm hastanin
klinik ve tibbi kayitlar1 gdzden gecirildi. Bu kayitlar, pa-
toloji boliimiindeki kayitlar incelenerek kesin patolojik
tanilarla karsilastirildi.

Bulgular: Ameliyat edilen 653 hasta arasinda yelpazenin
selim tarafinda yer alan 2 seliiller myom ve yelpazenin
habis tarafinda yer alan 3 miks miillerian timor ile 4
leiomyosarkom tanis1 konuldu. Bir olgu ise endometrial
stromal sarkomdu. Patoloji bolimiinde kayit edilen ra-
porlarla karsilastirildiginda 490 leiomyom eslestirilebildi.

Sonugclar: Bir iiniversite kliniginde yapilan histerektomiler
arasinda habis diiz kas tiimorleri siklig1 son derece azdir
(%1.38). Uterus diiz kas tiimorlerinin sikligi, klinik belir-
tileri, tan1 ve tedavisi biitiin olarak tartigsmalidir ve dola-
yisiyla arastirma konusudur. Bu veriler ayn1 zamanda
uterusta hizli bilyiiyen kitleler arasinda da sikligin az ol-
dugunu gostermektedir.

Anahtar Kelimeler: Uterus, Diiz kas, Timor
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Smooth muscle tumors of the uterus form a
wide spectrum of diseases from benign,
lelomyoma, to the most malignant lesion,
leiomyosarcoma. The limits between the disease
entities are vaguely distinguished and the criteria
for the diagnosis either clinically or even
pathologically are not very well established.
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Therefore, the smooth muscle tumors of the uterus
pose a great difficulty in the clinical practice.

The most malignant form of the lesions, sar-
comas of the uterus, is rare. It comprises only 3-
5% of all uterine tumors. The annual incidence
ranges between 1.2 and 2.3 cases per 100 000
women. They are more common in black women
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than in white women. The mean age of the cases
with leiomyosarcoma is the mid 50’s. The most
common symptom is the rapidly enlarging uterus.
Vaginal bleeding is another symptom. Preoperative
diagnosis is very hard due to the difficulty to take
biopsy from the lesion before the surgery. Ad-
vanced disease carries an extremely poor prognosis
being an appreciable number of these patients in
stage I disease (1).

We investigated the incidence of the smooth
muscle tumors of the uterus in our university clinic
to obtain an information about the frequency of the
malignant forms in a referral hospital. Another aim
was to elucidate the incidence of the malignant
forms among the patients admitted to the clinic
with the primary symptom of rapidly enlarging
mass of the uterus.

Methods

All the patients who have admitted to the Ob-
stetrics and Gynecology Clinics of the School of
Medicine of University of Marmara and undergone
surgery with the preoperative diagnosis of uterine
myoma between December 1989 and May 2003
were included in the study. Age and clinical find-
ings were already recorded in the files. The records
of all the patients for physical and pelvic examina-
tion with ultrasounds were also reviewed. These
clinical records were matched with the registries of
the Pathology Department of our university to
check the incidence among pathology specimens.
The frequency of the presenting symptoms and the
incidence of the malignant smooth muscle tumors
were given in percentages.

Results

The mean age of 653 patients included in the
study was 47 (32-68). One hundred sixty (30%)
patients were postmenopausal. The most frequent
symptom was menometrorhagia. Pelvic pain and
discomfort and presence of a mass in the lower
abdomen were other symptoms and signs. The
lesions of some patients were discovered during
routine pelvic examination (Table 1).

In 593 patients, abdominal hysterectomy was
the preferred method of treatment while vaginal
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Table 1. Distribution of patients according to
symptoms

NO. OF
SYMPTOMS PATIENTS %
(n=653)
MENOMETRORHAGIA 359 55
PELVIC PAIN 131 20
RAPIDLY GROWING MASS 91 14
ASYMPTOMATIC 72 11

hysterectomy was done in 60 patients. According
to the pathology results, 4 leiomyosarcoma
(0.61%), 3 mixed mesodermal tumor and 2 cellular
myoma were diagnosed. One was found as endo-
metrial stromal sarcoma and it was not included to
the evaluation since it was not arising from the
smooth muscle of the uterus. There was no
STUMP (smooth muscle tumor with low malignant
potential) diagnosed in the group. In this group, the
incidence of leiomyosarcoma was 0.61%. All of
the leiomyosarcoma cases were postmenopausal
while only the patient with endometrial stromal
sarcoma was premenopausal at the age of 39.

Two of the leiomyosarcomas were diagnosed
by frozen section during the surgery while one was
diagnosed following simple hysterectomy. One
case was diagnosed by sharp and deep curettage
before the definitive surgery as low- grade sarcoma
from the material removed. The frozen section
diagnosis was also the same and the patient was
treated with only TAH & BSO and cytologic wash-
ings which was negative for malignancy. However,
the actual diagnosis after the surgery was reported
as high-grade leiomyosarcoma. The mixed meso-
dermal tumors were diagnosed by frozen section
while endometrial stromal sarcoma was discovered
after the surgery.

The most common symptom was rapidly
growing mass in leiomyosarcoma cases while the
others declared menometrorhagia. The patients
whose malignancies diagnosed during surgery had
undergone total abdominal hysterectomy with bi-
lateral salpingo-oophorectomy and bilateral pelvic
lymph node dissection.

T Klin Jinekol Obst 2004, 14
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In the registries of pathology, 490 leiomyoma
could be found but there were only two leiomyo-
sarcoma recorded. Instead, two cellular myoma
were pathologically diagnosed. Three cases of
mixed mesodermal tumor were verified by the
records of pathology.

Discussion

The frequency of the smooth muscle tumors of
the uterus in our hospital which is a referral center
for a very densely populated area is relatively rare.
The total incidence of smooth muscle tumors in
this series is 1.4%. The incidence of leiomyosar-
coma which is the most malignant form of smooth
muscle tumors among hysterectomies performed
for presumed uterine leiomyoma is 0.61%. Its inci-
dence in uterine leiomyomas is estimated to be
between 0.13 to 0.29%. However, Leibsohn et al.
claimed that the exact incidence of leiomyosar-
coma uteri removed with a preoperative diagnosis
of benign uterine leiomyoma had not been previ-
ously reported. In their study, after the hysterec-
tomy in the 1429 patients with presumed benign
disease, the histologic diagnosis of leiomyosar-
coma was 0.49%. However, it was demonstrated
that the presence of leiomyosarcoma in the hyster-
ectomy specimens increased steadily from the
fourth to the seventh decades of age and in the
sixth and seventh decades it was reported as 1.4%
and 1.7% respectively (2). In our series, the histo-
pathologic diagnosis of leiomyosarcoma among
hysterectomy specimens presumed uterine leio-
myoma is 0.40%. Therefore, leiomyosarcoma inci-
dence in our hospital can be considered relatively
low according to this study. This may be partly
explained with the difficulty of the diagnosis be-
fore the surgery, so the patient usually can not be
directed to a cancer center as in other cancers
which the preoperative diagnosis was possible.
Most of these patients generally undergo a regular
operation with a presumed diagnosis of uterine
myoma in general hospitals.

All of our leiomyosarcoma patients were
postmenopausal and the most common presenting
symptom was rapidly growing mass. Leibsohn et
al. in their series demonstrated that between the
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ages of 40 and 60 years, 1% of women presumed
uterine leiomyomas producing symptoms that ne-
cessitated hysterectomy had had leiomyosarcoma
postoperatively (2). On the contrary, Parker et al.
found that the total incidence of uterine sarcoma
(leiomyosarcoma, endometrial stromal sarcoma
and mixed mesodermal tumor) among patients
operated on for leiomyoma was extremely low.
Moreover, the incidence of sarcoma among pa-
tients having surgery for “rapidly growing” leio-
myoma (0.27%) or among those who met pub-
lished criteria for rapid growth (0%) did not sub-
stantiate the increased risk of sarcoma in these
women (3). Silverberg et al. found that the major
symptom in 34 patients with leiomyosarcoma was
abnormal vaginal bleeding but none of these had
rapidly growing mass (4). Liao et al reported that
the clinical symptom of the uterine sarcoma was
nonspecific (mostly vaginal bleeding) and the
prognosis was poor. The patients with leiomyosar-
coma were relatively younger and had better prog-
nosis but the rate of preoperative diagnosis was
low (5). In contradiction to this, Barker et al. re-
ported that out of 21 leiomyomas which were rap-
idly growing 10 were leiomyosarcoma (6).
Schwartz et al. found 4 out of 21 leiomyosarcoma
operated had a rapidly growing mass as a present-
ing symptom (7). For rapid growing, the criteria
has been set forth by Butram and Reiter was the
growing of the uterus to the size of more than six
weeks of gestation in a year (8). Therefore, a mass
increasing its size in a short interval in a post-
menopausal woman should always raise the suspi-
cion of malignant uterine smooth muscle tumor.

The diagnosis during surgery by frozen sec-
tion is usually inconclusive. The final diagnosis is
always liable to be changed after the permanent
sections examined as were in our two cases with
the diagnosis of cellular myoma. These were re-
ported as leiomyosarcoma by frozen section proba-
bly due to over-diagnosis.

Four hundred ninety cases of leiomyoma
could be extracted from the pathology files which
is remarkably less than the numbers of clinical
files. The difference is probably related with the
specimens evaluated in other pathology laborato-
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ries in the early years either by the patient or phy-
sician preference. An alternative explanation might
be that the presumed diagnosis of leiomyoma was
discovered during surgery as totally different situa-
tion such as ovarian or adnexial mass.

The final pathological diagnosis may not
sometimes be straigthforward and the limits be-
tween the lesions from benign to malignant are not
clearly defined. Nowadays, mitotic count and the
rate of necrosis are the most reliable criteria for
differentiation. Recently, the expression of some
oncogenes has gained importance for the differen-
tiation between leiomyoma and leiomyosarcoma.
Having demonstrated first that p 53 mutations were
very common in leiomyosarcoma, De Vos et al.
claimed that one of the most important differences
between leiomyoma and leiomyosarcoma was
acquiring p 53 mutation (9,10). Wang et al. also
suggested that p 53 and desmin expression could
be utilized as an additional criteria for diagnosis
(11). It was shown that the abnormal expression of
ovarian steroid receptors, p 53 and Ki-67 were
associated frequently with leiomyosarcoma
(12,13). Mittal et al. proposed that Ki-67, p 53 and
progesterone could be useful in differentiating
STUMP (Smooth muscle tumor with unknown
malignant potential) and cellular myoma (14).
Amant et al. have recently published that pTEN
mutations involved into the development of carci-
nosarcomas (15).

The treatment is not very well established for
uterine sarcomas. The gold standard for the surgi-
cal procedure of uterine sarcoma in case of tumor
limited to the uterine corpus is hysterectomy &
bilateral salpingo-oophorectomy. Omentectomy
and lymphadenectomy should be performed in
carcinosarcoma. In other histologic subtypes, lym-
phadenectomy should be performed only in pa-
tients with enlarged nodes discovered at the time of
surgical procedure (16). Fait et al. recommended
abdominal hysterectomy with or without bilateral
salpingo-oophorectomy (17). However, Ayhan et
al. in Hacettepe hospital experience showed the
existence of a substantial risk of lymph node me-
tastasis, so advised a complete surgical staging in
the management of uterine sarcomas, particularly
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in MMMT type (18). Friedrich et al. emphasized
that the primary treatment should have consisted of
an operation as radical as possible (19). Hill et al.
reported the importance of surgical resection for
leiomyosarcoma patients and the value of other
treatment modalities was largely limited to surgical
failures (20).

In conclusion, the incidence, clinical presenta-
tion, diagnosis and treatment of uterine smooth
muscle tumors are all controversial and so investi-
gational. Since the only effective mean of therapy
is the optimum surgery, the diagnosis is the most
important issue. We believe that the benefits of
treatment would increase accordingly in this awful
disease as the precision in diagnosis improved.
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