Research Article ISSN 2835-6276

American Journal of Medical and Clinical Research & Reviews

Uterine leiomyosarcoma in a premenopausal woman. Clinical case.
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ABSTRACT

INTRODUCTION. Leiomyosarcoma (LMS) of the uterus is a rare soft-tissue tumor of the female pel-
vis with <I1% of uterine tumor. It usually arises from the uterine myometrium de novo or is very rarely
transformed from a preexisting benign leiomyoma. These tumors are found mainly in females 40—60
years of age. Leiomyomas seen in the reproductive age group and a strong suspicion of LMS should be

in mind in cases of fibroid with postmenopausal bleeding.

CLINICAL CASE. A 39-year-old female came to the emergency room complaining of pelvic pain of 8
days duration, treated symptomatically with NSAIDs. It has the following background: hereditary fami-
ly history, which is unimportant to the case. Gynecobstetric history: menarche 11 years old, regular
cycles five to seven days, reports two months with uncontrolled cycle with heavy menstrual bleeding,
start active sexual life 24 years old. Papanicolaou: last year reported normal; colposcopy last one and

a half ago reported normal.

DISCUSSION. Approximately 40-80% of women may develop leiomyomas, the most common benign
gynecological disease, during their lifetime. Uterine sarcoma, on the other hand, is a rare disease with
an incidence ranging from 1.55 to 1.95 per 100,000 women per year. According to the WHO, in 2011, a

LMS is a specific type of rare sarcoma that accounts for over 60% of all cases of uterine sarcoma. It is
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essential to correctly evaluate myometrial tumors before surgery to ensure proper patient management

and avoid delayed treatment. However, distinguishing an LMS from fibroids can be difficult due to

similar clinical, laboratory, and ultrasound features. Ultrasound is a cost-effective, non-invasive, and

widely accepted imaging method for evaluating the myometrium. The reporting of ultrasound charac-

teristics of the myometrium and myometrial lesions was standardized by developing a consensus state-

ment by the Morphological Uterus Sonographic Assessment group.

Keywords: myometrial tumors; uterine leiomyosarcoma; diagnosis; treatment.

INTRODUCTION

Leiomyosarcoma (LMS) of the uterus is a rare
soft-tissue tumor of the female pelvis with <1% of
uterine tumor. It usually arises from the uterine my-
ometrium de novo or is very rarely transformed
from a preexisting benign leiomyoma. These tu-
mors are found mainly in females 40—60 years of
age. Leiomyomas in the reproductive age group
and a strong suspicion of LMS should be in cases

of fibroid with postmenopausal bleeding.

The World Health Organization (WHO) classifica-
tion of tumors of female genital organs classifies
leiomyosarcoma into three types — conventional
(spindle cell), epithelioid, and myxoid variant. Con-
ventional LMS is the most common one. Myxoid
and epithelioid variants of LMS are rare. WHO
classification of female genital tract tumors in the
latest 5th edition recommends a diagnosis of epi-
thelioid LMS if there are >50% cells showing epi-
thelioid morphology with tumor cells showing
moderate-to-severe atypia along with tumor cell

necrosis or >1.6 mitoses/mm?[1].

In the setting of an epithelioid smooth muscle tu-
mor of the uterus, we postulate that the diagnosis of
malignancy is in the presence of >2 of the follow-
ing: moderate or severe atypia, >4 mitoses/2.4
mm?2, and tumor cell necrosis. In their absence, the
finding of tumor size >5 cm, vascular invasion, in-

filtrative edges, or atypical mitoses treated with

caution, and designation as of at least uncertain ma-

lignant potential is warranted [2].

Uterine LMS is a rare and heterogeneous entity
with unknown etiology, accounting for approxi-
mately 60-70% of uterine sarcomas. It occurs most
frequently in perimenopausal women and shows
indistinct manifestations, such as vaginal bleeding
and increasing abdominal girth. Approximately
60% of cases are diagnosed at the International
Federation of Gynecology and Obstetrics (FIGO)
stage I, and the stage is the most important prog-
nostic factor. However, patients with uterine-
confined disease unexceptionally exhibited unfa-
vorable prognoses. The reported 5-year overall sur-
vival rate was as low as 50-61% for stage 1 while
decreasing to 22-48 %, 16-38%, and 10-17% for
stage II, II1, and IV disease, respectively [3].

CLINICAL CASE

A 39-year-old female came to the emergency room
complaining of pelvic pain of 8 days duration,
treated symptomatically with NSAIDs (ibuprofen).
It has the following background: hereditary family
history, which is unimportant to the case. Gynecob-
stetric history: menarche 11 years old, regular cy-
cles 5 to 7 days, reports two months with uncon-
trolled cycle with heavy menstrual bleeding, start
active sexual life 24 years old. Papanicolaou: last
year reported normal; colposcopy last one and a

half ago reported normal.
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The current condition began two months ago with

changes in the menstrual cycle
(polyproiomenorrhea) and dysmenorrhea, which
increased in the last eight days, accompanied by
dysuria, tenesmus, polakiuria, and constipation.
Speculoscopy revealed: complex visualization of
the cervix; it is lateralized to the right due to the
presence of a mass, with slight residual bleeding, a
mass with regular and smooth edges on vaginal
examination, with pain on cervical mobilization. A
pelvic scan revealed a mass dependent on the uter-
us measuring approximately 8x9 cm and another

measuring approximately 3 cm.

Ultrasound: the uterus in the ante version, with
heterogeneous echogenicity, is identified as entire-
ly occupied by a hypoechogenic, heterogeneous
image, with central vascularity of 148 x 123 x 95
mm, which causes deformity of the anterior wall
of the uterine body, as well as the uterine fundus—
non-assessable endometrial cavity. The right ova-
ry, with a volume of 13 cc, is of regular shape,
size, and echogenicity, measuring 42 x 25 x 23
mm, with few follicles of less than 4 mm, without
evidence of focal or diffuse lesions. The left ovary
has a volume of 30 cc, has a standard shape and
echogenicity, measures 47 x 37 x 32 mm, and has
a 12 x 6mm follicle inside. Diagnostic impression:

uterine myomatosis of the sub-serous type.

Laboratories typically and the patient is admitted
and scheduled for a hysterectomy. During the trans
-surgical procedure, a myoma was seen in the pos-
terior wall of the segment, measuring approxi-
mately 18 x 15 x 10 cm. A subtotal hysterectomy
was performed due to the loss of the anatomy of
the parameters. To the anterior and posterior cul de

sac, a 12 x 8 cm tumor with fibroid characteristics

on the surface was dissected; however, fetid case-
ous discharge is observed, gray in color, with
granulomatous tissue, significantly bleeding and
fragile; intraoperative biopsy reports atypical myo-
ma, cytological characteristics of malignant mes-
enchymal neoplasms (necrosis, marked atypia and
mitosis), two red blood cell packets and two fresh
plasmas are transfused due to hemorrhage with
WHO grade IV anemia, requiring monitoring in
the intensive care unit. Subsequently, laboratories
requested control with the following results: Hb
10.9 with leucocytes 31.47/uL,

continuous floor surveillance of gynecology, con-

rest routine and

trast-enhanced abdominopelvic tomography was
requested, and a third-level referral to oncology

service (Figs. 1-5).

Figure 1. macroscopic image of an irregular mass
of 12x10x10cm of fleshy appearance, with partial-

ly necrotic and hemorrhagic areas.
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Figure 2. Uterine body without adnexa and with-
out neck measuring 5x5x3 cm, closed smooth se-
rous to the cut endometrial cavity of 1.5 cm from
horn to horn and 3 cm in length has a thickness of

1.5 cm, no invasion of the myometrium.

AJMCRR, 2023

Volume 2 | Issue 12 | 3 of 7



Figure 3. Transoperative study, cytology with

atypia, marked pleomorphism and mitosis in a

hemorrhagic background.

Figure 4. Hematoxylin and eosin stain: Fusocellu-
lar neoplasia with marked cellular pleomorphism
(50 1n 10 fields at 40x).
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Figure 5. Areas of lesion with abrupt transition

from viable tumor cells to necrotic cells.

%

DISCUSSION

Sarcomas of the genital tract is 3% of all gyneco-
logical malignancies, with uterine sarcomas being
the most common subtype in[180% of the cases.
Cervical LMS constitute <1% of all cervical malig-
nancies, and they mainly occur in perimenopausal
women with an average age at diagnosis of 46
years. Of all cervical sarcomas, Carcinosarcoma
(malignant mixed Miillerian tumors) is the most
common subtype, with cervical LMS being the
most common, followed by adenosarcoma, rhabdo-
myosarcoma and endometrial stromal sarcoma.
Clinical symptoms typically include abnormal vag-
inal blood loss, abdominal distension, a cervical
mass, and pelvic pain. Preoperative imaging char-
acteristics with an ultrasound scan and magnetic
resonance imaging (MRI) have been investigated
and can raise suspicion of a sarcoma. With ultra-
sound scans, uterine LMS are often larger, solitary,
and with increased central/peripheral vascularity
compared to benign uterine masses. The final diag-
nosis is based on pathology and immunohisto-

chemical analysis [4]

Approximately 40-80% of women may develop
leiomyomas, the most common benign gynecologi-
cal disease during their lifetime. Uterine sarcoma,
on the other hand, is a rare disease with an inci-
dence ranging from 1.55 to 1.95 per 100,000 wom-
en per year. According to the WHO, in 2011, a
LMS is a specific type of rare sarcoma that ac-
counts for over 60% of all cases of uterine sar-
coma. It is essential to correctly evaluate myome-
trium tumors before surgery to ensure proper pa-
tient management and avoid delayed treatment.
However, distinguishing an LMS from fibroids can
be difficult due to similar clinical, laboratory, and
ultrasound features. Ultrasound is a cost-effective,

non-invasive, and widely accepted imaging method
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for evaluating the myometrium. The reporting of
ultrasound characteristics of the myometrium and
myometrium lesions has been standardized by de-
veloping a consensus statement by the Morpholog-

ical Uterus Sonographic Assessment group [5].

The diagnostic evaluation of uterine sarcomas in-
cludes, in addition to a physical examination, a
transvaginal ultrasound and Magnetic Resonance
Imaging (MRI), eventually combined with a Posi-
tron Emission Tomography (PET) scan. Neverthe-
less, definite diagnosis always requires hyster-
oscopic endometrial biopsy and tissue sampling in
order to define the tumor grade and the hormone
receptor status. The markers Cancer Antigen 125
(CA-125), Lactate Dehydrogenase (LDH), C-
reactive protein (CRP), and D-dimers could theo-
retically indicate uterine sarcoma but are influ-
enced by various other factors and, consequently,
lack specificity. Despite being a cheap and con-
venient screening method, ultrasound may not
conclusively determine the benignity or malignan-
cy of uterine masses. On the contrary, MRI exhib-
its excellent soft tissue resolution, and certain de-
generative types of uterine fibroids show compara-
ble signal intensities that account for a specific rate
of misdiagnosis. PET-CT is costly and complicat-

ed to promote but assures the highest accuracy [6].

LMS often demonstrates aggressive tumor biolo-
gy, with a higher risk of developing distant meta-
static disease than most sarcoma histologic types.
The prognosis is poor, particularly in patients with
uterine disease, and there is a need for the develop-
ment of more effective therapies. Genetically,
LMS is karyotypically complex and characterized
by a low tumor mutational burden, with frequent
alterations in TP53, RB1, PTEN, and DNA dam-

age response pathways that may contribute to re-

sistance against immune checkpoint blockade
monotherapy. The LMS immune microenviron-
ment is infiltrated with tumor-associated macro-
phages and tumor-infiltrating lymphocytes, which

may represent promising biomarkers [7].

A Nomogram is a chart-based algorithm that inte-
grates clinical variables to achieve accurate predic-
tion without complex mathematical formulas.
Nomograms for various malignant tumors have
demonstrated practical value. Furthermore, web-
based graphical nomograms can assess prognoses
conveniently and intuitively. Nomograms have
been developed to predict STS prognosis, as well
as 12-year sarcoma-specific deaths. Histology-
specific and site-specific nomograms have been
developed to predict overall survival for patients
with uterine LMS or limb LMS. We recently es-
tablished an internal validation web-based Nomo-
gram for LMS with lung metastasis to predict
overall and cancer-specific survival. DM is an in-
dependent risk factor for poor prognosis in patients
with LMS. Therefore, early identification of pa-
tients with a high risk of DM can improve patient

outcomes [8].

A LMS can arise in almost all organs other than
neurogenic organs. Many LMS have been reported
in the digestive tract, mesentery, uterus, vessels,
retroperitoneum, and soft tissues. A solitary, lobu-
lar, soft, fleshy solid mass with hemorrhage and
cystic degeneration characterizes its macroscopic
appearance. Microscopically, it presents 2/3 mod-
erate/severe cytologic atypia, 10 + MF/10 HPF,

and tumor cell necrosis as our case [9].

Myxoid LMS (MLMS) is a tumor variant of the
uterine LMS variant, extremely rare with an annu-

al incidence of 0.64. It is exceedingly challenging
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to identify because of the aggressive disease
course, clinical and histological heterogeneity, and
ostensibly benign and bland cellularity. MLMS are
tumors that include myxoid stroma in at least 60%
of the tumor area, have undergone microscopic
examination, and exhibit light microscopy and im-
munohistochemical evidence of smooth muscle
differentiation. Correct diagnosis of MLMS is es-
sential since, unlike other cancers, mitotic figures
and abundant cellularity are not usual. Despite
having a low mitotic index, these tumors have a
startling myxoid look and behave very malignantly
[10].

Ijaz I et al. [11] Conducted a meta-analysis of 51
reports, including 1664 patients. Among patients
who received adjuvant chemotherapy (916 pa-
tients; 55%), gemcitabine and docetaxel were the
most frequently used drugs. First-line monotherapy
with alkylating agents and second-line with protein
kinase inhibitors resulted in favorable prognoses.
The combinations of anthracycline plus alkylating
therapy and gemcitabine plus docetaxel showed
the most significant benefits when used as first-
line and second-line chemotherapies, respectively.
Subgroup meta-analysis results revealed that dual-
regimen therapies comprising anthracycline plus
alkylating therapy and gemcitabine plus docetaxel
are practical therapeutic choices for International
Federation of Gynecology and Obstetrics stages 111
—IVb with distant metastases when assessed by
computed tomography. Furthermore, neoadjuvant
chemotherapy and local radiotherapy resulted in
favorable outcomes for patients with earlier stages
of distant relapsed uLMS. Our findings provide a
basis for designing new therapeutic strategies and
can potentially guide clinical practice toward better
prognoses for uLMS patients with advanced, meta-

static, and relapsing disease.
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