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Mullerian adenosarcoma of the cervix: case report with
conservative management
Adenosarcoma mulleriano del cérvix: reporte de caso con manejo conservador
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Abstract

Background: Mullerian adenosarcoma is a rare gynecological malignancy with a low malignant potential, with biphasic growth,
consisting of a benign epithelial element and a malignant mesenchymal element. It occurs in all ages predominating in postme-
nopausal women. Cervical localization of Mullerian adenosarcomas is rare; however, it is associated with a presentation in young
women. The diagnosis is made by anatomopathological study of the lesion and immunohistochemistry. The prognosis is gene-
rally good although the recurrence rate is high. Clinical case: We present the case of a 27-year-old patient who attended a
gynecological consultation with bleeding and transvaginal flow. During the gynecological examination, a polypoid lesion origina-
ting in the cervix was identified, which was removed by torsion and was diagnosed as Mullerian cervical adenosarcoma.
Subsequently, a cervical cone was performed because the patient refused hysterectomy. Conclusions: Mullerian cervical
adenosarcoma is a rare neoplasm with a recurrence rate that can reach up to 50% of cases, so close follow-up is necessary.
A local excision can be considered in patients without poor prognosis factors and who wish to preserve their fertility.
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Resumen

Antecedentes: El adenosarcoma mulleriano (AM) es una neoplasia ginecoldgica rara, de bajo potencial maligno, con creci-
miento bifdsico, constituida por un elemento epitelial benigno y otro mesenquimatoso maligno. Se presenta en todas las
edades, pero predomina en mujeres posmenopdusicas. La localizacion cervical de los AM es poco frecuente; sin embargo,
se asocia a una presentacion en mujeres jovenes. El diagndstico se realiza mediante estudio anatomopatoldgico de la lesion
e inmunohistoquimica. El prondstico es generalmente bueno, aunque la tasa de recidiva es alta. Caso clinico: Presentamos
el caso de una paciente de 27 afios que acudio a consulta ginecoldgica con sangrado y flujo transvaginal. En la exploracion
ginecoldgica se identificé una lesion polipoide originada en el cérvix, la cual se extirpd por torsion y fue diagnosticada como
AM cervical. Posteriormente se realizo conizacion cervical debido a que la paciente rechazo la histerectomia. Conclusion: E/
AM cervical es una neoplasia poco frecuente que tiene una tasa de recidiva que puede llegar hasta al 50% de los casos, por
lo que es necesario un seguimiento estrecho. La escision local puede ser considerada en pacientes sin factores de mal pro-
ndstico y que deseen conservar su fertilidad.

PALABRAS CLAVE: Sarcoma uterino. Adenosarcoma mulleriano cervical. Cérvix. Neoplasia ginecoldgica.
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Background

Mullerian adenosarcoma (MA) was described by
Clement and Scully in 1974 in the uterine body, which
has been the most common presentation site, althou-
gh it can occur in other locations such as the cervix,
ovary, vagina, fallopian tube and intestinal serosa. It
accounts for 5-7% of uterine sarcomas'?, and MA of
the cervix accounts for 2% of all MAs*. Cervical MA
occurs more frequently in young women, with up to
one third of them being reported in patients of be-
tween 10 and 15 years of age, with a marked differen-
ce with its counterpart in the uterine body, which
usually occurs in postmenopausal women®. These are
tumors of indeterminate etiology, with low malignant
potential, characterized by a benign epithelial compo-
nent and another malignant mesenchymal compo-
nent, considered by some authors as an intermediate
point along the path between adenofibroma and car-
cinosarcoma. Clinical presentation usually includes
transvaginal bleeding or discharge, and sometimes a
mass that protrudes up to the vagina can be identi-
fied*5. Definitive diagnosis is established by histopa-
thology and immunohistochemistry testing. The most
widely used treatment is hysterectomy with bilateral
salpingo-oophorectomy; however, management of
each case should be individualized. In general, the
prognosis is good, although its biological behavior can
sometimes be aggressive, with deep invasion of the
myometrium and sarcomatous overgrowth being the
main factors of poor prognosis. Metastases occur in
2% of cases, but the rate of local relapse is much
higher, reaching up to 50%23.

The purpose of the presentation of this case is to
emphasize on the importance of an adequate diagno-
sis and follow-up, given the high rate of recurrence,
as well as treatment individualization, in accordance
with all the principles of medical ethics.

Clinical case

This is the case of a 27-year-old woman who atten-
ded the gynecological outpatient clinic presenting with
transvaginal bleeding and discharge. She had no he-
reditary, familial or personal history data of relevance.
On obstetric-gynecological history, she referred menar-
che at 13 years, with regular menstrual cycles, moderate
bleeding and 3 to 5-day-duration with no associated
symptoms. She was nulliparous, had an active sexual
life and did not use any contraception method.

Her current condition had started 3 months prior to
attending the outpatient clinic, with foul-smelling
transvaginal discharge of whitish to yellowish appea-
rance, accompanied by intermittent, mild to moderate
transvaginal bleeding, not related to menstruation or
any traumatic factor; she had no other symptoms.

A colposcopy showed a lesion protruding through
the external cervical foramen with areas of ulcerated
appearance (Fig. 1). Biopsy and exfoliative cytology
were obtained; the cytological report indicated chronic
and acute inflammation with fibrin, while the biopsy
report indicated a biphasic, ulcerated epithelial-me-
senchymal neoplasm with stromal component atypia.
Laboratory tests reported normal parameters (hemog-
lobin 11.55 g/dL, hematocrit 34.74%, platelets
260,000/uL, WBC 9090/uL, prothrombin time 11.5 se-
conds, partial thromboplastin time 29.7 seconds, glu-
cose 70 mg/dL, with the remaining blood chemistry
values and lipid profile without alterations).

Subsequently, abdominal and transvaginal ultra-
sound showed a 73.7 x 34.5 x 51.2 mm uterus,
myometrium with no apparent alterations, 8.8-mm en-
dometrium with thickening in the middle third consis-
tent with submucosal myoma, cervix with deformed
morphology at the expense of a solid invasive neo-
plastic process with mild vascularity (color Doppler),
and ovaries with multiple cysts.

Exploration was carried out under anesthesia, with
a 3 cm polypoid exophytic lesion, with pedicle origi-
nating from the endocervical canal, being found; the
lesion was completely removed by torsion. Direct
7-cm hysterometry was performed with endometrial
biopsy-curettage and, finally, bimanual exploration re-
vealed uterus and adnexa without palpable masses,
and free septa and parametria.

The polypoid lesion was grayish-brown in color, with
a rubbery consistency, nodular surface, measuring
3.5 x 2.5 x 2.1 cm. The cut surface of the mass was
homogeneous, grayish-yellow in color and myxoid in
appearance (Fig. 2). Histopathological examination
showed a biphasic lesion with a solid growth pattern
comprised of irregular cellular bundles with hyperce-
llular and hypocellular areas interrupted by ducts of
various sizes, from small to large, which gave a folia-
ceous-appearance pattern (Fig. 3). Immunohistoche-
mistry reactions for estrogen receptors, progesterone
receptors, smooth muscle actin and WT1 were carried
out, which tested positive in the stromal component,
and in addition showed positive-CD10 in the neoplas-
tic cells adjacent to the epithelial component; the pro-
liferation index via Ki67 was 5-8% (Fig. 4). The
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Figure 1. Macroscopic appearance of the neoplasm with ulcerated
surface and hemorrhagic areas.

Figure 2. A: macroscopic appearance of the neoplasm: polypoid with
pediculated base and the surface shows granulation tissue. B: cut sur-
face of the mass is solid, with small cysts and accentuated vascularity.
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Figure 3. A: microscopic appearance with foliaceus pattern (hema-
toxylin & eosin, 2x). B: in solid areas, the neoplasm grows forming
short cell bundles (hematoxylin & eosin, 10x). C: stromal cells are
spindled, with cytoplasm with poorly defined borders and eosinophils;
nuclei are elongated, with disperse granular chromatin (hematoxylin &
eosin, 40x). D: detail of the epithelial component, which is simple cubic
without atypia; atypical mitosis is appreciated in the underlying stroma
(hematoxylin & eosin, 40x).

diagnosis was Millerian adenosarcoma. The endome-
trial biopsy showed simple hyperplasia changes wi-
thout atypia.

The patient was proposed treatment with hysterec-
tomy plus bilateral salpingo-oophorectomy or conser-
vative with conization and close follow-up due to the
risk of relapse, with the patient opting for the latter, due
to her wish to get pregnant. Cervical conization was
carried out uneventfully. The pathology analysis repor-
ted accentuated and focal acute chronic cervicitis with
mature endocervical squamous cell metaplasia, wi-
thout presence of neoplasm. The patient was dischar-
ged and a close follow-up plan was structured on an
outpatient basis; currently, at 6 months and with a to-
mographic study, the patient is free of tumor activity.

Discussion

Uterine sarcomas are a group of neoplasms of me-
senchymal origin, which account for 8% of malignant
neoplasms of the uterus®. These neoplasms include
MA, a tumor with low malignant potential that ac-
counts for 5-8% of uterine sarcomas’, which was ori-
ginally described by Clement and Scully in 1974'2, It
originates more often in the endometrium of the ute-
rine body, but it can also develop in the ovary, the
cervix'®, the retroperitoneum and the intestine®. MA
of the cervix accounts for 2-9% of all MAS'.

Cervical MA is a biphasic neoplasm, since it is com-
posed of benign epithelium and malignant stroma®. Its
etiology is unknown, although some cases have been
associated with the use of oral contraceptives, tamoxi-
fen’, endogenous hyperestrogenism?, a history of pel-
vic radiation and a history of neoplasm'; in our case,
the patient did not refer any relevant medical history
data, although polycystic ovary was detected, which
is a finding associated with endocrine alterations.

Cervical MA can occur in women of any age, but it
is more common in young women, with a mean age
of 27 years, as in our case, with 30% being reported
in patients of between 10 and 15 years of age’.

The characteristic clinical presentation is with trans-
vaginal bleeding'*®. In our patient, it was also asso-
ciated with bacterial vaginosis, which is why initial
treatment was based on antibiotic therapy. Other less
common alterations associated with these cases are
abdominal pain, urinary tract infections, uterine pro-
lapse and even ascites'. Physical examination usually
reveals a polypoid mass that protrudes through a di-
lated cervical duct, sometimes reaching up to the



J.A. Teco-Cortes, et al.: Mullerian adenosarcoma of the cervix

iz

vagina'?%, which was identified in our case when a
gynecological examination was performed under
anesthesia, which allowed the excision of the tumor
and an endometrial biopsy.

Laboratory tests were normal in our patient; there
are no data reported on alterations associated with
these cases. Imaging studies reveal well-delimited
polypoid masses that can protrude through the endo-
cervical canal or into the endometrial cavity. Areas of
cystic appearance and septa can be observed toge-
ther with a heterogeneous solid component®', with an
enhancement similar to that of the endometrium after
contrast medium administration?, in this case ultra-
sound (and color Doppler) being used, which revealed
the lesion had some vascularity.

Macroscopically, the lesion size is variable (5 cm on
average), and a solitary, sessile or pedunculated,
polypoid or papillary mass is typical, which projects
towards its cavity (endocervical or myometrial), dis-
playing a consistency that ranges from soft to firm
(from gelatinous to fleshy or rubbery)'. The cut surface
of the tumor can show cysts of varying size, areas of
focal hemorrhage and necrosis, with a well-defined
tumor margin; sometimes, multiple polyps are for-
med"3. In our case, it occurred as a 3.5-cm lesion,
predominantly solid, with a myxoid appearance and
occasional cysts.
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Figure 4. Positive immune reactions. A: estrogen receptors. B: progesterone receptors. C: CD10 in the cambium layer. D: smooth muscle
anti-actin. E: Ki67 in 5-8% of neoplastic cells.

Microscopically, a biphasic neoplasm with a benign
epithelial component and a malignant mesenchymal
component is observed; at low magnification, this folia-
ceus pattern is reminiscent of a phyllodes tumor of the
breast?. The glandular epithelium is generally of the en-
dometrioid type with cells of abundant eosinophilic
cytoplasm, sometimes accompanied by mucosal and
squamous differentiation®; it may exhibit nuclear atypia
(large nuclei, pleomorphism, chromatin thickening,
hyperchromasia, large nucleoli) and sometimes it forms
lines between the stroma, conferring it a papillary or
pseudovillous architecture'. The stroma is composed of
rounded or fusiform cells, with varying degrees of atypia
and hyperchromatic nuclei, which usually concentrate
around glandular elements forming cuffs, also known as
the cambium layer'?; it can display projections in the
lumen of the glandular component'. According to the
World Health Organization criteria, the stromal compo-
nent must exhibit a mitotic index = 2 mitotic figures per
10 high-power fields to differentiate it from adenofibroma.
Most adenosarcomas contain a homogeneous mesen-
chymal component, but up to 25% may have heterolo-
gous elements (rhabdomyosarcoma, chondrosarcoma,
liposarcoma, etc.) or a pattern of sarcomatous overgrow-
th25'" which did not occur in our case.

Immunohistochemistry reveals expression of cell di-
fferentiation markers (estrogen and progesterone,
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CD10 and WT1) in the stromal component. CD10 is
particularly expressed in the cambium layer. Cell pro-
liferation markers (Ki67) usually show low rates.
However, in sarcomatous areas, cell proliferation is
greater, as well as cell differentiation markers expres-
sion loss, with the immune profile being similar to that
of undifferentiated uterine sarcoma. In some cases,
aneuploid DNA is present?%'2, Qur case was confir-
med by immunohistochemistry, showing a well-diffe-
rentiated pattern.

Differential histological diagnoses include benign
tumors, such as adenofibroma, atypical cervical polyp
or adenomyoma of the cervix, as well as malignant
neoplasms such as uterine adenosarcoma with exten-
sion to the cervix, carcinosarcoma and embryonic
rhabdomyosarcoma®®,

The main differential diagnosis is adenofibroma, but
there is controversy in this aspect because the mor-
phology, the immune profile and prognosis are similar,
with differences only occurring when adenosarcomas
have stromal overgrowth. Cases of adenofibroma with
malignant behavior have also been reported, which is
why this tumor has been proposed to be a well-diffe-
rentiated adenosarcoma rather than a tumor that is
different from adenosarcoma®.

There is no evidence regarding the most efficacious
treatment, and following all that has been studied in
MA of the uterine body, the most widely used treat-
ment is hysterectomy with salpingo-oophorectomy;
however, surgery with fertility preservation with nega-
tive tumor margins confirmation has been used as an
alternative  treatment™#57'".  Adjuvant therapies
(chemotherapy or radiotherapy) have not shown any
benefit in these cases™. Since our patient refused
hysterectomy owing to her wish to get pregnant in the
future, local excision of the tumor and cervical coni-
zation to confirm negative margins was chosen.
Anyway, the relapse rate is high, reaching 25% in
patients treated with hysterectomy and up to 50% in
those treated with local excision'’; given that recu-
rrence is common in the long term, close follow-up
should be carried out"s.

Sarcomatous overgrowth and myometrial invasion
are the main factors of poor prognosis'”*, in addition

to the presence of heterologous elements, high mitotic
index, necrosis and extrauterine extension®'°. Lymph
node involvement is 3-4% and 5-year overall survival
is 79%". In our case, no factors of poor prognosis
were found, but even so, the patient will be closely
monitored due to the probability of relapse.

In conclusion, cervical MA is a neoplasm with low
malignant potential and high relapse rate that exhibits
an uncertain biological behavior, which is why long-
term follow-up is necessary even after hysterectomy.
Even so, it is feasible to consider a conservative treat-
ment in those patients who wish to preserve fertility
and who have no factors of poor prognosis, with close
follow-up being established.
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