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Abstract

Background: Uterine adenosarcoma is rare and can be associated
with pelvic radiation and tamoxifen therapy in postmenopausal women.
Symptoms are nonspecific but a recurrent polypoid formation is a charac-
teristic clinical feature. Entities such as xanthogranulomatous inflamma-
tion is an uncommon type of chronic inflammation, normally associated
with a benign condition, but there exist reported cases associated with
malignancy.

The objective of this study is to describe a case of a recurrent polypoid
formation with a final uterine adenosarcoma diagnosis.

Case report: A 63 year-old female presented with postmenopausal
bleeding with no other symptomatology. A first examination with trans-
vaginal ultrasonography showed a mild-vascularized round vacuolated
mass occupying the uterine cavity and a blind endometrial biopsy was
performed with results of xanthogranulomatous endometritis. A comple-
mentary office hysteroscopy showed presence of multiple endometrial
polyps and definitive results confirmed xanthogranulomatous endometri-
tis ruling out malignancy. A three month follow-up in office hysteroscopy
showed reappearance of multiple polyps, and an operative hysteroscopy
resection was performed with a complete resection achieved.

Anatomopathological definitive results confirmed uterine mesenchy-
mal neoplasia (millerian adenosarcoma with high-grade sarcomatoid
overgrowth areas). The patient underwent primary surgery that con-
firmed diagnosis and a definitive early stage was established. She under-
went follow-up evaluation and no further treatment was needed. To date,
all follow-up evaluation has shown no evidence of tumor recurrence.

Conclusions: This case report revealed an uncommon uterine adeno-
sarcoma. In cases of recurrent polyp formation in postmenopausal wom-
en it is necessary to rule out malignancy.

In the face of an entity such as xanthogranulomatous endometritis, a
thorough cavity study is always necessary.
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Introduction

Uterine adenosarcoma is a rare neoplasm. According to
the World Health Organization’s 2014 classification of uterine
malignancies, uterine sarcomas comprise of leiomyosarcoma,
endometrial stromal sarcoma, adenosarcoma, undifferentiated
endometrial sarcoma and their histologic subtypes, adenosar-
comas are the rarest of them all, making up roughly 0.2% of all
uterine malignancies and only 8% of all uterine sarcomas [1].

This tumour is associated with pelvic radiation, tamoxifen
therapy and hyperestrogenism status.

The age range of onset is very wide, ranging from 10 to 90
years, although it is more frequent in postmenopausal women
(approximately from 55 to 65 years old).

Clinically, the symptoms are quite nonspecific, and there
may be vaginal bleeding, enlarged uterus or pelvic pain, but a
recurrent polypoid formation is one of the most characteristic
clinical features, biopsied on several occasions, in which a de-
finitive diagnosis could not be reached. It is common that some
patients have often had previous biopsies for a cavity study af-
ter abnormal vaginal bleeding, but without an accurate diagno-
sis. We can also find reports of uterine sarcomas described as a
polyp by hysteroscopy [2,3]. Uterine adenosarcoma consists of
neoplastic glands with a benign appearance and a sarcomatous
stroma.

Macroscopically, these are polypoid or multi-polypoid le-
sions that can occupy the entire uterine cavity and protrude
through the endocervical orifice [4].

Given the relevance in the case, and later described, | will
comment on another entity that can be confused in this case:
the xanthogranulomatous endometritis.

A xanthogranulomatous inflammation is an uncommon type
of chronic inflammation characterised by foamy lipid laden his-
tiocytes admixed with other inflammatory cells.

Xanthogranulomatous endometritis is extremely rare and it
typically occurs in postmenopausal women who may have en-
dometrial hyperplasia, endometrial carcinoma and/or cervical
stenosis. Normally associated with a benign condition, but in
the literature exist some reported cases of this entity associ-
ated with malignancy (endometrial adenocarcinoma, mixed
carcinoma, escamous cervical carcinoma) [5]. The nonspecific
presentation and aggressive imaging characteristics make the
differentiation between xanthogranulomatous inflammation
and malignancy difficult, so in the face of an entity such as xan-
thogranulomatous endometritis, a thorough cavity study is nec-
essary.

Case report

A 63 year-old female, with medical history of hypothyroidism
in substitutive treatment, appendectomy during childhood and
one vaginal delivery, presented in August 2022 to the Gynaecol-
ogy Emergency Department with sudden-onset postmenopaus-
al bleeding after a casual fall, with no other symptomatology.
She referred to this episode as her first bleeding episode after
her menopause was established ten years ago.

Gynecologic examination detected bloody vaginal discharge.

A transvaginal ultrasonography showed a round soft fist-sized
heterogeneous vacuolated mass measuring 27x50 mm (Figure
1), occupying the uterine cavity. An endometrial biopsy was
performed with results of xanthogranulomatous endometritis
(a benign cause) ruling out malignancy.

Due to the occupancy of the cavity and the first suspicion
of malignant uterine mass versus big polyp formation a first
hysteroscopy was performed. It showed presence of multiple
endometrial polyps (more than ten), with yellow coloration, in-
serted in the posterior and fundal wall, the largest measuring
four centimetres and hyperplastic appearance, compatible with
xanthogranulomatous polyps and not descarting hyperplastic
(Figure 2).

Incomplete polypectomy (cancelled by severe pain) and en-
dometrial biopsy are performed with morcellator hysteroscopy
equipment in the outpatient clinic, with definitive biopsy results
of lymphohistiocytic infiltrate with abundant sparking histio-
cytes, compatible with xanthogranulomatous endometritis and
absence of malignancy signs, and positive to CD68 immunohis-
tochemical study.

A three month follow up control with a transvaginal ultra-
sound (Figure 3) and hysteroscopy was performed. She ex-
plained persistence of vaginal bleeding, but in less frequency.
The hysteroscopy showed the appearance of multiple polyp for-
mation, similar to the first hysteroscopic study and new biopsies
were taken with results of benign proliferation (Figure 4).

Due to the perduration of symptomatology and reappear-
ance polypose formation a operative hysteroscopy resection
was indicated.

In October 2022 a operative hysteroscopy was performed
under general anaesthesia, visualising multiple endometrial
polyps (more than five) of 4-5 centimetre size (some fibrous
appearance and others more hyperplastic), achieving a difficult
complete resection with bipolar resectoscope loop (Figure 5).

The anatomopathological definitive results confirmed uter-
ine mesenchymal neoplasia: morphological and immunohisto-
chemical findings suggest as the first diagnostic option a mulleri-
an uterine adenosarcoma with high-grade areas of sarcomatous
overgrowth, with presence of fusocelular appearance cells,
abundant necrosis areas and a high Ki67 proliferation index (up
to 45%). A wide immunohistochemical panel was performed by
the Pathology department, being positive to Vimentina (V9),
WT1 (diffuse), estrogens receptors, p16, CD 10, CD34 and INI1
and negative to p53 (wild-type) and rearrangement pattern of
the ALK gene.

The patient was referred to our Gynecology-Oncology de-
partment and an extension study with a complete body posi-
tron emission tomography—computed tomography (total body
PET-TC) was performed. It showed a discrete hypermetabolic le-
sion with not-defined margins in the uterus which corresponds
to the known neoplasia (Figure 6A), a small right paracaval ret-
roperitoneal hypermetabolic lymphadenopathy suggestive of
tumour origin (Figure 6B) and small millimetre adenopathy with
no metabolism in the bilateral external iliac region lecture as a
nonspecific finding. No other hypermetabolic lesions suspected
of metastasis.
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With diagnosis of miillerian adenosarcoma with high-grade
sarcomatoid overgrowth areas with no metastatic dissemina-
tion the patient underwent in January 2023 an abdominal hys-
terectomy, bilateral adnexectomy and paraaortic lymphadenec-
tomy, with intra-surgery findings of: uterus enlarged in size,
normal-looking ovaries, exploration of exposed pelvic ganglion
territory during dissection is performed without objectifying
any adenopathy, aortocaval lymphadenectomy is performed,
visualising enlarge precave and aortocaval adenopathies. Rest
of the abdominal cavity reviewed and normal.

Gross examination showed that the uterus measured 12x8x5
cm in size and weighed 226 g and no ovaries or adenopathies
were affected.

Microscopic examination revealed a biphasic neoplastic le-
sion consisting of a benign endometrial epithelial component
and a malignant stromal component. The glandular component
adopts a “phyllodes-like” growth pattern, with the formation
of cleft or dilated glands lined by a simple cubic epithelium of
the endometrial type and surrounded by a sarcomatoid stroma,
with condensation of the stromal cellularity around the glandu-
lar lumens. This mesenchymal component is made up of spin-
dle-shaped cells, with an oval nucleus, granular chromatin and
ample and clear cytoplasm.

Sarcomatous overgrowth areas are identified (representing
at least 25% of the tumour area), with greater cellular pleomor-
phism, with larger nuclei with vesiculated and irregular chroma-
tin and obvious nucleolus.

Immunohistochemical analysis showed the mesenchymal
component positivity for oestrogen and progesterone recep-
tors, WT-1 and smooth muscle actin while CKAE1-AE3, desmin
and CD34 were negative. Preserved expression of CD10 was
observed focally in the low-grade component, especially at the
periglandular level. With p53, wild-type immunophenotypic
expression is observed, compatible with NO mutated protein.
The Ki67 proliferative index was approximately 40%. These mi-
croscopic findings suggested that the tumour was an adenosar-
coma with areas of high grade and sarcomatoid overgrowth.

Taken together, these histologic findings indicated a high-
grade Millerian adenosarcoma, with pathological stage IA ac-
cording to FIGO guidelines (AJCC-UICC 8th edition, FIGO Cancer
Report 2018) [12] and pT1aNO.

The patient underwent follow-up evaluation three weeks af-
ter surgery, with good recovery.

Further clinical workup included a two month follow up body
PET-CT with no evidence of tumour recurrence.

To date, one year after surgery, regular follow-up evaluation
has shown no evidence of tumour recurrence, with negative
radiologic findings, including transvaginal ultrasonography, and
whole recent body PET-CT.

No further treatment has been necessary to the date.
Discussion

Adenosarcomas are the rarest of uterine sarcomas, making
up roughly 0.2% of all uterine malignancies and only 8% of all
uterine sarcomas [1].

They mostly originate from the endometrium in 87% of pa-
tients, followed by the ovary, cervix, myometrium and pelvis.
Almost 60% of patients with this tumor are postmenopausal

women (from 55 to 65 years old), like in the case described,
although the age range of onset is very wide, ranging from 10
to 90 years. It can be associated with pelvic radiation, tamoxifen
therapy and hyperestrogenism status.

The symptoms are quite nonspecific, and there may be vag-
inal bleeding, enlarged uterus or pelvic pain, but a recurrent
polypoid formation is one of the most characteristic clinical
features. The diagnosis can be challenging with multiple blind
endometrial biopsies performed without an accurate diagnosis
obtained or suspected benign polyp orientated by hysteroscopy
[2,3].

In some occasions other diagnoses can be established by the
Pathology department, such as xanthogranulomatous inflam-
mation. Xanthogranulomatous endometritis is extremely rare
and it typically occurs in postmenopausal women who may
have endometrial hyperplasia, endometrial carcinoma and/or
cervical stenosis. Normally associated with a benign condition,
but the nonspecific presentation and aggressive imaging char-
acteristics make the differentiation between xanthogranuloma-
tous inflammation and malignancy. In front of an entity such as
xanthogranulomatous endometritis, a thorough cavity study is
necessary [5].

In uterine adenosarcoma, macroscopically can be seen like
polypoid or multi-polypoid lesions that can occupy the entire
uterine cavity and protrude through the endocervical orifice [4].

-

Figure 1: Transvaginal sonography at Gynecology Emergency De-
partment. Round soft fist-sized heterogeneous vacuolated mass
measuring 27x50 mm, occupying the uterine cavity. /

\
.

Figure 2: Diagnostic office hysteroscopy (August 2022): Multiple
endometrial polyps (more than ten), with yellow coloration, in-
serted in the posterior and fundal wall, the largest measuring four
centimetres and hyperplastic appearance. Atrophic endometrium.
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Figure 3: Two month follow-up. Transvaginal sonography (October
2022). Uterus increased in size (102x75x52 mm). Round fist-sized
heterogeneous endocavity mass measuring 59x48x52 mm, Dop-
\\pler score 2.

-

Figure 4: Two month follow-up hysteroscopy (October 2022). Ap-
| pearance of multiple polyp formation. New biopsies were taken.

-

Figure 5: Operative hysteroscopy. Multiple endometrial polyps
(more than five) of 4-5 centimetre size (some fibrous appearance
and others more hyperplastic). Difficult complete resection with
| bipolar resectoscope loop. )
\_ p p p Y.

Microscopically, this neoplasm form can be established as
a biphasic neoplastic lesion consisting of a benign endometrial
epithelial component and a malignant stromal component. The
glandular component adopts a “phyllodes-like” growth pattern,
with the formation of cleft or dilated glands lined by a simple
cubic epithelium of the endometrial type and surrounded by a
sarcomatoid stroma, with condensation of the stromal cellulari-
ty around the glandular lumens. Sarcomatous overgrowth areas
can be identified with greater cellular pleomorphism and with
larger nuclei with vesiculated and irregular chromatin.

In the immunohistochemical analysis to confirm a adenosar-
coma component was characterized by the mesenchymal com-

bA 68

Figure 6: Tumour extension study with total body PET-TC. 6A: Hy-
permetabolic lesion with not-defined margins in the uterus. 6B:
Small right paracaval retroperitoneal hypermetabolic lymphade-
\\nopathy suggestive of tumour origin.

,/

ponent positive for estrogen and progesterone receptors, WT-1
and smooth muscle actin and negative to CKAE1-AE3, desmin
and CD34 [3,8].

Mullerian adenosarcoma are usually low grade neoplasms
and with good prognosis, but with a high recurrence risk. The
prognosis depends basically on the presence of high grade
zones with a high ki67 rate and the local advanced diagnosis.

The uterine adenosarcoma treatment is a total simple hys-
terectomy with double adnexectomy associated with or with-
out radiotherapy treatment [7,8].

Although this neoplasm is associated with a good prognosis,
it cannot be forgotten that in some cases might be a progres-
sion with metastasis appearance (most common abdominal inf
form of peritoneal carcinomatosis) [8].

In our case, the patient presented a low grade mullerian ad-
enosarcoma (with few high grade zones), went through surgery
(hysterectomy and double adnexectomy) and orientated as a
pathological FIGO IA stage and no further treatment was per-
formed [12]. To the date (one year later), she maintains asymp-
tomatic and no recurrence signs.

Conclusions

Uterine adenosarcoma is a rare neoplasm. A recurrent polyp-
oid formation in a short period of time indicates further studies
and rule out malignancy is necessary. The nonspecific presenta-
tion and aggressive imaging characteristics make the differen-
tiation between xanthogranulomatous inflammation and malig-
nancy, so in the face of an entity such as xanthogranulomatous
endometritis, a thorough cavity study is always necessary.
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