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Microglandular Adenocarcinoma of the
Endometrium: Case Report

Endometriumun
Mikroglandiiler Adenokarsinomu

ABSTRACT We report a case of endometrial microglandular adenocarcinoma which can be con-
fused with microglandular hyperplasia and mucinous adenocarcinoma of the cervix and mucinous
proliferation of the endometrium. A 54-year-old postmenopausal woman presented with vaginal
bleeding. Histologically, endometrial biopsy was characterized by closely packed microglandular
and mucinous glandular areas, which is lined by cuboidal and columnar cells. There was a multi-
tude of neutrophils in microglandular lumens and stroma. Immunohistochemically, focal positiv-
ity for vimentin, CEA, estrogen and progesterone receptors were seen. The histology was suspicious
for malignancy that might be compatible with microglandular adenocarcinoma of the endometrium
resembling microglandular hyperplasia of the cervix. In the final workout of the hysterectomy
specimen, we determined a superficial microglandular adenocarcinoma with no myometrial inva-
sion. Several tubal, eosinophilic syncytial and squamous metaplasia areas were present. Patholo-
gists require sufficient clinical information, morphologic experience and immunohistochemical
assistance to make the correct pathological diagnosis in such confounding neoplasms.
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OZET Endometriumun miisinz proliferasyonu, serviksin miisinéz adenokarsinomu ve mikrog-
landiiler proliferasyonu ile karisabilen bir endometrial mikroglandiiler adenokarsinom vakasi sun-
duk. 54 yasinda postmenopozal kadin hasta vajinal kanama ile bagvurdu. Histolojik olarak
endometrial kiiretaj, kiiboidal ve kolumnar hiicrelerle doseli, siki paketlenmis mikroglandiiler ve
miisindz glandiiler alanlarla karakterizeydi. Mikroglandiiler liimenlerde ve stromada ¢ok sayida
nétrofil meveuttu. Immiinohistokimyasal olarak, Vimentin, CEA, Ostrojen ve Progesteron resep-
torleri ile fokal pozitivite izlendi. Histolojisi serviksin mikroglandiiler hiperplazisine benzeyen en-
dometrial mikroglandiiler adenokarsinoma benzerligi yoniiyle malignensi agisindan siipheliydi.
Ardindan gelen histerektomi spesmeninde, miyometrial invazyon gostermeyen yiizeyel bir mik-
roglandiiler adenokarsinom belirlendi. Cok sayida tubal, eozinofilik sinsityal ve skuaméz metaplazi
alanlar1 izlendi. Boyle stipheli neoplazmlarin dogru patolojik tanisi i¢in patologlarin klinik bilgi,
morfolojik inceleme ve immiinohistokimyasal destek konusunda dikkatli olmalar1 gerekmektedir.

Anahtar Kelimeler: Endometriyal tiimérler; adenokarsinom; hiperplazi; metaplazi
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ucinous microglandular adenocarcinoma (MGA) is an uncommon
subtype of endometrial adenocarcinoma which can be confused
with mucinous adenocarcinoma (MUC-AD) and microglandular
hyperplasia of the cervix or mucinous proliferations of the endometrium."?
This neoplasm can mimic microglandular hyperplasia (MGH) particularly,
which is characterized by closely packed glands lined by cuboidal or colum-
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nar epithelium without intervening stroma.? The
histologic features of MGH may not be distin-
guished from malignant process, particularly in en-
dometrial sampling. Initially, Young and Scully’
described five cases of uterine carcinoma simulat-
ing microglandular hyperplasia. To our knowledge,
about 23 cases were reported in the literature. We
described a novel case of MGA which is localized
in only superficial layer of the endometrium. There
is no conventional carcinoma as mucinous or en-
dometrioid type that accompany with MGA unlike
other cases in literature. Also the present case con-
tains tubal, eosinophilic syncytial and squamous
metaplasias in common areas.

CASE REPORT

Informed consent was obtained from the patient.
A 54-year-old obese postmenopausal woman,
gravida 2, para 2, was referred to our gynecology
clinic with two months history of intermittent
vaginal bleeding. She had a history of coronary ar-
tery disease and thyroidectomy operation. She had
not been using any exogenous hormone therapy.
Her laboratory data were in normal ranges. In ul-
trasonographic examination endometrial line was
seen at 13.6 mm in thickness. Cervical smear re-
vealed only moderate inflammation. Endometrial
curettage was performed and histopathological
analysis of the specimen showed a formation char-
acterized by closely packed microglandular and
mucinous glandular spaces, micropapillary forma-
tions and squamous areas (Figure 1). The glands
were lined by cuboidal or columnar cells with pale
eosinophylic or clear cytoplasm. The nuclei, com-
monly with prominent nucleoli were oval-round
in shape and exhibited moderate atypia. Mitoses
were rare. There was a multitude of neutrophils in
the microglandular and mucinous glandular lu-
mens and lymphocytic infiltrate was present in the
stroma.

Immunohistochemically, focal strong positiv-
ity for vimentin, diffuse positivity for 34p12 and
CK-7, focal positivity for p53 were seen in the neo-
plastic cells (Figure 2A). CEA positivity was shown
in most of the cell’s cytoplasm and the lumens of
some glands (Figure 2B). Estrogen and proges-

FIGURE 1: Curettage specimen (hematoxylin-eosin stain). The neoplasm
shows irregular packed microglandular spaces with numerous neutrophils
and mucinous glandular spaces in the curettage specimen (magnification
X40).

terone receptor antibodies stained positively 5-10%
and Ki-67 immunoreactivity was observed in 3-4%
of the neoplastic cells (Figure 2C-E). There were
some microglandular areas with negative staining
for vimentin. The invasion could not be assessed in
the insufficient and fragmented curettage speci-
men. So, it is reported that the endometrial speci-
men was suspicious for malignancy which may be
compatible with MGA of endometrium but undis-
tinguished from MGH of the cervix.

Afterwards, patient underwent total abdomi-
nal hysterectomy and bilateral salphingooopherec-
tomy following peritoneal washing and frozen
section was performed intraoperatively. Prelimi-
nary histological study in frozen section revealed
adenocarcinoma of the endometrium and staging
surgery with harvasting of the pelvic lymph nodes
and omentectomy was done. In the hysterectomy
specimen (11x10x8 cm), a pink polipoid lesion
which is 0.5 cm in diameter was seen at fundus.
The other endometrial areas were determined in a
flat appearance macroscopically. Several Naboth-
ian cysts were seen in the cervix which was nor-
mal otherwise. The right ovary (3.5x2x2 cm) and
the left ovary (3.7x2x2 cm) showed no conspicu-
ous changes.

On microscopic examination, a residual ade-
nocarcinoma with the same features that observed
in the endometrial currettage material was seen in
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only superficial layer of the endometrium (Figure

3A). Also complex hyperplasia with focal atypia
and simple hyperplasia without atypia were ob-
served in different endometrial areas (Figure 3B).
Furthermore, we determined several glands that
demonstrates tubal metaplasia, eosinophilic syncy-
tial metaplasia and squamous metaplasia (Figure
3C, D). There was no myometrial invasion. Im-
munohistochemical results were similar to those
found in the curettage specimen. In addition to im-
munohistochemistry, all stains for mucicarmine,
Alcian blue and PAS showed abundant luminal
mucin and occasional mucin droplets in the cyto-
plasm (Figure 3E). The peritoneal washing, lymph
nodes and omentum were negative for metastasis.
Finally the diagnosis was made as nuclear grade 1,
architectural grade 1, FIGO grade 1 tumor of MGA,
so no adjuvant therapy was administered. Nine
months following her hysterectomy, no evidence
of disease was detected.

DISCUSSION

Microglandular adenocarcinoma is a rare subtype
of mucinous carcinoma of the endometrium which
shows microglandular, mucinous and squamous
features, so it can be mistaken for other benign and
malignant lesions of the endometrium and the

FIGURE 2: Immunohistochemistry study. The tumor cells
are focal strong positive for Vimentin (A: magnification
X40), positive for CEA (B: magnification X40). Estrogen
and progesterone receptor antibodies are positively about
5-10% (C: magnification X40; D: magnification X200). Ki-
67 immunoreactivity is observed in 3-4% of neoplastic cells
(E: magnification X200).

cervix. MGA was initially described by Young and
Scully in 1992.! In the literature the age range of
the patients was 37-84 years and all of the cases
were postmenopausal except the case of cervical
adenocarcinoma.*® All patients were referred to
the hospital with the complaints of vaginal spot-
ting, discharge or bleeding. Medication with ex-
ogenous hormones was reported in only six of the
cases. Our patient was not using exogenous hor-
mone therapy. A history of diabetes mellitus and
hypertension was reported in only two cases.*’
Two of the patients were obese, including the cur-
rent case.*

In the assessment of endometrial curettage
specimens of the cases that formerly reported, six of
them were misinterpreted as benign or uncertain
histology whether benign or malignant.! Two of
cases were misdiagnosed as MGH.® One of cases
was initially mistaken for cervical mucinous ade-
nocarcinoma.'® We reported the curettage material
as “suspicious for malignancy that might be com-
patible with MGA of the endometrium or MGH of
the cervix”. Apparently, this neoplasm can mimic a
cervical microglandular hyperplasia, mucinous
adenocarcinoma of the cervix or mucinous prolif-
eration of the endometrium in the examination of
curettage specimen.
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FIGURE 3: Residual microglandular adenocarcinoma (hematoxylin-eosin). Hysterectomy specimen shows residual adenocarcinoma (A: magnification X100).
Complex hyperplasia with focal atypia (B: magnification X100). Several glands with eosinophilic syncytial metaplasia (C: magnification X100) and tubal meta-
plasia (D: magnification X100). Alcian blue shows abundant mucinous glandular structures (E: magnification X200).

Clinically, MGH is usually associated with
young age and hormone therapy, but MGA usually
occurs in the postmenopausal women.!! So the pa-
tient’s age and postmenopausal status can be a clue
for differential diagnosis. Histologically, both MGH
and MGA present microglandular pattern, mucin
production, accumulation of neutrophils in the
gland lumen and stroma, mild nuclear atypia and
rare mitotic figures. Contrarily, nuclear atypia and
mitotic figures are more prominent in the MGA.
Atypic mitotic figures are not seen in the MGH.
Additionally it can be useful to realize that in some
cases of MGH subnuclear vacuoles are present,
which are absent in MGA.!!

Immunohistochemically, vimentin staining is
important for the differential diagnosis, which is
positive in MGA and negative in MGH.? The pres-
ent case was focal positive for vimentin. Both MGA
and MGH have variable expression of estrogen and
progesteron receptors.” Some studies reported that
CEA staining was usually positive in adenocarci-
nomas of the endometrium and endocervix, but
negative in mucinous adenocarcinoma of the en-
dometrium and MGH of the cervix.®” Contrarily,

Qiu et al. found negative CEA staining in all their
MGA and MGH cases.? Therefore, immunstaining
with either CEA, estrogen, progesteron or p53
were not showed to be beneficial in differential di-
agnosis. Chekmareva et al. reported that p16, CD10
and CD34 immunostaining may be favorable in
distinguishing MUC-AD and MGA of the en-
dometrium from benign endocervical lesions.? As
reported, MUC-AD and MGA cases were positive
for p16, whereas none of the cases which have be-
nign mucinous endocervical epithelial lesion and
MGH showed p16 positivity. Also, Barroeta et al.
showed that “ CD34- dominant phenotype” of stro-
mal cells staining was consistent with the cervical
origin of the tissue however “CD10- dominant phe-
notype” of stromal cells complied with the en-
dometrial origin of the tissue and the study of

Chekmareva et al. confirmed these findings.®'?

MGA which can also be named as MGH-like
carcinoma, should be differentiated from also benign
mucinous proliferation of the endometrium. The
simple glandular architecture with mucin contain-
ing cells, absense of nuclear atypia and epithelial
stratification support benign mucinous proliferation.?
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In all cases in the literature, residual carcino-
mas were seen in the hysterectomy specimens as in
the present case. All authors found conventional
carcinomas as mucinous or endometrioid type ac-
companying MGH-like carcinoma. These findings
support the idea that the microglandular pattern
represents a line of differentiation that is more
mature and less aggressive in comparison with
conventional carcinoma and this microglandular
pattern usually occurs on the tumor surface where
an area permits a proliferation of noninvasive cells.*
The studies of Young and Scully and Fukunaga sup-
ported this argument but Zaloudek et al. and Mc-
Cluggage found MGH-like patterns in invasive
areas of the tumor."%”13 Contrary to all of them we
found only MGH-like carcinoma in superficial
layer of the endometrium in the hysterectomy
specimen. There was no evidence of any other ac-
companying carcinoma. But focal atypical complex

hyperplasia and simple hyperplasia without atypia
were present. It demonstrates that MGH-like car-
cinoma can be seen without any conventional
carcinomas and it can develop from endometrial
hyperplasia. Also we reported severe tubal and
eosinophilic syncytial metaplasia areas adjacent to
the tumor that might be the first case in the litera-
ture.

In summary, when a MGH-like proliferation
with cytologic atypia is detected in the endometrial
curettage specimen of a postmenopausal woman, the
pathologists must be alert for MGA of the en-
dometrium. Hence, at least a vimentin, p16 and CEA
staining can be crucial. In addition, MGA can be
found in only superficial layer of the endometrium,
no accompanying conventional carcinoma can be
seen and many different metaplasia areas can ac-
company to the tumor as in the case we presented.
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