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Case Report

Well-differentiated mucinous uterine adenocarcinoma
predominantly diagnosed as adenoma malighum: a
case report with an immunohistochemical analysis
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Abstract: Adenoma malignum (AM), also referred to as “minimal deviation adenocarcinoma”, is an extremely uncom-
mon variant of highly-differentiated adenocarcinoma of the uterine cervix. The study presented herein describes a
case of uterine AM found out after hysteroscopy. An early-stage, well-differentiated mucinous uterine adenocarci-
noma was diagnosed post-operatively. A subsequent immunohistochemical assessment of a panel of antibodies
was applied, in order to distinguish between female genital tract malignancies.
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Introduction

Adenoma malignum (AM), also referred to as
“minimal deviation adenocarcinoma”, is an
extremely uncommon variant of highly-differen-
tiated adenocarcinoma of the uterine cervix
[1-4]. This type of the female genital tract malig-
nancy, first designated as “malignant adenoma
of the cervix” by Gusserow in 1870, has ulti-
mately been referred to as “minimal deviation
adenocarcinoma” by Silverberg and Hurt [1]. It
accounts for only 3% of all cervical adenocarci-
nomas, and due to its rarity, it is difficult to
diagnose it before surgery [5-9]. Kojima et al.
[10] have written that “mucinous adenocarci-
noma of the uterine cervix with gastricimmuno-
phenotype can be a distinct morphologic vari-
ant showing an aggressive clinical course”. The
clonal and neoplastic nature of adenoma malig-
num of the uterine cervix, in spite of its distinc-
tive pattern of PCR-LOH analysis, has also been
reported [11].

An unusual case of cervical AM, which proved
difficult to preoperatively differentiate from
uterine endometrial adenocarcinoma, was

recently presented by Japanese investigators
[9]. Abiko along with co-investigators [6] report-
ed on the case of a minimal deviation mucinous
adenocarcinoma (“adenoma malignum?”) of the
uterine corpus, which was similar to cervical AM
in terms of its morphology and gastric immuno-
phenotype. There were significant differences
in ER, MUC6/HIK1083, CEA, and vimentin
immunoreactivity between their case and the
usual reported cases of mucinous uterine ade-
nocarcinoma [6].

The current study presented herein describes
a case of uterine AM found out after hysteros-
copy. An early-stage, mucinous G1 uterine
adenocarcinoma was diagnosed post-opera-
tively. A subsequent immunohistochemical
(IHC) assessment of a panel of markers was
then evaluated, in order to distinguish between
female genital tract malignancies.

Case report

A 50-year-old woman (gravida I, para Il) was
admitted in August 2014 to the IIND Department
of Gynecology, Lublin Medical University, Lublin,
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Table 1. Immunohistochemical evaluation of primarily diagnosed uter-
ine AM and well-differentiated mucinous endometrial adenocarcinoma

Well-differentiated
mucinous endometrial
adenocarcinoma

Uterine AM

Estrogen receptor
Progesterone receptor

positive, nuclear
weak positive, nuclear

strong positive, nuclear
weak positive, nuclear

total abdominal hysterec-
tomy with bilateral salpin-
gooophorectomy was per-
formed. The post-opera-
tive pathological assess-
ment revealed a mucinous
G1 uterine adenocarcino-
ma. The tumor did not

Androgen receptor negative negative invade either the myome-
cytokeratin strong positive, cytoplasmic positive, cytoplasmic trium or the cervix. Ex-
p53 positive, nuclear positive, nuclear tension of the tubes and
vimentin weak positive, cytoplasmic weak positive, cytoplasmic ovaries was not identified.
MIB-1 PI (%) 10.1%, nuclear 10.9%, nuclear Finally, the patient was
CEA only occasionally positive  only occasionally positive staged IA, based on the
SMA negative negative newly established FIGO

Poland. She had previously suffered from
abnormal uterine bleeding, and a subsequent
ultrasonographic scan revealed an endometrial
polyp. Her last menstrual period had been a
year before. Previously, her menstrual cycle
had been normal, with periods lasting up to 5
days. Her medical history included cerebral
ischemia at 40 years of age and depression 5
years earlier. Her family history was not contrib-
utory. A cytological evaluation performed two
years before was normal. Gynecologic examina-
tion at the Department revealed a normal uter-
ine cervix, and a normal-sized uterus with non-
palpable ovaries. An ultrasonographic scan
showed an endometrial thickness of 6 mm in
greatest diameter with an endometrial polyp
(12 mm in diameter) outgoing from the posteri-
or uterine wall. The uterus measured 6.32x3.38
mm with both ovaries of normal size, and there
was no fluid in the pouch of Douglas. The
results of the completed blood count, urinaly-
sis, serologic tests, electrocardiogram, and
chest X-ray were within normal range. Written
informed consent was obtained from the
patient before surgery. Hysteroscopic resection
of the endometrial polyp was performed, and
the patient was discharged the next day in good
condition. Adenoma malignum of the uterus
(well-differentiated mucinous adenocarcino-
ma-minimal deviation) was diagnosed by
pathology. Through immunohistochemistry, the
tumor was found to be positive for cytokeratin
and vimentin, and only occasionally positive for
CEA; MIB-1 immunoreactivity was positive in
10.1% of the tumor cells. The patient was
admitted for the second time to the IIND
Department of Gynecological Surgery, Lublin
Medical University, Lublin, Poland, where a
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classification [12]. The
postoperative course was
uneventful. The patient was discharged at day
6 and referred to the Outpatient Oncology
Department, Lublin, Poland. There were no
high-risk factors for the patient, and adjunctive
therapy was not administrated. At the last fol-
low-up, 6 months after surgery, the patient was
disease-free.

A panel of IHC markers has been applied
thereafter in order to distinguish between
female genital tract malignancies. Immu-
nohistochemical results are depicted at Table 1
and the examples of staining are shown at
Figure 1. In general, most of the immunohisto-
chemical markers, including MIB-1 Prolifera-
tive Index (Pl), revealed almost identical
immunoreactivity.

Discussion

AM is an uncommon variant of adenocarcino-
ma, which comprises only 3% of all uterine cer-
vical neoplasms [4, 8]. Variants of “minimal
deviation adenocarcinomas” of the uterine cor-
pus have been recently described [6, 9]. Uterine
AM, displaying an elevated levels of serum CA
19-9, but with CEA and CA125 levels within the
normal range, and which also exhibits highly
infiltrating growth, as well as a gastric immuno-
phenotype, has been characterized as a differ-
ent entity compared to cervical AM [6]. In the
present case, we reported well-differentiated
mucinous adenocarcinoma of the uterine cor-
pus that was preoperatively diagnosed as uter-
ine AM.

A diagnosis of cervical/endometrial AM is
based on the careful pathological examination
of a biopsy of the cervix and/or material from

Int J Clin Exp Pathol 2015;8(6):7600-7604



Well-differentiated mucinous uterine adenocarcinoma misdiagnosed as AM

7602 Int J Clin Exp Pathol 2015:8(6):7600-7604



Well-differentiated mucinous uterine adenocarcinoma misdiagnosed as AM

Figure 1. Examples of the immunohistochemical reactivity of primarily diagnosed uterine AM and well-differentiated
mucinous endometrial adenocarcinoma-cytokeratin (A and B), p53 (C and D), vimentin (E and F), and MIB-1 (G and

H) (Original magnification x100 and x200).

cervical conization or from endometrial biopsy
and curettage [4, 7, 8, 13]. In general, cytologi-
cal examination of the uterine cervix as a diag-
nostic method is difficult, whereas there are
some cytological features suggesting the exis-
tence of AM [5, 8, 14]. In general, a preopera-
tive pathologic diagnosis is often difficult
because AM exhibits an endophytic growth pat-
tern [8]. Imaging analysis, including transvagi-
nal ultrasonography or magnetic resonance
imaging, may be more precise as a tool in eval-
uating tumor dissemination, rather than at
diagnosis [15, 16]. However, Guo et al. [7]
reported that “T2-weighted in particular, shows
the characteristics of MDA in detail and exhib-
its a reliable correlation with histological find-
ings”. Applying USG with a Doppler examination
may be more efficient and accurate in evaluat-
ing the increased intra-lesional AM vascularity
[47].

IHC staining with valuable markers is common-
ly applied in gynecological pathology to distin-
guish various gynecologic malignancies, dis-
tinctive components from the same tumor or
primary/metastatic neoplasms [18-20]. A more
accurate and final diagnosis may also be com-
plemented by careful IHC examination [21-23].
Based on various studies, HIK-1083 and MUC6
monoclonal antibodies have been proved to
stain positively with cervical AM cells [5, 24].
Application of HIK-1083 has been argued to be
a valuable marker for mucinous minimal devia-
tion adenocarcinoma of the uterine cervix [24-
27]. Moreover, other markers, CEA, MIB-1, p53
or alcian blue-periodic acid-Schiff, have been
shown to play importantroles in the IHC assess-
ment of AM [7, 26-28]. In the literature, Guo et
al. [7] summarized the data from 60 cases of
uterine cervical AM that reported staining for
various markers, including CEA, p53, CA125,
Ki-67, aSMA, CA19-9, MUCG6, HIK-1083, CKY7,
CK19, CA19-9, SMA and vimentin. We applied
a panel of IHC markers (Table 1; Figure 1) that
showed almost identical immunoreactivity.
Unfortunately, the HIK-1083 antibody, specific
for cervical/uterine AM, was not yet available in
our lab. Nevertheless, based on the clinico-
pathological data as well as our careful IHC
analysis, well-differentiated mucinous uterine
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adenocarcinoma, at early clinical stage of the
disease, was finally diagnosed, and the patient
was successfully managed.
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