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It is more than uterine fibroids: Incidental discovery of adenoma 
malignum of the cervix

Evi ABADA

Wayne State University, Department of Pathology, Detroit, Michigan. USA.

Abstract

Adequate sampling of gross pathology specimens and attention to microscopic details is crucial in 
establishing the correct diagnosis in a patient, regardless of a benign pre-surgical diagnosis. Adenoma 
malignum is a rare HPV-negative variant of well-differentiated adenocarcinoma of the endocervix. 
It is difficult to diagnose in surgical pathology specimens due to its deceptively-benign appearance. 
This was a case of a 43-year-old woman with a history of menorrhagia and metrorrhagia and 
radiology interpretation of degenerating uterine fibroids. Pre-operative Pap testing and hysteroscopic 
dilatation and curettage were non-contributory. Following surgery, microscopic examination of the 
cervix revealed well-spaced, deeply-invasive, variably-sized glands with irregular outlines/haphazard 
arrangements, lined by cells showing mild to moderate cytologic atypia. These cells were positive for 
p53 and CK7 on Immunohistochemistry and Ki-67 showed a high proliferative index. Monoclonal 
CEA, calretinin, CD10, and P16 were all negative. A diagnosis of adenoma malignum stage pT1b2 
was made. The patient was subsequently placed on platinum-based chemotherapy and is doing well 
2 years after her diagnosis. Cases such as this, underscore the importance of adequately sampling 
surgical resection specimens, with careful attention to microscopic details as incidental pathologies 
may be unearthed which could have significant implications on a patient’s clinical outcome.
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INTRODUCTION

Surgical pathology specimens are often received 
with accompanying patient information, which 
often includes a presurgical diagnosis.1 Following 
the receipt of such specimens, standard gross 
room procedures for tissue sampling and 
processing should be applied to every specimen, 
regardless of a benign presurgical diagnosis as 
covert malignant conditions may be discovered. 
Adenoma malignum (AM), also known as 
minimal deviation adenocarcinoma, is a rare 
HPV-negative variant of well differentiated 
adenocarcinoma of the endocervix. Due, to its 
deceptively benign-looking appearance, it may be 
missed in biopsy or surgical resection specimens. 
Diagnosis relies heavily on adequate tissue 
sampling, and careful attention to microscopic 
details. 

CASE REPORT

This was a case of a 43-year-old female patient 

with a 3-year history of menorrhagia and 
metrorrhagia. Her pregnancies and delivery 
were uneventful and she had no other significant 
medical histories. Magnetic Resonance Imaging 
(MRI) of the pelvis revealed an enlarged and 
globular uterus measuring 7 x 9 x 17 cm. The 
endometrium had normal thickness and revealed 
no abnormalities. However, the myometrium 
revealed the presence of multiple discrete masses, 
with the largest measuring 8 cm in size. Bilateral 
ovaries were unremarkable and radiologic 
interpretation of enlarged, degenerating uterine 
fibroids was made. Hysteroscopic dilatation 
and curettage was performed and confirmed 
the presence of leiomyomata in the uterus. 
In addition, ThinPrep Pap testing revealed 
the presence of non-dysplastic squamous 
epithelium and the endocervix was reported as 
unremarkable. Human Papilloma Virus (HPV) 
testing was negative for high-risk serotypes. 
Total abdominal hysterectomy and bilateral 
salpingectomies were performed. 
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	 Gross examination revealed an 850g 
hysterectomy specimen with attached bilateral 
fimbriated fallopian tubes. It measured 15cm 
from the uterine fundus to ectocervix, 10cm 
from cornu to cornu and 18cm from the anterior 
to posterior uterus. The uterine serosa was 
remarkable for an 8.5cm large subserosal fibroid, 
that was gray-white, whorled in appearance 
and without haemorrhage or necrosis. The 
cervix measured 4.5cm in length and 2.9cm 
in width. Bivalving the specimen revealed an 
unremarkable endometrial cavity and confirmed 
the presence of multiple intramural uterine 
fibroids with a white-tan whorled appearance, 
without haemorrhage or necrosis and the 
largest measuring 6cm in greatest dimension. 
The endocervical canal was grossly patent and 
showed no significant findings. The fallopian 
tubes were also grossly unremarkable. However, 
microscopic examination of the cervix revealed 
the presence of deeply-invasive, variably-sized 
glands with irregular outlines and haphazard 
arrangement (Figure 1). These glands were lined 
by cells showing mild to moderate cytologic 
atypia (Figure 2). 
	 Both lymphovascular and perineural invasion 
(Figure 3) was seen. Further sampling of the 
entire cervix and endometrium confirmed that 
the abnormal glands were only limited to the 
cervix with the involvement of all four quadrants. 
Immunohistochemical staining revealed positive 
p53 and CK7 (Figure 4A and B), while p16 and 
monoclonal CEA (MCEA) were both negative 
(Figure 4C and D) in the malignant glands. 
Additionally, calretinin and CD10 were both 
negative. Ki-67 showed a high proliferative index 

within the lesion (Figure 5). A diagnosis of AM 
stage pT1b2 was made and following review of 
the case at the multidisciplinary tumour board, 
the patient was managed with platinum-based 
chemotherapy and radiotherapy, and doing well 
two years after her diagnosis. 

DISCUSSION

Adenoma malignum of the cervix was first 
described in 1870 by Gusserow.2 In 1975, 
Silverberg and Hurt proposed the name 
adenoma malignum3 to more accurately reflect 
the resemblance of the glands to the normal 
endocervical glands and the lack of malignant 
cellular features.4 Although these tumours 
appear deceptively innocuous, they however 
behave very aggressively.5 It is important to 
emphasise that the diagnosis of AM can be 
easily missed without due diligence to adequate 
sampling of gross pathology specimens and 
attention to microscopic details. Like the 
patient in this case, her diagnosis was only 
unearthed following adequate examination 
of her hysterectomy resection specimen. AM 
comprises 1-3 % of all cervical adenocarcinomas6 

and they are usually HPV 16 negative. Unlike 
typical cervical carcinoma, most cases of AM 
exhibit an endophytic rather than an exophytic 
growth pattern.7 In addition, AM often mimics 
Nabothian cysts in appearance, further giving 
credence to its deceptively benign appearance.7 
Cytological evaluation with Pap smears and 
biopsies have shown low detection rates4, which 
was what we experienced with the patient in 
this case. In addition, high-risk HPV serotypes 

FIG. 1: 	Haematoxylin and Eosin (H & E) stain showing deeply-invasive, variably-sized glands that are irregularly 
arranged. Lymphovascular invasion is also evident (10X magnification).
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FIG. 2:	Higher magnification of deeply invasive glands showing obvious cytologic atypia, with pleomorphic 
tumour cells displaying abundant eosinophilic cytoplasm, irregular nuclei and prominent nucleoli. (40X 
magnification).

FIG. 3:	H & E stain showing deeply invasive glands with perineural invasion (10X magnification).  
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FIG. 4: 	Composite photomicrograph showing (A) infiltrative malignant glands that are positive for p53 and (B) 
CK7; and (C) negative for p16 and (D) monoclonal carcinoembryonic antigen (MCEA) by immunohis-
tochemistry (IHC) (10X magnification).

FIG. 5: 	Composite image showing high Ki-67 proliferation index in the tumour cells (left image: 10X 
magnification; right image: 40X magnification).

were also negative in this patient, which further 
complicates the clinical presentation. Using 
magnetic resonance imaging (MRI), AM appears 
as multilocular lesions with solid components 
that extend from the endocervical glands to the 
deep cervical stroma.4 Yet, even with MRI, the 
diagnoses can still be missed as typical features 
of AM may not be seen.4 Should there be any 

clinical suspicion of AM, a deep biopsy (cone 
biopsy or endocervical curettage) is necessary 
to diagnose this rare tumor preoperatively.7 

Microscopic evaluation of AM reveals the 
presence of well-spaced, deeply invasive 
branching glands, lined with uniform columnar 
mucin-distended cells and infrequent foci of 
less well-differentiated neoplastic cells.8 Their 
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innocuous nature, makes them susceptible to 
being easily missed, with possible catastrophic 
consequences for the patient. This scenario is 
also more likely if a presurgical benign diagnosis 
has been rendered, a scenario that could prove 
more challenging depending on the experience 
of the pathologist with these lesions. 
	 The major clinical symptoms of AM are 
profuse mucoid vaginal discharge and irregular/
contact vaginal bleeding.7 It is also important to 
note that these tumours may also not present with 
the classical symptoms of cervical cancer such 
as abnormal vaginal discharge, intermenstrual 
bleeding, or postcoital bleeding.5 In our case, 
even though the patient did present with 
menorrhagia and metrorrhagia prior to surgery, 
an AM diagnosis wasn’t made on endocervical/
endometrial curettage and on the Pap smear 
test. The differential diagnoses of AM include 
adenomyoma, deep Nabothian cysts, tunnel 
cluster or endocervical glandular hyperplasia in 
OC pill users.8 Therefore, accurate diagnosis of 
this condition requires a high degree of suspicion 
on the part of the pathologist. 
	 Due to the rarity and difficulty with 
diagnoses of this tumour, the real nature, as 
well as clinical course is not fully known. On 
immunohistochemistry, AM cells often show 
positivity with markers including CEA, P53, 
and MIB-15 and a high proliferative index. In 
this case, the tumour was positive for CK7 and 
P53 and showed a high proliferative index. 
However, monoclonal CEA, calretinin, CD10, 
and P16 were all negative. Weak or negative 
CEA staining has also been reported in another 
study.9 The optimal treatment for AM has not 
been well-established. Surgical treatment has 
been the most successful option for AM.10 The 
surgical approach resembles that used for routine 
cervical cancer operations and includes a radical 
hysterectomy, bilateral pelvic lymphadenectomy, 
and salpingo-oophorectomy at an early stage.10 
Chemotherapy and/or radiotherapy are reserved 
for treatment of advanced stage disease.10 
Following surgery, our patient was placed on 
platinum-based therapy and is doing well 2 years 
later. The prognosis of AM is controversial, 
although it is known to be relatively poor, which 
is attributable to the likelihood of lymph node 
metastasis and early peritoneal carcinomatosis 
in contrast to localised metastases observed in 
patients with squamous cell carcinomas.11 The 
poor prognosis of AM may be attributable to 
clinical under-staging, misdiagnosis, and under-
treatment.10

CONCLUSION

AM is a rare HPV-negative variant of endocervical 
adenocarcinoma, with a deceptively-benign 
appearance that is easy to miss on surgical 
pathology specimens. Methodological and 
extensive sampling of surgical resection 
specimens regardless of a presurgical benign 
diagnosis, with careful attention to microscopic 
details is therefore, key to making the appropriate 
diagnoses and improving patient’s clinical 
outcomes.  
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