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Dear Editor,

A 39-year-old woman, gravida 2 para 2, who had normal
annual Pap smears, came to the clinic for further management
due to positive human papillomavirus (HPV) 16. She had no
abnormal uterine bleeding. Colposcopic examination was unsat-
isfactory: the exocervix was smooth, but there were areas of faint
acetowhite and fine punctation at the endocervix (Fig. 1A). A
biopsy was obtained with a report of atypical glandular hyper-
plasia that demonstrated strong staining for estrogen receptor
and progesterone receptor; the sample was also diffusely positive
for p16. Sonography and hysteroscopy were arranged due to
indeterminate cervical or endometrial lesions. Sonography
revealed an endocervical echogenic lesion measured 1.67 cm
(Fig. 1B). A biopsy was obtained via office hysteroscopy, showing
adenocarcinoma in situ (AIS) with the display of lesion necrosis
(Fig. 1C). Transcervical resection-based endocervical excision was
performed, and it demonstrated well-differentiated endocervical
adenocarcinoma (EC) which disclosed features of columnar
nuclei with increased apoptotic bodies and luminal mitotic
figures (Fig. 1D). The tumor was immunostained focally in the
luminal areas for carcinoembryonic antigen, but was negative for
vimentin. In the meantime, both cervical conization and endo-
metrial biopsies were negative for malignancy. Subsequently, the
patient received radical hysterectomy in which the final pathol-
ogy revealed residual AIS. EC was diagnosed as Federation of
Gynecology and Obstetrics (FIGO) stage IB1.

EC accounts for 20%e25% of cervical carcinoma (CC), and the
incidence has been increasing recently [1]. The most common type
of CC is the usual type and is associated with HPV-16 or HPV-18 [2].
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AIS is the precursor of cervical adenocarcinoma [2]. Conization
either by a cold knife cone biopsy or loop electrosurgical excision
procedure is usually performed for establishing cervical AIS [3].
However, hysterectomy is considered the definitive treatment for
AIS because it tends to be multifocal and located at the high
endocervix that results in residual diseases after conization [4,5].
Furthermore, there is a possibility of the co-existence of occult
cervical adenocarcinoma [4,5].

Office-based hysteroscopy is useful to confirm the lesion shown
on sonography when initial exocervical biopsy is equivocal for
dysplastic histology. Target biopsies can be performed if suspicious
lesions are observed during the examination. Diagnostic hystero-
scopes are available in rigid and flexible models that allow visual-
ization of the endocervical canal and endometrial cavity. However,
the manipulation of jaws of grasping forceps in endocervical canal
is more demanding than the endometrial cavity because of the
narrow diameter, especial for lesions with firm consistency. An
optimal panoramic view of the endocervical canal can be obtained
using a continuous-flow, 26F resectoscope with a 12-degree tele-
scope while the debris and bloody fluid exit through the outflow
port. Subsequently, adequate endocervical lesions can be obtained
and bleeding be controlled under direct visualization with an
electrosurgery [6].

This case highlights that traditional evaluation such as
negative histology on conization specimens was not reassuring
and further evaluation should be undertaken on suspicious
clinical settings. For instance, HPV16 positivity was detected on
primary screening although annual Pap smears were normal and
atypical glandular hyperplasia was found on initial exocervical
biopsy. EC is easily missed in high endocervix, and with the aid
of histological and immunological analyses, the detection of
hysteroscopic-guided endocervical excision can lead to a correct
diagnosis.
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Fig. 1. A. Colposcopic examination demonstrated smooth exocervix but with areas of irregular contour and fine punctation at the endocervix. B. Sonography revealed an echogenic
endocervical lesion measuring 1.67 cm (arrow). C. Hysteroscopy showed a protruding mass with prominent vessels at the endocervix (arrow). D. The glandular epithelia showed
nuclear hyperchromatism, elongation, and pseudostratification (H&E 4x objective).
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