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CASE REPORT

p16-negative warty carcinoma of the uterine cervix
with superficial invasion to the endometrium: A case
report focusing on diagnostic pitfalls
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ABSTRACT

Warty carcinoma of the uterine cervix is a very rare and specific variant of invasive squamous cell carcinoma, usually described as a
hybrid of the features of both condyloma acuminatum and invasive squamous cell carcinoma. The diagnostic pitfalls of this lesion
are: 1) the bland appearance of cytomorphology, 2) distinct koilocytotic atypia, and 3) p16 negativity. A case of warty carcinoma
with a fungating mass on the uterine cervix of a 75-year-old woman is presented. The original diagnosis by punch biopsy
was atypical squamous cells, undetermined for malignancy, adjunct with p16 negativity. The subsequent radical hysterectomy
showed a protruding mass (5.7 cm in horizontal dimension) of the uterine cervix. Light microscopy revealed a protruding mass
composed of exophytic papillae and inverted nests along the endocervical glands. There were multiple micro-invasive foci
(< 1 mm) of tongue like projections at the nest base and slight involvement of the upper vagina and endometrial surface. The
p16 immunohistochemical staining yielded negative results. The results of the HPV DNA chip test from paraffin-embedded
tissue were 6 (low risk, +++) and 42 (low risk, +). The Ki-67 proliferation index was approximately 20%. The invasive foci and
patient’s age were the determining differential factors for malignancy rather than benign condylomatous lesion.

Key Words: Warty carcinoma, Uterine cervix, p16 negative, HPV, Condyloma

1. INTRODUCTION

Warty carcinoma was originally described as a lesion of the
vulva or anus but has recently been classified as a variant
of invasive squamous cell carcinoma (SCC).[1] This lesion
is histologically similar to condyloma acuminatum (i.e. dif-
fuse koilocytotic atypia, no unequivocal atypia). In addition,
these tumors seem less aggressive than classic squamous
cell carcinoma, with low-risk human papilloma virus (HPV)
types having been identified.[2] The expression of p16 and
HPV–status have been well- established as important di-

agnostic markers for high-grade squamous intraepithelial
lesions (HSIL) and SCC in the female genital tract.[3] We
present the case of a 75-year-old woman who presented with
a fungating cervical mass and no associated p16 expression
or definite histomorphology of HSIL.

2. CASE PRESENTATION

2.1 Clinical summary
A 75-year-old woman was transferred from a local clinic to
our institution owing to the diagnoses of a squamous cell
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carcinoma on cytology (pap smear) and an uterine cervical
mass, suspected for malignancy. Several differential grade
of abnormal pap smear-results (ASCUS, HSIL, and finally
squamous cell carcinoma) were reported to her within 4 years
and tissue biopsies showed chronic cervicitis, CIN I and CIN
I with HPV infection through out-hospital chart review. The
HPV test yielded positive results for type 6 (low risk). She
complained a slight abdominal dull pain (pain scale 2 out
of 10) without vaginal bleeding. Pelvic magnetic resonance
imaging (MRI) showed a high signal intensity (SI) mass of
the uterine cervix on T2W1, suspicious for cervical carci-
noma (FIGO stage IB1) (see Figure 1). On punch biopsy, a
definite diagnosis had not been obtained, and subsequently
a radical hysterectomy with pelvic lymphadenectomy had
been performed. The diagnosis of the punch biopsy was
atypical squamous cells (not definite for malignancy).

Figure 1. Pelvic magnetic resonance image showing a high
SI mass in the uterine cervix, suspicious for cervical
carcinoma

2.2 Pathologic findings
The gross specimen showed an ill-defined protruding mass
(5.7 cm × 2.7 cm × 2.0 cm) of the uterine cervix, which su-
perficially extended to the lower portion of the endometrium
and upper vagina (see Figure 2). The tumor’s external surface
was thick-whitish and relatively smooth. The cut surface of
the mass was gray-whitish and granular without necrosis or
hemorrhage.

Light microscopy showed basically endophytic growth, with
condylomatous fronds on the top portion (see Figure 3A).
Both aspects were composed of thickened squamous epithe-
lium with distinct koilocytotic atypia (perinuclear halo, irreg-
ular nuclear membrane, hyperchromatic nuclei, and abundant

cytoplasm, see Figure 3B). There were multiple foci with
tongue-like projections below the basement membrane (see
Figure 3C). The endometrium was involved with condyloma-
tous squamous nests along endometrial glands (see Figure
3D). The Ki-67 labeling index was approximately 20% in
the hot spot (see Figure 3E). Immunohistochemical staining
yielded negative results for p16 expression (see Figure 3F).
The results of the HPV DNA chip test extracted from paraffin
embedded tissue were 6 (low risk, +++) and 42 (low risk,
+). She was well without evidence of disease three months
post-operatively.

Figure 2. The gross findings of a radical hysterectomy
specimen revealed an ill-defined and protruding mass
(5.7 cm × 2.7 cm × 2 cm) of the uterine cervix, which
superficially extended to lower portion of the endometrium,
and the upper vagina (arrows)

3. DISCUSSION
Malignant warty lesions of the uterine cervix are very rare
and originally described as a vulvar and anal lesion. This
condition has historically been described as “SCC follow-
ing condyloma acuminatum”[4, 5] and “SCC associated with
Buschke-Löewenstein giant condyloma.”[6] The malignant
transformation from condyloma is supported by 1) the pres-
ence of koilocytes in the superficial and intermediated levels
of the epithelium, 2) association with low-risk HPV sub-
types, 3) relatively low level of Ki-67 proliferation index, and
4) p16 negativity. The presented case showed all four com-
patiable features, too.

The koilocytotic atypia is a pivotal differential factor to distin-
guish from other papillary forms of SCCs, such as verrucous
carcinoma and papillary SCC. Verrucous carcinoma has char-
acteristic bulbous rete pegs deep in the stroma and a complete
absence of koilocytes.[7] Papillary SCC has papillary fronds
lined by epithelial cells simulating transitional cells without
koilocytes.[8] The specimens from the case presented also
showed distinct koilocytotic atypia.
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Figure 3. (A) The sections showed endophytic growing squamous nests. The top portion revealed condylomatous papillary
fronds; (B) The cytomorphologic changes were typical koilocytes; (C) Foci of tongue-like projection suggestive
micro-invasion; (D) The endometrium was involved via condylomatous squamous nests along the endometrial glands;
(E) Ki-67 labeling index was approximately 20% in the hot spot; (F) p16 immunohistochemical staining yielded negative
results for p16 expression.

A collective study of HPV in nine patients with warty carci-
noma showed combined infection, for which only two cases
had been related to the high-risk subtype.[2] Our patient also
showed combined infection of 6 (low risk, +++) and 42 (low
risk, +).

Recently, Ki-67 expression of the intermediate and super-
ficial layers has been evaluated for each possible cause of
condyloma transformation: invasive SCC, cervical intraep-
ithelial neoplasia (CIN) 2/3, CIN 1, and non-dysplasia.[9] The
result were 100% positive in SCC, 75% positive in CIN 2/3,
22% positive in CIN 1, and 11% positive in non-dysplasia.
However, in the case presented, the Ki-67 expression could
be seen in the intermediate and even superficial layers. The
Ki-67 labeling index (LI) of surface epithelium has been
reported as follows:18.3% in CIN 1, 27.0% in CIN 2, 41%

in CIN 3, and 48.0% in microinvasive SCC.[10]

P16INK4a expression had been evaluated in premalignant
and malignant cervical lesions.[3] Only one-third of histo-
logic low grade squamous intraepithelial lesions show dif-
fuse p16 immunostaining.[11] Performance of p16/Ki-67 im-
munostaining to detect HSIL was done prior to the detection
of high risk types of HPV, due to its specificity.[12]

Considering p16 negativity and relatively low Ki-67 LI, this
case could have been one of a carcinomatous change from
condyloma acuminatum or a combined biphasic tumor.

Superficial spreading micro-invasive SCC arising from CIN
with endometrial involvement has been reported in a liter-
ature review of 20 cases.[13] In our patient micro-invasive
SCC involved the endometrium along the endometrial glands.
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This phenomenon might be a reserve cell hyperplasia with
HPV infection, which is similar in glandular extension of
CIN.[14] We hypothesize that the so called “top down” differ-
entiation could possibly be squmocolumnar junction of the
endometrial gland as well as the transformation zone. How-
ever, this phenomenon is not related to the FIGO staging,
and vertical spread is not a concern.

Giant condyloma of the cervix is a particularly important
differential diagnosis. A collective review of cervical giant
condyloma has been reported with all the four cases showing
verruciform architecture with viral cytopathic change, related
to low risk HPV types 6, and 11.[15] The differential features
were 1) conspicuous atypia; 2) mitotic activity at the basal
layers and 3) infiltrative stromal invasion.

Although no remarkable cytomorphologic atypia with p16
negativity is seen, the diagnosis of an “exclusively benign
lesion” should be avoided in limited specimens. Warty carci-
noma or verrucous carcinoma cannot be ruled out. In the case

presented, focal micro-invasion on punch biopsy, could not
be excluded. In the differential diagnoses of benign condy-
lomatous lesions, the patient’s age is very important and is
associated with tumor development in young or immunosup-
pressed women.

Although clinical experience with these tumors is very lim-
ited, they appear to behave less aggressively than typical well
differentiated squamous cell carcinoma of the cervix. Warty
carcinoma of the uterine cervix has been reported within
50 cases in literature review. The largest series of 9 cases
showed 54.1 years of mean age (40-77 years) and variable
stage IA1 to IIA. The size of tumors ranged from 0.8 cm to
6 cm. However, all nine cases revealed an excellent outcome:
no evidence of disease (NED) during 0.7 to 18.2 years of
follow-up periods.[2] In this presented, the patient was well
without evidence of disease three months post-operatively.
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