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Background

Pulmonary metastases from squamous cell carcinoma (SCC) of
the cervix are uncommon. It is difficult to distinguish SCC of different
primary sites based on histologic features, and without appropriate
molecular markers and comparative mutational profiling their
metastatic nature can only be implied [1]. P16 immunostain is a well-
known excellent surrogate marker for human papilloma virus (HPV)
infection in SCC of the cervix with strong expression in more than
95% of cases [2]. Recently, several studies have assessed the utility
of pl6 expression as a surrogate marker for HPV infection in non-
cervical primary sites, including lung, oropharynx, nasopharynx,
head and neck, esophagus and skin. This letter is to discuss the
diagnostic pitfall in squamous cell carcinoma in the lung in a patient

Figure 1: The original cervical carcinoma of the cervix (A) showed a poorly
differentiated squamous cell carcinoma. The pulmonary squamous cell
carcinoma (B) has similar cytomorphologic features as the original cervical
carcinoma. (H&E, original magnification x200 [A] and [B]).

with a previous history of cervical squamous cell carcinoma.
Case Presentation

A 40-year-old, female, former smoker, with a history of
Stage IIB cervical SCC treated exploratory laparotomy, total
abdominal hysterectomy, bilateral salphingo-oophorectomy and
chemoradiation presented 7 months later with a one month cough.
Chest computed tomography (CT) scan showed a solitary 4.6 cm
left lung mass. Transbronchial biopsy was performed and revealed
squamous cell carcinoma. The original cervical squamous cell
carcinoma and the lung carcinoma have similar morphologic features
(Figurel). P16 immunostaining was found in both tumors (Figure 2).
HPV (16/18/6/11) genomes by in-situ hybridization (ISH) were not
detected.

Conclusion

This case illustrates a potential diagnostic pitfall in a patient
with a previous history of cervical squamous cell carcinoma now
presenting with solitary lung mass with squamous cell carcinoma.
There are still no definitive immunohistochemical markers that can
differentiate between primary pulmonary SCC and cervical SCC
metastatic to the lung. It was previously reported that pl6 can be
used to differentiate between primary pulmonary SCC and cervical
SCC metastatic to the lung [2]. However a more recent study suggests
that P16 immunostaining cannot be assumed to signify metastasis
from a primary SCC of the cervix since 43% of head and neck SCC
and 35% of primary pulmonary SCC can also be p16 positive [3]. In
addition, Yanagawa et al, found P16 positive immunostaining in 137
(40.8%) of 336 non-small cell carcinoma and five of those patients
had a past history of HPV associated SCC of other sites, including
three from cervix; and concluded that P16 immunostain is not a
surrogate marker for HPV presence in lung cancers [1]. As in this

Figure 2: Immunohistochemical staining for p16 showed positive nuclear and
cytoplasmic staining in the original cervical SCC (A) and the pulmonary SCC
(B). (H&E, original magnification x200 [A] and [B])
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case, P16 immunostaining was found in the cervix and lung tumors.
HPV (16/18/6/11) genomes by ISH performed on both cervix and
lung tumors were not detected and not useful in this case. ISH would
be supportive of a metastatic cervical SCC if detected in both cervix
and lung tumors since HPV DNA by ISH are detected in 20% to 90%
depending on geographic locations [4]. This case points out that
the distinction between a lung squamous cell cancer being a second
primary or a metastasis based on histology, p16 immunostain and
HPV DNA by ISH remains difficult and still depends on clinical
correlation. The advanced stages of the cervix SCC and former
smoking status in this patient are highly suggestive of lung metastasis.
However, a primary lung cancer may be considered due to its solitary
nature.
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