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Abstract

Background. The yearly incidence of syphilis has risen markedly in Japan and worldwide.
There has also been an increased incidence of human papilloma virus associated oropharyn-
geal cancer, which presents with clinical features similar to those of syphilis.
Objective. A case of syphilis with clinical manifestation resembling that of human papilloma
virus associated oropharyngeal cancer is reported, along with a literature review of similar
cases.
Methods. Clinical case reports and review of previous literature.
Conclusion. Syphilis may cause irregular mucosal lesions of the oropharynx and cystic
lymphadenopathy. It is difficult to diagnose syphilis only by examining pathological speci-
mens, without clinical information such as Treponema pallidum antibody findings. It is neces-
sary to correctly understand the characteristics of syphilis and human papilloma virus
associated oropharyngeal cancer to ensure prompt diagnosis and treatment.

Introduction

The yearly incidence of syphilis has risen markedly in Japan and worldwide. This increase
in incidence is expected to continue. Considering disease severity, it is imperative to pre-
vent the progress of infection through early diagnosis and treatment.

Moreover, there has also been an increased incidence of human papilloma virus (HPV)
associated oropharyngeal cancer, which presents with clinical features similar to those of
syphilis, making it difficult to distinguish between them. Herein, we report a case of syph-
ilis with a clinical manifestation resembling that of HPV-associated oropharyngeal cancer.
A literature review of similar cases was also conducted.

Case report

A 59-year-old man presented to our department with the chief complaint of swelling on
the left side of his neck with an unknown history of onset. Intra-oral examination revealed
a shallow, ulcerated mucosal lesion on the left side, extending from the palatine arch
anteriorly to the palatine tonsil posteriorly (Figure 1). Extra-oral examination revealed
a palpable lymph node on the left side of the neck.

Contrast-enhanced computed tomography (CT) revealed an enlarged cervical lymph
node, with a maximum diameter of 27 mm, and possible cystic changes or central necro-
sis. Positron emission tomography-CT showed uptake in the left palatine tonsil and an
enlarged cervical lymph node (Figure 2).

These findings were suggestive of cervical lymph node metastasis of oropharyngeal
cancer. However, histological examination of a biopsy specimen from the left palatine ton-
sil revealed inflammatory changes with no sign of malignant features (Figure 3a). Needle
biopsy of the lymph node was also performed, which revealed inflammatory cell infiltra-
tion of fibrous connective tissue (Figure 3b). In order to rule out an error related to insuf-
ficient biopsy material obtained from the out-patient clinic, an open biopsy of the left
cervical lymph node taken under local anaesthesia was planned, to make a definitive
diagnosis.

The Treponema pallidum latex agglutination test (anti-T pallidum antibody test), per-
formed as a part of pre-operative screening for syphilis, revealed positive results. A sub-
sequent quantitative rapid plasma reagin test revealed elevated values of up to 62.0 rapid
plasma reagin units. The results of immunostaining with T pallidum antibodies were con-
sistent with a syphilis infection (Figure 4).

The patient confirmed he had visited an adult entertainment establishment six months
before presenting at our hospital. Thus, the patient was treated for secondary syphilis with
a two-week course of amoxicillin and probenecid. Three weeks after the start of treatment,
both the oropharyngeal lesion and the cervical lymph node had decreased in size. Three
months after treatment, the clinical signs had subsided and the rapid plasma reagin test
result was negative.
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Discussion

Syphilis is a chronic and gradually progressing Treponema
infection that manifests as lesions in multiple organs, includ-
ing the oral mucosa, lymph nodes, central nervous system
and cardiovascular system. As the clinical features of primary
syphilis are non-specific, it is often difficult to diagnose. Its
incidence reportedly decreased after the discovery of penicillin.
However, in recent years, its incidence has increased world-
wide.1 In Japan, the number of new cases of syphilis reported
per year remained below 1000 after 1993. However, it has
shown a rapid increase since 2010, with approximately 7000
cases reported in 2018.2

Meanwhile, HPV-associated oropharyngeal cancer has also
become increasingly common.3,4 In Japan, approximately 50
per cent of reported cases of oropharyngeal cancer are asso-
ciated with HPV, and this incidence is expected to increase
in the future.5

The clinical findings in patients with syphilis are sometimes
suggestive of malignancy. This resulted in a delayed diagnosis
in a number of previously reported cases.6–11

A PubMed search result for the key words ‘syphilis’ and
‘oropharyngeal’ revealed 40 publications published from
1999 to 2019. Five of those articles were written in English lan-
guage and described 11 cases of syphilis in which oropharyn-
geal cancer was suspected, as in our patient (Table 1).8–12

Amongst these cases, syphilis was diagnosed comparatively
early in: male homosexuals, individuals testing positive for
human immunodeficiency virus infection and sex workers.
In 10 of these 11 cases, lymph node enlargement was evident
on either the same side as the oropharyngeal lesion or on both
sides. However, there were no enlarged lymph nodes in areas
other than the neck, or any oral or cutaneous symptoms.
These clinical findings were suggestive of oropharyngeal cancer
and further delayed the diagnosis of syphilis. In some of
the cases, histopathological examination of biopsied tissue
revealed non-specific inflammation, and several biopsies were
conducted.9,12 In other cases, a diagnosis was only reached

Fig. 2. Imaging. (a) Contrast-enhanced computed tomography (CT); and (b) positron emission tomography – CT. Contrast-enhanced CT (a) reveals an increase in
the size of the lymph node, with a maximum diameter of 27 mm, and suspected cystic changes or internal necrosis (arrowheads). Positron emission tomography –
CT (b) showed uptake in the left palatine tonsil and the enlarged cervical lymph node (arrows).

Fig. 1. Endoscopic view of the palatine tonsil under: (a) normal white light; and (b)
narrow-band imaging. A shallow and ulcerated mucosal lesion (arrowheads) on the
left side extending from the palatine arch anteriorly to the palatine tonsil posteriorly
(a). Narrow-band imaging enhances an abnormality of small vessels within the lesion (b).
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after consulting an infectious disease specialist,9 or following the
discovery of syphilitic lesions in the stomach during upper
gastrointestinal endoscopy intended to exclude multiple can-
cers,8 or syphilis was diagnosed accidentally during screening
tests, as was the case for our patient.11 Enlarged lymph nodes
with cystic or necrotic changes were present in 3 of the 11
cases,9,12 and in 1 of those cases, HPV-associated oropharyngeal
cancer was suspected.9

The oropharyngeal mucous patches that present in second-
ary syphilis are initially erythematous, and gradually turn
cream-coloured as they spread and merge, with marginal ery-
thema. They have a ‘butterfly appearance’, which is a typical
feature of pharyngeal syphilis. In our patient, oropharyngeal
cancer was initially suspected in light of the presence of a shal-
low ulceration in the left oropharynx and cervical lymph node

enlargement. In hindsight, however, cream-coloured patches
were present within the shallow ulceration from the left anter-
ior palatine arch to the palatine tonsil, an important finding
suggestive of syphilis. Human papilloma virus associated oro-
pharyngeal cancer may be difficult to diagnose given the small
size of the primary lesion;13 thus, a biopsy may not always lead
to a diagnosis. Considering this, oropharyngeal cancer could
not be immediately ruled out, despite the lack of malignant
findings in the biopsy.

Lymph node enlargement occurs in patients with second-
ary syphilis, along with occasional cystic changes.9,12 Similar
clinical features can be seen in HPV-associated oropharyngeal
cancer because of metastasis.14 In our patient, contrast-
enhanced CT revealed cystic changes that were suggestive of
cervical lymph node metastasis, similar to HPV-associated
oropharyngeal cancer. Therefore, it is important to consider
syphilis as a differential diagnosis.

The diagnosis of syphilis can be confirmed by the demon-
stration of T pallidum spirochaetes using Warthin–Starry

Fig. 3. Histopathological findings of the left palatine tonsil (a) and the enlarged
lymph node on the left side (b). Diffuse infiltration of inflammatory cells with hyper-
plastic squamous epithelium is evident in the tonsil (a), and lymphoplasmacytic infil-
tration with capillary proliferation is seen in a needle biopsy sample of the lymph
node (b) (H&E; ×100)

Fig. 4. Immunostaining (with Treponema pallidum antibody) of the left palatine tonsil
shows infiltration of spirochaetes (arrowheads): (a) ×100 magnification; and (b) ×400
magnification.
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silver impregnation staining or T pallidum antibodies.12,15

Some of the previously reported cases were initially diagnosed
as non-specific inflammation owing to the absence of clinical
features suggestive of syphilis.1,7,10,12 Similarly, in our patient, the
initial histological analysis of both the palatine tonsil and the cer-
vical lymph node indicated inflammatory changes. However, the
immunostaining results confirmed syphilis. Therefore, with the
increasing incidence of both HPV-associated oropharyngeal can-
cer and syphilis, differential diagnoses that include both
HPV-related oropharyngeal cancer and syphilis, and their subse-
quent distinction, may be very important for early diagnosis and
treatment.

• Syphilis may cause irregular mucosal lesions of the oropharynx and cystic
lymphadenopathy

• In human papilloma virus related oropharyngeal cancer, pharyngeal
mucosal lesions may be small and difficult to identify, and are
characterised by cystic changes in lymph node metastasis

• Biopsy may not result in definitive diagnosis of oropharyngeal cancer
because of the primary lesion’s small size, and diagnosis may not be
possible until palatine tonsil removal

• A biopsy of the palatine tonsil showed no malignant findings, but the
possibility of oropharyngeal cancer could not be ruled out

• It is difficult to diagnose syphilis by only examining pathological
specimens, without clinical information such as T pallidum antibody
findings

• It is necessary to understand the characteristics of both diseases to
ensure prompt diagnosis and treatment

Conclusion

We treated a patient with syphilis who was initially suspected
to have cervical lymph node metastasis of HPV-associated
oropharyngeal cancer, owing to the presence of both oropha-
ryngeal mucosal lesions and an enlarged lymph node with cys-
tic changes. Syphilis, which is becoming increasingly common,
should be considered as a differential diagnosis in suspected
oropharyngeal cancer cases, when oropharyngeal mucosal
lesions and cervical lymph node enlargement are present.
Collaboration with pathologists is also important for the cor-
rect diagnosis of syphilis.
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