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Case Report
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Abstract: We report here a case of a 30-year-old man with primary syphilis of the tonsil diagnosed by light micros-
copy; he presented with a tonsillar ulcer and pain on swallowing. As a new case report of primary tonsillar syphilis,
the pathological diagnosis was challenging due to insufficient clinical information. We here describe the detailed
microscopic findings and compare the differences with the 12 previously reported cases.
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Introduction

Syphilis is a chronic infectious disease caused
by Treponema pallidum, a bacterium from the
order Spirochaetales. The transmission of T.
pallidum usually occurs via sexual behaviors.
Syphilis infection can also be acquired by pas-
sage through the placenta or, rarely, by blood
transfusion. A diagnosis of syphilis can be
made by demonstration of T. pallidum in clinical
specimens by dark field microscopy, poly-
merase chain reaction (PCR), or equivalent
direct molecular methods.

The natural history of untreated syphilis in-
cludes primary, secondary, early latent, late
latent and late syphilis. Primary syphilis is usu-
ally manifested by a chancre at the site of inoc-
ulation. A classic chancre is a painless ulcer
with a raised and indurated margin. Primary
syphilis usually appears on the genitalia, but
may present on other sites, such as the anus or
oral cavity. The lips are the most common site
of primary syphilis of the oral cavity, followed by
the tongue and then the tonsillar area [1].

To the best of our knowledge, there have been
12 cases of tonsillar primary syphilis published
in the English-language literature [1-8]. Most of
them had sufficient clinical information prior to
the diagnostic tests, and detailed pathological
information was not provided. In only one case,

the patient was thought to have a tonsillar
tumor, and the diagnosis was based on the
excised tonsillar tissue [6]. We describe here an
additional case with challenging pathological
diagnosis due to a lack of clinical information.

Case report

A 30-year-old male came to the otorhinolaryn-
gology clinic at our center with the chief com-
plaint of a sore throat for one week. He also
complained of pain on swallowing. He had no
fever, dysphagia, or recent weight loss. His past
medical history was negative for immunodefi-
ciency or malighancy and was otherwise un-
remarkable.

On examination, his right tonsil showed grade
IV swelling with an ulcerative surface. Enlarged
lymph nodes at right neck levels Il and IV were
also noted. The results of a complete blood
count test were all within normal limits. Then, a
biopsy of the right tonsil was performed.

Microscopically, the tonsillar tissue showed an
ulcerated stratified squamous epithelium with
fibrinopurulent exudates and reactive keratino-
cytic atypia. The underlying connective tissue
and lymphoid nodules showed heavy infiltra-
tions of plasma cells, as well as lymphocytes
and histocytes (Figure 1). Perivascular plasma-
lymphocytic infiltrations and endarteritis were
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Figure 1. Heavy infiltrations of plasma cells in the
squamous mucosa and submucosa of the biopsy
specimen. Original magnification 50x, hematoxylin
and eosin.

Figure 2. Perivascular plasmalymphocytic infiltra-
tions and endarteritis. Original magnification 200x,
hematoxylin and eosin.

also seen (Figure 2). Immunohistochemically,
there was no light chain restriction by kappa
and lambda immunostains; thus, plasma cell
neoplasms and lymphoma were excluded. The
plasma cells were diffusely positive for IgG, but
only focally positive for 1gG4, so 1gG4-related
sclerosing disease was excluded. Periodic
acid-Schiff (PAS) stain and acid-fast stains
were also performed, which showed no fungal
or mycobacterial infection. Finally, numerous
Treponema pallidum were detected by use of
anti-T. pallidum antibody in the squamous epi-
thelium, submucosa, and vessel walls (Figure
3).

After a pathologic diagnosis of primary syphilis
was made, serologic tests were performed. The
Rapid Plasma Reagin (RPR) test was reactive at
1:128, and the Treponema Pallidum Particle
Agglutination (TPPA) test also showed reactivity
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Figure 3. Treponema pallidum detected in the squa-
mous epithelium, submucosa, and vessel walls.
Original magnification 200x, immunohistochemical
stain.

in a dilution of > 1:1280. The patient had no
other ulcers on the oral mucosa, genitalia, or
anus. As a result, a diagnosis of primary syphi-
lis was confirmed. However, further history tak-
ing failed to obtain the patient’s previous sexu-
al contact history. The patient was then treated
with a single dose of benzathine penicillin G
(2.4 million units IM). Three months later, the
follow-up RPR test result was 1:64, which then
reduced to 1:2 six months after treatment.
Thereafter, the patient was lost to follow-up.

Discussion

Since the successful usage of Penicillin in tr-
eating syphilis in 1940s, its incidence has ob-
viously decreased in developed countries. Ho-
wever, syphilis remains one of the most com-
mon sexually transmitted diseases worldwide.
In 2013, the rate of reported primary and sec-
ondary syphilis in the United States was 5.3
cases per 100,000 population, more than dou-
ble the lowest-ever rate of 2.1 in 2000 [9]. The
increases have occurred primarily among men
and particularly among men who have sex with
men (MSM). The increasing incidence of syphi-
lis among MSM is due in part to risky sexual
behaviors, such as anonymous sex, unprotect-
ed sex (oral and anal), sex with multiple part-
ners, and/or sex under the influence of drugs.
In Taiwan, there were 5915 cases of reported
syphilis in 2012, compared with 4158 cases in
2001. The incidence of syphilis in men was
higher than in women every year; the men-to-
women ratio increased from 1.4 in 2001 to 3.5
in 2012.
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Table 1. The 12 previously reported cases of tonsillar primary syphilis

Case/Reference Age/Sex Sextj;li;:'en_ Contact history Diagnostic test

1. Vincenti [2] 17/M N/A Oral sex W. R. and Kahn tests

2. Fiumara et al. [3] 24/M  Homosexual With a friend with secondary RPR and FTA-ABS tests
syphilis

3. Fiumara et al. [3] 28/M  Homosexual With a secondary syphilis N/A
patient

4. Viers [1] 22/F N/A Oral sex Dark field microscopy

5. Viers [1] 20/F N/A Oral sex Dark field microscopy

6. Viers1 19/F N/A Oral sex Dark field microscopy

7. Viers [1] 18/F N/A Oral sex Dark field microscopy

8. Fiumara et al. [4] 40/M  Homosexual Sexual contact with 4 people RPR-CT test
in the previous 3 months

9. Ishimaru et al. [5] 43/M Heterosexual Oral sex RPR and TPHA tests

10. Oddé et al. [6] 49/M N/A N/A Light microscopy and Warthin-

Starry stain

11. Barbee et al. [7] 34/M  Homosexual Oral sex RPR test

12. Lobato-Berezo et al. [8] 24/F Heterosexual Oral sex RPR and TPHA tests

13. Present case 30/M N/A N/A Light microscopy and IHC stain

using anti-T. pallidum antibody

F: female; FTA-ABS test: fluorescent treponemal antibody absorption test; IHC: immunohistochemistry; M: male; N/A: not avail-
able; RPR-CT: rapid plasma reagin circle card test; RPR test: rapid plasma reagin test; TPHA test: Treponema pallidum hemag-

glutination test; W.R.: Wassermann reaction.

Primary syphilis is characterized by a chancre
at the site of inoculation, which is typically a
painless ulcer with a raised and indurated mar-
gin. It usually appears on the genitalia. However,
extra-genital lesions have become more com-
mon, especially oral manifestations. This may
be due in part to the increasing popularity of
oral sex in recent years. The lips are the most
common site of primary syphilis of the oral cav-
ity, followed by the tongue and then the tonsillar
or palatal area. In the 12 previously reported
cases of primary syphilis of the tonsil [1-8], 10
presented with a tonsillar ulcer, one with an
ulcerated tonsillar tumor [6], and one with an
enlarged tonsil [7]. In cases whose specific con-
tact history was obtained, all had had previous
oral sexual contact (n = 8). Sexual orientation
was noted in six previously reported cases; four
were homosexual and two were heterosexual
(Table 1). As a result, an ulcerated tonsil or an
enlarged tonsil with or without regional lymph-
adenopathy may be the typical presentation of
tonsillar primary syphilis. Patients may com-
plain of a sore throat and painful swallowing.
Then, detailed history taking, including recent
sexual contact, is needed for further differen-
tial diagnosis, especially in sexually active
individuals.
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Among the 12 cases, 10 were diagnosed clini-
cally after thorough history taking and suffi-
cient information was obtained. In the case
reported by Barbee et al. [7], the diagnosis was
not established initially until the patient devel-
oped the signs and symptoms of secondary
syphilis (i.e. a diffuse maculopapular rash on
the trunk, arms, and legs, with a solitary scaly
lesion on the left palm). In our case, because
there was limited clinical information and dark
field microscopy is not available in our institute,
the diagnosis of syphilis by light microscopy
was challenging. The final diagnosis was made
via an immunohistochemical stain of Trep-
onema pallidum polyclonal antibody. The sub-
sequent serologic tests also confirmed the
diagnosis. The case reported by Barbee et al.
[7] and our case once again underscore the
importance of taking a thorough sexual hi-
story.

The microscopic features of our case include
heavy plasma cell infiltration in a diffuse and
perivascular pattern and endarteritis, which
are in part compatible with the reported fea-
tures of syphilis. However, several diseases
should also be considered based on these fi-
ndings, including infections caused by other
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organisms, IgG4-related sclerosing disease,
and plasma cell neoplasms. In the study of A.
W. Barrett et al., the microscopic features of pri-
mary oral syphilis included unusual epithelial
hyperplasia, infiltrates of plasma cells in a dif-
fuse and/or perivascular pattern extending into
and disrupting submucosal structures, endar-
teritis, and neuritis [10]. Each of the features is
not specific to syphilis. As a result, it is suggest-
ed that the combination of microscopic fea-
tures as well as clinical information be consid-
ered together and then serologic tests are
performed for definitive diagnosis. Additionally,
an accurate and timely diagnosis not only helps
patients to receive proper treatment, but also
improves public health.

In summary, we present a case of tonsillar pri-
mary syphilis with initial presentation of a ton-
sillar ulcer with pain on swallowing. Pathological
diagnosis would be challenging without suffi-
cient clinical information, because the micro-
scopic features of primary syphilis are not spe-
cific. A tentative diagnosis of syphilis can be
made through the combination of clinical infor-
mation and microscopic findings, followed by
serologic tests for confirmation.
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