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Introduction

Syphilis is a sexually transmitted disease caused 
by Treponema pallidum subspecies pallidum, an 
anaerobic tightly coiled helical bacterial species 
member of the Spirochaetales order.

The infection course is typically divided into 
primary and secondary stages, also referred to as 
“early syphilis” which corresponds to the infec-
tious phase and is defined as an infection more 
recent than 2 years by the World Health Organization 
(WHO) or 1 year by US and European guidelines, 
followed by a latent period which eventually results 
in tertiary syphilis.1–3 The disease is characterized 
by varied clinical manifestations, a trait which 
earned syphilis the name of “The great imitator.”4 

Primary syphilis typical presentation is a single (or 
rarely multiple) painless, non-itchy skin ulceration 
called “chancre” which appears on the genitalia 
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approximately 3 weeks after the first exposure in 
conjunction with regional lymphadenopathy, both 
with spontaneous resolution.5 The secondary stage 
of the disease takes place 6–8 weeks after the clini-
cal resolution of the primary lesions and is the 
result of hematogenous and lymphatic dissemina-
tion of treponemes, with the possibility of muco-
cutaneous and systemic manifestations. During the 
second stage of syphilis, the most frequent clinical 
presentation is a generalized non-pruritic macular 
or papulo-squamous eruption. Several clinical 
forms are described for the secondary syphilis 
affecting oral mucosa. Among those, the most 
common is called “mucous patches,” which can 
have two different manifestations: slightly ele-
vated-type plaques usually oval shaped and occa-
sionally ulcerated, covered with a gray or white 
pseudomembrane or multiple mucous patches that 
may coalesce to give rise to serpiginous lesions, 
described as “snail track ulcers.” However, some 
cases can have atypical presentations, and the diag-
nosis can be delayed or even missed.6 Syphilitic 
mucosal lesions are characterized by superficial 
ulcers like aphthae or large gray plaques, usually 
associated with systemic manifestations. The oral 
cavity involvement as the unique manifestation of 
secondary syphilis is rather uncommon.7

Case report

Ethics statement

The subject gave a written informed consent in 
accordance with the Declaration of Helsinki.

We present the case of a 49-year-old female 
patient with an isolated oral manifestation. In April 
2017, she was admitted to our Division of Derma-
tology (IDI-IRCCS-FLMM) for a 3-month history 
of asymptomatic infiltrated plaques, exclusively 
located on the tongue. Her blood count and C-reactive 
protein (CRP) levels were normal, her past medical 
and dermatological history were unremarkable, and 
the oral examination revealed circular whitish and 
gray plaques, infiltrated and with tender consistency 
located on the tongue (Figure 1); physical examina-
tion did not show skin or genital lesions. Patient had 
no systemic involvement as fever or lymph node 
enlargement. Because the clinical presentation simu-
lated an oral candidiasis (Figure 2), the patient 
received an antifungal treatment in the first instance, 
without any improvement.

Figure 1. Circular tender and infiltrated whitish plaques on 
the tongue in the photography taken after the first medical 
examination.
Given the absence of any other symptom the hypothesis of an isolated 
oral secondary syphilis was first excluded.

Figure 2. A typical presentation of oral thrush.
Given the similarity of our patient condition to this classic scenario a 
misdiagnosis can be easily done.
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At direct microscopic smear examination, no 
signs of fungal infection were seen; therefore, a 
biopsy was performed. Histological examination 
revealed inflammatory infiltrate of neutrophils 
and plasma cells in the dermis. Routine blood 
tests were normal and autoimmunity, serology for 
HIV, HBV, and HCV tests were negative. 
Serologic tests for syphilis showed a positive 
venereal diseases research laboratory (VDRL) at 
a titer of 1/32 and a reactive T. pallidum hemag-
glutination test. Based on these data, a diagnosis 
of secondary syphilis was made.

The WHO therapy guidelines suggest the use 
of intramuscolar benzathine penicillin G 2.4 mil-
lion units once over two administrations of pro-
caine penicillin G 1.2 million units in 10–14 days. 
However, this recommendation is marked as 
“Conditional recommendation, very low quality 
evidence”; hence, relying on our documented 
clinical experience, we decided to administer sys-
temic therapy with penicillin G benzathine (1.2 
million units, IM 2 fl). The lesions regressed 
completely 15 days after therapy (Figure 3).

Discussion

Primary, secondary, and tertiary stages of syphi-
lis may imply the oral cavity, and the mouth 
results the main extra-genital site of primary 
syphilis.8 In particular, oral manifestations are 
observed at the site of penetration of the T. pal-
lidum into the mucosa; in the secondary stage, 
oral manifestations are much more variable and 
may show a vast number of different features 
such as painless mucous patches covered by 
grayish pseudomembranes and surrounded by 
erythema, aphthous ulcers, irregularly shaped 
lesions with whitish edges distributed on the oral 
mucosa (tongue, soft palate, and lips above all) 
and oropharynx.7,9 Sometimes the lesions can 
appear as leukokeratosis or there is an overlying 
gray or silver membrane.10,11 Usually, the spiro-
chetemia of secondary syphilis is associated with 
systemic symptoms, so a concomitant cutaneous 
eruption is present.11 Prior descriptions suggest 
that these lesions usually heal from 3 to 12 weeks 
regardless of treatment.

Diagnostic histological features of secondary 
syphilis are characterized by endothelial cell 
swelling, perivascular infiltrates of plasma cells, 
and epidermal psoriasiform hyperplasia.12 The 
diagnosis of secondary syphilis is of the uttermost 
importance; since any time it is undiagnosed and 
consequently untreated, it will undergo spontane-
ous resolution; but in future, a life-threatening ter-
tiary syphilis may eventually ensue. That is the 
reason why all unexplained oral lesions should be 
investigated for syphilis.

We present this case report for the atypical and 
unusual presentation of secondary syphilis with 
oral lesions in the absence of skin eruption or any 
other sign or symptoms, remarking upon the fact 
that this uncommon manifestation led us to a mis-
diagnosis, postponing an adequate therapy. When 
oral manifestations are accompanied by a concom-
itant cutaneous eruption or other symptoms, the 
diagnosis of syphilis could be easily supposed, but 
in cases of isolated oral manifestations such as 
white and ulcerative lesions, or asymptomatic 
infiltrated plaques, the diagnosis of secondary 
syphilis should be considered; in these cases, a 
diagnostical and therapeutic algorithm can be a 
useful tool to guide the clinician to a correct and 
faster diagnosis.

Figure 3. After an accurate diagnosis and two doses of 
Penicillin G 1.2 million units, a complete resolution of the 
lesions can be observed.
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