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Syphil is has extremely variable manifestations 
that produce an extremely broad differential 
diagnosis. Care must be taken to consider syphi-
l is in dermatologic and other systemic disorders 
as is relevant.
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Case Report
A 42-year-old man presented to our dermatology 
clinic for evaluation of “dark spots” on both hands 
for 2 months (Figure 1). He had been treated   
1 month earlier with various topical agents, includ-
ing mid-potency steroids and lightening agents, and 
had not seen a change. Interestingly, he reported 
recent-onset of similar lesions on the feet (Figure 2). 
Initially, our differential diagnosis indicated some 
form of postinflammatory hyperpigmentation, but 
the recent onset of the lesions on the feet 1 week 
prior, the distribution of the lesions, and the absence 
of an inciting factor did not fit the clinical picture. 
Among various laboratory tests, rapid plasma reagin 
was positive, and the patient was appropriately 
diagnosed and treated for secondary syphilis with   
2.4 million U of benzathine penicillin.

The Great Masquerader
Syphilis has been called “the great masquerader” 
or “the great imitator” because it is protean in 
appearance, manifests in different stages, and can 
affect different parts of the body.1 In fact, another 
case of secondary syphilis I saw prior to this patient 
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Figure 1. Papulosquamous lesions with a collarette of 
scale on the palm of a man with secondary syphilis. 

Figure 2. Hyperpigmented macules on the sole of the 
foot in a man with secondary syphilis. 
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appeared different. Secondary syphilis has vari-
able clinical presentations and thus is difficult to 
recognize. It is estimated that approximately half 
of community physicians will not clinically suspect 
secondary syphilis.2

Resurgence of Syphilis 
It is not every day that you may diagnose syphilis 
in an outpatient clinic or consultation service, but 
it recently has been making resurgence, particularly 
in inner-city settings. Although syphilis is one of 
the oldest sexually transmitted diseases and has 
established and effective treatment options, it is 
now reemerging as a major public health problem in 

urban communities. A 2001 study by Williams and 
Ekundayo3 evaluated the distribution of and factors 
affecting the syphilis epidemic among inner-city 
minorities in Baltimore, Maryland, and found that 
it was the city with the highest number of syphilis 
cases in the nation, surpassing the national average 
of 2.6 cases per 100,000 population. The factors that 
particularly favored syphilis infectivity were poverty, 
poor communication with health care providers, 
exchanging sex for drugs, lower educational back-
ground, and inadequate health education.3 Although 
syphilis should not be forgotten as part of a differen-
tial diagnosis, preventative health education should 
be undertaken. 

 Methods of Diagnostic Testing for Primary and Secondary Syphilis

Method Key Points

Primary syphilis

  Demonstration of spirochete on  
dark-field microscopy 

Most rapid and specific method; not readily available to 
general practitioners; usually requires sending patient to 
a sexually transmitted disease clinic or medical center; 
material can be obtained from either an ulcer or an aspirate 
from enlarged lymph node; negative results do not rule 
out the possibility of syphilis; examination should not be 
regarded as negative until there are negative results on  
3 consecutive days 

 Biopsy of a primary ulcer Demonstrate organism by stains such as Warthin-Starry 
silver, immunohistochemistry for Treponema pallidum, or 
Steiner silver staining for spirochetes

  Serologic testing (eg, VDRL test, rapid 
plasma reagin) 

Negative in early primary syphilis; should be repeated weekly 
for 1 month to be considered as negative; diagnosis is more 
likely if a rising titer can be demonstrated

  Fluorescent treponemal antibody  
absorption test

Shows positive results earlier and is more sensitive  
than VDRL

Secondary syphilis

 Skin biopsy Can demonstrate spirochetes as in primary syphilis 

 Dark-field microscopy Can demonstrate spirochetes as in primary syphilis; can 
be performed on secondary skin lesions or aspirates from 
lymph nodes 

 Serologic testing (eg, VDRL test, rapid 
plasma reagin, fluorescent treponemal 
antibody absorption test)

Almost always positive with the exception of prozone 
phenomenon, which occurs in 1%–2% of patients with 
secondary syphilis; the prozone phenomenon refers to  
false-negative results from overwhelming antibody titers4
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Diagnostic Approach
The best way to approach a possible case of syphilis 
is to have a high index of suspicion (Table). The skin 
findings of secondary syphilis may mimic other skin 
conditions (as described above), including pityriasis 
rosea, erythema multiforme, drug reactions, psoriasis, 
pityriasis lichenoides et varioliformis acuta, and dys-
hidrotic eczema, among others. Although the disease 
usually begins approximately 6 weeks after the onset 
of a primary chancre, approximately 25% of patients 
with secondary syphilis will not recall a chancre, and 
in other cases, the primary chancre will still be pres-
ent.5 The case reported above did not have any other 
associated symptoms, but commonly reported symp-
toms in other cases have included headaches, fevers, 
pruritus, loss of appetite, and malaise.6

Clinical Features of Secondary Syphilis
Usually, the lesions of syphiloderms consist of vari-
ably scaly macules and papules that can be annular, 
pustular, or psoriasiform. They typically are widespread 
and symmetric, though in some cases they can remain 
localized. The appearance also may vary depending on 
immunocompromised status, which may cause a more 
aggressive and quicker appearance of the rash. 

The Connection to Human  
Immunodeficiency Virus and AIDS
It is known that patients with syphilis have an 
increased incidence of other sexually transmitted 
infections such as venereal warts, gonorrhea, and 
human immunodeficiency virus (HIV) infection, thus 
patients should be tested for these conditions as part of 
their course of treatment. It has been shown that cuta-
neous sores/chancres facilitate transmission and acqui-
sition of HIV infection. The risk for acquiring HIV 
increases 2- to 5-fold if exposure occurs when syphilis 
is present.7 Additionally, syphilis will increase viral 
loads in patients who are already infected with HIV. 
These data are concerning, particularly because many 
patients with syphilis also are infected with HIV.8

Final Thoughts
Although syphilis is known to present with highly 
variable clinical presentations, early diagnosis, appro-
priate treatment, and patient education are crucial to 
avoid further complications.9 Social factors have con-
tributed to a resurgence of syphilis; although easily 
treatable, it can lead to great suffering and morbidity. 
In summary, syphilis is a treatable infectious disease 
and physicians should test for it when investigating a 
patient, particularly one with risk factors as well as a 
symmetric hyperpigmented rash on the acral surfaces. 
There are uncommon presentations of syphilis, thus it 
is important to consider it early on and treat appropri-
ately to prevent life-threatening complications. 
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