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Painless penile papule
The asymptomatic lesion on our HIV-positive patient’s 
penis suggested an STD, but the patient said he hadn’t 
had any sexual partners for many years.

A 36-year-old man sought treatment at 
our outpatient dermatology clinic for an as-
ymptomatic penile lesion that he’d had for 
a month. He’d been diagnosed with human 
immunodeficiency virus (HIV) infection  
5 years earlier, and was taking highly active an-
tiretroviral therapy of emtricitabine 200 mg/
tenofovir 300 mg daily and nevirapine 200 mg 
twice a day. The patient’s CD4 T-cell count was  
530 cells/mm3 (normal for a nonimmunocom-
promised adult is 500-1200 cells/mm3) and his 
viral load was undetectable. He wasn’t in a 
committed relationship and reported having 
no sexual partners for many years.
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Physical examination revealed an indu-
rated, 7 mm white to pink keratotic papule 
with a central depression near the coronal 
sulcus (FIGURE). No ulcers or erosions were 
seen. The patient denied having urethral dis-
charge, pain, or pruritus. During the previ-
ous week, he said he’d applied triamcinolone 
cream 0.1% twice daily to the area with no 
improvement. 

●	� What is your diagnosis?

●	� How would you TREAT THIS 
PATIENT?

Figure

Papule with central depression  
at the coronal sulcus
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cles with scalloped, soft borders, contrasted 
by the indurated smooth rounded border of 
the syphilitic chancre.1

How syphilis affects HIV,  
and vice versa 
HIV infection has been known to alter the nat-
ural history and presentation of syphilis, and 
syphilis may also impact the course and evalu-
ation of HIV infection.3 Syphilis and other in-
fections that lead to genital ulcers increase an 
individual’s propensity to acquire HIV due to 
the loss of the barrier function of the epithelial 
membrane and the production of cytokines 
stimulated by treponemal lipoproteins.4 This 
facilitates transmission of the virus. 

z In the typical clinical presentation of 
primary syphilis in an immunocompetent 
patient, an indolent papule develops 10 to  
90 days after inoculation and subsequently 
ulcerates into an indurated chancre. Patients 
with HIV may develop multiple chancres that 
are larger, deeper, and more ulcerative.4-6 Ap-
proximately one-quarter of these patients 
present with lesions of both primary and 
secondary syphilis at the time of diagnosis.5 
However, our patient presented with a solitary 
painless indurated papule after years of stable 
and well-controlled HIV infection; this sug-
gests that cutaneous manifestations of syphilis 
may have atypical clinical presentations in pa-
tients who are also infected with HIV.5,6 

What you’ll see in the secondary stage
In immunocompetent patients, secondary 
syphilis is characterized by fever, malaise, 
lymphadenopathy, moth-eaten alopecia, 
focal neurologic findings, condyloma lata, 
mucocutaneous aphthae, and a general-
ized papulosquamous eruption.7 After 3 to 
12 weeks, the secondary infection spontane-
ously disappears and leads into the latency 
period, which may last years. Thirty percent 
of untreated patients progress from latent to 
tertiary syphilis.7 During this stage, trepo-
nemes invade the central nervous system, 
heart, bone, and skin, triggering vigorous host 
cellular immune responses and delayed-type 
hypersensitivity reactions.

When complicated by HIV, secondary 
syphilis may present along a more aggressive 

Diagnosis: Syphilis
The asymptomatic nature and clinical pre-
sentation of the patient’s lesion prompted us 
to suspect syphilis. Skin biopsy of the lesion 
revealed features that were consistent with 
syphilis and a rapid plasma reagin (RPR) was 
positive with a titer of 1:32, confirming our 
suspicions. (His RPR was checked 3 years 
earlier and it was nonreactive.) Despite the 
diagnosis, the patient continued to deny hav-
ing had any recent sexual encounters.

The “great mimicker”
Syphilis infection occurs after inoculation of 
Treponema pallidum through microscopic 
breaks in the mucosal surfaces followed by 
attachment and invasion of spirochete into 
host cells. Treponemes then multiply and 
circulate to the regional lymph nodes and in-
ternal organs, leading to a variety of clinical 
manifestations based on the stage of the in-
fection (primary, secondary, and latent/late), 
the time that has elapsed since inoculation, 
and the host’s immune response.

Syphilis is often referred to as the “great 
mimicker” based on its propensity to present as 
one of a variety of phenotypes. Syphilitic chan-
cres often mimic other genital ulcers, including 
those caused by different sexually transmitted 
diseases such as chancroid (as a result of infec-
tion with Haemophilus ducreyi) or granuloma 
inguinale (Klebsiella granulomatis). Syphilitic 
chancres may also appear clinically similar to 
genital aphthous ulcers or cutaneous manifes-
tations of herpes simplex virus. 

z Chancroid. While the tender ulcer of 
chancroid has a ragged and undermined bor-
der with a dirty gray base, the classic, non-
tender, syphilitic chancre has a clean base 
with an indurated border reminiscent of the 
firm quality of cartilage.1 

z Granuloma inguinale presents as one 
or multiple nontender, friable, soft, red gran-
ulating papules that lack the firm border or 
clean base of the syphilitic chancre.1 

z Aphthous ulcers are often soft, shal-
low, and tender, appearing punched-out with 
surrounding rims of erythema and clean, 
white, even bases.2

z Genital herpes simplex virus is char-
acterized by tender eroded coalescing vesi-

Syphilis may 
have an atypical 
clinical  
presentation  
in patients who 
are also infected 
with HIV.
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In HIV patients, 
syphilis may 
cause transient 
increases in 
viral load with 
decreases in the 
CD4 count that 
resolve after 
treatment.

course, with early neurologic and ophthalmo-
logic involvement.8 Patients coinfected with 
syphilis and HIV are also more prone to de-
veloping neurosyphilis—even after complet-
ing penicillin therapy—and a more intensive 
diagnostic evaluation should be considered 
for such patients.9 Higher protein levels and 
lower glucose levels in the cerebrospinal flu-
id are also reported in HIV-infected patients 
with syphilis,10 likely due to the weakened 
host immune response.

What you’ll see on the labwork
Like other acute infections, syphilis may 
cause transient increases in viral load with 
decreases in the CD4 count that resolve after 
treatment.11-14 Also worth noting:

•	 RPR at titers of >1:32 and CD4 counts 
<350 cells/mm3 may be associated with 
neurosyphilis in patients with HIV.10

•	 High RPR titers have been linked to 
elevated liver function enzymes in pa-
tients with syphilis and HIV, although 
the clinical significance of this is  
unknown.15

Treat with penicillin
All stages of syphilis can be treated with penicil-
lin G, a standard benzathine penicillin.16 Adult 
patients with primary and secondary syphilis 
should receive a single intramuscular dose of 
2.4 million units of benzathine penicillin G.16

z Our patient responded well to the rec-
ommended course of penicillin therapy and 
no other systemic signs of the infection were 
noted. He was also counseled on safe sexual 
practices and barrier protection. 	              JFP
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