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Palmoplantar exanthema
and liver dysfunction
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Figure 1. Well-circumscribed, reddish papular eruptions and papulosquamous lesions on
the palms.

A 5I-YEAR-OLD MAN with type 2 diabetes @ Total bilirubin 9.8 mg/dL (reference range
was referred to our hospital because of 0.2-1.3)

liver dysfunction and nonpruritic exanthe- e Direct bilirubin 8.0 mg/dL (< 0.2)
ma, with papulosquamous, scaly, papular and e Aspartate aminotransferase 57 IU/L (13-35)
macular lesions on his trunk and extremities, ® Alanine aminotransferase 90 [U/L (10-54)
including his palms (Figure 1) and soles. Also e Alkaline phosphatase 4,446 IU/L (36-108).
noted were tiny grayish mucus patches on the Possible causes of liver dysfunction such as
oral mucosa. Axillary and inguinal superficial ~ legal and illicit drugs, alcohol abuse, obstruc-
lymph nodes were palpable. tive biliary tract or liver disease, viral hepa-
Laboratory testing revealed elevated serum  titis, and primary biliary cirrhosis were ruled
levels of markers of liver disease, ie: out by history, serologic testing, abdominal
doi:10.3949/ccjm.85a.17060 ultrasonography, and computed tomography.
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The incidence
of syphilis has
substantially
increased due
to heterosexual
transmission
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PALMOPLANTAR EXANTHEMA

Secondary syphilis was suspected in view
of the characteristic distribution of exan-
thema involving the trunk and extremities,
especially the palms and soles. On question-
ing, the patient admitted to having had un-
protected sex with a female sex worker, which
also raised the probability of syphilis infection.

The rapid plasma reagin test was positive at
a titer of 1:16, and the Treponema pallidum ag-
glutination test was positive at a signal-to-cut-
off ratio of 27.02. Antibody testing for human
immunodeficiency virus (HIV) was negative.

The patient was started on penicillin G,
but 4 hours later, he developed a fever with a
temperature of 100.2°F (37.9°C), which was
assumed to be a Jarisch-Herxheimer reaction.
The fever resolved by the next morning with-
out further treatment.

His course was otherwise uneventful. The
exanthema resolved within 3 months, and
his liver function returned to normal. Five
months later, the rapid plasma reagin test was
repeated on an outpatient basis, and the result
was normal.

I SYPHILIS IS NOT A DISEASE OF THE PAST

Syphilis is caused by T pallidum and is mainly
transmitted by sexual contact.!

The incidence of syphilis has substantially
increased in recent years in Japan®? and world-
wide.* The typical patient is a young man who
has sex with men, is infected with HIV, and
has a history of syphilis infection.” However,
the rapid increase in syphilis infections in Ja-
pan in recent years is largely because of an in-
crease in heterosexual transmission.’

Infectious in its early stages

Syphilis is potentially infectious in its early
(primary, secondary, and early latent) stages."”
The secondary stage generally begins 6 to 8
weeks after the primary infection! and pres-
ents with diverse symptoms, including arthral-
gia, condylomata lata, generalized lymphaden-
opathy, maculopapular and papulosquamous
exanthema, myalgia, and pharyngitis.!

Liver dysfunction in secondary syphilis

Liver dysfunction is common in secondary
syphilis, occurring in 25% to 50% of cases.’
The liver enzyme pattern in most cases is
a disproportionate increase in the alkaline

VOLUME 85 ¢ NUMBER 8

phosphatase level compared with modest el-
evations of aminotransferases and bilirubin.>
However, some cases may show predominant
hepatocellular damage (with prominent el-
evations in aminotransferase levels), and oth-
ers may present with severe cholestasis (with
prominent elevations in alkaline phosphatase
and bilirubin) or even fulminant hepatic fail-
ure.?’

The diagnostic criteria for syphilitic hepa-
titis are abnormal liver enzyme levels, sero-
logic evidence of syphilis in conjunction with
acute clinical presentation of secondary syphi-
lis, exclusion of alternative causes of liver dys-
function, and prompt recovery of liver func-
tion after antimicrobial therapy.>’

Pathogenic mechanisms in syphilitic hep-
atitis include direct portal venous inocula-
tion and immune complex-mediated disease.?
However, direct hepatotoxicity of the micro-
organism seems unlikely, as spirochetes are
rarely detected in liver specimens.?’

Jarisch-Herxheimer reaction

The Jarisch-Herxheimer reaction is an acute
febrile illness during the first 24 hours of anti-
microbial treatment.'® It is assumed to be due
to lysis of large numbers of spirochetes, releas-
ing lipopolysaccharides (endotoxins) that fur-
ther incite the release of a range of cytokines,
resulting in symptoms such as fever, chills,
myalgias, headache, tachycardia, hyperventila-
tion, vasodilation with flushing, and mild hy-
potension.®’

The frequency of Jarisch-Herxheimer
reaction in syphilis and other spirochetal
infections has varied widely in different re-
ports.® It is common in primary and second-
ary syphilis but usually does not occur in la-
tent syphilis.°®

Consider the diagnosis

Physicians should consider secondary syphi-
lis in patients who present with characteris-
tic generalized reddish macules and papules
with papulosquamous lesions, including on
the palms and soles as in our patient, and also
in patients who have had unprotected sexual
contact. Syphilis is not a disease of the past. ll
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