Case of the Month:
May’s Diagnosis

Porphyria Cutanea Tarda

by Thomas T. Provost, MD

orphyria cutanea tarda is one of the inherited and

acquired porphyrias with prominent cutaneous

manifestations. The other forms of porphyria with

prominent cutaneous features are erythropoietic

porphyria, hereditary coproporphyria, and ery-
thropoietic protoporphyria.

Porphyria cutanea tarda has 2 forms. The most common
(80% to 90%) is sporadic or acquired. The other form, account-
ing for 10% to 15% of cases, is hereditary. Decreased uropor-
phyrinogen decarboxylase activity is detected in both forms.

It has long been known that certain chemicals — notably,
alcohol and estrogens — are capable of inducing porphyria
cutanea tarda in some individuals. However, the exact mech-
anism for how these drugs induce porphyria cutanea tarda is
unknown. Other chemicals (ie, hexachlorobenzene and tetra-
chlorodibenzo-p-dioxin) are also capable of inducing por-
phyria cutanea tarda.

Most recent studies indicate that the most common cause
of sporadic porphyria cutanea tarda in the United States is
associated with hepatitis C virus (HCV).2 It should be noted,
however, that the frequency of HCV in patients with por-
phyria cutanea tarda varies. In Spain, France, and lItaly, as
many as 90% of patients with sporadic porphyria cutanea
tarda have been seen in association with HCV infection.® In
Germany, however, one study of porphyria cutanea tarda
patients indicated that only 8% tested positive for hepatitis C.
In addition, there is some evidence that hepatitis B and per-
haps the human immunodeficiency virus (HIV) infection
may be of etiologic significance in some cases of porphyria
cutanea tarda.* The exact mechanism for how these viral
infections induce porphyria cutanea tarda is unknown.

The cutaneous manifestations of porphyria cutanea tarda
include vesicular and bulla formation over the extensor sur-
faces of the hands.® The lesions are induced by minor trauma,
and they heal with crust and multiple small areas of milia
residually. In addition, these patients may demonstrate hyper-
and hypopigmentation, especially over the malar eminences.
These pigmentary changes are frequently associated with hir-
sutism. The hirsutism is prominent in the temples, cheeks,
and periorbital areas. An erythematous suffusion involving
the central portion of the face may also be seen.
Approximately 10% to 15% of patients may demonstrate yel-
lowish to white plaques resembling porphyria or scleroderma.
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In addition to the very characteristic cutaneous features
of increased fragility, blister formation of the hands, milia,
and hirsutism, porphyria cutanea tarda patients demon-
strate increased quantities of uroporphyrins in their urine.
Elevated coproporphyrin levels are also detected, but to a
much lesser extent.®

Excretion of porphyrin varies in 24-hour stool samples.
Porphyrin content of the stool consists primarily of isocopro-
porphyrin. Uroporphyrin and coproporphyrin levels are less
notable. Excessive iron stores, characterized by increased
serum transferrin saturation and increased ferritin levels, and
hepatocellular iron concentrations are detected.

THERAPY

Because of the increased serum and hepatocellular iron
concentrations, phlebotomies weekly or biweekly have been
found to be a very effective form of therapy.! At each visit,
approximately 500 mL of blood is drawn until the hemoglob-
ulin reaches approximately 10 g/dL, and the serum iron
approaches approximately 50 pg per dL.

Antimalarial drugs (chloroquine and hydrochloroquine)
have also been shown to be effective in treating some patients
with porphyria cutanea tarda. Chloroquine 125 mg twice
weekly has been shown to be a most successful form of ther-
apy. Higher dosages of chloroquine can result in severe hepa-
toxicity, resulting in alarming increases in hepatic enzymes.

Recent evidence indicates that patients with porphyria
cutanea tarda who respond to antimalarials possess the wild
type of the hemochromatosis gene.” Patients with porphyria
cutanea tarda but having a resistance to antimalarial therapy
have been shown to be homozygous for the hemochromatosis
gene. It has also been shown that patients who also have
hepatitis C infection may undergo a resolution of their por-
phyria cutanea tarda when interferon-alpha successfully treats
their hepatitis C. At the present time however, phlebotomies,
together with the elimination of such environmental toxins as
alcohol and estrogens, are the therapy of choice for patients
with porphyria cutanea tarda.

REFERENCES

1. Provost TT, Sack GH Ir. Porphyrias. In: Provost TT, Flynn JA, eds.
Cutaneous Medicine: Cutaneous Manifestations of Systemic
Disease. Hamilton, Ontario: BC Decker; 2001:490-494.
Geyer AS, Rosenburg DS, Herlong HF, Provost TT. Hepatitis. In:
Provost TT, Flynn JA, eds. Cutaneous Medicine: Cutaneous

N

355



Manifestations of Systemic Disease. Hamilton, Ontario: BC
Decker; 2001:457-461.

Herrero C, Vicente A, Bruguera M, et al. Is hepatitis C virus
infection a trigger of porphyria cutanea tarda? Lancet.
1993;341:788-789.

Nomura N, Zolla-Pazner S, Simberkoff M, Kim M, Sassa S, Lim
HW. Abnormal serum porphyrin levels in patients with the
acquired immunodeficiency syndrome with or without hepatitis C
virus infection. Arch Dermatol. 1996;132:906-910.

356

PORPHYRIA CUTANEA TARDA

Grossman ME, Bickers DR, Poh-Fitzpatrick MB, Deleo VA,
Harber LC. Porphyria cutanea tarda: clinical features and labo-
ratory findings in 40 patients. Am ) Med. 1979;67:277-286.
Kushner JP. Laboratory diagnosis of the porphyrias. N Eng J
Med. 1991;324:1432-1434.

Stélzel U, Kostler E, Schuppan D, et al. Hemochromatosis (HFE)
gene mutations and response to chloroquine in porphyria
cutanea tarda. Arch Dermatol. 2003;139:309-313.

Vol. 3, No. 6 = June 2003



