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Dapsone is a sulfone-derived medication that was first used in humans to treat leprosy
in the 1940s.1 Since then, it has been used as an antimicrobial agent and has been
found to have antiinflammatory properties. Dapsone is used in several dermatologic
conditions, particularly those with neutrophil predominance because it inhibits neutro-
phil activation and recruitment through several different pathways.1 Dapsone has also
been used in the treatment of the autoimmune bullous diseases (AIBD), a group of
disorders resulting from autoimmunity directed against basement membrane and/or
intercellular adhesion molecules on cutaneous and mucosal surfaces.2 This review
summarizes the published data evaluating dapsone as a therapy for AIBD. Common
adverse effects of this medication include methemoglobinemia and anemia, particu-
larly in patients who are glucose-6-phosphate dehydrogenase deficient. There are
also several additional rare adverse effects associated with dapsone use, notably
agranulocytosis and a hypersensitivity reaction known as the dapsone syndrome.1,2

PEMPHIGUS

Pemphigus is an antibody-mediated blistering disease that primarily affects the elderly
and is associated with high morbidity and, when untreated, mortality. Two subtypes of
pemphigus are reviewed here: pemphigus vulgaris (PV) and pemphigus foliaceus (PF).
Immunosuppressives are the mainstay of treatment of PV, and dapsone was first
reported as an adjunct to therapy in the 1960s.3 There has been 1 randomized,
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double-blind, placebo-controlled trial evaluating the use of dapsone for PV.4,5 In this
study by Werth and colleagues,4 19 patients receiving systemic immunosuppressive
therapy for PVwere randomized to 2 groups treatedwith the addition of either dapsone
or placebo. Success was defined by the ability to taper systemic glucocorticoids to
at least 7.5 mg/d within 1 year of reaching the maximum dose of dapsone (200 mg/d).
Of the 9 patients receiving dapsone, 5 (56%) were successfully treated, 3 failed treat-
ment, and 1 dropped out of the study. Of the 10 patients receiving placebo, 3 (30%)
were successfully treated and 7 failed treatment. Although the difference between
groups was not significant (P 5 .37), the trend favored the dapsone-treated group. In
addition, 4 patients in the placebo group failed treatment and were switched to treat-
ment with dapsone. Of these, 3 (75%) were successfully treated after initiating dapsone.
Overall, 8 of 11 patients (73%) receiving dapsone versus 3 of 10 (30%) receiving placebo
reached the primary outcome measure of 7.5 mg/d or less of prednisone. No adverse
events requiring the discontinuation of dapsone were noted.4

The remaining published data on dapsone for pemphigus stem from case reports
and series, nicely summarized in a 2009 review by Gürcan and Ahmed.6 In their review,
the investigators found 12 reports, in addition to the trial by Werth and colleagues4 dis-
cussed earlier, describing an additional 26 patients who received dapsone for treat-
ment of their PV.6 In these additional cases, at dosages varying between 50 and 200
mg/d, 24 of the 26 (92%) patients responded to dapsone alone or in addition to other
systemic immunomodulators. In 16 of these reported cases, dapsone was added to
prednisone presumably as a steroid-sparing agent, although this was not explicitly
stated in every study. In 10 of these 16 patients (63%), prednisone doses were reduced
after initiation of dapsone. In 6 of 16 patients (38%), prednisone dosages could not be
decreased because of either continued disease or adverse events associated with
dapsone. Overall, dapsone was discontinued because of adverse effects in only 4 of
the 26 (15%) patients, 3 secondary to hemolysis and 1 secondary to dapsone
syndrome.6

PF causes disease similar to PV, with the key clinical difference being that mucosal
surfaces are spared in PF. Of the 10 published reports summarized by Gürcan and
colleagues,6 9 are reports of dapsone use in only a single patient. Basset and
colleagues7 reported 9 additional patients with PF treated with dapsone in a case
series published in 1987. Of the total 18 patients reported in the literature, 14 (78%)
responded to dapsone at doses of 25 to 300 mg/d alone or in combination with
systemic prednisone.6 Of the 18 patients, 6 had adverse events (33%) and 2 (11%)
required discontinuation of dapsone therapy (one patient because of peripheral
neuropathy and the other because of dapsone-induced hypersensitivity).6

PEMPHIGOID

Bullous pemphigoid (BP) affects both mucosal and cutaneous surfaces. In contrast to
PV, BP may remit spontaneously and can often be treated with lower doses of immu-
nosuppressives.2 A Cochrane review published in 2010 did not identify any random-
ized controlled trials evaluating dapsone as a therapy for BP.8 The 2009 review by
Gürcan and Ahmed6 summarized the available case series and concluded that there
are at least 6 published studies encompassing 170 patients with BP who received
dapsone. Of these patients, 139 (81%) showed clinical improvement with 50 to 300
mg/d of dapsone alone or in combination with immunosuppressives. Adverse effects
developed in 63 patients (37%), and 9 (5%) required discontinuation of the drug.6

Mucousmembrane pemphigoid (MMP) differs fromBP in that it is limited to mucosal
surfaces. A randomized, double-blind, non–placebo-controlled trial published in 1986
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