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Bullous pemphigoid controlled by tetracycline 
Carl R. Thomfeldt, M.D., and Andrew W. Menkes , M.D. San Diego, CA 

Two men with nonscarring, persistent , localized bullous pemphigoid , whose 
eruption is completely controlled with daily doses of oral tetracycline, are 
described. A review of the literature on persistent, localized bullous pemphigoid 
is presented. The effects of tetracycline on leukocytes that may play a role 
in the response of these patients are discussed. (J AM ACAD DERMATOL 
1 987; 16:305-10.) 

Bullous pemphigoid is an autoimmune disease 
~~aracter~zed by large, tense, subepidermal bullae. 

ese lesiOns arise on urticarial plaques, erythem-
atous macules , or normal-appearing skin. They 
coll_lmonly involve flexural areas, especially the 
grom and axillae. 1.2 In contrast to pemphigus, Ni-
kolsky' · · . s Sign IS absent. Nearly 80% of the indi-
VIduals afflicted are at least 60 years old, and gen-
erally the severity of the disease increases as the 
age of onset increases. Bullous pemphigoid begins 
at a localized site and rarely remains localized 
throughout its course . 3-5 On the basis of the clinical 
P~~se~ta~ion,_ ~ersi s_tent , localized bullous p~mf, gold Is divided mto scarring and nonscamng 
orms . Corticosteroids, systemic and/or topical , 
~e usually employed for the treatment of all types 
? bullous pemphigoid, although in severe cases, 
•m~unosuppressive agents or sulfones are re-
quired. 2-

6 Recently erythromycin has been suc-
cessfully used to control this disease, as has a 
combination of tetracycline and niacinamide. 7"8 

CASE REPORTS 
Case 1 

~ 66-year-oJd Filipino man with hypertension and 
angma complained of a pruritic eruption of 10 years ' 
duration on the lower part of both legs , which was not 
ass · · oc1ated With pustules, painful lymph nodes, or fever. 

From the Division of Dermatology, University of California, San 
Diego, School of Medicine . 

Accepted for publication July 17, 1986. 
Re · Pnnt requests to: Dr. Carl Thomfeldt, 1021 S. W. 5th Ave., On-

tario , OR 97914. 

He had received nitroglycerin , isosorbide, and nifedi-
pine for his cardiovascular illness . 

Physical examination revealed a healthy-appearing 
Oriental man with lesions distributed symmetrically 
over both pretibial surfaces. The lesions consisted of 
multiple hyperpigmented macules , several tense, clear 
vesiculobullae on erythematous and nonerythematous 
skin, and a few brown-black crusts on erythematous 
skin (Fig. 1). There was no fever, inguinal adenopathy, 
or signs of lymphangitis. The white blood cell count, 
differential count, erythrocyte sedimentation rate , fast-
ing blood sugar level , and urinalysis results were nor-
mal, and there were no antinuclear antibodies. Biopsy 
of a blister on normal-appearing skin showed a non-
acantholytic, subepidermal bulla containing a few eo-
sinophils. There was also a mild papillary dermal and 
perivascular infiltrate consisting of mononuclear cells 
and a few eosinophils (Fig. 2). Direct immunofluores-
cence was positive for IgG and C3 in a linear pattern 
along the basement membrane zone. No circulating an-
tibodies were detected by immunofluorescence with 
guinea pig esophagus used as a substrate. 

The eruption was refractory to topical therapy with 
betamethasone valerate and dipropionate , the latter with 
plastic occlusion. A therapeutic trial of oral tetracy-
cline, 250 mg twice daily for 2 to 3 weeks, cleared all 
the bullae and inflammatory lesions. This therapy was 
discontinued on two occasions, and within 3 weeks the 
bullae and erythematous plaques recurred. Reinstitution 
of oral tetracycline on each occasion resulted in clinical 
remission for over a year on a regimen of only 250 mg 
of tetracycline daily. 

Case 2 
A 48-year-old Mexican American man with a seizure 

disorder was referred for a 5-year history of an inter-
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Fig. 1. Case 1. Several vesicles, crusts, and hyperpigmented macules on the pretibial 
area. 

mittent pruritic, blistering eruption of the medial aspect 
of the left thigh . The eruption was not associated with 
other cutaneous lesions nor with systemic symptoms. 
It had been refractory to mid- and high-potency topical 
corticosteroids and topical and systemic antimycotic 
agents. The eruption also was refractory to short courses 
of diaminodiphenylsulfone and chloroquine. The pa-
tient had partial relief of itching and diminished blis-
tering with 60 mg of prednisone daily for 2 weeks . He 
had initially received phenobarbital and phenytoin for 
his seizure disorder but had switched to carbamazepine 
shortly thereafter because of overt seizure activity. 

Physical examination revealed an obese man with 
multiple tense bullae on erythematous plaques and on 
nonerythematous skin of the proximal medial portion 
of the left thigh and the left crural fold (Fig. 3) . Multiple 
striae were present. There were no pustules, fever, or 
lymphadenopathy. Bacterial cultures from the blister 
fluid were negative. A Tzanck smear from the bulla 
base revealed no multinucleated giant cells, and a po-
tassium hydroxide smear showed no hyphae. The white 
blood cell count , differential count, erythrocyte sedi-
mentation rate, fasting blood sugar level , and urinalysis 
results were normal. There were no antinuclear anti-
bodies . Biopsy of a bulla on an erythematous plaque 
showed a nonacantholytic, subepidermal bulla contain-
ing eosinophils. There was a dense, diffuse papillary 
dermal mixed infiltrate consisting predominantly of 
neutrophils, with many eosinophils and few mononu-
clear cells (Fig. 4). Direct immunofluorescence was 
positive for linear IgG and C3 along the basement mem-

brane zone. No circulating antibodies were detected by 
immunofluorescence. 

Oral tetracycline, 500 mg twice daily, and predni-
sone, 60 mg in a single morning dose, produced com-
plete resolution of the eruption in 3 weeks. Ten weeks 
after tapering off these two agents, the lesions recurred . 
Both this and a later episode completed cleared after 2 
weeks of oral tetracycline, 500 mg three times daily. 
The patient has now been in clinical remission for 9 
months on a regimen of 500 mg of tetracycline in a 
single daily dose. 

DISCUSSION 

Only fifty-eight cases of persistent, localized 
bullous pemphigoid have been documented in the 
English-language literature in the past 25 years, 
but the true incidence of this entity may be much 
greater. On initial evaluation of patients with bul-
lous pemphigoid, 16.5% of patients in one large 
series had lesions localized to a single site. How-
ever, the lesions on only one fourth of them re-
mained localized. On the other patients, the lo-
calized lesions eventually generalized, some even 
14 years after the initial eruption. 4 ·6 ·9.22 Lesions 
appearing first over areas of traumatized or preex-
isting skin disease or lesions distributed perium-
bilically are especially prone to generalization. 3 

Persistent, localized bullous pemphigoid is di-
vided into Brunsting-Perry pemphigoid, which 
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