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Bullous pemphigoid controlled by tetracycline

Carl R. Thornfeldt, 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

1987;16:305-10.)

Chi:llou§ pemphigoid is an autoimmune disease
Cterized by large, tense, subepidermal bullae.
atgise lesions arise on urticarial plaques, §rythem-
i S macu.les, or normal-appearing skin. They
- “OMmonly involve flexural areas, especially the
E:)‘I);E a,nd fixill'ae."2 In contrast to pemphigusf N.i'
”rs i’ S sngn 1s absent. Nearly 80% of the indi-
eralla Shafﬂlcteq are at least'60 years old, and gen-
sl th © severity of the disease increases as Fhe
- aol ons'et mcrc;ases. Bullous pemphlgOId be_gms
iy (l)lcahz'ed site and rarely remains lOCE.lll.Zed
preseg oOut1ts course.> On the basis of the clinical
-SCNtation, persistent, localized bullous pem-
p:lgmd is d.ivided into scarring and nonscarring
Tms. Corticosteroids, systemic and/or topical,
(E)l;ebusually employed for the treatment of all types
im ullous pemphigoid, although in severe cases,
Munosuppressive agents or sulfones are re-
g:;;‘;d-z‘G Recently erythromycin has been suc-
CombL'lHy .used to control this disease, as has a
Ination of tetracycline and niacinamide.”*

CASE REPORTS
Case 1

anA" 66-year-old Filipino man with hypertension and
d &Ina complained of a pruritic eruption of 10 years’

Uran‘()n on the lower part of both legs, which was not
associated with pustules, painful lymph nodes, or fever.

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

Accepted for publication July 17, 1986.

Rep“_m requests to: Dr. Carl Thornfeldt, 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.***** Lesions
appearing first over areas of traumatized or preex-
isting skin disease or lesions distributed perium-
bilically are especially prone to generalization.?

Persistent, localized bullous pemphigoid is di-
vided into Brunsting-Perry pemphigoid, which
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Fig. 2. Case 1. Subepidermal bulla containing a few
eosinophils. (X?25.)

scars, and a nonscarring form. Only thirty-nine of
the fifty-eight reported cases of persistent, local-
ized bullous pemphigoid provide adequate data to
draw conclusions as to sex distribution, anatomic
site, and presence of scarring. Of the well-docu-
mented cases, two thirds were the Brunsting-Perry
type; male patients predominated in this group
3:1. Also called localized chronic pemphigoid,
this entity presents with one or several discrete
erythematous plaques that eventually heal with
atrophic scars.>®!® Brunsting-Perry pemphigoid
shares several histologic and immunofluorescent
characteristics with both generalized bullous pem-
phigoid and cicatricial pemphigoid, which will be
noted below.'®* A recent report documented the
coexistence of this entity with generalized bullous
pemphigoid in one patient.

The nonscarring form of persistent, localized
bullous pemphigoid is characterized by recurrent
crops of multiple pruritic, vesiculobullous, and in-
flammatory lesions usually localized to the pretib-

Fig. 3. Case 2. Tense vesicle on erythqmatous plaque
and tense bulla on nonerythematous skin of the prox-
imal medial portion of the thigh.

ial surfaces. They tend to be symmetrical w.hen
distributed bilaterally and to heal without scarring.
The lesions commonly resolve with postinflam-
matory hyperpigmentation. Only two of the. four-
teen reported cases with nonscarring per51st.e1j1t,
localized bullous pemphigoid spared the pretibial
area. One patient had lesions only on the forearms
and periumbilical area; the second had a4<lj]ysh1—
drosiform eruption of the palms and solf:s.. ! Re-
cently a patient was reported with pretibial non-
scarring persistent, localized bullous‘pemphlgmd
and concurrent subcorneal pustulosis and mor-
phea.?’ Except for the man with palrp and sqle
lesions, all the patients with nonscarring persis-
tent, localized bullous pemphigoid reported prior
to this communication were postmenopausal
women. In patients with generalized bullou.s pem-
phigoid, both ultraviolet light and scratch{ng are
known to induce bullae identical to the lesions of
the disease.?>® A relative increase of exposure to
these insults by women who usually wear skirts
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s inantly of
Fig. 4. Case 2. Subepidermal bullaec with dense infiltrate consisting predominan y
neutrophils with many eosinophils and a few mononuclear cells. (X25.)

or dresses may account for the predominance of
the pretibial site of nonscarring persistent, local-
ized bullous pemphigoid in female patients.

The histologic changes in nonscarring persis-
tent, localized bullous pemphigoid closely resem-
ble those of generalized bullous pemphigoid. As
found in our case, in the blisters on nonerythema-
tous skin, there is a nonacantholytic, subepidermal
bulla with a rare eosinophil in the cavity associated
with a mild papillary dermal and perivascular in-
filtrate or mononuclear cells and a few eosinophils.
Bullae on erythematous skin of nonscarring per-
sistent, localized bullous pemphigoid and in the
plaques of the Brunsting-Perry type have a much
denser infiltrate usually composed of mononuclear
cells and eosinophils but sometimes composed
largely of neutrophils.” The scarring form also has
a significant amount of fibrosis, which is absent
in all lesions of nonscarring persistent, localized
bullous pemphigoid but present in cicatricial pem-
phigoid.®

In all types of pemphigoid, there is no corre-
lation between the extent of the skin lesions and
antibody titers.> The immunofluorescent findings
in both forms of persistent, localized bullous pem-
phigoid are identical. Contrary to early reports,
current evidence indicates that the incidence of
positive findings on direct immunofluorescence in

. oid 1S Simqar
persistent, localized bullous pemph‘fglc nphi old;
to that found in generalized bullou alized bullollr
In two recent series of persistents Ogie d linﬁa‘
pemphigoid, all thirteen cases ;tubaseme trf{ef\f/‘e
deposition of 1gG and/or C3 atthe . 05.1t1‘n‘
brane zone."®!! However, only tchnce. This lce
findings on indirect immunoﬂuores2 ; incide” .
cidence correlates with the 1‘0%'tons & ircg}atlﬂ
of positive results on determ_matlo higo A St
antibodies found in cicatri_cla'l p-er?fs)u 4 difﬁcSes

Brunsting-Perry pemphlgf”d 3 oids- Oﬂ(():i'lfhe
to control with systemic corthOSfegul fon os.* bt
have been reported to respond (0 Hing perslstical
skin of ten patients with n'onsca red Wi topfou ¢
localized bullous pemphigoid €147 oihet -
corticosteroids and wet compff’ssjsu e Stlrex_
patients required either addition X meth©
pyridine, systemic cgrticosterm ) . r
ate to clear the eruption. o eryfhro,my " he

Tetracycline, minocycline, a1 v pinding ibit
block bacterial protein synthes's ~tively 1r;z A
ribosome 30s subunit, thuS.COﬂ:f::leic acl oy’
ing the binding of transfer ribon ot thfl e
to messenger RNA. Tetracyc lflbit neutroph‘ 50
cin, to a lesser degree, b.oth lﬂn1 nd (U v
motaxis and random migratt? " ol erythrot‘v Y
anti-inflammatory. Minocyclin spec

p tjons,
at moderate and high concentré
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Inhjp; .
tetral:;,ctﬁi em(;togenic {ssponse of lymphocytes, but
een confiy e rlot'.~ 3 These observations have
fungoides &llned n VltrO.by two cases of mycosis
Ve cases ;1; Cleared with the use of tetracycline,
SPonded ¢, o PyOd‘erma gangrenosum that re-
Phigoiq gy tnocycline, two cases of bullous pem-
B Casfr:emltted with the use.of ferythromycm,
With the use Sfof bullou§ pemphlgmfi thaF cleared
. it Of tetracycline and macmaml.de.““‘38
Ming ear_y, the cases of two men with non-
are preSegt;ZIStent, localized bullous pemphigoid
Man reporteq’ To our knowledge, one is the first
Pretibia] are to have the lesions localized tc_> the
: S 1 a. The two men are th'e first patients
tion g comrrln of bullous pemphigoid whose erup-
pOSSib]y b pletely C(?ntrolled by oral tetracycline,
clear leukecause of its effects on polymorphonu-
Casgg in dl.cocytes, mf:ludmg eosinophils. Thgse
localized balt]e that this z'mti'biotic may be used in
agent o asu ous perpphlgo_ld as a sole therapeutic
Urther la Systemic corticosteroid-sparing one.
emphige i?j $ of tetracycline in generahzgd bullqus
aring ofy may reveal a systemic corticosteroid-

ect.
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Syringoma presenting as milia*

Stephen J. Friedman, Major, MC, USA, and David F. Butler, Major, MC, USA

El Paso, TX

We present two unrelated patients with numerous infraocular milium-like
lesions that histologically revealed syringoma with many overlying keratin
cysts in the papillary dermis. A Fontana-Masson stain revealed no melanin-
containing cells in the keratin cyst walls, suggesting that they originated
from eccrine ductal structures. A classification of the clinical variants of
syringoma is presented. (J AM ACAD DERMATOL 1987;16:310-4.)

Syringomas are common benign appendageal
tumors derived from the intraepidermal eccrine
ducts."® Although sometimes solitary,” syringo-
mas usually are multiple and localized,*" although
they may be generalized."" Usually the lesions
are small, firm, dermal papules ranging in size
from a few millimeters to 1 cm. Ordinarily, they
are flesh-colored but may be in shades of red, tan,
or brown. Multiple lesions may simulate multiple
basal cell carcinomas, pigmented nevi, trichoepi-
theliomas, angiofibromas, cylindromas, and li-
chen planus-like lesions.*”'"* We found no men-
tion in the literature of syringoma presenting as
milium-like lesions. We report two patients with
multiple clustered infraorbital milium-like lesions
with typical histologic findings of syringoma.

From the Department of Internal Medicine Dermatology Service,
William Beaumont Army Medical Center.

Accepted for publication July 17, 1986.

Reprint requests to: Dr. Stephen J. Friedman, Dermatology Service,
William Beaumont Army Medical Center, El Paso, TX.
*The opinions or assertions contained herein are the private views

of the authors and are not to be construed as official or as reflecting
the views of the Department of Defense.
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CASE REPORTS
Case 1

A 23-year-old white woman presented to the Wl“%ar-t
Beaumont Army Medical Center Dermatology Chme
in August 1985, complaining of the gradual aPPearanc "
of grouped white papules on the lower eyelids and uppee
aspect of the cheeks for 3 years. The lesions werS
asymptomatic but were of cosmetic concern- There wat
no history of local trauma. The patient was in excellen
health. No other family members had a similar probler:

Examination revealed multiple white, firm, globe! "
papules measuring 1-3 mm in diameter on tk'le lo“ﬁ’
eyelids and upper aspect of the cheeks pilaterally
(Fig. 1). No similar lesions were present elsewhere-

Case 2

A 20-year-old Latin-American man presented tO ﬂﬁz
dermatology clinic in April 1986, complaining of t °
gradual appearance of grouped white papules op &
lower eyelids and upper aspect of the cheeks for 3 year§(;
The lesions were asymptomatic but were of Cosmettlle
concern. There was no history of local trauma- T
patient was in excellent health. No other family mem”
bers had a similar problem.

Physical examination revealed multiple white, fir™
globoid papules measuring 1-3 mm in diameter 01 the
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