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There have been several reports in the literature of coexistent psoriasis and bullous pem-
phigoid. In most cases, the bullous pemphigoid lesions have been considered to be induced by
antipsoriatic treatments. We describe a patient with psoriasis in whom bullous pemphigoid de-
veloped during psoriasis treatment, but the exact etiologic factor was not identified. Recently,
some reports have suggested that an immunologic or biochemical association between the two
diseases plays a role in the pathogenesis. (Ann Dermatol 11(1) 23~26, 1999).
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INTRODUCTION

There have been a number of case reports about
the coexistence of bullous pemphigoid and psoriasis.
In most cases, bullous pemphigoid has been
thought to be related to psoriasis treatment. How-
ever, in some cases, no causative agent was found
and the association between the two diseases is
considered to be a result of immunologic reactions
not related to psoriasis treatment. We report a pa-
tient with psoriasis in whom bullous pemphigoid
developed during psoriasis treatment, but the exact
etiologic cause could not be identified.

CASE REPORT

A 67-year-old man with a 3-year history of psori-
asis was admitted to our hospital for treatment of
acute generalized blistering eruptions which had
developed a few days previously. Six months prior to
admission, he was treated with topical emollient
and UV-B radiation. After only three courses of
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treatment with a total dose of 280m]J/cm?, UV-B
radiation was discontinued due to malaise and
nausea. He denied any history of drug taking or
other systemic diseases.

A physical examination revealed multiple,
small, tense, and clear bullae symmetrically dis-
tributed on the scalp, face, trunk, upper and lower
extremities(Fig. 1). He complained of severe pruritus,
chilling, sharp stabbing pains and a febrile sense. The
results of laboratory studies including complete
blood cell counts, a liver function test, renal function
test, thyroid function test, urinalysis, FANA and
serum immunoglobulins were all negative or within
normal limits. A biopsy showed a subepidermal
bulla containing neutrophils and eosinophils.
There were also mild perivascular infiltrations of
inflammatory cells consisting of a few neutrophils
and eosinophils in the upper dermis. A direct im-
munofluorescent examination showed moderate
deposits of IgG and C3 in a linear pattern at the
basement membrane zone(Fig. 2). An indirect im-
munofluorescent examination, using normal hu-
man skin as a substrate, demonstrated anti-BMZ
IgG as a titer of 1:160. When 1M salt-split human
skin was used as a substrate, the IgG was found to be
bound to the epidermal side. An immunoblot test
was performed using both EDTA-separated nor-
mal human epidermal and dermal extracts. No
positive band was found. He was diagnosed as having
bullous pemphigoid and his bullous lesions healed
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Fig. 1. Multiple, tense and clear bullae distributed on
the lower legs.

Fig. 2. Direct immunofluorescence demonstrating lin-
ear deposition of IgG at the dermoepidermal juction.
(X 200).

rapidly after starting medication with pred-
nisolone 0.5mg/kg daily. Three months later, the
dosage was discontinued without the appearance
of new bullous lesions. However, psoriatic plaques
were found at the healed sites by the Koebner
phenomenon.

DISCUSSION

The coexistence of psoriasis and bullous pem-
phigoid was first reported by Bloom' in 1929.
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Since then, there have been at least 54 cases'" re-
ported in the English literature. Most patients
were elderly men suffering from long standing pso-
riasis. It is noticeable that psoriasis is a relatively
common disease affecting about 1% of the population,
and bullous pemphigoid is much rarer. So, the
probability of the coexistence of two diseases by
chance alone would be low. However, from the
former case reports, the association between psoriasis
and bullous pemphigoid was considered to be
more than incidental. One study” revealed a higher
prevalence of psoriasis in a bullous pemphigoid
group than in a control group. Also, in all cases,
psoriasis preceded the appearance of pemphigoid
and bullae occurred on the pre-existing psoriatic
lesions. As most patients developed bullous pem-
phigoid during or after some irritating treatment
of psoriasis, these treatments were hypothesized to
have a causative role in the development of bullous
pemphigoid in psoriatic patients. The cause of
fourteen cases™***'*!" was focused on oral psoralen
with long-wave UV radiation in the A range (PU-
VA) therapy. There are few reports of pemphigoid
after PUVA therapy for non-psoriatic diseases,
such as vitiligo, mycosis fungoides or parapsoriasis.
Other suspected therapies were tar application and
UV radiation in 6 cases* ™" ", anthralin and UV
radiation in 1 cases’, UV-B radiation only in 2
cases'” ", anthralin’ and dithranol® application in 2
cases, tar® "’ in 3 cases, salicylic acid’, sun-expo-
sure’ and lipoxygenase” in one case each, respec-
tively.

Several mechanisms have been suggested to
explain the appearance of bullous pemphigoid in
psoriasis treated with UV radiation or irritating
therapies. Person et al.” revealed that anti-psoriatic
therapies may exacerbate pre-existing subclinical
bullous pemphigoid. In support of this hypothesis,
UV radiation has experimentally induced bullae
on clinically normal skin in patients with bullous
pemphigoid®. Koeber et al.” suggested that thera-
peutic modalities could result in bullous pem-
phigoid as a manifestation of a Koebner-like phe-
nomenon. Abel et al.” suggested that PUVA triggers
the autoimmune reaction de novo. Because PU-
VA is known to modify cellular DNA and nuclear
proteins antigenically, it can also alter basement
membrane proteins, such as the bullous pem-
phigoid antigen. In addition, PUVA can also alter
the immunologic reactivity of T helper and sup-
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pressor cells, resulting in the develpoment of au-
toantibodies against native proteins. Another
proposed mechanism' involves a physical break-
down of the plasma-epidermal barrier by the UV ra-
diation, thereby exposing the epidermis to plasma
antibodies and complements.

Recently, several case reports of patients with
coexisting bullous pemphigoid and psoriasis in
whom irritating treatments were not associated,
have alternatively supported non-therapeutic in-
duction of bullous pemphigoid in psoriatics”*®* 1>
%45 The much higher incidence of psoriasis
among patients with bullous pemphigoid" reduced
an isolated role of irritating treatment-induced
bullous pemphigoid, as well as arguing against only
coincidence. Attention is now being towards a
possible immunological association between the
two diseases. George'® claimed that the participation
of T cells in the pathogenic process of psoriasis
predispose a patient to form various autoantibodies,
including anti-bullous pemphigoid types. Another
mechanism® proposed is based on biochemical
characteristics of psoriasis, that is, hyper-reactivity of
the neutrophils and extensive penetration of neu-
trophils to a psoriatic plaque, which results in
massive degranulation with release of neutral pro-
teinase and elastase. The neutral proteinase of epi-
dermal and neutrophil origin are not inhibited suf-
ficiently by the serum or tissue inhibitors in psoria-
sis, resulting in damage to the basement mem-
brane zone. Futhermore, serum @1-proteinase in-
hibitor was significantly reduced in patients with
stationary psoriasis and in symptom free psoriatics.
Some data’ showed that the basement membrane
zone was a primary substrate for human neutral
elastase, which was found to be directed against
hemidesmosomes and cleaved the epidermis from the
dermis around or above bullous pemphigoid antigen.
This fact may explain the vulnerability of psoriatics
to the exogenous stimuli inducing basement mem-
brane damage.

Chen et al.” recently described a case of coexis-
tence of psoriasis with a unique IgG-mediated
subepidermal bullous dermatosis characterized by a
novel 200kD lower lamina lucida autoantigen
which was distinct from the other known au-
toantigens in documented cases of subepidermal
bullous disease. They suggested that a novel
subepidermal bullous disease might develop in the
cases of coexistence with psoriasis, instead of bullous

pemphigoid. Saeki et al.” also demonstrated a case of
pustular psoriasis followed by bullous disease,
which was considered to be a novel autoimmune
blistering disease with anti-basement zone anti-
bodies against an antigen other than that of bullous
pemphigoid or epidermolysis bullosa aquisita.

The etiologic cause of our case could not be
identified exactly. The small doses, 280m]/cm’, of
UVB are not thought to induce mechanical and
immunological changes in the skin. The time dis-
crepancy between UVB treatment and bullae de-
velopment, and a 6-month interval for generalized
development, cannot be explained for latency, al-
though a delayed onset of bullous pemphigoid’
that developed 4 weeks after discontining PUVA
treatment in psoriatic patient was reported.
Therefore, it may be suggested that some exoge-
nous factors, such as UV radiation, and endoge-
nous factors, including immunologic and bio-
chemical disturbances of psoriasis are related to
the development of bullous pemphigoid in our pa-
tient.
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