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Practice Points

= Intravenous immunoglobulin monotherapy may be a treatment option for bullous pemphigoid patients.
= Due to the high cost of intravenous immunoglobulin, treatment should be reserved for special cases.

Bullous pemphigoid (BP) is a blistering auto-
immune disease that primarily affects elderly
patients who commonly present with comorbidi-
ties. Side effects from long-termwtreatment with
conventional cytotoxic and/immunosuppressive
agents may increase morbidity and mortality in
this patient population. We presentta case of BP
in a 78-year-old woman with“an active  pulmo-
nary Mycobacterium avium-intracellulare complex
(MAC) infection that precluded the use of sys-
temic__corticosteroids or other. immunosuppres-
sants. Our patient was successfully treated with
intravenous | immunoglobulin (IVIG) monotherapy,
which may provide anlalternative treatment option
for BP patients whorare unable to ‘toleratexcyto-
toxic or immunosuppressive therapies.
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ullous pemphigoid (BP) is an autoimmune vesicu-

lobullous disease. Systemic corticosteroids are the

mainstay of treatment, but they may cause seri-
ous side effects. Other alternative treatments may be
combined as steroid-sparing agents but most still lead to
immunosuppression or cytotoxicity.

We present a case of BP in a 78-year-old woman with
an active pulmonary Mycobacterium avium-intracellulare
complex (MAC) infection that precluded the use of
systemic corticosteroids or other immunosuppressants.
Our patient was successfully treated with intravenous
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immunoglobulin (IVIG) monotherapy, which may pro-
vide an alternative treatment option for BP patients
who are unable to tolerate cytotoxic or immunosuppres-
sive therapies.

Case Report

A 18-year-oldswoman with a history of BP and pulmo-
nary infection with- MAC was referred to our clinic for
management options. Her BP initially was controlled
with potent topical corticosteroids, tetracycline, dap-
sone, and hydroxychloroquine, but they failed to induce
a responsé. A dermatologic examination was notable
for numerous tense hillae ‘and ruptured bullae on ery-
thematous basespson 'the trunk, back, and extremities
(Figure, A). Arskin biopsysas well asidirect and indirect
immunofluorescence confirmed the diagnosis/of BP. The
concurrent pulmonary MAC infection precluded the use
of corticosteroids or methotrexate. Intravenous immu-
noglobulin therapy (1 g/kg daily) for 2 consecutive days
each month was initiated. One week after IVIG was ini-
tiated, the lesions began to heal and no new lesions had
appeared. Over the next 3 infusions, the lesions demon-
strated notable improvement, but the patient developed
rare new lesions. The indirect immunofluorescence titer
decreased from 1:640 at baseline to 1:20 after 4 infusions,
which correlated with clinical improvement (Figure, B).
The patient received 6 cycles of IVIG and was lost to
follow-up.

Comment

Therapeutic options for treatment of BP consist mainly
of corticosteroids, immunosuppressants, systemic anti-
biotics, immunomodulators, and plasmapheresis. The
patient’s age, comorbidities, and current medications
make treatment more complex. Despite aggressive ther-
apy with protracted courses of high-dose systemic corti-
costeroids in refractory cases, up to 24% of BP patients
do not respond to this treatment method.! Some patients
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A

Numerous tense and ruptured bullae

on erythematous bases were visible on
the legs at initial presentation (A). Four
months after initiating intravenous immu-
noglobulin therapy for bullous pemphi-
goid, the skin lesions had improved (B).

develop negative side effects from systemic corticosteroid
therapy or demonstrate no results with low doses of cor-
ticosteroids as maintenance therapy.

Negative side effects associated with BP treatment
(eg, infection, immunosuppressions-adverse drug reac-
tion) are of serious concern in elderly ‘patients who
are disproportionately affected with BP. An association
between mortality and therapeutic complications has
been reported, especially in patients' who have been
treated with high doses of oral prednisolone or have
undergone long-term treatment with immunosuppressive
agents.”* The principal causes of death are prolonged
immunosuppression leading to sepsis and cardiovascular
disease.’® The predictors of mortality in the first fear after
diagnosis are older age, higher doses of systemic cortico-
steroids, and low levelsof serum albumin.”

In our patient, systemic corticosteroids and other
immunosuppressive agents were contraindicated
because of an active pulmonary infection. Because
of its potential efficacy and lack of immunosuppres-
sive side effects, we decided to treat our patient with
IVIG therapy.

Intravenous immunoglobulin, an immunomodula-
tory agent, has been reported as an alternative therapy in
patients with BP (Table)."3!? According to the consensus
statement on the use of [VIG therapy in the treatment
of autoimmune mucocutaneous blistering diseases, indi-
cations for IVIG treatment include failed conventional
therapy; serious adverse effects from conventional ther-
apy; contraindications regarding the use of high-dose,
long-term systemic corticosteroids or immunosuppres-
sants; progressive disease despite maximum conventional
systemic therapy; or uncontrolled, rapidly debilitating
progressive disease.

Many mechanisms of action for IVIG have been
proposed, including blockage of the Fc receptor,
diminution of circulating antibody titers by a neo-
natal Fc receptor-mediated mechanism, cytokine-
mediated effects, complement-mediated effects, effects
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on apoptosis, toxin neutralization, and/or modification of
steroid sensitivity.!16

High-dose IVIG therapy usually consists of a
2-glkg cycle, with each cycle divided into 2 or 3 con-
secutive jinfusionss’> The interval between cycles
is| every 4 weeks until the patient has achieved a
clinical response with no new lesions for at least
3 ‘weeks and healing of the remaining lesions.” After
clinical control'is achieved, the dosing interval gradually
is increased to 16 weeks; if no new lesions develop within
16 weeks, therapy may be tapered and discontinued."

Anti-BP180 and anti-BP230 titers tend to diminish
after 3 months of IVIG therapy and usually are unde-
tectable fafter 10 to 14 months.'" Combination ther-
apy of IVIG and,immunosuppressive agents may cause
greater reductions in serum levels of BP autoantibodies
and lower the risk for rebound during withdrawal of
IVIG therapy.

The safety profile of IVIG therapy is excellent. In
one study, less than 5% of patients who underwent IVIG
therapy experienced side effects.'® Elderly patients with
underlying conditions such as hypertension, myocar-
dial infarction, stroke, thrombosis, and hypercoagula-
bility should be closely monitored due to a greater risk
for complications.'®

Conclusion

We present the case of an elderly patient with BP
and an active pulmonary infection who was suc-
cessfully treated with high-dose IVIG without any
side effects. A clinical response was seen within
1 week after initiation of IVIG, and marked improve-
ment of the BP lesions was noted by the end of the fourth
infusion. Intravenous immunoglobulin appears to be a
valuable option for patients with BP for whom cytotoxic
or immunosuppressive therapies are contraindicated or
for patients who have failed to respond to conventional
therapies. However, IVIG is costly and therefore should
be reserved for special cases.”” Further controlled studies
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are necessary to confirm the role and benefit of IVIG for
the treatment of BP in patients such as ours.
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