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ABSTRACT

IgG/IgA pemphigus is a newly described variant of pemphigus, a group of autoimmune intraepidermal blistering
diseases. Unlike lesions in other variants that are characterized by the presence of only either IgG or IgA
autoantibodies, IgG/IgA pemphigus lesions have deposits of both intercellular IgA and IgG autoantibodies in the
epidermis. We report the case of a 41-year-old female with a one-year history of multiple pruritic papules, plaques
and vesicles, evolving into erosions and crusts on the chest, trunk, axilla, gluteal area, and extensor surfaces of
extremities. Diagnosis of IgG/IgA pemphigus was confirmed through skin biopsy and the identification of both
granular intercellular IgG and IgA antibodies within the epidermis through direct immunofluorescence. In this
patient, we found out that treatment with dapsone alone was successful, with complete resolution of lesions after

two weeks and no recurrence within four months.

Keywords. vesiculobullous skin disease, direct immunoflourescence, dapsone monotherapy

INTRODUCTION

Pemphigus is a potentially fatal autoimmune
mucocutaneous group of diseases that pro-
duce antibodies against cell surface antigens,
like desmoglein (Dsg), on keratinocytes. This
results in the separation of the keratinocytes
and manifests as blisters.! This blistering

Figure 1 Multiple erythematous papules and plaques,
and a few intact vesicles on the back, extensor surfaces of
the extremities and gluteal areas.

disease is classically divided into two major
types: pemphigus vulgaris and pemphigus
foliaceus, which are associated with IgG
autoantibodies to Dsg3 and Dsgl, res-
pectively.? Non-classical forms of pemphigus
exist, such as paraneoplastic pemphigus, IgA
pemphigus, and IgG/IgA pemphigus.? 3
Both IgG and IgA antibodies that target
intercellular components of the epidermis
are present in IgG/IgA pemphigus* We
report the clinical features, diagnostic
approaches and therapeutic management of
a patient with IgG/IgA pemphigus.

CLINICAL FEATURES

A 41-year old Filipino female came to our
clinic due to multiple papules and vesicles
(Figure 1). The condition started a year prior
to consultation as multiple pruritic papules
and vesicles, which progressed to patches
and plaques with erosions on the chest,
trunk, axilla, gluteal area, and extensor
surfaces of the extremities. There were no
fever, pain, or body malaise. No medications
were taken or applied on the skin before

(IN ESSENCE

1gG/1gA pemphigus is a newly described and
distinct form of vesiculobullous disease.

Direct immunofluorescence is needed to confirm
the diagnosis of IgG/IgA pemphigus.

Dapsone monotherapy can be an adequate

therapeutic intervention for patients with IgG/IgA
pemphigus.

|
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Figure 4 Photomicrograph of the cutaneous biopsy showing
acantholytic epidermis, formation of subcorneal and
subepidermal blister, and dermal edema containing neutrophils
and eosinophils (hematoxylin-eosin stain, A: x10, B: x40).

onset of the lesions. The patient consulted
several dermatologists, but she could not
recall their working diagnoses for her
condition. She was prescribed with oral anti-
histamines and topical steroids, which did
not improve the lesions. Medical, social, and
family histories were unremarkable.
Dermatologic examination revealed mul-
tiple erythematous papules and a few intact
ot tense vesicles with erosions and crusts on
the chest, trunk, axilla, extensor surfaces of
extremities, and gluteal area (Figures 1, 2, 3).

Figure 2 Closer view of erythematous papules and The oral and genital mucosae were free of
plaques, with erosions and crusts.

lesions. The shearing of the epidermis upon
lateral pressure of unblistered skin, or
Nikolsky’s sign, was negative. The rest of the
physical examination was unremarkable.

Differential diagnoses for vesiculobullous
skin lesions, such as those that we found in
the patient, include dermatitis herpetiformis,
pemphigus vulgaris and IgA pemphigus.
These diagnoses are clinically difficult to dis-
tinguish from each other, since they manifest
similarly with multiple vesicles. The use of
immunofloutescence methods that can de-
tect antibodies in the intercellular spaces of
the epidermis and/or circulating antibodies
in the serum can differentiate these vesi-
culobullous diseases.

DIAGNOSTICS APPROACHES

We requested for hematologic tests, serum
chemistry, and glucose-6-phosphate  de-
hydrogenase (GG6PD) level, which were all
within normal limits. Skin tissue biopsy of an
intact vesicle located on the upper back
revealed subcorneal and subepidermal split,
with a few acantholytic cells, and neutro-
philic and ecosinophilic inflammatory infil-

Figure 3 Hyperpigmented and lichenified plaques with erosions on the dorsum of the trates (Figures 4A, 4B). The biopsy result
hands. was consistent with any of the vesi-
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Figure 5 Direct immunofluorescence of the perilesional skin showing granular intercellular
deposits of IgG (A), C3 (B), IgA (C) (x40).
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culobullous diseases that we considered,
hence we requested for direct immunofluo-
rescence (DIF) to detect intercellular de-
posits of IgG or IgA. The DIF result re-
vealed that the specimen was positive for
granular intercellular deposits of C3, and
both IgG and IgA. This finding is consistent
with the overlap pemphigus variant,
IeG/IgA pemphigus (Figure 5A, 5B, 5C).
Detection of serum autoantibodies to Dsgl,
Dsg3 and desmocollin 1 could not be done
because these tests were not available in the
local setting. To rule out any concomitant
malignancies at baseline, we ordered chest
radiography, and abdominal and pelvic ultra-
sonography, which were all within normal
limits.

THERAPEUTIC APPROACHES

Dapsone 50 mg daily for six weeks proved
effective in immediately controlling the
lesions. Mupirocin 2% ointment twice a day
for one week was also applied to the eroded
areas of the skin in order to prevent
infection.

OUTCOMES

After two weeks of dapsone therapy, the
lesions completely resolved, leaving only
residual hypopigmented and hyerpigmented
macules and patches on the previously
affected areas. Dapsone was then continued
for one more month. There was no
recurrence or appearance of new lesions
within the six-week dapsone therapy.

DISCUSSION

IgG/IgA pemphigus has been described as
an overlap of IgA pemphigus with either
pemphigus foliaceus or pemphigus vulgaris.®
Only 21 patients with this atypical form of
pemphigus have been reported in the
literature, and the true incidence of the
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disease is unknown.® The age of onset varies
from 11 to 81 years, and the disease is more
common in women.*” To the best of our
knowledge, this is the first reported case in
the Philippines.

Histologically, IeG/IgA pemphigus is a
neutrophilic acantholytic bullous disease,
which contains both intercellular deposits of
IgA and IgG antibodies within the epi-
dermis.” ® Its associated target antigens
include Dsgl (similar to pemphigus vulgaris),
Dsg3 (similar to pemphigus foliaceus),”” and
desmocollin 1 (similar to IgA pemphigus).’1°
This heterogeneity of target antigens makes
the clinical and histologic features of
IgG/IgA pemphigus complex and varied.

The clinical presentation of IgG/IgA
pemphigus is often variable and share many
clinical features with other pemphigus
variants. Lesions can include pruritic papules,
plaques, vesicles, and pustules on the trunk
and extremities, with rare involvement of the
oral and genital mucosae.”? 1! 12" As with
patients in previous reports, our patient
presented with multiple pruritic papules,
plaques and vesicles on the trunk and
extensor surfaces of the extremities. When
we contemplated starting the patient on
dapsone therapy, we requested for GG6PD
testing due to the risk of hemolysis among
patients with G6PD deficiency on sulfone
drugs.’® IgG/IgA pemphigus may be asso-
ciated with malignancies, such as lung,
ovarian, and gallbladder carcinoma, hence
there is a need to repeat the cancer screening
regularly in the future.?

As an overlap pemphigus variant,
IgG/IgA pemphigus demonstrates varied
histological features such as those seen upon
histologic examination of our patient’s le-
sions. DIE, which revealed both IgG and IgA
intercellular deposits in the epidermis, de-
fined the diagnosis of IgG/IgA pemphigus.

Unlike the pemphigus variants associated
with IgG (pemphigus vulgaris and pem-
phigus foliaceus), those that are associated
with IgA (IgA pemphigus and IgG/IgA
pemphigus) are not often controlled by
steroids alone.!* IgA deposits act as ligands
for neutrophil attachment.!*> The accu-
mulation of neutrophils that produce pro-
teolytic enzymes are responsible for epi-
dermal acantholysis.!”> Hence, dapsone, a
sulfone drug that inhibits neutrophil chemo-
taxis and lysosomal activity, is an approptiate
therapy for this condition.!” Systemic or
topical steroids, and retinoids are alternatives
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if this sulfone drug cannot be tolerated due
to hemolytic anemia.!'® Treatments with
dapsone monotherapy, prednisolone mono-
therapy, and combinations of dapsone, reti-
noids, minocycline, and steroids have been
reported to be successful in treating
IgG/IgA pemphigus.® In our patient, suc-
cessful treatment with dapsone monotherapy
for six weeks was achieved. We monitored
the patient every week for four weeks, then
monthly thereafter up to 4 months, in order
to watch out for possible recurrence of
lesions, but we did not note any. Hema-
tologic tests, such as erythrocyte sedimen-
tation rate and complete blood count, which
we requested every follow-up to detect
hemolysis, all turned out to be within normal
limits.

There has been no published local and
international studies regarding the prognosis
and recurrence rate of IgG/IgA pemphigus.
However, several reports have concluded
that dapsone monotherapy has been an
effective therapy for induction of remission.*
6810

The long-standing symptoms of the
patient prompted for a definite diagnosis of
her condition. We achieved this by doing
DIF, which revealed the overlap variant,
IgG/IgA pemphigus. We successfully treat-
ed the patient with dapsone monotherapy.
Regular monitoring of the patient will ensure
treatment adherence and eatly detection of
malignancies that are closely associated with
this condition.
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