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Refractory endemic pemphigus foliaceous in adolescence

successfully treated with intravenous immunoglobulin
Pénfigo folidceo endémico refratiario na adolescéncia - sucesso terapéutico
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Abstract: Endemic Pemphigus Foliaceous is a chronic autoimmune bullous skin disease. Treatment with
prednisone often produces excellent results, but resistant forms exist, requiring alternative therapy.
Alternative treatments have been used in cases of corticosteroid-refractory pemphigus, showing favorable
results. This case study focuses on an adolescent male with a clinical-pathological diagnosis of pemphigus
foliaceous with a severe clinical form of erythrodermis, unresponsive to multiple therapies, but which
showed a satisfactory outcome with intravenous immunoglobulin. In this case we highlight the fact that
the patient was a teenager who showed substantial clinical improvement as the result of using intravenous
immunoglobulin, followed by complete remission after the fourth cycle of medication, allowing reduced
doses of steroids and a consequent reduction of side effects.
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Resumo: O Pénfigo Folidceo Endémico ¢ doenga bolhosa autoimune cronica da pele. Geralmente, o trata-
mento com prednisona tem excelente resposta, mas existem formas refratarias, sendo necessaria terapéuti-
ca alternativa. Apresentamos paciente adolescente masculino, com diagndstico clinico-patolégico de pénfi-
go folidceo, com forma clinica eritrodérmica grave e refratiria a varias terapéuticas, que apresentou evolucao
satisfatoria com imunoglobulina intravenosa. Destaca-se, neste relato, o fato de tratar-se de um paciente ado-
lescente que obteve melhora clinica substancial com imunoglobulina intravenosa e remissao completa da
doenca, ap6s o quarto ciclo da medicacio, possibilitando reducio da dose do corticoide e de seus efeitos
colaterais.
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INTRODUCTION

Endemic Pemphigus Foliaceus (EPF) is a chron-
ic autoimmune bullous disease of the skin, also popu-
larly known as Wild Fire, a term used by local people
to identify the sensation of heat and burning typical of
the disease. It is characterized histopathologically by
the formation of intraepidermal blisters with acanthol-
ysis, and immunologically by antiepithelial autoanti-
bodies directed against the intercellular spaces of the
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epidermis responsible for the appearance of skin
lesions. "

EPF starts with surface blisters that rupture eas-
ily leaving erosions, crusts and thin adherent scales. It
usually occurs on the face, neck and upper torso,
either localized or fragmented. The disease spreads
gradually in the craniocaudal direction over weeks or
months and can progress to the generalized form,
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resulting at worst in erythroderma. At this stage sever-
al complications with secondary infections are com-
mon. ’

The main drug used in the treatment of EPF is
prednisone at a dose of 1 to 2 mg/kg/ day, which nor-
mally controls the disease. Other drugs may be used
as adjuvants or corticosteroid-sparing agents such as
azathioprine, cyclophosphamide, cyclosporine,
methotrexate, mycophenolate mofetil, antimalarials
and dapsone. * In more severe cases, treatment can
be effected with corticosteroid pulse therapy, with
methylprednisolone as the first option, or combina-
tions of drugs such as dexamethasone and cyclophos-
phamide. 7 In cases that are refractory or unrespon-
sive to corticosteroids and other immunosuppres-
sants, biological and intravenous immunoglobulin
(IVIG) is indicated. **

The authors studied the case of a teenager with
typical initial EFP, rapid progression to the severe ery-
throdermic form, resistant to a number of different
therapeutic (including immunobiological) schemes
proposed, and which was successfully treated with
IVIG.

CASE REPORT

13-year-old male patient from Valparaiso
(Goias), reported the emergence of fragile blisters
progressing in the craniocaudal direction four
months previously. The condition worsened a month
after admission and a biopsy was carried out, with
histopathological findings revealing acantholytic epi-
dermic blisters, with roofs of keratin and part of the
crust and blister floor with a spinous layer containing
typical acantholytic cells, confirming the clinical
hypothesis of pemphigus foliaceus (Figures 1 and
2). Direct immunofluorescence was performed, which
resulted negative. Indirect immunofluorescence was
not performed due to local technical difficulties.

The patient was treated with prednisone at a

FIGURE 1: Blisters leaving fragile areas exulcerated
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FIGURE 2: Subcorneal intraepidermal acantholytic dermatitis

dose of 1mg/kg/day amounting to 2mg/kg / day but
with no skin improvement. This was subsequently
supplemented with dapsone 100mg/day, suspended
after one week on account of hemolytic anemia and
increased transaminases. Micophenolate mofetil 1.5
g/day was next tried in conjunction with prednisone,
but was discontinued after 1 month due to non-avail-
ability of this medication in the Department. No clini-
cal response was observed during this treatment.

Since the onset of symptoms, the patient devel-
oped secondary infection, with little response to
antibiotic coverage for the skin, which contributed to
worsening of the rash. This progressed to the erythro-
dermic form (Figure 3). 14 blood cultures with antibi-
ograms were performed, all of which showed positive
for Staphylococcus aureus MR. Therapy was guided
by these blood cultures, but erythroderma, fever and
tachycardia persisted, despite the patient”s good gen-
eral condition. Therapeutic treatment for fungal
infection (fluconazole 150mg/day orally for 10 days)
was also started due to maceration areas in folds sug-
gestive of candidiasis, but with no regression of the
condition. Suspecting infection, the infectious disease
team next initiated therapy with rituximab 575 mg
intravenously in weekly cycles. After the 5th dose the
patient persisted with erythroderma and we decided
to start IVIG 2g/kg/cycle in monthly doses. During the
second cycle we noted significant clinical improve-
ment, with the appearance of several areas of healthy
skin and some residual verrucous-like lesions. Four
monthly cycles of IVIG were performed and the oral
corticosteroid dose was gradually reduced in parallel.
The patient is currently off oral corticosteroids, with
total improvement of the clinical condition and no
signs of recurrence. No use of immunoglobulin for 8
months (Figure 4).



Refractory endemic pemphigus foliaceous in adolescence successfully treated with intravenous immunoglobulin 135

Figure 3:
Progression to
severe erythro-
dermic form,
with no
response to
high-dose
steroid therapy

DISCUSSION

Before steroids, no effective treatment existed
for pemphigus, which often had a fatal outcome. The
evolution and prognosis of pemphigus changed signif-

icantly after the advent of corticosteroid
treatment. * Although uncommon, cases of pemphigus
resistant to conventional treatment with steroids and
associations do exist, but in view of the rarity of this
disorder, no large controlled studies or comparative
clinical trials have been undertaken (only isolated
observations and studies done on a limited number of
patients). ’

Rituximab is an anti-CD20 monoclonal anti-
body approved by the FDA for treating refractory non-
Hodgkin lymphoma and rheumatoid arthritis. Some
case reports exist of the use of rituximab in patients
with pemphigus, mainly pemphigus vulgaris resistant
to steroids and immunosuppressants, with favorable
results. The small number of reported cases of pem-
phigus foliaceus all concerned adults. In the case
described above, the patient failed to improve clinical-
ly, and persisted with erythroderma despite the use of
rituximab. *

FIGURE 4: Eight months after the last cycle of IVIG and
reduction of corticosteroid dose, total remission of lesions
and steroid side effects

IVIG is employed in a variety of autoimmune
diseases and its use is becoming increasingly frequent
in dermatology. In most cases it is used in combina-
tion with other immunosuppressants in an average
monthly dose cycle of 2g/kg to obtain effective control
of the disease. In some sets of cases described in the
literature fairly satisfactory clinical results (including
reduction of corticosteroid dose) have been report-
ed. 7 In the case reported above, substantial
improvement was observed after the first cycles, and
virtually complete remission after the fourth cycle,
allowing reduction of the corticosteroid dose with
consequent reduction of corticosteroid side effects
and improved quality of life for our patient.

Few reports exist in the literature of adolescent
patients with endemic pemphigus foliaceus. The case
described above was an example of the successful use
of IVIG. U
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