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Abstract: Pemphigus vulgaris is an autoimmune bullous disease whose therapy is based on systemic corticos-
teroids, with or without immunosuppressants. Rituximab is a chimeric monoclonal antibody of the IgG class,
directed at a specific CD20 B cell surface antigen, used in pemphigus vulgaris empirically since 2002, with success
in 90% of the cases and long periods of remission. Male patient, 33 years old, diagnosed with pemphigus vulgaris,
confirmed by histopathology and direct immunofluorescence. He was treated for seven months with numerous
treatments, including immunosuppressive drugs, with an unsatisfactory response, until he had complete remis-
sion with the use of rituximab. During a 34-month follow-up period, the patient presented a slight clinical relapse,
which was successfully controlled with prednisone in a daily dose of 120mg, soon reduced to 20mg.
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Resumo: Pénfigo Vulgar é uma doenca bolhosa auto-imune, cuja terapéutica é baseada em corticoesterdides sis-
témicos, associados ou ndo a imunossupressores. Rituximabe é um anticorpo monoclonal quimérico da classe
IgG direcionado a um antigeno CD20 de superficie celular especifico da célula B, usado em pénfigo vulgar desde
2002, com sucesso em 90% e longos periodos de remissao. Paciente masculino, 33 anos, diagnéstico de pénfigo
vulgar, confirmado por histopatologia e imunofluorescéncia direta. Durante 7 meses, recebeu intimeros trata-
mentos com imunossupressores, apresentando resposta insatisfatoria e progressao da doenga, até que logo apds
a introdugao de rituximabe teve completa remissdao. Durante um acompanhamento de 34 meses, apresentou leve
recidiva clinica, controlada com prednisona 120mg/dia, rapidamente reduzida e em uso atual de Prednisona
20mg/ dia.
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INTRODUCTION

Pemphigus vulgaris is an autoimmune bullous, alone or in conjunction with other immunosuppres-
potentially life-threatening disease, characterized by sant drugs such as azathioprine, mycophenolate
the presence of autoantibodies against desmosomal mofetil, methotrexate, cyclophosphamide or
cadherins such as desmogleins 1 and 3. Therapeutic immunomodulators like dapsone or intravenous
strategies rely on the use of systemic corticosteroids immunoglobulin."?
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Rituximab is a chimeric monoclonal antibody
of the IgG class, directed at a specific CD20 B-cell sur-
face antigen. The effect of the drug on B-cell depletion
stimulated its widespread use in a great variety of
autoimmune diseases. In 1997, it was approved by the
FDA for use in the treatment of non-Hodgkin’s lym-
phomas and autoimmune diseases such as rheuma-
toid arthritis. In 1998, Anvisa approved rituximab for
the same indications.”® The first report of rituximab in
the treatment of pemphigus was publish in 2002 and
many studies since have shown favorable results, spe-
cially in patients that did not respond to classic or con-
ventional treatments previously.’

The drug links to the CD20 receptors, expressed
on the auto-reactive B-lymphocytes membranes,
resulting in their destruction, with subsequent dimin-
ished anti-desmoglein autoantibodies production. In
cases in which relapse occur, a new increase in the
level of such antibodies was demonstrated.®

CASE REPORT

Male patient, 33 years-old, without any morbid
antecedents of notice, was admitted to the hospital
with a history of painful bullous lesions on the scalp
and oral cavity since two months before, with subse-
quent dissemination to the entire body. Physical
examination showed flaccid blisters, mostly with
serous content, besides exulcerated lesions covered in
honey-colored crusts. (Figure 1) The diagnostic
hypothesis was pemphigus vulgaris, later confirmed
by skin biopsies and direct immunofluorescence.
Treatment with prednisone 1mg/Kg/day and antibi-
otics to address the secondary infection was then
started. The patient was released 15 days later, with a
slightly improved clinical condition.

He returned 10 days later, due to the appear-
ance of new blisters, worsening of the pain and
odynophagia. The dose of corticoid was increased to
1.5mg/Kg/day, and both sulfone 100 mg/day and
systemic antibiotics were added to the treatment. As
the patient’s clinical condition rapidly deteriorated,
sulfone was replaced by azathioprine 150 mg/day
and the dose of prednisone was once again increased
to 2mg/Kg/day. Despite these actions, there was a
decline in the patient’s general condition, and a wors-
ening of the cutaneous lesions, accompanied by the
development of thrombocytopenia secondary to the
use of azathioprine. In a period of 20 days, the patient
had almost 100% of his body surface stricken by the
disease, including all mucosae (oral, nasal, ocular,
penile, anal) and the periungual regions of all fingers
and toes. He was then submitted to intravenous
methylprednisolone pulse therapy in a dose of
1g/day for 5 days. A week after the pulse therapy,
new lesions were still appearing, leading to the intro-
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duction of five cycles of intravenous immunoglobulin
at 400mg/Kg/per cycle. After 75 days of hospitaliza-
tion, the patient was discharged with an improved
clinical condition.

One month after being discharged, the patient
had a clinical relapse, with the appearance of new bul-
lous lesions despite the daily use of prednisone
2mg/Kg. A new cycle of intravenous immunoglobu-
lin was performed, followed by a second pulse thera-
py with methylprednisolone and the addition of
mycophenolate mofetil 3g/day for 30 days. However,
mycophenolate mofetil was suspended due to Kaposi
varicelliform eruptions, which were treated with
intravenous acyclovir (Figure 2).

The persisting lack of clinical response resulted
in the use of cyclophosphamide pulse therapy at
250mg/day, associated to dexamethasone 100
mg/day for 3 days. As the patient was still unrespon-
sive, weekly intravenous treatment with rituximab
375mg/m?2 (4 cycles) was started. The patient present-
ed with improvement of the cutaneous lesions after
the first cycle and a complete remission in 20 days,
being discharged with a prescription of prednisone 2
mg/Kg/day and cyclophosphamide 50 mg/day
(Figure 3). These medications were progressively
withdrawn and the patient was asymptomatic for 23
months using only low dosage corticoids (5mg/day).
After this period there was a slight clinical relapse,
which was controlled with prednisone 120 mg/day,
resulting in rapid regression of the disease. Presently,
after 34 months of follow-up, the patient is being treat-
ed only with prednisone 20 mg/day (Figure 4).

DISCUSSION

It has already been demonstrated that, ritux-
imab - an anti-CD20 monoclonal antibody -induces a
rapid and specific B-lymphocyte CD20+ peripheric
depletion, thus acting on the main effector pathway of
pemphigus vulgaris (pathogenic antibodies produced
by B cells), without causing unspecific immunosup-
pressive responses, as observed with conventional
therapy (systemic corticoids and other immunosup-
pressants). Furthermore, treatment with rituximab
leads to a rapid decline in the plasma levels of IgG4
anti-desmoglein-3 and anti-desmoglein-1, which cor-
relates directly with clinical remission.

First used on a bullous pemphigoid associated
to non-Hodgkin’s lymphoma in 1999, this drug was
proven to be effective on pemphigus vulgaris, induc-
ing long remissions and high rates of partial or total
response (90-95%). It has become a therapeutic alter-
native for patients that are refractory to conventional
treatments or those presenting with severe adverse
events secondary to systemic corticoids or immuno-
suppressants, and thus far, due to its high costs and
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FIGURE 1:
01/05/2009 -
Before rituximab

FIGURE 2: 10/09/2009 - Kaposi varicelliform eruption

lack of evidence on long-term effects, rituximab
should be reserved only for such patients. However,
Hertl et al. discussed the possibility that rituximab
might become the drug of choice in the treatment of
generalized pemphigus, since the long-term remis-
sions would minimize the impact of its high costs on
the healthcare budget. In the case reported here, the
early use of rituximab might have diminished the hos-
pitalization time, which was 7 months in total, and
also mitigated the various complications secondary to
the use of corticoids and immunosuppressants.”’*°
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FIGURE 3:
03/02/2010- 3
months after
rituximab

FIGURE 4:
20/07/2012 -
34 months
after rituximab

Rituximab has a good safety profile up to 3
years of follow-up, and its adverse events are mostly
mild and transitory: nausea, vomiting, chills, urticaria
and cough. Severe adverse events are rare, with
opportunistic infections being the main risk. The
effect of rituximab on the levels of antibodies related
to immunization, particularly in younger patients,
may be minimized with concomitant use of intra-
venous immunoglobulin, thus reducing the risk of
infections.**”*1
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