BULLOUS ERYTHEMA NODOSUM AS INITIAL
MANIFESTATION OF LEPROSY
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ABSTRACT | Introduction: Leprosy is a chronic granulomatous
infectious disease caused by Mycobacterium leprae with
protean manifestations, particularly prone to affect skin
and peripheral nerves. The natural course of the disease
may be associated with the development of type 1 or type
2 immunologic reactions. These immunologic reactions are
reported to be caused by increased activity of the immune
system, particularly a cell-mediated immune response against
live leprosy bacillus or remnants of dead bacilli. Leprosy is
one of the oldest diseases of mankind. Its clinical diagnosis
can be challenging due to the varied manifestations. The
first description of bullous erythema nodosum was made
1898 and since then there are few recorded reports.
Case Report: Here we present a case of bullous erythema
nodosum as leprosy first manifestation. A 35 year-woman
presented with 1-year history of disseminated blisters on
trunk, forearms and thighs, and multiple painful ulcerated
nodules on her face. She reported that the lesions in her face
became eroded and ulcerated spontaneously. There were no
thickened nerves. Blood and Histopathological investigations
were made. The treatment instituted was prednisone 1mg/kg
without thalidomide. After two weeks with excellent response,
specific therapy for Mycobacterium leprae was initiated by
the infectious diseases assistant physician with a satisfactory
response.
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INTRODUCTION

Leprosy is a chronic granulomatous infectious disease
caused by Mycobacterium leprae with protean
manifestations, particularly prone to affect skin and
peripheral nerves. The natural course of the disease
may be associated with the development of type 1
or type 2 immunologic reactions. These immunologic
reactions are reported to be caused by increased
activity of the immune system, particularly a cell-
mediated immune response against live leprosy
bacillus or remnants of dead bacilli'. Although such
reactions are reported to be more common during
anti-mycobacterial treatment, they can sometimes
be described as the first manifestations of disease’.

Type 2 reaction (T2R) predominantly occurs in
patients with lepromatous (multibacillary) disease.
It is characterized by systemic manifestations like
arthralgia, fever, iridocyclitis, nephritis, myositis and
lymphadenitis associated with eruption of numerous
disseminated painful nodules characterized by
erythema nodosum (EN)'2 Although EN is considered
the typical lesion of T2R, it may mimic diverse
other clinical conditions, and in such cases, delays
in diagnosis are commonly observed®'°. Bullous
Erythema Nodosum Leprosum (BENL) is a subset of
EN wich is a subset of EN which is manifested as
disseminated bullous reactions. This manifestation
is very rare, with only a few cases reporting such
disease spectrum®7-14,

In the present report, we present an unusual case of
BENL as initial manifestation of leprosy, discussing
clues to reach the correct diagnosis.

CASE REPORT

A 35 year-woman presented with 1-year history of
disseminated blisters on trunk, forearms and thighs,
and multiple painful ulcerated nodules on her face.
She reported that the lesions became eroded and
ulcerated spontaneously. She denied any mucous
lesions, pruritus, pustules or desquamation. She also
reported paresthesia on feet initiated 3 months
before admission, as well as low-grade fever,
symmetric polyarthritis (wrist, knee and ankles)
and diffuse myalgia. She related no comorbidities
and denied use of any medications or previous
allergy history. Examination revealed disseminated
symmetric blisters, predominantly on thighs and
forearms, infiltrated ears, asymmetric loss of eyelash
and ulcerated facial lesions (Figure 1). Mucosal
membranes were not affected. Nikolsky and Asboe-
Hansen signs were negative. “Puffy hands” and
symmetric ankle arthritis were noted. Neurologic
examination was evident for loss of sensory
perception although with no deformities or motor
deficits on plantar surface.There were no thickened
nerves.

Figure 1. Dermatological findings.
Disseminated symmetric blisters on forearms (left panel) and thighs (central panel). Infilirated ear, asymmetric loss of eyelash
and ulcerated facial lesions (right panel).
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Figure 2: Histopathology findings.
(A) Lymphohistiocytic infiltration and foamy macrophages.
(B) Presence of acid-fast bacilli on Ziehl-Neelsen staining without signs of vasculitis.

DISCUSSION

Erythema nodosum leprosum is a common
manifestation of T2R mediated by immune complexes,
which occurs mainly in the lepromatous polo of
leprosy®. Although the presence of bullous lesions is
well-documented in the rare Lucio’s phenomenon/
Erythema necroticans, this spectrum of lesion is even
more uncommon in the classical ENL*%. Probably the
first description of bullous erythema nodosum was
made by Gibb & Aberd in 18987 and since then
there are few countable recorded reports.

Bullous erythema nodosum leprosum may easily be
confounded by other blister diseases, especially
considering its rarity, and must be included in the
differential diagnosis of vesicle-bullous lesions.
It is essential to rule out bullous drug eruptions,
Sweet’s syndrome®'°
pemphigoid and other syndromes

, pemphigus vulgaris, bullous
11,12

Although the physiopathology is not well understood,
it has been postulated that a high bacterial load
could lead to vasculitis and tumor necrosis factor-
alfa secretion leading to bullous lesions'.

Prominent vasculitis is a feature of BENL, but this
matter is still in debate, since some patients have not
histopathology findings consistent with vasculitis'>.

Intradermal or subepidermal bulla, dermal edema,
or leukocytoclastic vasculitis with polymorphonuclear
infiltrate and foamy histiocytic lesions are the

histopathologic finding prototype of BENL'3,

Treatment of choice for T2R is a combination of
thalidomide and corticosteroids. Unfortunately
thalidomide teratogenicity limits its use in women in
childbearing age, such as the patients reported here.
For this reason, other immunosuppressive drugs have
been tested in the treatment of type 2 reactions,
including azathioprine and cyclosporine, but no
beneficial results have been consistently observed'>.

To the best of our knowledge, this is a rare case of
BENL as an initial manifestation of leprosy. Despite
its rarity, clinicians must include this entity in the hall
of vesicle-bullous lesions. A detail that can help
clinical judgment is that BENL generally does not
affect mucosal tissues and it is strongly associated
with nodules, an uncommon finding in others bullous
disease.
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