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ABSTRACT

Patients with Hansen's disease (HD) may present themselves with clinical and laboratorial features that resemble rheu-
matic disorders. This requires a careful exercise of differential diagnosis. We describe here a case of a young woman
with HD that presented with vasculitic like lesions, fibular vessels obstruction, ANA and antiphospholipid antibodies
without typical signs of cutaneous disease, illustrating this clinical difficulty.
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INTRODUCTION

Infectious diseases are part of the list of differential diagnosis
of rheumatic diseases. There is not only a overlaying of signs
and symptoms, but the autoantibodies can be positive in both
situations. Among infectious diseases, Hansen’s disease (HD)
is one of the main diagnoses to be remembered, once it can
present with clinical and laboratorial findings similar to the
ones in a autoimmune disease vasculitis.!?

This paper describes the case of a patient who was referred
to the rheumatology department for treatment of vasculitis,
whose investigation revealed a diagnosis of HD.

CASE REPORT

Female patient, 23 years old, caucasian, was referred to diag-
nosis investigation of skin lesions in the lower limbs. These
lesions were red-violaceous, with ulcers and had initiated five
years before, with periods of improvement and exacerbation.
According to the patient, she had been hospitalized in another
hospital one year before with the same complaints, having been
submitted to skin biopsy that didn’t clarify the diagnosis. Eight
months before the current visit, she noticed febrile episodes
up to 38°C. She denied surgeries and transfusions. There was

history of a motorcycle accident three years before, with nasal
septum fracture resulting in a saddle deformity of the nose.
She had one term gestation, without any complications, four
years before. Nevertheless, during prenatal, a positive VDRL
was found and the patient received six injections of benzathine
penicillin.

In direct questioning, she denied oral, nasal or genital
ulcers, alopecia, Raynaud’s phenomenon, photosensitivity,
weight loss, alteration in appetite, respiratory complaints,
cardiac or any alteration in urinary color or volume.

Physical examination showed a low grade fever, pale,
hydrated, with a saddle nose patient. There were erythematovi-
olaceous skin lesions with ulcers in both lower limbs (Figure 1).
She did not show nerve thickening at palpation or alteration of
sensitivity. Lungs, heart and abdomen examination showed no
abnormalities. Pedious pulses were present, although weak.

In the investigation, a blood count revealed hematocrit of
36,5%, 13,800 leukocytes/mm?, normal renal function, normal
transaminases, gamma GT of 145.2U/1 (RV =9-36U/1), nega-
tive serologies for HIV, hepatitis A, B and C was verified. One
VDRL was reagent in the titer of 1:2 with negative FTA-ABS.
ANCA-p and ANCA-c were negative. ANA was positive (titer
of 1/160, fine speckled pattern) with negative anti-Ro and anti-
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Figure 1. Bilateral lower limbs cutaneous lesions with erythematoviolaceous
lesions and ulcers.

La; anticardiolipin antibody (aCl) IgG = 24.5 GPL (RV =up
to 15 GPL), IgM = 121.20 MPL (RV = up to 15 MPL); lupus
anticoagulant (LAC) by dRV VT test was positive. The comple-
ments were: CH50 (dosed by complement activity enzyme
immunoassay) = 108 CAE U/mL (RV =60-144U CAE U/mL),
C4 =37.2 mg/dl (RV =10-40 mg/dl), C3 =227.9 mg/dl (RV =
90-180 mg/dl). Thorax radiography and cardiac ECHO were
normal. An angiography of the lower limbs showed bilateral
fibular artery occlusion in the distal third (Figure 2).
Ziehl-Gabbet bacilloscopy in skin slit smears from the ear
lobule revealed 90% of entire bacillus. Skin biopsy showed
granulomatous lesion with positive BAAR. The patient
received the diagnosis of HD, lepromatous form, question-
ing the presence of secondary antiphospholipid antibody
syndrome. She was anticoagulated and received rifampicin,
dapsone and clofazimine with disappearance of the cutane-
ous lesions. About six months after the treatment antibodies
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were repeated and findings were aCl IgG <11 GPL; aCl IgM
=161 MPL. LAC couldn’t be evaluated because the patient
was anticoagulated.

DISCUSSION

Autoantibodies and muscle-skeletal complaints appear as much
in HD as in many rheumatic diseases. In HD, joint pain is the
third more common complaint (superseded only by cutaneous
and neuritic manifestations) and it is present in up to 84% of
the cases.'? They include lepra reaction arthralgia and arthritis,
arthritis nonrelated to lepra reactions, swollen hands syndrome,
myositis and Charcot arthropathy.!-

Arthritides related to reactions are sterile, involve large
and small joints and have a synovial fluid which can be non-
inflammatory, inflammatory, or even purulent. They respond
to thalidomide and corticosteroids.® Cases of sacroiliac onset'
and involvements of similar pattern to rheumatoid arthritis®*
are described. Arthritis nonrelated to lepra reactions are
in great majority infectious, i. e., the bacillus is present in
synovial tissues.>* They tend to be monoarticular, indolent,
chronic and with poor response to the use of non-hormonal
anti-inflammatories and specific treatment for HD.* Enthesitis
is also described.’

Another form of skeletal muscle dysfunction is the swollen
hands syndrome, in which there is a granulomatous inflam-
mation of the subcutaneous tissue, more common in lepra
reactions, giving the hand a juicy aspect, in glove, similar to

Figure 2. Angiography showing obstruction of the fibular artery.
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the one seen in RS3PE syndrome (Remitting Seronegative
Symmetrical Synovitis with Pitting Edema).® Lastly, myositis
are also found, as well as Charcot arthropathy, which is seen
in more advanced cases, being secondary to neurological
damage.!

In addition to the muscle-skeletal complaints, other
manifestations that simulate rheumatic diseases can be found,
such as vasculitis associated with cryoglobulins or Lucio’s
phenomenon.”® In Lucio’s phenomenon there is a very large
load of bacilli seen in endothelial cells.® It is, therefore, an
infectious vasculitis, which runs with focal proliferation of
endothelial cells, necrosis and consequently ischemia of the
subjacent epidermis.® Deep tissues or extremities gangrene is
not common in this entity.?

Autoantibodies that can be found in HD include rheuma-
toid factor (RF),” ANA,” ANCA'® and the antiphospholipid
antibodies.!"!* In a study involving 120 patients (77 of the
lepromatous form and 43 of turberculoid form) the presence
of RF was seen in 35% and ANA was seen in 55,8% of the
patients.” The presence of ANCA was studied in 68 patients
with Hansen’s disease and ANCA-p was found in 31% of those
with lepromatous form and 16% of those with borderline form;
ANCA-c was seen in 5% of those with the lepromatous form.
None of the patients with the tuberculoid form had a positive
ANCA."" Anticardiolipin antibodies are found in 8,3% of the
paucibacillary patients and in 80,7% of the multibacillary,
without any change in the titers after treatment.!

In the reported case, some aspects draw attention. The
first one was the appearance of cutaneous lesions of similar
in aspect to vasculitis in lower limbs without previous history
of other lesions or cutaneous infiltrations. Within the forms of
HD presentation, one of them, denominated pure and primitive
diffuse lepromatosis (Latapi's leprosy), characterized by a dif-
fuse infiltration of all the skin which never is transformed into
nodule, giving the patient a healthy aspect, and consequently
the diagnosis is difficult.

The second one was the presence of autoantibodies (ANA
and anticardiolipin) that could indicate a rheumatic entity
as the cause of the illness. Besides the presence of positive
anticardiolipin antibodies, the finding of fibular artery obstruc-
tion raised the possibility of a secondary antiphospholipid
syndrome (APS). Vasculitis such as Takayasu and Wegener’s
granulomatosis with secondary APS'>!¢ could be included in
the differential diagnosis.

Antiphospholipid antibodies have been associated with
numerous bacterial and viral infections.'”'® Although, in this
context, anticardiolipins of the IgM isotype are more com-
mon, anticardiolipin IgG have also been detected.” Initial
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descriptions associated infections with antiphospholipid non-
pathogenic antibodies and not associated to f2-glicoprotein
I (B2GPI).° However, the reactivity of these autoantibodies
with B2GPI was demonstrated later and clinical association
with APS have been observed in some situations." To explain
why antiphospholipid antibodies can remain in the system but
cause thrombotic events only in determined situations, a two
hit hypothesis has been proposed by Shoenfeld et al.' In the
first moment, antiphospholipid antibodies would be produced
by molecular mimetism between microbian structures and
B2GPI. So, a propitious environment to thrombosis is created.
However, this will only happen if there is a second hit. This
new stimulus —which could be another encounter of infectious
agents — would activate the toll-like receptors (mainly type
4), which would act in a synergistic way with the anti-B2GPI
linked to endothelial cellular structures,'® unleashing the
thrombotic event. Toll-like receptor type 4 genetically deficient
animals are protected against the thrombogenic action of the
antiphospholipid.?!

In the reported case, besides the possibility of APS, there
are other possible explanations for the vascular occlusion find-
ing. As it was previously mentioned, the endothelial lesions
of Lucio's phenomenon can cause obliteration. Arteriographic
occlusion abnormalities, narrowing, tortuosity, dilations, wall
irregularities and filling flaws are described in the digital
circulation of patients with HD in up to 94% of the cases."
The literature shows APS patients misdiagnosed as Lucio's
phenomenon and vice-versa, as well as patients in which both
processes were thought to exist.*!! Loizou et al. describe that,
in HD, the most common isotype of antiphospholipid antibody
is IgA,?> which was not investigated in the referred patient.
In the reported patient, the decision was to keep the patient
anticoagulated.

HD should always be remembered in patients with cutane-
ous lesion which resemble vasculitis, as in the presented case.
The presence of autoantibodies and articular complaints can
be confusing factors, and skin biopsy is of great help for the
diagnosis. In a country like Brazil, in which HD is considered
common and there are 45 thousand new cases per year,? rheu-
matologists should always be vigilant to this possibility.
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