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CLINICAL NOTES

In an effort to increase the utility of the JOURNAL in continuing medical education, in this
section we welcome contributions dealing with practical problems in leprosy work. Submissions
to this section will undergo minimal editorial changes and may well contain controversial points.
Letters to the Editor pointing out other viewpoints are welcome.

Antiphospholipid Antibodies Thrombotic Syndrome
Misdiagnosed as Lucio’s Phenomenon

The antiphospholipid syndrome (APS) is
characterized by the presence of anticar-
diolipin antibodies (ACA) or lupus antico-
agulant (LA), or both, associated with re-
current venous and arterial thromboembolic
phenomena, livedo reticularis, thrombocy-
topenia, and recurrent fetal loss." > APS is
associated with systemic lupus erythemato-
sus (SLE)* or may exist alone in non-SLE
patients with clinical features attributable to
ACA (the “primary” antiphospholipid syn-
drome; PAPS). Antiphospholipid antibodies
have been reported in leprosy patients in
50% to 80% of multibacillary individu-
als,*~7 also being used for diagnostic pur-
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poses.” No association was noted between
the presence of ACA with the occurrence of
Lucio’s phenomenon or erythema nodosum
leprosum (ENL) in one study,” and ACA-
positive patients did not show the presence
of any pathological feature associated with
the APS in another.*

In this communication we report a pa-
tient with treated lepromatous leprosy pre-
senting with features of the APS with recur-
rent arterial and venous thrombosis, livedo
reticularis, and positive anticardiolipin anti-
bodies. We were not able to find any similar
case in the literature. The differential diag-
nosis of APS with Lucio’s phenomenon is
of great importance, especially regarding
the prognosis.

CASE REPORT

A 30-year-old, Caucasian, Brazilian fe-
male was referred with a history of recur-
rent necrotic lesions on the skin, mostly on
the extremities, of 6 months’ duration. She
was in her 18th month of multidrug therapy
(MDT) for lepromatous leprosy, and showed
no signs of active disease. She had been
treated in her city with oral steroids for
Lucio’s phenomenon during the former
episodes.

A cutaneous examination revealed ciliary
and superciliary madarosis. The face was
mildly infiltrated. On both cheeks, thighs,
and lower abdomen bluish reticulated
patches of livedo reticularis were observed.
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FiG. 1.

Irregularly shaped extensive necrotic ul-
cerations partially covered by eschar on lower limb.

On both legs, feet and forearms irregular
necrotic ulcers of different shapes and sizes
were seen, more intense on the lower limbs
(Fig. 1). Several of these were covered by
black eschar. Gangrene of the toes and fore-
foot was very prominent (Fig. 2).

Ecchymotic necrosis of the fingertips was
present (Fig. 3). The tip of the 5th finger of
the left hand underwent spontaneous ampu-
tation during a previous episode of the le-
sions.

A routine laboratory examination of
blood showed microcytic anemia and lym-
phopenia. Prothrombin time was slightly
raised and fibrinogen was increased. The
antinuclear factor was positive 1/640,
showing a peripheral pattern. ANA antibod-
ies, cryoglobulins and the Coombs test
were all negative. C; and C, values were
within normal ranges. The VDRL test was
reactive 1:4 with a negative FTA-ABS test.
The IgM class of ACA was positive; other
classes of immunoglobulins were not avail-
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FiG. 2. Gangrene of left four toes and forefoot.

able. Proteins C and S for coagulation had
normal levels.

Skin biopsies showed ischemic infarction
with epidermal and dermal necrosis. Der-
mal and hypodermal blood vessels showed
massive thrombosis sometimes with partial
recanalization (Fig. 4) and slight inflamma-
tory infiltrate around the vessels, probably
due to thrombosis. Stains for acid-fast
bacilli (AFB) were negative.

She was treated with oral prednisone (1
mg/kg/day) and warfarin anticoagulation,
an international normalized ratio (INR) of
1.5, with excellent recovery of most ne-
crotic skin lesions. However, amputation of
the right foot, of toes of the left foot, and
the distal phalanges of two fingers was nec-

Fic. 3.

Ecchymotic necrotic plaques on fingertips.



FiG. 4.  Thrombosis of deep dermal blood vessel.
Inflammatory infiltrate is very scanty; stains for AFB
were negative (H&E x100).

essary due to the mummified, dry, irre-
versible gangrene of these anatomical ar-
eas. Multidrug therapy (MDT) for her lep-
rosy was maintained normally.

DISCUSSION

ACA are immunoglobulins of the I1gG or
IgM class that react with negatively charged
phospholipids.” A serum cofactor (beta-2-
glycoprotein 1, or apolipoprotein H) de-
pendence has been pointed out for this
binding.® The interaction of cardiolipin
and beta-2-GPI leads to a conformational
change in cardiolipin with exposure of the
immunogenic epitope and induction of
ACA."

ACA are associated with autoimmune
diseases, such as systemic lupus erythe-
matosus (SLE),* or may exist alone in non-
SLE patients presenting clinical features at-
tributable to ACA (the so-called PAPS)."""*

“ Harris, E. N. Annotation. Br. J. Haematol. 73
(1989) 139142,

" Canoso, R. T. Antiphospholipid antibodies; basic
mechanisms, clinical features, and animal models.
Stroke 24 (1993) 1124-1125.

'" Asherson, R. A., Khamastha, M. A., Ordi-Ros. J.,
Derksen, R. H., Machin, S. J., Garquinero, J., Outt, H.
H., Harris, E. N., Vilardell-Torres, M. and Hughes, G.
R. The “primary™ antiphospholipid syndrome: major
clinical and serological features. Medicine (Baltimore)
68 (1989) 366-374.

'* Vianna, J. L., Khamashta, M. A_, Ordi-Ros, J.,
Font, J., Cervera, R., Lopez-Soto, A., Tolosa, C.,
Franz, J., Selva, A., Ingelmo, M., ¢t al. Comparison of
the primary and secondary antiphospholipid syn-
drome: a European Multicenter Study of 114 patients.
Am. J. Med. 96 (1994) 3-9.

International Journal of Leprosy

1996

Among others, ACA may also appear in vi-
ral (infectious mononucleosis, HIV infec-
tion) or bacterial (Q fever, syphilis and lep-
rosy) disorders.* > 7 '* Clinical and labora-
tory features of both APS and PAPS can be
variable.'? The exact reason why some
ACA produce thrombosis or other clinical
manifestations while others do not is still
unknown. Testing for ACA is essential for
identifying patients with unexplained vas-
cular occlusive disease."

In the classical picture of Lucio’s phe-
nomenon, or erythema necroticans, painful
and tender red patches appear on the skin,
particularly on the extremities. These trian-
gular or irregular patches become purpuric,
their center becomes necrotic and ulcerated,
producing a black eschar which falls off af-
ter a few days to leave a superficial atrophic
scar.'”'7 Furthermore, Lucio’s phenomenon
is primarily a necrotizing vasculitis, with
necrosis in the walls of superficial vessels,
and focal endothelial proliferation of mid-
dermal vessels, with epidermal necrosis.
AFB are found in large numbers in en-
dothelial cells."™ Gangrene of the extremi-
ties or deep tissue necrosis are not part of
the clinical picture of Lucio’s phenomenon
because to produce them an occlusion of
larger and deeper blood vessels is required,
as encountered in this patient.

Gangrene, livedo reticularis, deep-vessel
thrombosis and positive ACA were the
most important features in our patient. The
presence of livedo reticularis, although not
infrequently encountered in lepromatous
leprosy, together with gangrene was help-
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ful in suggesting APS since it is one of the
characteristics of the syndrome in patients
without leprosy. Since our patient did not
fulfill the minimum of four diagnostic crite-
ria for SLE suggested by the American Col-
lege of Rheumatologists,' we considered
the presence of APS associated with ACA
in leprosy as a diagnostic possibility in her
case. Furthermore, in histology, thrombosis
of deep blood vessels without necrotizing
vasculitis and negative stains for AFB in
endothelial cells make the diagnosis of Lu-
cio’s phenomenon quite unlikely.

Although former studies did not correlate
ACA to any clinical alteration in leprosy, an
association to the antiphospholipid throm-
botic syndrome, apparently a rare clinical
finding in leprosy, should be kept in mind
when evaluating a lepromatous patient with
severe necrotic lesions. In APS these le-
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sions could be very mutilating, producing a
severe physical handicap in the affected pa-
tient, even though treated with anticoagula-
tion. In Lucio’s phenomenon the prognosis
is relatively better since, normally, the
necrotic lesions leave superficial atrophic
scars after resolving.
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