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also are unwelcome. They might result in interference with the distribution of the
JOURNAL and thus interfere with its prime purpose.

Is Pentoxifylline a Viable Alternative in the
Treatment of ENL?

TO THE EDITOR:

The adequate management of leprosy re-
actions continues to be a challenge in all
leprosy control programs. Although reac-
tions embody a complex clinical situation
for most patients, field conditions do not
always offer the special attention they need.
Nonsteroidal anti-inflammatory di -ugs are
frequently prescribed, even for severe clin-
ical complications, since a tailored scheme
with corticosteroid is not considered relia-
ble. Thalidomide, the chosen drug for treat-
ment of the type 2 reaction (erythema no-
dosum leprosum, ENL) in leprosy, is not
available in many countries and requires
controlled usage.

Recently, many reports have pointed out
the presence of high tumor necrosis factor-
alpha (TNF-a) levels in the sera of ENL
patients(2,4,5 ), suggesting that this pleiotro-
pic inflammatory cytokine might be re-
sponsible, at least in part, for the clinical
signs and symptoms of leprosy reactions.
Pentoxifylline, a drug recommended for the
amelioration of blood flux in the context of
the microcirculation, has been prescribed
regularly by physicians for patients suffering
from peripheral arterial disease and/or ce-
rebral insufficiency. Several reports have in-
dicated that the beneficial effects of pentox-
ifylline might be due to the inhibitory effect
that this drug exerts on TNF-a production
by inhibiting the synthesis of TNF-a mes-
senger RNA (mRNA)( 1,6 ).

In an attempt to determine whether pen-
toxifylline may be used as an alternative

therapy for the management of leprosy re-
actions, we carried out a preliminary clin-
ical trial. This report describes clinical ob-
servations concerning the use of pentoxi-
fylline in 15 multibacillary leprosy patients
(from the Leprosy Out-Patient Unit, Os-
waldo Cruz Foundation, Rio de Janeiro,
Brazil) who were undergoing acute inflam-
matory reactional episodes.

Histopathologically, the patients (10
males, 5 females) were classified as lepro-
matous (LL; N = 10) and borderline lep-
romatous (BL; N = 5) leprosy, according to
the Ridley-Jopling classification('). The pa-
tients were distributed into: a) 12 patients
who presented with systemic ENL and b) 3
patients who presented with only extensive
edema of the arms and/or feet. Among the
ENL patients, two had a long history of re-
current ENL with unsuccessful corticoste-
roid therapy. Clinical and histopathological
criteria were used to diagnose type 2 reac-
tions. For treatment of the inflammatory
manifestations, all 15 patients were pre-
scribed 400 mg of pentoxifylline (Hoechst
do Brasil, S.A.), three times a day for a
2-month period. Patients were observed
once a week in the first month of treatment
and every 15 days in the period thereafter.

Our most outstanding finding was that
within 3 days after initiation of treatment
with pentoxifylline all patients experienced
from some degree of relief to almost total
regression of their systemic symptoms,
which included fever, malaise, headache,
and insomnia. In addition, a decrease in the
inflammatory aspects of ENL skin lesions
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was noted after 7-14 days. Moreover, no
side effects were observed in any of the pa-
tients.

Two patients responded very well to pen-
toxifylline with no further complaints. Five
patients responded satisfactorily to the drug,
but during the first month of treatment de-
veloped a few ENL nodules in the absence
of any systemic manifestations. Within 1 to
2 weeks, these nodules regressed, and no
other complications were noted. Only one
patient developed a severe ENL episode in
the fifth week of pentoxifylline treatment.
Improvement of his clinical condition was
only assured after adding 400 mg of thalid-
omide. Another patient presented with a re-
currence of ENL 20 days after the interrup-
tion of pentoxifylline treatment. The drug
was then re-introduced and regression of the
symptoms was observed immediately.

In order to completely overcome the reac-
tional episode in three patients, it was nec-
essary to add steroids (20 mg of prednisone/
day) to the pentoxifylline treatment. It is
worth noting that 1 of these 3 patients had
neuritis, which was controlled only after ste-
roid treatment.

In the three patients with limb edema,
treatment with pentoxifylline was found to
be very effective. After 7 days of therapy, a
significant reduction was noted; by the sec-
ond week, total reversion of the edema had
been completed.

An histological examination of the ENL
lesions was performed in four patients. Bi-
opsies were taken before and after 15 days
of pentoxifylline treatment. All patients
presented with a heavy bacillary load in the
ENL specimens, as well as in the leprosy
lesions. In the ENL lesions, the majority, if
not all of the bacilli had a granular appear-
ance. An inflammatory infiltrate built up by
mononuclear and some polymorphonuclear
cells extended from the upper dermis to-
ward the hypodermis that also showed cap-
illary proliferation. A large amount of feath-
ery macrophages loaded with bacilli was
present. Thickness of the epidermis and the
absence of the Unna layer were also noted.

The biopsies taken after 15 days of pen-
toxifylline treatment showed a marked re-
duction in the inflammatory infiltrate and

in the number of blood vessels. Macro-
phages loaded with bacilli did not show
feathery aspects, and formed clusters sur-
rounded by connective tissue. After this
preliminary clinical experience, a clinical
trial is being set up under a strictly con-
trolled protocol in order to confirm our ini-
tial observations. These data suggest that
pentoxifylline might be useful for the treat-
ment of leprosy patients undergoing type 2
reactions.

—Euziner Nunes Sarno, M.D.
Jose Augusto C. Nery, M.D.
Claudia Castro Garcia, M.D.

Elizabeth P. Sampaio, M.D., Ph.D.

Leprosy Laboratory
Oswald° Cruz Institute
FIOCR UZ
Avenida Brasil 4365
Manguinhos
Rio de Janeiro 21045-900, RJ, Brasil

Acknowledgment. We would like to extend our
thanks to E. R. Leite for typing the manuscript and for
efficient secretarial help.

REFERENCES
1. DOHERTY, G. M., JENSEN, J. C., ALEXANDER, H. R.,

BURESH, C. M. and NORTON, J. A. Pentoxifylline
suppression of tumor necrosis factor gene transcrip-
tion. Surgery 110 (1991) 192-198.

2. PARIDA, S. K., GRAU, G. E., ZAHFER, S. A. and
MUKHERJEE, R. Serum tumor necrosis factor and
interleukin 1 in leprosy and during lepra reactions.
Clin. Immunol. Immunopathol. 62 (1992) 23-27.

3. RIDLEY, D. S. and JOPLING, W.H. Classification of
leprosy according to immunity; a five-group system.
Int. J. Lepr. 34 (1966) 255-273.

4. SAMPAIO, E. P., MOREIRA, A. L., SARNO, E. N., MAL-
TA, A. M. and KAPLAN, G. Prolonged treatment
with recombinant interferon gamma induces ery-
thema nodosum leprosum in lepromatous leprosy
patients. J. Exp. Med. 175 (1992) 1729-1737.

5. SARNO, E. N., GRAU, G. E., VIEIRA, L. M. M. and
NERY, J. A. Serum levels of tumour necrosis factor-
alpha and interleukin-10 during leprosy reactional
states. Clin. Exp. Immunol. 84 (1991) 103-108.

6. STRIETER, R. M., REMICK, D. G., WARD, P. A.,
SPENGLER, R. N., LYNCH, J. P., LARRICK, J. and
KUNKEL, S. L. Cellular and molecular regulation
of tumor necrosis factor-alpha production by pen-
toxifylline. Biochem. Biophys. Res. Commun. 155
(1988) 1230-1236.


	Page 1
	Page 2

