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after the completion of multidrug therapy in any of them.
While oral prednisolone given for short periods appears
to be mostly safe in relation to reactivation of leprosy,
similar safety data is unavailable for their long-term use
in high doses.

In conclusion, current literature does not support the use of
pulsed corticosteroids in leprosy neuritis.
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Authors’ reply

Sir,

We would like to thank the authors of the letter “Intravenous
pulsed corticosteroids for leprosy neuritis: Logical or
irrational?” for their interest in our article and we also
appreciate the opportunity to use this space to clarify some
points that might not have been clear.!

Initially, we would like to underline that the study was carried
out in a national reference hospital, which is an important
research centre about leprosy in Brazil. Our reference centre
has leprologists with many years of experience in the care
of highly complex patients. In our service, all patients with
prolonged neuritis or persistent reaction are extensively

investigated to assess the possibility of relapse, treatment
failure and drug resistance. The evaluation includes a
complete dermato-neurological exam and complementary
diagnostic tests, as indicated for each case (slit skin
smears, skin biopsy, M. leprae-specific repetitive element
deoxyribonucleic acid polymerase chain reaction for
Mycobacterium leprae, molecular investigation of resistance
genes, nerve ultrasonography, electroneuromyography and,
more recently, ribonucleic acid reverse transcription
polymerase chain reaction).

The major inclusion criterion in our study was the presence of
neuritis, defined as new nerve function impairment (sensory
testing and/or voluntary muscle testing) of recent onset,
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associated with nerve pain, paraesthesia or tenderness. We
did not include patients with neuropathic pain. Additionally,
this retrospective study only included patients that had
undergone peripheral nerve ultrasonography and sensory
testing before and after each cycle of pulse therapy. We
would like to emphasize that, as routine, patients with
leprosy reactions are submitted to a dermato-neurological
examination by dermatologists and/or leprologists at least
once a month and that the decision regarding the reduction
of doses of anti-reactional treatment (prednisone and/or
thalidomide) is guided by clinical evaluation considering
both the cutaneous and the neurological manifestations of
leprosy reaction.

Considering the comment in Table 1, unfortunately, the
formatting for publication misconfigured the final lines and
some important information were not presented properly. In
the first mention of the expression “months of prednisone use
before pulses,” the values refer to the sub-group that used
only prednisone and in the second mention, the values refer
to the subgroup that received prednisone + thalidomide.? We
appreciate the opportunity to clarify this point.

We suggest the authors of the letter read our article again
more carefully, as there was some misinterpretation that
should be clarified.! In the third paragraph of our article
it is evident that each patient only received three monthly
pulses, and only four of the 21 patients included needed to
repeat this 3-pulse cycle after 6-33 months.> Contrary to
what the authors of the letter mentioned, we did not make
any changes to the established pulse regimen and strictly
followed the protocol recommended by the Ministry of
Health of Brazil.? No patient received 25 monthly pulses nor
had “persistent need of pulse therapy for up to 33 months”
as stated in the letter.! Furthermore, no patient maintained
continuous use of prednisone at a dose of 80 mg for
72 months. Among the patients included, the maximum
time of prednisone use before pulses in one patient was
72 months, but this patient used prednisone at variable doses
during his follow-up. Only two patients were receiving
80 mg prednisone due to severe leprosy reaction when pulse
therapy was started, but these patients were receiving the
maximum dose for only one month before pulses and this
dose was reduced immediately after the first infusion of
methylprednisolone.

In routine follow-up for patients with leprosy reactions,
whenever possible, the dose of prednisone is reduced
and, if necessary, sparing agents such as azathioprine and
methotrexate are used. Unfortunately, these and other
steroid-sparing agents are difficult to access in our country,
so pulse therapy stands out as an effective steroid-sparing
therapy. Our results demonstrated that 87.5% of the patients
had prednisone dosage reduced after pulses and eight
patients discontinued prednisone use within six months,
which is an impressive result considering that many of
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these patients had been using prednisone chronically before
pulses.?

Considering the potential side-effects of systemic steroids,
all patients using oral steroids and/or pulse therapy were
monitored for side-effects and received prophylaxis for
disseminated strongyloidiasis, osteoporosis and peptic ulcer
disease. The patients included in our article continue to be
followed up in our outpatient clinic and none had major
adverse events.

We included four patients with diabetes mellitus. The
possibility of impaired glycemic control in patients with
diabetes during methylprednisolone infusions should be
considered. Therefore, these patients underwent pulses in
a hospital setting with glucose monitoring and received
insulin correction when necessary. Despite the small number
of patients with diabetes included, our experience with
pulse therapy allowed for the use of lower daily doses of
prednisone, thus contributing to better long-term glycemic
control. Interestingly, the diabetic patients showed results
similar to the whole group, with small frequencies of poor
cross-sectional area and poor sensory outcomes, underlining
the effect of intravenous methylprednisolone in leprosy
neuritis, since pulse therapy would not improve diabetic
neuropathy.?

Considering the comment about the apparent disagreement
between the reduction of hypervascularity not accompanying
the reduction in nerve diameter, there is already evidence
that the neural enlargement that occurs in leprosy may not be
completely reversed with the treatment of the reaction or even
with the antimicrobial treatment.* Neural thickening may
persist as a result of the chronic changes and fibrosis due to
leprosy neuropathy.** The Doppler signal, on the other hand,
can be considered as a marker of intraneural inflammatory
activity and its reduction seems to indicate control of neuritis,
which may be an indicator to guide steroid tapering.**

Although the cutaneous manifestations may be evident during
the reactional episodes, neuritis may lead to acute nerve
function deterioration and is the main factor responsible for
disabilities and deformities. Therefore, during the follow-
up of patients with leprosy reactions, an assessment of
nerve function should be performed at all visits. Our data
indicate that methylprednisolone pulse therapy is effective
for patients with leprosy reactions, especially patients with
severe neuritis, recalcitrant neuritis and patients without
control of cutaneous and neural manifestations of leprosy
reactions with oral steroids.

Thus, returning to the question raised in the title of the letter,!
and considering all the challenges related to the diagnosis and
management of leprosy and its reactions, our work emphasizes
the importance of not focusing only on the dermatological
(morphological) manifestations based on the “logical
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way,” as a simple disease of primary healthcare. Our paper
reinforces the importance of introducing new technologies to
improve the quality of care for leprosy patients. In addition,
it encourages health professionals and students to think about
the “rationale” of the pathophysiological diagnosis of leprosy
and its reactions, emphasizing the importance of thorough
follow-up of neurological manifestations (functional and
morphological). The care of patients with leprosy should be
provided according to the complexity of each case. Our group
advocates that patients with leprosy reactions, especially
those with neuritis, are patients at a higher risk of disability
and therefore, should receive care adequate to the complexity
of their pathology.
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