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Neurite silenciosa na hanseniase multibacilar avaliada
através da evolucao das incapacidades antes, durante e
apos a poliquimioterapia

Silent neuritis in multibacillary leprosy evaluated
through the development of disabilities before, during
and after multidrug therapy

Maria Inés Fernandes Pimentel* José Augusto da Costa Nery? Esther Borges®
Rosdngela Rolo* Euzenir Nunes Sarnc®

Resumo: FUNDAMENTOS - A neurite silenciosa ¢ definida como deterioracio da funcio nervosa na auséncia de dor neu-
ral, diferenciando-se da neurite franca, em que ocorre dor no nervo periférico, com ou sem prejuizo da fungio nervosa.
Sua detecgio precoce € importante para tentar impedir o estabelecimento de seqiielas decorrentes da hanseniase.
OsjeTvos - Conhecer a freqiiéncia das neurites silenciosas em portadores de formas multibacilares de hanseniase.
Mttopos - Cento e trés pacientes (18,4% BB, 47,6% BL e 34% LL) foram acompanhados durante o periodo médio de
04,6 meses a partir do momento do diagndstico, durante e ap6s a poliquimioterapia, por meio da avaliacio do grau de
incapacidade.

Resurapos - Foram analisados doentes que tiveram piora do grau de incapacidade no término de tratamento, ou ao fim
do seguimento, em relacio ao grau manifestado antes do tratamento ou no término do tratamento medicamentoso. Ao
todo, pelo menos cinco pacientes (4,9% do total) evoluiram com neurite silenciosa, durante ou ap6s a poliquimioterapia.
CoNcLUsio - Preconiza-se exame neuroldgico seqiiencial cuidadoso dos pacientes multibacilares, de modo a detectar e
tratar precocemente a neurite silenciosa.

Palavras-chave: Avaliacio da deficiéncia; hanseniase; neurite.

Summary: BACKGROUND - Silent neuritis is defined as deterioration of the neural function without neural pain, in con-
trast to overt neuritis, characterized by pain in the peripberal nerve that may accompany damage to neural function.
Its early detection is important to prevent the development of leprosy disabilities.

Osjectives - To evaluate the frequency of silent neuritis in multibacillary leprosy patients.

MErrODS - One hundred and three patients (18.4% BB, 47.6% BL and 34% LL) were followed-up for an average of 64.6
months from diagnosis, during and after multidrug therapy, in relation to physical impairments and according to a
disability grade.

REsutrs - Patients that presented a worsening of the disability grade by the end of treatment or at the end of follow-up
compared to the baseline grade or to the end of treatment, were studied. Altogether we detected five patients (4.9% of
the total) that developed silent neuritis, during or after multidrug therapy.

Concrusion - We recommend a careful regular neurological examination of multibacillary patients, with a view to
prompt detection and treatment of silent neuritis.
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INTRODUCAO

O acometimento neural esta presente na hanseniase
em qualquer de suas formas clinicas, desde as formas mais
iniciais de hanseniase indeterminada, com éreas cutaneas de
hipoanestesia térmica, até as formas polares bem definidas
da enfermidade, como as lesdes anestésicas bem delimi-
tadas da hanseniase tubercul6ide, passando pelas formas
dimorfas, até as anestesias "em luva' e "em bota", proprias
das formas avancadas de hanseniase virchowiana, com
multi pl os troncos nervosos acometidos. O comprometimen-
to neural é subjacente a todas as formas de hanseniase.*?

A patogenia do dano nervoso varia com a forma
clinica de hanseniase. Assim, na hanseniase tubercul6ide, a
lesdo nervosa esta ligada a hipersensibilidade de tipo retar-
dado contra os antigenos do Mycobacterium leprae pre-
sentes nos nervos, com formagéo de granulomas de células
epitelidides e, ocasionamente, necrose.* Nas formas bor-
derline de hanseniase, ha vérios graus de hipersensibilidade
aos antigenos micobacterianos, com maiores concentracdes
de bacilos nos nervos;** formam-se focos de granulomas
epitelidides ao lado de areas com células de Schwan relati-
vamente preservadas, embora com bacilos presentes.® Nas
formas virchowianas, ocorre grande quantidade de bacilos
em toda a estrutura do nervo, com destrui¢cdo nervosa lenta
e gradual, insidiosa*

Neurite significa, literdmente, "inflamag&o dosnervos'.
A neurite tem, entretanto, um sentido especifico, sgnificando a
presencade dor, esponténea ou a pa pacdo, num tronco Nervoso,
acompanhada ou ndo de comprometimento da funcéo; ou,
ainda, o comprometimento isolado da funcéo nervosa, detecta
do no exame seqiiencid do paciente, com auséncia de dor.*?
Pode haver neurite com pouca ou nenhumalesZo do nervo.

As neurites ocorrem principal mente durante os epist-
dios reacionais. Assim, nas reacfes de tipo | ou reactes
reversas, associadas com aumento da resposta imunolgica
contra antigenos do M. leprae, ocorre aumento do granulo-
ma e edema intraneural, com dor e espessamento no trgjeto
nervoso. A compressdo stibita pode levar ao comprometi-
mento funcional rapido,** ocasiondmente sem dor.* Nas
reacOes de tipo Il ou eritema nodoso hansénico (ENH), os
nervos periféricos podem estar dolorosos por periodos pro-
longados, sem grande comprometimento da func&o.®
Ocasionamente, lesdes de eritema nodoso sdo vistas nos
nervos, com infiltracdo neutrofilica e formag&o de microab-
scessos, podendo ocorrer extensa destruicdo neural

A neurite silenciosafoi identificadaapartir doinicio
da década de 1980, com os estudos de Duncan e Pearson,*
gue reconheceram a deterioracdo da funcdo nervosa sem
histéria de sinaig/sintomas objetivos de neurite franca.
Posteriormente, foi objeto de preocupacéo por parte de
diversos hansendlogos,*®” ja que sO pode ser detectada
mediante cuidadoso exame neurol gico seqiiencial .

Aqui serdo utilizados os conceitos de neurite franca,
para os casos de dor nos troncos nervosos periféricos,
acompanhada ou ndo de espessamento do nervo e/ou de
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INTRODUCTION

Neural involvement is present in all clinical forms of
leprosy, from the initial forms of indeterminate leprosy with
areas of cutaneous thermal anesthesia, to the well defined
polar forms of the illness, such as the clear-cut edges of the
insensitive lesions of tuberculoid leprosy, progressing from
the dimorphic forms to glove and boot anesthesia, particu-
lar to the advanced forms of virchowian (lepromatous) lep-
rosy, with involvement of multiple nerve trunks. Thus, neu-
ral involvement underlies all the forms of leprosy."’

The pathogenesis of nerve damage varies with the
clinical form of leprosy. Such that, in tuberculoid leprosy,
the nerve lesion is linked to retarded type hypersensitivity
against the antigens of Mycobacterium leprae present in
the nerves, with the formation of granulomas of epithe-
lioid cells and, occasionally, necrosis.”” In the borderline
forms of leprosy, there are several degrees of hypersensi-
tivity to the mycobacterial antigens, with greater concen-
trations of bacilli in the nerves,”’ forming focuses of
epithelioid granulomas alongside areas with relatively
preserved Schwann cells, although with bacilli present.’ In
the lepromatous forms, a great amount of bacilli occurs in
the entire nerve structure, with a slow and gradual insidi-
ous nerve destruction.’

Neuritis literally signifies "inflammation of the
nerves". However, neuritis has a specific sense, meaning the
presence of pain, whether spontaneous or on palpation of a
nerve trunk, which may be associated with impairment of
function; or even an isolated impairment of nerve function,
as detected in the sequential exam of a patient without
pain.”? Neuritis can present little or no nerve lesion.’

Neuritis occurs mainly during reactional
episodes. In both type I or reverse reactions, associated
with an increase in the immunological response against
M. leprae antigens, there occurs an increase in intra-
neural granuloma and edema, with pain and thickening
of the nerve course. The sudden compression can lead to
a rapid functional impairment,”* and occasionally with-
out pain." In type Il reactions or erythema nodosum lep-
rosum (ENL), the peripheral nerves can be painful for
prolonged periods, though without major impairment of
function.” Occasionally, ENL lesions are seen in the
nerves, with neutrophilic infiltration and formation of
microabscesses, extensive neural destruction can occur.’

Silent neuritis was identified in the beginning of the
1980s, with the studies by Duncan and Pearson,* who reco-
gnized the deterioration of nerve function without a history
of objective signs or symptoms of overt neuritis. Later, it
became a matter of concern among various leprologists,”*’
since it can only be detected by careful sequential neuro-
logical exam.

Here the concepts of overt neuritis will be used for
cases of pain in the peripheral nerve trunks, whether
accompanied or not by thickening of the nerve and/or
alterations in the nerve function, and of silent neuritis for
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ateracOes da funcdo nervosa, e de neurite silenciosa, para
0s casos de ateracdo dafuncdo nervosa sem aocorrénciade
dor no tronco nervoso correspondente.

O dano neura é bem reconhecido e temido no grupo
de pacientes paucibacilares (tuberculoid tuberculoid, TT; €
borderline tuberculoid, BT). Entretanto, verificou-se que
com relacdo ao grupo dos multibacilares existe menor pre-
ocupacdo dos profissionais em geral com a ocorréncia da
lesdo nervosa, excecdo feita aqueles portadores de formas
dimorfas (borderline borderline, BB), reconhecidamente
susceptiveis ao maior dano nervoso pela predisposicéo con-
hecida a reacfes reversas. Os portadores de formas multi-
bacilares de hanseniase (borderline borderline, BB; border-
line lepromatous, BL; lepromatous lepromatous, LL) pare-
cem apresentar apreciavelmente mais reactes e neurite do
gue os casos paucibacilares.®® Estudos epidemiol dgicos das
incapacidades em hanseniase mostram risco maior para os
pacientes multibacilares e aqueles com neurite. "

O objetivo do presente estudo foi o de acompanhar
uma coorte de pacientes multibacilares visando conhecer a
ocorréncia de dano neurol 6gico sem dor (neurite silenciosa).

MATERIAL E METODOS

Cento e trés pacientes portadores de formas multi-
bacilares de hanseniase (19 BB - 18,4%; 49 BL - 47,6%; e
35 LL - 34%),” sequencialmente admitidos para poliqui-
mioterapia (PQT - MB 24 doses) no Ambulatério Souza
Araljo da Fundagdo Oswaldo Cruz, Rio de Janeiro, entre
janeiro de 1990 e dezembro de 1992, foram acompanhados
durante e apos o tratamento medicamentoso por periodo
médio de 64,6 meses a partir do diagnostico, que variou
entre 28 e 90 meses. Todos assinaram consentimento para
participar de pesquisas nareferida instituicéo.

Foram excluidos do estudo os individuos submeti-
dos previamente a quaisguer tipos de tratamento medica
mentoso para hanseniase; os que abandonaram o tratamen-
to antes de sua conclusdo; e aqueles com formas exclusiva
mente neurais, sem comprometimento cutaneo.

Entrejaneiro de 1990 e dezembro de 1992 foram aceitos
paratratamento, no referido ambul atério, 168 portadoresdefor-
mas multibacilares de hanseniase, tendo sido excluidos do estu-
do, pelos motivos mencionados acima, 65 doentes.

Avaliacao das incapacidades fisicas

A avdiagdo das incapacidades fisicas foi reaizada
por fisioterapeutas ou terapeutas ocupacionais experientes
em hanseniase, ao inicio do tratamento; mensalmente,
durante a poliquimioterapia, e anualmente, apds sua con-
clusdo (ou a intervalos menores quando da vigéncia de
episodios reacionais ou quando julgado necessario pela
equipe de salde).

A avaliacdo de incapacidades foi feita pelo calculo
do grau de incapacidade, utilizando-se o formulario
recomendado pela Coordenacdo Nacional de Dermatologia
Sanitéria (CNDS) para essa findidade. Foram avaliados

An bras Dermatol, Rio de Janeiro, 79(2):169-179, mar./abr. 2004.

171

cases of changes in nerve function without pain in the cor-
responding nerve trunk.

Neural damage is well recognized and feared among
paucibacillary patients (tuberculoid tuberculoid, TT; and
borderline tuberculoid, BT). However, it has been verified
that in relation to the multibacillary group, there is less con-
cern in general among health workers regarding the occur-
rence of nerve lesion, with the exception of patients with
dimorphic forms (borderline borderline, BB), that are sus-
ceptible to greater nerve damage due to their known predis-
position to reverse reactions. Those with multibacillary
forms of leprosy (borderline borderline, BB; borderline lep-
romatous, BL; lepromatous lepromatous, LL) appear to pres-
ent appreciably more reactions and neuritis than the pau-
cibacillary cases.” Epidemiological studies on leprosy dis-
ability have demonstrated a higher risk for multibacillary
patients and those with neuritis.""

The objective of the present study was to accompa-
ny a cohort of multibacillary patients in order to determine
the occurrence of neurological damage without pain (silent
neuritis).

MATERIAL AND METHODS

One hundred and three patients with multibacillary
leprosy forms (19 BB - 18.4%, 49 BL - 47.6%, and 35 LL -
34%) 12 admitted consecutively for multidrug therapy
(MDT - MB 24 doses) at the Souza Araujo Ambulatory,
Fundag¢do Oswaldo Cruz, Rio de Janeiro, between January
1990 and December 1992, were followed-up during and
after drug therapy for a mean period of 64.6 months (range
28 - 90 months) starting from the diagnosis. All of them
signed an informed consent to participate in research at the
above mentioned institution.

Individuals were excluded from the study that had
previously been submitted to any type of drug treatment for
leprosy, that abandoned the treatment before its conclu-
sion; and those with exclusively neural forms without cuta-
neous involvement.

Between January 1990 and December 1992, 168
patients with multibacillary forms of leprosy were accepted
for treatment at the clinic, of these 65 patients were exclu-
ded from the study for the above mentioned reasons.

Evaluation of the physical disabilities

The evaluation of the physical disabilities was done
by physiotherapists or occupational therapists experienced
in leprosy, at the beginning of the treatment, monthly, du-
ring the multidrug therapy, and annually after its conclu-
sion (or at smaller intervals in the light of reactional
episodes or when considered necessary by the health team).

The evaluation of disabilities was made by calcula-
ting the degree of disability, using the form recommended
by the CNDS (Coordenac8o Naciona de Dermatologia
Sanitéria/ National Coordination of Sanitary Dermatology)
for this finality." The following were evaluated: hands, feet
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maos, pés e olhos, segundo acometimento sensitivo (teste
dos monofilamentos de Semmes-Weinstein) ou motor
(VMT, teste dos musculos voluntérios).* A avaliagdo de
sensibilidade ocular foi feita pela técnica do fio dental.* O
grau de incapacidade para um dado paciente é considerado
0 grau maximo encontrado no preenchimento do respectivo
formulario, variando desde o grau zero (nenhuma incapaci-
dade relacionada a hanseniase), até graus um, dois ou trés.
O grau de incapacidade foi calculado para cada paciente por
ocasi 8o do diagndstico (grau de incapacidade antes do trata
mento, GIAT), no término da poliquimioterapia (grau de
incapacidade ao término do tratamento, GITT), e ao fim do
periodo de seguimento (grau de incapacidade final, GIF).

Estados reacionais corresponderam a episadios agu-
dos dentro do curso crénico da hanseniase, sendo basica
mente classificados como tipo um (reag8o reversa, RR) e
tipo dois (eritema nodoso hansénico, ENH; eritema polimor-
fo, EP), acompanhados ou ndo de neurites.

Os episodios de neurite franca foram cuidadosa-
mente anotados, sendo considerada como tal a presenca de
dor no tronco nervoso periférico, acompanhada ou ndo de
espessamento neural.

RESULTADOS

Ospacientes quetiveram piorado grau deincapacidade
a0 término do tratamento (GITT) ou do grau de incapacidade
final (GIF), em relacdo a0 grau de incapacidade antes do trata-
mento (GIAT) totdizaram 12 individuos (11,7% do total).
Entre des, 11 (91,7%) tiveram reacOes durante e/ou apds o
tratamento, e apenas um ndo apresentou episodios reacionais;
10 (83,3%) tiveram episodios de neurite franca, durante ou
apbs apoliquimioterapia. Observar no Quadro 1 aevolucdo do
grau de incapacidade desses pacientes e 0s episodios rea
cionais por ees gpresentados. Dois deles (pacientes 3e 11) ndo
apresentaram episddios de neurite franca no periodo de segui-
mento, embora um apresentasse reacdo tipo dois durante o
tratamento. Esses dois doentes que tiveram deterioracdo de
suas capacidades fisicas apesar da auséncia de neurite detec-
tavel clinicamente (dor neural) gpresentaram neurite silen-
ciosa

Observando as incapacidades fisicas presentes no
inicio do tratamento, no término de tratamento e ao fim do
periodo de seguimento, destacam-se 0s pacientes que tive-
ram grau de incapacidade antes do tratamento de zero ou
um e gque evoluiram com grau de incapacidade no término
de tratamento igual adois. S0 eles:

Paciente n° 2: teve quatro episodios de neurite franca
durante o tratamento (nas quinta, décima sexta, vigésima e
vigésma segunda doses da poliquimioterapia). Desde o
primeiro episadio de neurite (quinta dose), do nervo fibular
esquerdo, apresentou pé caido a esquerda, acusando compro-
metimento funcional pela neurite franca. Na ocasiéo,
atribuiu-se a responsabilidade pela perda da fungéo nervosa
ao retardo no diagndstico daneuritefibular eademoranoini-
cio dacorticoterapia. No quarto episadio de neurite franca, na
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and eyes, according to impairment of sensitivity (Semmes-
Weinstein monofilament tests) or motor disability (VMT,
voluntary muscle test)." The evaluation of ocular sensitivi-
ty was done using the dental floss technique.” The degree of
disability for a given patient was considered to be the maxi-
mum grade found in the completion of the respective form,
varying from zero (no disability related to the leprosy), to
grades one, two or three. The disability grade was calcu-
lated for each patient at the time of diagnosis (disability
grade before treatment, DGBT), at the end of the multidrug
therapy (disability grade at the end of treatment, DGET),
and at the end of the follow-up period (final disability
grade, FDG).

Reactional states corresponded to acute episodes
during the chronic course of leprosy, and were basically
classified as type one (reverse reaction, RR) or type two
(erythema nodosum leprosum, ENL; polymorphic erythema,
PE), whether or not accompanied by neuritis.

All episodes of overt neuritis were carefully recor-
ded, and considered to be the presence of pain in the
peripheral nerve trunk, whether or not accompanied by
neural thickening.

RESULTS

The patients that presented a worse disability grade
at the end of the treatment (DGET) or final disability grade
(FDG), in relation to the disability grade before treatment
(DGBT) totaled 12 individuals (11.7% of the total). Of these,
11 (91.7%) had reactions during and/or after the treatment,
and only one did not present any reactional episodes; 10
(83.3%) had episodes of overt neuritis, during or after the
multidrug therapy. Chart 1 summarizes the disability grade
of these patients and their reactional episodes during the
course of the study. Two (patients 3 and 11) did not present
episodes of overt neuritis in the follow-up period, although
one presented a type two reaction during the treatment.
These two patients that suffered a deterioration in their
physical disabilities despite the absence of clinically
detectable neuritis (neural pain) presented silent neuritis.

When observing the physical disabilities present at
the beginning of the treatment, during the treatment and at
the end of the follow-up period, two patients stood out that
were classified as disability grade zero or one before treat-
ment and that coursed to disability grade two by the end of
the treatment. These cases are described below:

Patient 2: The patient, presented four episodes of
overt neuritis during the treatment (on days 5, 16, 20 and
22 of the multidrug therapy). From the first episode of
neuritis (dose 5) in the left fibular nerve, claw-foot to the
left, indicating functional impairment due to overt neuri-
tis. On this occasion, responsibility for the loss of nerve
function was attributed to the late diagnosis of fibular
neuritis and to delayed initiation of corticotherapy. In the
fourth episode of overt neuritis, at dose 22, (right and left
fibular nerves), the patient presented bilateral claw-foot,
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Quadro 1: Pacientes que tiveram piora do grau de incapacidade ao término da poliquimioterapia (GITT)
ou ao término do seguimento (GIF), em relacio ao grau de incapacidade antes do tratamento (GIAT)
Chart 1: Patients that presented a worsening in their disability grade at the end of the multidrug treatment
(DGET) or at the end of the follow-up (FDG), in relation to their disability grade before treatment (DGBT)

PAC./ PAT  GIAT/DGBT GITT/DGET GIF/FDG
1 1 1 2
2 0 2 0
3 0 1 2
4 0 2 2
5 1 2 2
6 0 1 0
7 0 1 2
8 0 1 0
9 0 1 1
10 0 0 1
1 0 2 2
12 2 2 3

REACAO/TRATAMENTO

Neurite franca + reagdo tipo 2
Overt neuritis + type 2 reaction

Neurite franca + reagdo tipo 2
Overt neuritis + type 2 reaction

Neurite franca + reagdo tipo 1
Overt neuritis + type 1 reaction

Neurite franca + reagdo tipo 2
Overt neuritis + type 2 reaction

Neurite franca + reagdo tipo 2
Overt neuritis + type 2 reaction

Neurite franca + reagdo tipo 2
Overt neuritis + type 2 reaction

Neurite franca + reagdo tipo 1
Overt neuritis + type 1 reaction

Neurite franca + reagdo tipo 1
Overt neuritis + type 1 reaction

Neurite franca + reagdo tipo 2
Overt neuritis + type 2 reaction

Reacio tipo 2
Type 2 reaction

Neurite franca + reagdo tipo 2
Overt neuritis + type 2 reaction

REACAO/POS-TRATAMENTO

Neurite franca + reagdo tipo 2
Overt neuritis + type 2 reaction

Neurite franca + reagdo tipo 2
Overt neuritis + type 2 reaction

Neurite franca + reagdo tipo 2
Overt neuritis + type 2 reaction

Neurite franca + reagdo tipo 2
Overt neuritis + type 2 reaction

Neurite franca + reagdo tipo 2
Overt neuritis + type 2 reaction

Neurite franca + reagdo tipo 1
Overt neuritis + type 1 reaction

Neurite franca
Overt neuritis

Neurite franca + reagdo tipo 2
Overt neuritis + type 2 reaction

Reacso tipo 2
Type 2 reaction

Em negrito, os pacientes que apresentaram deterioracao de suas incapacidades sem episddios de neurite franca. / Data in bold type
indicates those patients that presented a deterioration in their disabilities without episodes of overt neuritis.

vigésima segunda dose (nervos fibulares direito e esquerdo),
mostrou pé caido bilateralmente, que persistiu na avaliacao
de incapacidades ao término de tratamento (GITT=2). Outros
quatro episodios de neurite franca foram detectados no perio-
do pos-tratamento, nos décimo, décimo quarto, trigésmo e
trigésimo sétimo meses apos a poliquimicterapia, tendo em
trés dessas ocasiOes desenvolvido neurite franca de um ou
ambos os nervos fibulares. Porém, ja no décimo quarto més
pos-tratamento, havia recuperado a fungéo dos nervos fibu-
lares, ndo tendo sido mais detectado pé caido em nenhum dos
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that persisted throughout the evaluation of disabilities to
the end of treatment (DGET = 2). A further four episodes
of overt neuritis were detected in the post-treatment peri-
od, in months 10, 14, 30 and 37 after multidrug therapy.
On three of these occasions, the patient developed overt
neuritis of one or both fibular nerves. However, by post-
treatment month 14, there was a recovery in the function
of the fibular nerves, and claw-foot was not detected in
any of the subsequent exams up until the last evaluation in
post-treatment month 48.
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exames subseqlientes até o quadragésimo oitavo més pos-
tratamento, sua Ultima avaliagéo.

Paciente n° 4: teve cinco episodios de neurite fran-
ca durante a poliquimicterapia, nas décima primeira, déci-
ma quarta, vigésima, vigésima segunda e vigésima quarta
doses. Desde a décima quarta dose, com neurite franca
ulnar direita, teve garra ulnar mével direita (grau de inca
pacidade igual adois). Navigésima dose, detectou-se ainda
pé caido adireita, sem ocorréncia de dor (neurite silenciosa
do nervo fibular direito). Em todas as ocasifes, foi tratado
com corticoterapia intensiva. Houve remissdo da garra
ulnar mével adireita, porém persistiu o pé caido adireitano
exame do término de tratamento (GITT = 2) e no nono més
pos-tratamento (GIF = 2), quando abandonou o seguimento.

Paciente n° 5; teve 17 episodios de neurite franca,
geralmente acompanhando reac&o tipo dois (eritema nodoso
hansénico), sendo sete durante o tratamento e 10 no periodo
até o trigésimo sétimo més pods-tratamento, tendo persistido
durante quase todo o acompanhamento sob corticoterapia.
No quinto episodio de neurite franca (neurite ulnar direita e
esquerda, neurite fibular direita e esquerda), apresentou
garra ulnar move a esquerda, pé caido a esguerda e inca
pacidade de extensdo das maos direita e esquerda (neurite
silenciosa de nervos radiais direito e esquerdo), sendo estas
trés Ultimas incapacidades persistentes no exame de término
detratamento (GITT = 2). Houve recuperacéo da capacidade
de extensdo das maos logo a seguir (primeiro més pos-trata-
mento), porém persistiu 0 pé caido a esquerda, e repetidos
episddios de neurite franca ulnar direita e esquerda resul-
taram em garra ulnar moével bilateral (grau de incapacidade
= 2), que mostrou certa melhora posteriormente. Na Ultima
avaliaco de incapacidades, apresentava amiotrofia ulnome-
diana bilateral (grau de incapacidade final = 2), sem garra.

Patient 4: Five episodes of overt neuritis were pre-
sented during the multidrug therapy, at doses 11, 14, 20, 22
and 24. From the fourteenth dose on, the patient presented
right ulnar overt neuritis, with right ulnar mobile claw-
hand (disability grade = 2). At the twentieth dose, right
claw foot was still detectable and without pain (silent neu-
ritis of the right fibular nerve). On each occasion, intensive
corticotherapy was initiated. There was remission of the
right ulnar mobile claw-hand, however the right claw foot
persisted until the exam at the end of treatment (DGET = 2)
and post-treatment month 9 (Dg-f = 2), when the patient
abandoned the follow up.

Patient 5: this patient had 17 episodes of overt
neuritis, usually accompanying a type two reaction
(ENL), of which seven occurred during the treatment
and 10 in the period up to post-treatment month 7,
thereby having persisted during almost the entire fol-
low-up under corticotherapy. In the fifth episode of
overt neuritis (right and left ulnar neuritis, right and
left fibular neuritis), the patient presented ulnar mobile
claw-hand to the left, claw-foot to the left and incapac-
ity to extend the right and left hands (silent neuritis of
right and left radial nerves), the latter three disabilities
persisted until the exam at the end of treatment (DGET
= 2). There was a recovery in the hand extension
capacity soon afterwards (post-treatment month one),
however the claw-foot to the left persisted, and there
were repeated episodes of right and left ulnar overt
neuritis that resulted in bilateral ulnar mobile claw-
hand (disability grade = 2), although a certain
improvement was observed later. The final disability
evaluation showed bilateral ulnar-median amyotrophy
(FDG = 2), without a claw.

Quadro 2: Evolug¢iao durante o tratamento (PQT - MB 24 doses) dos pacientes que tiveram grau zero ou um de
incapacidade antes do tratamento e que evoluiram com grau de incapacidade igual a dois no término de tratamen-
to / Chart 2: Course during treatment (multidrug therapy - MB 24 doses) of the patients that presented disability

grade zero or one before treatment and that worsened to disability grade two by the end of the treatment

PACIENTE NEURITE FRANCA
PATIENT OVERT NEURITIS
2 4 episodios (5% 167 207 22* doses)
4 episodes (Dose 5, 16, 20 and 22)
4 5 episodios (112, 14% 207, 222, 24* doses)
5 episodes (Dose 11, 14, 20, 22 and 24)
5 7 episodios (42, 14% 167, 20°, 228, 237, 24° doses)
7 episodes (Dose 4, 14, 16, 20, 22, 23 and 24)
11 -

NEURITE SILENCIOSA / NERVOS AFETADOS
SILENT NEURITIS / NERVE INVOLVEMENT

20° dose / nervo fibular direito
Dose 20 / right fibular nerve

222 dose / nervos radiais direito e esquerdo
Dose 22 / left and right radial nerves

242 dose/nervos supra-orbiculares direito/esquerdo
Dose 24 / left and right supraorbital nerves
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Quadro 3: Reagoes pds-PQT nos pacientes multibacilares que tiveram piora do grau de incapacidade final
(GIF), em relagiao ao grau de incapacidade no término da poliquimioterapia (Gitt) / Chart 3: Reactions after
multidrug therapy in multibacillary patients that presented a worse disability grade at the end of the follow
up (DGfuw), in relation to their disability grade at the end of the multidrug treatment (DGet).

PACIENTE GIAT GITT
PATIENT DGBT DGET
13 1 0
14 1 0
15 1 0

FDG

GIF REACAO POSTRATAMENTO
POST-TREATMENT REACTION

1 Neurite franca + reagdo tipo 1
Overt neuritis + type 1 reaction

1 Neurite franca + reagdo tipo 1
Overt neuritis + type 1 reaction

1 Reacio tipo 1

Type 1 reaction

GIAT = grau de incapacidade antes do tratamento / DGBT = disability grade before treatment.
Em negrito, o paciente que teve deterioracio de suas incapacidades sem episddios de neurite franca / Data in bold type indicates
patient that presented a deterioration in disability without episodes of overt neuritis.

Paciente n° 11: evoluiu sem deteccdo de episodios de
neurite franca, tendo todavia desenvolvido lagoftalmo bilat-
eral por ocasido do término de tratamento - neurite silenciosa
de nervos supra-orbiculares direito e esquerdo (grau deinca
pacidade ao término de tratamento, GITT = 2). Abandonou
seguimento depois do primeiro més pos-tratamento.

Esses dados podem ser verificados no Quadro 2.

Conforme observado pela andlise desses quatro
doentes, foram detectados mais dois individuos (pacientes 4
e 5) com neurite silenciosa durante a poliquimioterapia.

Analisaram-se, em seguida, agueles casos que apre-
sentaram piora do grau de incapacidade final (GIF) em
relagdo ao grau de incapacidade ao término de tratamento
(GITT), que totalizaram trés pessoas. Duas delas tiveram
episadios de neurite franca ap6s o tratamento, e uma sofreu
reacdo tipo um no mesmo periodo, mas com neurite silen-
ciosa, conforme se observa no Quadro 3.

Freqiiéncia de neurite silenciosa

Numa coorte de 103 pacientes multibacilares obser-
vados continuamente num periodo médio de 64,6 meses, pelo
menos cinco (4,9%) experimentaram deterioracdo de suas
capacidades fisicas (medida pela piora do grau de incapaci-
dade), sem apresentar neurite franca, ou sgja, tiveram neurite
silenciosa. Os nervos afetados por neurite silenciosa, asinca-
pacidades por €la geradas e as presentes ao término do acom-
panhamento desses doentes estdo relacionados no Quadro 4.

DISCUSSAO

A neurite franca (acometimento nervoso agudo e
doloroso) semprefoi reconhecida pel os hansendlogos como
perigosa e capaz de comprometer afuncéo nervosa (sensiti-
va e/ou motora). Entretanto, em 1976, Naafs et al. ja
recomendavam a corticoterapia para os pacientes em reacdo
reversa, com ou sem dor neural.”* A neurite silenciosa so foi
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Patient 11: the patient coursed without detection of
episodes of overt neuritis, but developed bilateral lagoph-
thalmos at the end of the treatment - silent neuritis of right
and left supraorbital nerves (disability grade at the end of
treatment, DGET = 2). The patient abandoned follow-up
after post-treatment month one.

These data can be verified in Table 2.

As observed by the analysis of these four patients, a
further two individuals were detected (patients 4 and 5)
with silent neuritis during the multidrug therapy.

Cases were then analyzed that presented worsening
of the final disability grade (FDG) in relation to the dis-
ability grade at the end of treatment (DGET), these totaled
three people. Two of which presented episodes of overt
neuritis after treatment, and one suffered a type one reac-
tion in the same period, but with silent neuritis, as shown
in Table 3.

Frequency of silent neuritis

In a cohort of 103 multibacillary patients observed
continually for a mean period of 64.6 months, at least five
(4.9%) experienced a deterioration in their physical capac-
ities (measured by a worsening in the disability grade),
without presenting overt neuritis, or in other words, they
had silent neuritis. The nerves affected by silent neuritis, the
resulting disabilities and those present at the end of the fol-
low-up of these patients are given in Table 4.

DISCUSSION

Overt neuritis (acute and painful nerve involve-
ment) has always been recognized by leprologists as dan-
gerous and capable of impairing nerve function (sensitivi-
ty and/or motor). However, in 1976, Naafs €t a. were
already recommending corticotherapy for patients with
reverse reaction, whether or not there was neural pain.”
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Quadro 4: Nervos afetados por neurite silenciosa durante e/ou apés PQT e incapacidades observadas
relacionadas a neurite silenciosa nos pacientes multibacilares estudados. / Chart 4: Nerve involvement by
silent neuritis during and/or after multidrug therapy and disabilities related to silent neuritis in the
multibacillary patients studied.

PACIENTE
PATIENT

GIF
FDG

Fibular D

Fibular R

Radial D/E

Radial R/L

1 2 Supra-orbicular D/E

Supraorbital R/L

15 1 Fibular/tibial posterior/sura D;

tibial posterior E

posterior tibial L

NERVOS COM NEURITE SILENCIOSA
NERVES WITH SILENT NEURITIS

Fibular/tibial posterior/sural D/E

Fibular/ posterior tibial /sural R/L

Fibular/ posterior tibial /sural R;

INCAPACIDADES OBSERVADAS
DISABILITIES OBSERVED

Anestesia "em bota' D/E, garra 2° ao 5° pododacti
los D/E

Incapacidades presentes ao fim do seguimento (67
meses pés-diagnostico).

Boot anesthesia R/L, claw toes 2 to 5 R/L disabili
ties present at end of follow-up (67 months post-
diagnosis).

Pé tombado D

Incapacidade presente ao fim do seguimento (34
meses pés-diagnostico).

Foot hanging to R

Disability present at end of follow-up (34 months
post-diagnosis).

Mao tombada D/E, recuperagéo funcional posterior
mente no 1° més pds-tratamento. GIF=2 por
amiotrofia ulno-mediana D/E por neurite franca.
(Seguimento de 73 meses p6s-diagnostico).

Hand hanging to R/L, functional recovery in post-
treatment month 1. FDG = 2 due to amyotrophy
ulnar-median D/E with overt neuritis. (follow-up
month 73 post-diagnosis)

Lagoftalmo com fenda, D/E Abandonou seguimento
no 1° més pés-tratamento.

Lagophthalmos with fissure, R/L Abandoned follow
up in post-treatment month one

Anestesia "em bota'D, anestesia tibial posterior E
(Seguimento de 53 meses p6s-diagnostico).

Boot anesthesia D, posterior tibial anesthesia E.
(Follow-up month 53 post-diagnosis).

GIF = grau de incapacidade final / FDG = disability grade at end of follow up, final disability grade.

D= direito /R = Rigth
E = Esquerdo / L = Left

identificada como tal a partir dos estudos de Duncan &
Pearson,* que observaram a ocorréncia de deterioragdo da
fungdo nervosa sem sinais ou sintomas objetivos de neurite
franca. Seguiram-se os estudos de Srinivasan et al., pre-
conizando corticoterapia para os casos de neurite silenciosa,
com bons resultados, e de Hamilton.® que advogou a neces-
sidade de acompanhamento sequiencia e repetitivo da sen-
sibilidade e funcdo motora dos pacientes hansenianos, de
modo a detectar e tratar precocemente a neurite sem dor,
prevenindo o desenvolvimento de incapacidades.
Posteriormente, van Brakel & Khawas' sugerem a
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Silent neuritis was only identified after the studies by
Duncan & Pearson,” that observed the occurrence of a
deterioration in nerve function without objective signs or
symptoms of overt neuritis. These were followed by the
studies of Srinivasan et a.,” that demonstrated good results
using corticotherapy for cases of silent neuritis, and of
Hamilton.® that stressed the need for a sequential and
repeated follow-up of sensitivity and motor function of lep-
rosy patients, in order to precociously detect and treat neu-
ritis without pain and thereby preventing the development
of disabilities. Later, van Brakel & Khawas’ suggested the
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expressdo "neuropatia silenciosa’, discutindo suas difer-
entes possibilidades patogénicas; lesdo das células de
Schwann, fibrose do nervo, reacdo imunoldgica mediada
por células e eritema nodoso hansénico intraneural.’”

Quando observados os 12 pacientes que tiveram
piora do grau de incapacidade ao término de tratamento ou
apos o periodo total de seguimento, em relacdo ao exame
inicial, verificou-se que 11 (91,7%) tiveram episodios rea
cionais, tendo 10 (83,3%) demonstrado neurite franca.
Entre eles, dois pacientes (nimeros 3 e 11 no Quadro 1)
mostraram piora de seu grau de incapacidade (ambos ini-
ciaram com GIAT = 0 e ao final do acompanhamento apre-
sentaram GIF = 2), sem que tivesse ocorrido a deteccéo de
neurite franca. Esses dois individuos tiveram neurite sub-
clinica, isto &, neurite silenciosa (o de nimero 3 nos nervos
fibular, sural e tibia posteriores direito e esquerdo; o de
nimero 11 nos nervos supra-orbiculares direito e esquer-
do). A andlise dagueles que tiveram o grau de incapacidade
a0 término de tratamento piorado até GITT = 2 demonstrou,
ainda, outros dois doentes com neurite silenciosa: pacientes
ndmero 4, no nervo fibular direito, e nimero 5, nos nervos
radiais direito e esquerdo. Mais um paciente apresentou
piora do grau de incapacidade entre o término de tratamen-
to e o fina do periodo tota de acompanhamento sem
deteccéo de neurite franca - paciente nimero 15 no Quadro
3, que teve neurite silenciosa nos nervos tibia posterior,
fibular e sural direitos etibial posterior esquerdo. Na coorte
estudada, pelo menos cinco doentes (4,9%) tiveram, por-
tanto, neurite silenciosa durante o acompanhamento. (E
possivel, entretanto, que alguém mais tenha tido neurite
silenciosa com recuperagdo mais ou menos rapida das inca
pacidades provocadas - por exemplo, sob corticoterapia
para tratamento de episddios reacionais - sem que essas
incapacidades momentaneas fossem detectadas nos exam-
es de avaiacdo do grau de incapacidade, dependendo de
sua periodicidade).

Vale a pena, ainda, ressatar 0 caso do paciente
ndmero 11, que desenvolveu lagoftalmo bilateral, com neu-
rite silenciosa dos nervos supra-orbiculares, o que configu-
ra uma situacdo grave, podendo, entretanto, passar des
percebida num exame rotineiro desatento.

A neurite silenciosa recebeu diversas definicdes.
"deficiéncia dafuncdo nervosa e/ou motora sem dor ou sen-
sibilidade do nervo",* "presenca de perda sensitiva ou moto-
ra ndo acompanhada de dor nervosa, da qual o paciente
geralmente ndo se da conta e, portanto, ndo se queixa',’®
"assintomatica'! ou, ainda, "deficiéncia sensitiva ou motora
sem sinais cuténeos de reacdo reversa ou eritema nodoso
hansénico, sem sensibilidade nervosa evidente e sem
gueixas espontaneas de dor nervosa (queimacdo ou pon-
tadas), parestesiaou pardisia’.” Sua freqliéncia pode variar,
portanto, com a definic¢éo empregada, tendo sido de 7% dos
pacientes recentemente diagnosticados como portadores de
hanseniase no estudo de van Brakel e Khawas.” Existe,
entretanto, grande énfase entre os autores em afirmar a
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term "silent neuropathy", and discussed various pathogen-
ic possibilities: lesion of the Schwann cells, nerve fibrosis,
immunological reaction mediated by intraneural cells and
intraneural ENL.

When the 12 patients were observed that pre-
sented a worse disability grade at the end of treat-
ment or after the total period of follow up, in rela-
tion to the initial exam, it was observed that 11
(91.7%) had reactional episodes, and 10 (83.3%)
demonstrated overt neuritis. Among these, (wo
patients (3 and 11 in Table 1) presented worsening of
their disability grade (both began with DGBT = 0
and at the end of the follow up presented FDG = 2),
without detection of overt neuritis. Both these indi-
viduals had subclinical neuritis, or that is, silent
neuritis (Patient 3 in the right and left fibular, sural
and posterior tibial nerves; and Patient 11 in the
right and left supraorbital nerves). Analysis of those
that presented a worse disability grade at the end of
treatment (DGET = 2) demonstrated a further two
patients with silent neuritis: patient 4, in the right
fibular nerve, and patient 5, in the right and left
radial nerves. One more patient presented worsening
of the disability grade between the end of treatment
and the end of the total follow-up period without
detection of overt neuritis - patient 15 (Table 3) who
had silent neuritis in the right posterior tibial, fibu-
lar and sural nerves and left posterior tibial nerve.
Thus, in the cohort studied, at least five patients
(4.9%) presented silent neuritis during the follow-
up. (It is possible, however, that other patients had
silent neuritis with a more or less rapid recovery
from the resulting disabilities - for instance, during
corticotherapy for treatment of reactional episodes -
without these momentary disabilities being detected
in the examinations to evaluate the disability grade,
depending on the frequency observed).

It should also be emphasized that patient 11 develo-
ped bilateral lagophthalmos, with silent neuritis of the
supraorbital nerves, this constitutes a serious situation, but
nevertheless may be overlooked during an inattentive rou-
tine exam.

Silent neuritis has received several definitions: "defi-
ciency of the nerve and/or motor function without pain or
sensitivity of the nerve";* "presence of a sensitivity or motor
loss not accompanied by nerve pain, and which generally
passes unnoticed by the patient and therefore is not a matter
of complaint,® "asymptomatic";' and "sensitivity or motor
deficiency without cutaneous signs of reverse reaction or
ENL, without evident nerve sensitivity and without sponta-
neous complaints of nerve pain (ardor or sharp pains),
paresthesia or paralysis". Its frequency can vary, therefore,
with the definition used, in the study by van Brakel and
Khawas,” it reached 7% of the patients recently diagnosed
with leprosy. There is, however, a great emphasis among the
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importancia de exames periodicos para deteccdo de neurite
silenciosa e emprego de corticoterapiaintensiva, que resulta
em melhora da fungdo nervosa*¢* |nfelizmente, no Brasil,
n&o sdo tratados rotineiramente com corticdide os casos em
gue sdo detectadas incapacidades no exame seqiiencia dos
portadores de hanseniase, sem a ocorréncia de neurite fran-
ca. Pode-se ter apenas uma pdlida nogdo de quantos doentes
evoluem com seqlielas neurol égicas devido a essa omissao
de tratamento, muitas das quais poderiam ser evitadas pelo
tratamento corticoterdpico precoce e fisioterapia adequados.

Mais grave ainda é a deficiéncia do acompanhamento
das incgpacidades, a ser feto rotindramente nos compareci-
mentos mensais dos pacientes para a poliquimioterapia.
Médicos e outros profissionais de salide devem estar atentos ao
acometimento dos nervos periféricos em cada consulta, € o
treinamento no exame neurolégico bem feito, de redizacéo
smples, deve ser enfatizado para todos os que acompanharem
portadores de hanseniase. 1s0 se torna ainda mais importante,
como questo aser levantada, num momento em que se discute
a possibilidade de redizacéo de poliquimioterapia auto-admin-
istrada, PQT acompanhada (PQT-A), em que 0s pacientes rece-
beriam a medicacgo para todo o tratamento poliquimioterapico
e SO compareceriam, a seu término, para receber dta.

CONCLUSAO

Nunca é demais sublinhar a importancia de um acom-
panhamento rotineiro e seqiiencia cuidadoso dos pacientes
multibacilares, durante e ap6s o tratamento medicamentoso,
pois aproximadamente metade deles desenvolverd neurites,
francas ou silenciosas, durante e/ou apds a poliquimicterapia.”’
As neurites silenciosas sO podem ser detectadas pelo exame
sequencial deroting, naavaliacdo cuidadosa dasincapaci dades
fisicas, 0 que permitiria 0 emprego de medidas terapéuticas,
como a corticoterapia e 0 acompanhamento fisioterdpico ade-
quados, para tentar reverter o quadro neuritico e minimizar as
seqiielas neuroldgicas, diminuindo o estabelecimento de inca
pacidades fisicas provenientes da hanseniase. a
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authors in affirming the importance of periodic exams to
detect silent neuritis and initiate intensive corticotherapy, as
this results in an improvement of the nerve function."”*'
Unfortunately, in Brazil, there is no routine treatment with
corticoids when disabilities are detected in the sequential
exam of leprosy patients, without the occurrence of overt neu-
ritis. It is hard to give a clear notion of how many patients
develop neurological sequels due to this omission in their
treatment, many of which could be avoided by precocious
corticotherapy and appropriate physiotherapy.

More serious still is the deficiency in the accompani-
ment of disabilities which should be routine during the
patients’ monthly attendance for multidrug therapy. Doctors
and other health workers should be attentive to the involve-
ment of peripheral nerves at each consultation, and proper
training to be able to perform a simple but effective neurolog-
ical exam should be underscored for all those involved in the
neurological follow-up of leprosy patients. This becomes even
more important, in view of the current discussion regarding
the possibility of self-administered multidrug therapy, accom-
panied MDT (A-MDT), in that the patients would receive suffi-
cient medication for their entire multidrug therapy and only
be seen at the end of the treatment, to be discharged.

CONCLUSION

One can never under emphasize the importance of a
careful routine and sequential attendance of multibacillary
patients, during and after the drug therapy, since approxi-
mately half will develop neuritis, whether overt or silent,
during and/or after multidrug therapy." Silent neuritis can
only be detected by routine sequential exam and attentive
evaluation of the physical disabilities. This would enable
the use of therapeutic measures, such as corticotherapy
and appropriate physiotherapeutic attendance, to try to
revert the neural picture and to minimize neurological
sequels, thereby reducing the onset of physical disabilities
caused by leprosy. a
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