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Resumo: FUNDAMENTOS — A leishmaniose tegumentar americana distribui-se amplamente no Brasil, e o Estado
do Rio de Janeiro (capital e interior) constitui area endémica onde o vetor é encontrado dentro e ao redor
das habitagGes.

OsieTIvos — Andlise prospectiva de 48 casos de leishmaniose tegumentar americana atendidos no Hospital
Universitario Clementino Fraga Filho/UFRJ, no periodo de 1990 a 2002.

METopos - Todos 0s pacientes foram submetidos a biopsia de pele ou mucosa, teste de Montenegro e exame
otorrinolaringoldgico; Sb’ (10 a 20mg/kg), no total de 10, 30 e 90 doses. foi empregado em 44 pacientes; em
quatro casos, anfotericina B (0,5mg/kg/dose) até dose cumulativa de 30mg/kg.

ResuLTADOS — 28 homens e 20 mulheres na faixa etaria de 10 a 89 anos, dos quais 38 (79,1%) infectados no Rio
de Janeiro, apresentaram UGlcera de membro inferior e comprometimento de mucosa nasal como manifes-
tacOes mais freqlientes; 41 casos (85,4%) foram reatores a intradermorreacdo de Montenegro (=5mm); 17
casos (35,4%) foram positivos para o achado de amastigotas em macroéfagos no infiltrado inflamatério dérmi-
co; predominou o processo inflamatério cronico granulomatoso; cura clinica foi observada em 47 casos; um
caso evoluiu para 6bito no décimo dia de tratamento.

ConcLusdes — O estudo da leishmaniose tegumentar (HUCFF/UFRJ) no periodo 1990/2002 evidenciou padréo con-
hecido nos aspectos epidemioldgicos, clinicos e de resposta terapéutica ao antimonial (ShY) e anfotericina B.
Palavras-chave: epidemiologia; leishmaniose; leishmaniose cutanea.

Summary: BAackGROUND: American tegumentary leishmaniasis is widely found in Brazil; the state of Rio de
Janeiro (capital and hinterland) is an endemic area where the vector is found inside and outside houses.
OscTIvES: prospective study of 48 cases attended at the Teaching Hospital Clementino Fraga Filho - UFRJ,
between 1990 - 2002.

MetHobs: All patients were submitted to skin or mucosa biopsy, Montenegro skin test and otorhinolaryngo-
logic examination; Sb" (10 - 20 mg/kg) with 10, 30 and 90 doses was used in 44 patients; in 4 cases,
Amphotericin B (0.5 mg/kg/dose) until cumulative dosage of 30 - 50 mg/kg.

ResuLts: 28 males and 20 females aged 10 - 89 years mostly infected in Rio de Janeiro (38 cases/79.1%) main-
ly presented ulcers in the extremities and involvement of nasal mucosa; 41 cases (85.4%) were reactive to
the Montenegro skin test (=5 mm); 17 cases (35.4%) were positive for amastigotes in tissue sections; an
inflammatory chronic granulomatous process was mostly seen. Clinical cure was observed in 47 cases; one
patient died on day 10 of treatment.

ConcLusions: The study of American tegumentary leishmaniasis (HUCFF - UFRJ) from 1990-2002 showed a well-
known "status" considering epidemiological and clinical perspectives as well as therapeutic response to anti-
mony (Sb") and amphotericin B.
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INTRODUCAO

Leishmaniose tegumentar americana ou cutaneo-
mucosa é doenga causada por protozoarios do género
Leishmania e caracterizada por curso prolongado e lesGes
de pele, cartilagem e mucosa do trato respiratorio superior.
No Brasil, a doenca apresenta dois padrfes epidemiolégi-
COS:

a) surtos epidémicos associados a derrubada das
matas para constru¢do de estradas, instalacdo de povoados,
extracdo de madeira, agricultura e pecudria;*

b) leishmaniose ndo associada a derrubada das
matas: processo migratdrio, ocupagdo de encostas, aglom-
erados na periferia de centros urbanos. Cées, eqiinos e roe-
dores parecem ter papel importante como novos reser-
vatorios do parasita, e tem-se discutido a possivel adaptacao
de vetores e parasitas a ambientes modificados e a reser-
vatorios.*

A Leishmania Viannia braziliensis associada ao fle-
botomineo Lutzomya intermedia é o agente/vetor mais fre-
glientemente encontrado no Estado do Rio de Janeiro (capi-
tal e interior).! O domicilio e os abrigos de animais domés-
ticos dessas areas endémicas constituem o reduto principal
desses vetores. No Rio de Janeiro, ocorre de modo semel-
hante em adultos e criangas de ambos 0s sexos, corroboran-
do a idéia da importancia da transmissdo peridomiciliar.?

O periodo de incubagdo varia de duas ou trés sem-
anas até dois meses ou mais. As lesdes surgem no local da
picada do inseto e, portanto, localizam-se em areas
expostas.

A lesdo inicial é pequena, eritematosa, consistente e
elevada, e seu didmetro aumenta gradualmente. Com fre-
qliéncia ulcera, esta recoberta por crosta, e nesse momento,
os linfonodos sdo em geral palpaveis. A lesdo ulcerada pro-
gride e atinge de trés a 12cm de didmetro, com borda ele-
vada bem caracteristica, em moldura de quadro e base gran-
ulosa que sangra facilmente. E Unica ou mdltipla, e a
infecgdo secundaria é comum. As que nédo ulceram também
aumentam e tornam-se nodulares ou verrucosas. As lesdes
cutaneas tendem a cicatrizagdo espontanea no prazo de até
seis meses, exceto as de pavilhdo auricular.

Comprometimento da mucosa ocorre na maioria das
vezes por meio de disseminagdo sangiinea ou linfatica,
exteriorizando-se trés a 10 anos mais tarde ap0s a resolucédo
das lesdes de pele. As vezes, porém, ndo se identifica a
porta de entrada, supondo-se que as lesdes sejam originadas
de infec¢do subclinica.: Comega em geral na mucosa nasal,
que se torna edematosa e ulcerada; ha coriza e epistaxe. O
septo cartilaginoso com feqiéncia esta perfurado e, posteri-
ormente, as asas do nariz ulceram, expondo estruturas sub-
jacentes, com destruicdo da fossa nasal, mucosa e carti-
lagem. O comprometimento 6sseo € infreqliente. Labios,
assoalho da boca, lingua, faringe e amigdalas podem ser
afetados e até mesmo a laringe, a traquéia e os bronquios. A
mucosa, entdo, encontra-se espessada, edematosa, sangra
facilmente, é dolorosa e tem odor fétido.
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INTRODUCTION

American tegumentary or mucocutaneous leishma-
niasis is a disease caused by protozoa of the genus
Leishmania and characterized by prolonged course and
lesions of the skin, cartilage and mucous membrane of the
upper respiratory tract. In Brazil, the disease presents two
epidemiological patterns:

a) epidemic outbreaks associated to clearing of the
forests for construction of highways, installation of towns,
wood extraction, agriculture and cattle ranching;*

b) leishmaniasis not associated to clearing of the
forests: migratory process, occupation of hillsides, agglom-
erates in the periphery of urban centers. Dogs, horses and
rodents seem to play an important role as new reservoirs of
the parasite, and it has been conjectured that the vectors
and parasites have possibly adapted to the modified envi-
ronments and to the construction of reservoirs.

Leishmania Viannia braziliensis associated to the
phlebotomine Lutzomya intermedia is the agent/vector
most frequently found in the State of Rio de Janeiro (capital
and hinterland).* Dwellings and domestic animal shelters in
these endemic areas constitute the main stronghold for the
vectors. In Rio de Janeiro, it occurs with similar frequency
among adults and children of both sexes, corroborating the
importance of peridomiciliary transmission.?

The incubation period varies from two or three
weeks to two months or more. The lesions appear at the site
of the insect bite and therefore are located in exposed areas.

The initial lesion is small, erythematous, solid and
elevated, its diameter increases gradually. Frequently it
ulcerates and then is covered again by crust, and at that
moment, the lymph nodes are usually palpable. The ulcer-
ated lesion develops and reaches a diameter of three to 12
cm, with very characteristic raised border, as in a picture
frame and a granular base that bleeds easily. They can be
single or multiple and secondary infection is common.
Those that do not ulcerate also increase in size and become
nodular or verrucous. The cutaneous lesions tend towards
spontaneous cicatrization within up to six months, except
those of the auricula.

Involvement of the mucous membrane occurs in most
of the cases through blood or lymphatic dissemination,
becoming evident three to 10 years after resolution of the skin
lesions. Sometimes, however, the entry site can not be identi-
fied, and it is supposed that the lesions originate from a sub
clinical infection.! In general, they begin in the nasal mucous
membrane, then become edematous and ulcerated; coryza
and epistaxis are present. The cartilaginous septum is fre-
quently perforated and later, the wings of the nose ulcerate,
exposing underlying structures, with destruction of the nasal
fossa, mucous membrane and cartilage. Bone involvement is
not frequent. The lips, floor of the mouth, tongue, pharynx
and tonsils can be affected and even the larynx, windpipe and
bronchi. The mucous membrane then becomes thickened,
edematous, painful, bleeds easily and has a fetid odor.
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O presente trabalho avalia prospectivamente a
casuistica registrada no Hospital Universitario Clementino
Fraga Filho/UFRJ, no periodo de 1990 a 2002.

MATERIAL E METODOS

Quarenta e oito casos de leishmaniose tegumentar
americana foram submetidos a anamnese, ao exame fisico
completo e aos seguintes exames complementares.

1) Hemograma completo, bioquimica do sangue,
provas de funcdo hepatica, amilase, lipase, sedimento
urinario, parasitologico de fezes, radiografia de campos
pleuropulmonares, eletrocardiograma e exame otorrino-
laringoldgico.

2) Intradermorreacdo de Montenegro: foi utilizado
antigeno de Leishmania na concentragdo de 40ug de
nitrogénio protéico/ml, padronizado por Melo et al.;® foi
injetado por via intradérmica o volume de 0,1ml de
antigeno na face anterior do antebraco. Ap6s 48 horas foi
feita a leitura da area de enduracdo com auxilio de régua
milimetrada. Foram considerados positivos o0s testes cujo
didmetro era igual ou superior a 5mm.

3) As biopsias foram realizadas com punch ou bisturi
na pele e pinca saca-bocado no caso de mucosa, tendo sido
utilizadas as coloragdes de hematoxilina-eosina e Giemsa.
Nos casos de lesdes mucosas e cutdneas concomitantes, a
pele foi o local de eleigdo da bidpsia.

4) Esquemas terapéuticos empregados.

A droga de escolha, o antimonial pentavalente N-metil
glucamina (Glucantime), é apresentada em ampola de 5ml
contendo 1,59 de N-metil glucamina e 425mg de antimdnio
pentavalente (ShY); a dose foi calculada para 0 maximo de
60kg de peso. Os cuidados na administracdo foram verifi-
cacdo da pressdo arterial antes das aplicagBes, paciente deita-
do e alimentado, compressas mornas no local da aplicagéo.

a. Sh¥ por via endovenosa diluido em soro glicosa-
do (SG) a 5% (dose méax: 15ml/dia) e aplicacdo lenta em
duas horas.

forma cuténea: 20mg/kg/dia por 30 dias

forma cutdnea com comorbidades (glomeru-
lonefrite, hipertensdo arterial, elevacdo da creatinina
(>2mg), bilirrubinas (aumentadas 2X), TGO e TGP (aumen-
tadas 2X), yGt (aumentada 3X), leucopenia (<1.500 gran-
ulécitos), alteragBes inespecificas de repolarizagao ventric-
ular, aumento do intervalo QT, fibrilacdo atrial crbnica):
10mg/kg em dias alternados durante 20 dias (10 doses)

forma mucosa (nasal, labial, palato): 20mg/kg/dia
por 30 ou 90 dias

forma mucosa de faringe/laringe: 15mg/kg em
dias alternados durante uma semana e, a seguir,
20mg/kg/dia até alcancar 90 doses

b. Anfotericina B diluida em 500ml de SG a 5%;
acrescentados 100mg de hidrocortisona e 1.000U de hepa-
rina ao frasco. Infusdo lenta em seis horas; meia hora antes
da aplicacdo, 500mg de AAS e 25mg de prometazina/VO.

dose: 0,5mg/kg/dose (max: 50mg) em dias alternados.
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The present work is a prospective evaluation of the
patients attended at the Clementino Fraga Filho Teaching
Hospital /UFRJ, from 1990 to 2002.

PATIENTS AND METHODS

Forty eight cases of American tegumentary leishma-
niasis were submitted to anamnesis, complete physical
exam and the following complementary exams:

1) Complete blood count, blood biochemistry, tests
of liver function, amylase, lipase, urinary sediment, para-
sitological exam of feces, x-ray of pleuropulmonary fields,
electrocardiogram and otorhinolaryngologic exam.

2) Montenegro test: Antigen of Leishmania was used
at a concentration of 40 ug of proteic nitrogen/ml, stan-
dardized by Melo et al.;* 0.1 ml of antigen was intrader-
mally injected in the anterior face of the forearm. After 48
hours, the hardened are was measured using a millimetric
ruler. Tests were considered positive when the diameter was
>5 mm.

3) The biopsies were performed with a punch or bis-
toury in the skin and biopsy tweezers in the case of the
mucous membrane, the specimens were stained with hema-
toxylin and eosin and Giemsa. In the cases of simultaneous
mucous and cutaneous lesions, the skin was selected for
biopsy.

4) Therapeutic regimens. The drug of choice was
antimonial pentavalent N-methylglucamine (Glucantime),
available in a 5 ml flask containing 1.5 g of N-methylglu-
camine and 425 mg of pentavalent antimony (SbhY); the
dosage was calculated for a maximum weight of 60 kg.
Care in the administration included verification of the
blood pressure before application, patient lying down and
fed with lukewarm compresses on the application site.

SbY by endovenous path diluted in glucose 5% (max
dose: 15 ml/day) and slow application over two hours.

cutaneous form: 20 mg/kg/day for 30 days

cutaneous form with comorbidity (glomeru-
lonephritis, arterial hypertension, elevation of the creati-
nine (>2 mg), bilirubin (increased 2X), TGO and TGP
(increased 2X), yGt (increased 3X), leukopenia (<1,500
granulocytes), nonspecific alterations of ventricular repo-
larization, increase in the QT interval, chronic atrial fibril-
lation): 10 mg/kg on alternate days for 20 days (10 doses)

mucous forms (nasal, labial, palate): 20
mg/kg/day for 30 or 90 days

laryngopharynx mucous forms: 15 mg/kg on
alternate days for one week followed by 20 mg/kg/day until
reaching 90 doses

b. Amphotericin B diluted in 500 ml of glucose 5%;
added to 100 mg of hydrocortisone and 1,000 U of heparin
in the flask. Slow infusion over six hours; half hour before
the application, 500 mg of ASA and 25 mg of promethazine,
orally.

dose: 0.5 mg/kg/dose (max: 50 mg) on alternate
days
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dose total de tratamento: 30 a 50mg/kg.
IndicacOes*
persisténcia de lesGes em atividade ap6s 12 sem-
anas do término de dois cursos completos de SbY;
recidiva da doenca (reaparecimento da lesdo no
periodo de um ano apos a cura clinica);
contra-indicagdo de ShV.

c. Semanalmente, durante o tratamento, foram real-
izados eletrocardiograma, hemograma, transaminases, con-
tagem de plaquetas, tempo de atividade de protrombina,
sodio, potassio, amilase, lipase, uréia, creatinina.

d. Parmetros para avaliar cura clinica: regressao
total da leséo cuténea no fim do tratamento ou até trés meses
apds seu término, com exame otorrinolaringoldgico para
avaliacdo de: desaparecimento da sintomatologia, regresséo
da hiperemia, auséncia de crostas e desinfiltragdo.!

5) A analise estatistica foi realizada pelos seguintes
testes: para comparacdo entre proporcfes foi utilizado o
teste de Qui-quadrado (X2) ou o teste exato de Fisher quan-
do o teste de Qui-quadrado nao pdde ser avaliado. O nivel
de significancia adotado foi o de 5%.

RESULTADOS

Vinte e oito casos do sexo masculino e 20 do sexo
feminino, na faixa etaria de 10 a 89 anos e exercendo as
mais diversas atividades profissionais (apenas sete
lavradores/14,58%), constituem essa amostra (Tabela 1).
Agrupando-se as faixas de 10 a 29, 30 a 49, 50 a 69 e acima
de 70 anos, observou-se que ndo existe diferenca significa-
tiva na distribuicdo etaria entre os sexos (p = 0,33). Em 38
casos (79,1%), a area provavel de aquisi¢do da doenca foi 0
Rio de Janeiro. As Ulceras predominaram nos membros
inferiores (29 casos/48 pacientes) e nos membros superi-
ores (20 casos/48 pacientes). Qito pacientes dos 48 estuda-
dos, apresentaram lesdes mucosas com predominio da
mucosa nasal (16 casos/oito pacientes) (Tabela 2). Trinta e

total dose of treatment: 30 to 50 mg/kg.
Indications
Persistence of active lesions 12 weeks after the end
of two complete courses of ShY;
Recurrence of the disease (reappearance of the
lesion within one year after clinical cure);
Contraindication to Sb".

c. Weekly, throughout treatment: Electrocardiogram,
blood count, transaminases, platelets count, prothrombin
time, sodium, potassium, amylase, lipase, urea, creatinine.

d. Evaluation parameters of clinical cure: Total
regression of the cutaneous lesion by the end of the treat-
ment or three months after, with otorhinolaryngologic
exam for evaluation of disappearance of the symptoms,
regression of the hyperemia, absence of crusts and disin-
filtration.*

5) Statistical analysis was performed using the
following tests: Chi-square (x2) for comparison of pro-
portions or Fisher's exact test when the Chi-square test
could not be evaluated. The 5% level of significance was
adopted.

RESULTS

The sample comprised twenty-eight male cases and 20
female cases, in the age group from 10 to 89 years and exer-
cising the most varied professional activities (only seven farm
workers/14.58%) (Table 1). After grouping into age bands of
10 to 29, 30 to 49, 50 to 69 and over 70 years old, it was
observed that there was no significant difference in the age
distribution between sexes (p = 0.33). In 38 (79.1%) cases, the
disease was probably acquired in the Rio de Janeiro region.
Ulcers prevailed in the lower limbs (29 cases /48 patients)
and in the upper limbs (20 cases/48 patients). Mucous lesions
were present in 8/48 patients, with a prevalence in the nasal
mucous membrane (16 cases/8 patients) (Table 2). Thirty two
patients (66.6%) referred to a disease duration of up to six

Tabela 1: Distribuicdo dos casos segundo idade e sexo
Table 1: Distribution of the cases according to age and sex

Faixa Etéria (Anos) / Age Range (Years)

Sexo Masculino / Male Sexo Feminino / Female

N. % N. %
10-19 8 28.58 4 20
20-29 5 17.86 2 10
30-39 1 3.57 3 15
40 - 49 4 14.29 5 25
50 - 59 3 10.71 2 10
60 - 69 2 7.14 2 10
70-79 2 7.14 2 10
80 -89 3 10.71 - -

Total 28 100.0 20 100.0

Fonte: HUCFF-UFRJ (1990-2002) / Source: HUCFF/URFRJ (1990-2002)

p=0.33
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Tabela 2: Distribui¢do segundo tipo e localizagdo das lesbes em 48 pacientes. / Table 2: Distribution according
to type and localization of the lesions in 48 patients

Localizacdo / Localization

Tipo Cabeca  Tronco  Abdome Genitdlia ~ Mmss Mmii Nasal Orofaringe  Total

Type Head Trunk Abdomen  Genitalia ~ Arms Legs Nasal Laringe
Oro-pharynx-
larynx

Ulcera / Ulcera 8 6 1 20 29 3 3 70

Eritemato infiltrada 4 3 7 4 18

Infiltrated erythematous

Crostosa / Crusted 1 1 6 9

Cicatriz / Scar 1 2 5 8

Perfuragdo ou destruicdo 6 6

Perforation or destruction

Linfangite ascendente 5 1 6

Ascending lymphangitis

Nodulo / Nodule 1 1

Ulcero-verrucosa 1 1

Verrucous ulcer

Total 14 6 1 31 42 16 7 119

Fonte: HUCFF-UFRJ (1990-2002) / Source: HUCFF/UFRJ (1990-2002)

dois pacientes (66,6%) referiram tempo de evolugdo até seis
meses; 41 casos (85,4%) tiveram teste de Montenegro pos-
itivo, sendo 20 (41,6%) com enduragdo entre cinco e
10mm; dos sete casos com Montenegro negativo, seis
referiram tempo de evolucdo até seis meses (Tabela 3).
Observou-se que o tempo de evolucdo da doenca néo influ-
enciou a resposta ao teste de Montenegro (p = 0,37).

Ao quadro histopatologico de reacdo inflamatéria
granulomatosa com células linfoides, histiocitarias e
epitelioides, associaram-se em alguns casos as células
gigantes multinucleadas e eosindfilos. Formas amastigotas
foram encontradas em 17 casos (35,4%) (Tabela 4). Pelo
teste de Kappa, ndo se observou concordancia significativa
entre teste de Montenegro e exame histopatologico, ou seja,
a discordancia é estatisticamente relevante entre as duas
técnicas diagnosticas (k = 0,33, p = 0,90, n = 48).

Trinta e oito casos cutaneos foram tratados com Sh¥
e tiveram remissdo clinica, sendo que um caso desenvolveu
episddio Unico de urticaria com angioedema; o esquema foi
mantido sendo administradas, previamente ao Glucantime,
hidrocortisona (100mg em infusdo) e prometazina
(25mg/VVO); em trés pacientes associaram-se comorbidades.
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months; 41 cases (85.4%) presented a positive Montenegro
test, of which 20 (41.6%) presented induration between five
and 10 mm; of the seven cases with negative Montenegro test,
six referred to a disease duration of up to six months (Table 3).
It was observed that the disease duration did not influence the
response to Montenegro test (p = 0.37).

The histopathological picture of granulomatous
inflammatory reaction with lymphoid, histiocyte and epithe-
lioid cells, was associated in some cases to multinucleated
giant cells and eosinophils. Amastigote forms were found in
17 cases (35.4%) (Table 4). According to the Kappa test, no
significant agreement was observed between Montenegro
test and histopathological exam, or in other words, the dis-
agreement between the two diagnostic techniques was sta-
tistically significant (k = 0.33, p = 0.90, n = 48).

Thirty eight cutaneous cases were treated with Sb¥
and there was clinical remission, although one case devel-
oped a single episode of urticaria with angioedema; the
outline was maintained with prior administration of
Glucantime, hydrocortisone (100 mg by infusion) and
promethazine (25 mg, orally); three patients presented
associated comorbidities.
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Tabela 3: Distribuicdo dos casos segundo tempo de evolucdo e teste de Montenegro. / Table 3: Distribution of
the cases according to disease duration and Montenegro test

Tempo de Evolugdo / Disease duration Teste de Montenegro / Montenegro Test Total
NEG 5-10mm 11 - 20mm > 20mm

0 - 6 meses / months 6 15 7 4 32 (66.67%)

>6m - 1 ano / year 1 2 1 - 4 (8.33%)

>1 ano / year - 3 3 2 8 (16.67%)

Indeterminado / Indeterminate - - 3 1 4 (8.33%)

Total 7 (14.58%)

20 (41.67%)

14 (29.17%) 7 (14.58%) 48 (100.0%)

Fonte: HUCFF-UFRJ (1990-2002) / Source: HUCFF/URFRJ (1990-2002)

p =0.37

Em um caso de forma mucosa (perfuracéo do septo
e crostas aderidas), 30 doses levaram a remissao; em um
caso de forma mucosa (granulacdo grosseira do palato), 30
doses foram suficientes para induzir a remissdo. Dois
pacientes de forma mucosa (vegetagcdo em labio inferior,
ulceracdo de palato, edema e eritema do nariz e destruicdo
do septo) cumpriram o esquema por 90 dias com remisséo
clinica; em um caso mucoso (aumento de volume do nariz,
destruicdo do septo, epiglote edemaciada com superficie
irregular e rouquiddo) o esquema foi inicialmente progres-
sivo, alcangando 90 doses, com regressdo clinica.

Um paciente com sindrome de Down e lesdes exul-
cerocrostosas em tronco e membros evoluiu com infeccéo
urinaria, choque séptico e Obito na décima dose de
Glucantime (20mg Sbh¥/kg/dia).

Em quatro casos foi empregada a anfotericina B: um
paciente ha dois anos ja havia sido tratado com 60 inje¢des
de Glucantime, e o septo nasal apresentava aspecto granu-
loso; um paciente com destrui¢do do septo, tratado inicial-
mente com Glucantime por 30 dias, apresentou recidiva um
ano ap0ds; em outro paciente, um ano apds 22 doses de ShY,
havia lesdes papulonodulares em base infiltrada na regido
frontal, malar, mentoniana e exulceracGes de labio inferior
com pontos hemorragicos, €, na oitava dose de ShY, apre-
sentou-se leucopenia (1366); um paciente com forma
cutdnea por ter desenvolvido reacdo pirogénica ao
Glucantime. Todos os tratados com anfotericina B tiveram
regressdo clinica das lesdes.

In one case of the mucous form (perforation of the sep-
tum and adhered crusts), 30 doses achieved remission; in one
case of the mucous form (crude granulation of the palate), 30
doses were sufficient to induce remission. Two patients with
the mucous form (vegetation in inferior lip, ulcerated palate,
edema and erythema of the nose and destruction of the sep-
tum) followed the regimen for 90 days with clinical remission;
in one mucous case (increased volume of the nose, destruction
of the septum, edematous epiglottis with irregular surface and
hoarseness) the outline was initially progressive, reaching 90
doses, with clinical regression.

A patient with Down's syndrome and crusted erosions
lesions in the trunk and legs and arms coursed with urinary
infection, septic shock and died after the tenth dose of
Glucantime (20 mg ShY/kg/day).

In four cases amphotericin B was used: One patient
had been treated two years previously with 60 injections of
Glucantime, and the nasal septum presented a granular
aspect; one patient with destruction of the septum and treat-
ed initially with Glucantime for 30 days, presented recur-
rence one year after; another patient, one year after 22
doses of ShY, presented papulonodular lesions in base infil-
trated in the frontal, malar, chin area (mentum) and ulcera-
tion of the lower lip with hemorrhagic points, and, at the
eighth dose of ShY, the patient developed leukopenia (1366);
one patient with cutaneous form after developing pyrogenic
reaction to Glucantime. All patients treated with ampho-
tericin B presented clinical regression of the lesions.

Tabela 4: Distribui¢do dos casos segundo teste de Montenegro e achado de amastigotas
no exame histopatoldgico. / Table 4: Distribution of the cases according to Montenegro test and finding of
amastigotes in the histopathological exam

Exames / Exams

N° de Exames Realizados

Positivos / Positive

Number of Exams Carried Out

Teste de Montenegro / Montenegro test
Exame histopatoldgico / Histopathological exam

48
48

41 (85.41%)
17 (35.4%)

Fonte: HUCFF-UFRJ (1990-2002) / Source: HUCFF/URFRJ (1990-2002)
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DISCUSSAO

O diagnostico da doenca nesta casuistica foi baseado
nos critérios clinicos e epidemioldgicos, positividade da
reacdo de Montenegro, deteccdo do parasita nas lesdes e
alterac@es histopatoldgicas sugestivas. A distribuicdo etaria
homogénea entre 0s sexos e a atividade profissional varia-
da refletem o perfil da doenga no estado? (Tabela 1). A leish-
maniose tegumentar esta presente desde o inicio do século
passado (1915) no Estado do Rio de Janeiro. As areas de
provavel aquisicdo da doenca em 79,1% dos casos foram a
Zona Oeste, Baixada Fluminense e Grande Rio.

A leséo ulcerada nos membros inferiores foi o acha-
do mais frequiente, compativel com os dados da literatura
geral;*® foram observados seis casos de linfangite ascen-
dente (Tabela 2). Linfangite e adenomegalia sdo consider-
adas proprias da doenca até 90 dias e caracteristicas da
subespécie Leishmania braziliensis guyanensis.* No entan-
to, esses achados podem ser verificados em outras espécies.
Essas duas manifestacdes impdem o diagnostico diferencial
de esporotricose; nessa micose subcuténea, a linfangite
evolui com nodulagdo. A mucosa mais comprometida foi a
nasal, confirmando observacdes anteriores™® (Tabela 2). As
manifestagdes mucosas incluiram infiltracdo e eritema do
nariz com perfuracdo do septo nasal anterior; perfuracdo
acompanhada de crostas aderidas e aspecto granuloso;
obstrucdo nasal bilateral, rinorréia e prurido como manifes-
tacBes vinculadas; edema de epiglote com rouquiddo,
palatos duro e mole com hiperemia e granulagdo grosseira,
Ulcera de palato mole e vegetacdo de labio inferior.

O teste de Montenegro, de hipersensibilidade tardia,
é positivo em 90% dos individuos com doenca ativa ou pre-
gressa;* torna-se positivo a partir do terceiro més de
infecclo, assim permanecendo pelo resto da vida. Pode
apresentar-se negativo nos seguintes casos: na forma dis-
seminada e cutaneo-difusa, na leishmaniose visceral e em
pacientes imunodeprimidos. Nas lesdes mucosas, a respos-
ta ao teste € mais intensa (ulceragdo e necrose local). Nesta
amostra, 85,4% dos casos foram positivos, com leitura de
cinco a 10mm em 20 (41,6%) dos casos (Tabela 3).
Nenhum dos pacientes negativos - que predominaram no
tempo de evolugdo até seis meses - apresentava comor-
bidades (Tabela 3).

As alteracOes histopatoldgicas variam em funcgéo do
tempo de evolucdo da doenca e do aspecto clinico das
lesbes.* Nesta amostra prevaleceu o processo inflamatério
cronico granulomatoso. A medida que o processo granulo-
matoso se organiza, diminui o nimero de parasitas, sendo
dificil seu achado em lesdes antigas. No entanto, a identifi-
cacdo de parasitas é fundamental para o diagndstico
histopatoldgico. O percentual de exames positivos é variav-
el segundo os autores (25,4%, 63,7%, 18,8%, 47%)"*" e
neste trabalho ocorreu em 35,4% dos casos (Tabela 4).

Nos casos de lesBes de laringe e faringe podem ocor-
rer edema e insuficiéncia respiratéria aguda; é recomenda-
vel iniciar o tratamento com dose menor. Foi a conduta
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DISCUSSION

Diagnosis of the disease in this sample of patients
was based on clinical and epidemiological criteria, positive
Montenegro test, detection of the parasite in lesions and
suggestive histopathological alterations. The homogeneous
age distribution between genders and varied professional
activities reflects the profile of the disease in the State?
(Table 1). Tegumentary leishmaniasis has been present in
Rio de Janeiro State since the beginning of the last century
(1915). The areas of probable acquisition of the disease in
79.1% of cases were the metropolitan west side, Baixada
Fluminense and Great Rio.

Ulcerated lesions in the lower limbs were the most fre-
quent finding, corroborating data in the general literature;*®
six cases were observed of ascending lymphangitis (Table 2).
Lymphangitis and adenomegaly are considered part of the dis-
ease at 90 days and characteristics of the subspecies
Leishmania braziliensis guyanensis.* However, these findings
can be verified in other species. Both these manifestations
demand a differential diagnosis with sporotrichosis, a subcu-
taneous mycosis in which the lymphangitis develops with
nodulation. The nasal mucous membrane was the most
involved, confirming previous observations*® (Table 2).
Mucous manifestations included infiltration and erythema of
the nose with perforation of the anterior nasal septum; accom-
panied by perforation of adherent crusts and granular aspect;
bilateral nasal obstruction, rhinorrhea and pruritus as associ-
ated manifestations; edematous epiglottis with hoarseness,
hard and soft palates and with hyperemia and coarse granula-
tion, ulcer of the soft palate and vegetation of lower lip.

Montenegro test with late hypersensitivity is positive
in 90% of the individuals with active or previous disease;* it
becomes positive as of the third month of infection, remain-
ing positive for the rest of the life. It can become negative in
the following cases: in the disseminated and cutaneous-dif-
fuse forms, in visceral leishmaniasis and in immunodeficient
patients. In the mucous lesions, the response to the test is
more intense (ulceration and local necrosis). In this sample,
85.4% of the cases were positive, with readings from five to
10 mm in 20 (41.6%) of the cases (Table 3). None of the neg-
ative patients presented comorbidities and the predominant
disease duration was up to six months (Table 3).

The histopathological alterations vary according to
the disease duration and clinical aspect of the lesions.* In
this sample the chronic granulomatous process prevailed.
As the granulomatous process becomes organized, the num-
ber of parasites decreases, such that they are rarely found
in old lesions. However, identification of the parasites is
fundamental for histopathological diagnosis. The percent-
age of positive exams varies according to the authors
(25.4%, 63.7%, 18.8% and 47% )***** and in this work it
occurred in 35.4% of the cases (Table 4).

Edema and acute respiratory insufficiency can occur in
cases involving lesions of the larynx and pharynx; it is advis-
able to begin the treatment with a smaller dosage. This was the
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seguida no caso de lesdo de epiglote.

Os casos de lesdo mucosa nasal foram radiografados
de rotina (seios da face) para avaliacdo de rinite purulenta e
sinusite. Em um caso com perfuracdo do septo nasal,
obstrucao bilateral e secrecdo purulenta, foi instituida ampi-
cilina (50mg/kg/dia/\VO) por trés semanas.

Os efeitos colaterais observados com antimonial
pentavalente foram artralgia, mialgia, epigastralgia,
cefaléia, constipacdo, anorexia, febre, rash, angioedema,
elevacdo da uréia, creatinina, transaminases, amilase €
lipase, leucopenia, eosinofilia, alteragGes eletrocardiografi-
cas (alteragdes inespecificas da repolarizagdo ventricular,
extrassistolia ventricular e prolongamento do segmento
QT). O caso de angioedema em forma cuténea exclusiva,
em episddio Unico, foi contornado com corticoide e anti-
histaminico, a semelhanca do esquema com anfotericina B.

Oliveira Neto e colaboradores,” no Rio de Janeiro,
trataram a forma cutdnea com ShY na dose de 3,8 a
8,8mg/kg/dia/IM por 30 dias; apds cinco anos, as lesdes
permaneciam cicatrizadas, e ndo havia comprometimento
mucoso. A utilizagdo de doses abaixo daquelas recomen-
dadas pela OMS/MS em pacientes com comorbidades pare-
Cceu ao autor alternativa segura na forma cuténea.

Os efeitos colaterais da anfotericina B séo de dois
tipos: imediatos, como febre, calafrios, nauseas e vomitos,
que podem ser evitados com &cido acetilsalicilico e anti-his-
taminico; e tardios por efeito cumulativo com elevagdo da
uréia e creatinina, queda de potassio sérico e anemia.
Decorrentes da infusdo venosa da droga, as flebites podem
ser evitadas com aplicag8o de calor local e administragéo de
heparina e hidrocortisona no soro. S&o habitualmente
recomendadas as primeiras aplicagdes com 0,25mg/kg até
obter-se boa tolerancia, passando-se a 0,5mg/kg e depois a
dose de manutencdo maxima (1mg/kg). No entanto, a dose
de 0,5mg/kg, apesar de alongar o tempo de tratamento,
parece ao autore ser de mais simples manejo.

O paciente que evoluiu para 6bito apresentava lesGes
cutaneas em ndmero superior a 10, caracterizando a forma
disseminada. Les6es multiplas ou disseminadas associadas
a infeccdo por Leishmania braziliensis tém sido descritas.’
Nesses casos, sao polimorfas, freqlientemente associadas ao
comprometimento mucoso, 0 Montenegro € positivo e ha
boa resposta terapéutica ao antimonial.*®

Né&o se vinculou a evolucdo do caso para sepse e
Obito a terapéutica antimonial. Infecgdo urinaria é a mais
freqiiente fonte de infeccdo nosocomial. No entanto, sepse
urinaria, atualmente parece ser infreqliente em pacientes
gravemente enfermos, exceto em situacdo de obstrucdo ou
instrumentagdo de trato urinario.*

A freqiiéncia e gravidade dos efeitos colaterais
guardam relacdo direta com as doses e duracdo do trata-
mento. Geralmente surgem ao final das duas semanas,
quando ha estabilizagdo do nivel sérico crescente.® A
urticaria € considerada rara, mas pode ocorrer choque
anafilatico nas primeiras aplicagoes.®
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conduct followed in the case of lesion of the epiglottis.

The cases of nasal mucous lesion were routinely x-
rayed (paranasal sinuses) for evaluation of purulent rhini-
tis and sinusitis. In a case with perforation of the nasal sep-
tum, bilateral obstruction and purulent secretion, ampi-
cillin was initiated (50 mg/kg/day/via oral) for three weeks.

The side effects observed with pentavalent antimoni-
al were arthralgia, myalgia, epigastralgia, migraine, consti-
pation, anorexia, fever, rash, angioedema, elevation of urea,
creatinine, transaminases, amylase and lipase, leukopenia,
eosinophilia, electrocardiographic alterations (nonspecific
alterations of the ventricular repolarization, ventricular
extrasystole and prolongation of the segment QT). The case
of angioedema with exclusively cutaneous form and a single
episode, was successfully treated with corticoid and antihis-
tamine, using a regimen similar to that of amphotericin B.

Oliveira Neto and col.,”® in Rio de Janeiro, treated the
cutaneous form with Sb¥ using an intramuscular dose of 3.8
to 8.8 mg/kg/day for 30 days; after five years, the lesions con-
tinued cicatrized and there was no mucous involvement. The
use of doses below those recommended by the WHO/Health
Ministry in patients with comorbidities appears to the author
to be a safe alternative in the cutaneous form.

The side effects of amphotericin B are of two types:
immediate, such as fever, chills, nausea and vomiting, that can
be avoided with acetylsalicylic acid and antihistamine; and
late by a cumulative effect with elevation of urea and creati-
nine, reduction in serum potassium and anemia. Phlebitis due
to intravenous infusion of the drug can be avoided with appli-
cation of local heat and administration of heparin and hydro-
cortisone in the serum. These are normally recommended for
first applications with 0.25 mg/kg until a good tolerance is
obtained, and is then increased 0.5 mg/kg and later to the
maximum maintenance dose (1 mg/kg). Nevertheless, a dose
of 0.5 mg/kg, in spite of prolonging treatment time, seems to
the author to be a more simple management.

The patient that died presented more than 10 cuta-
neous lesions, characterizing the disseminated form.
Multiple or disseminated lesions associated to infection by
Leishmania braziliensis have been described.” These cases
are polymorphic and frequently associated to mucous
involvement, Montenegro test is positive and there is good
therapeutic response to antimonial.®®

The course of the case to sepsis and death was not
associated with the antimonial therapeutics. Urinary infec-
tion is the most frequent source of nosocomial infection.
However, urinary sepsis how seems to be infrequent in seri-
ously sick patients, except in a situation of obstruction or
instrumentation of the urinary tract.*

The frequency and severity of the side effects main-
tain a direct relationship with the number of doses and
duration of the treatment. They usually appear at the end of
two weeks, when there is stabilization of the increasing
serum level.® Urticaria is considered rare, but anaphylactic
shock can occur in the first applications.®
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CONCLUSOES

A andlise prospectiva de 48 casos registrados no
Hospital Universitario Clementino Fraga Filho/UFRJ
mostrou perfil das atividades profissionais corroborando a
importancia da transmissdo peridomiciliar; maior frequén-
cia das Ulceras de membros inferiores e em mucosa nasal;
sensibilidade do teste de Montenegro; e boa resposta ao
antimonial e anfotericina B. a
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CONCLUSIONS

The prospective analysis of 48 cases registered at the
Teaching Hospital Clementino Fraga Filho/UFRJ showed a
profile of professional activities that corroborates the
importance of peridomiciliary transmission; greater fre-
quency of ulcers in the lower limbs and nasal mucous mem-
brane; sensitivity of Montenegro test; and good response to
antimonial and amphotericin B. a
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