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Estudo histopatologico de casos de eritema cronico
migratorio diagnosticados em Manaus®
Histopathological study of erythema chronicum
migrans cases diagnosed in Manaus.”

Itelvina Suriadakis de Melo* Alcidarta dos Reis Gadelha? Luiz Carlos de Lima Ferreira®

Resumo: FuNDAMENTOS - O estudo das alteracdes histopatoldgicas em relagéo ao eritema crdnico migratério (doenca
de Lyme) e a demonstragdo do agente etiolégico em tecidos séo pouco divulgados no Brasil e na Regido Norte.
OgEeTIVOS - Descrever as principais alteragdes histopatoldgicas existentes nas bidpsias cutaneas de pacientes com diag-
nostico clinico de eritema crénico migratorio ECM). Demonstrar a Borrelia sp em cortes histoldgicos.

MAaTERIAL E METODOS - Bidpsias da pele de 31 pacientes foram incluidas em parafina para obtengéo de cortes histoldgi-
cos que foram corados em hematoxilina eosina (HE) pelo Warthin Starry e Warthin Starry modificado pH 4.0 (piro-
catecol), visando investigar as principais alteracdes histopatoldgicas e demonstrarBorrelia sp respectivamente.
ResuLTADOS - As principais alterages verificadas foram: na epiderme, espongiose em 15 casos (44,12%); na derme,
infiltrado constituido por linfocitos, histidcitos e eosinofilos em oito casos (15,69%)s. O infiltrado na derme foi
encontrado em torno de vasos com disposi¢do em manguito em nove casos (29,04%). A Borrelia sp foi detecta-
da em um caso (3,22%) pela técnica de coloracdo de Warthin Starry.

ConcLusoes - Os infiltrados na derme, constituidos por linfdcitos, histidcitos e eosinéfilos apresentavam as seguintes
disposicBes: em torno de vasos em forma de manguito e no intersticio; em torno de vasos e no intersticio. Essa
composicdo e distribuicdo foram consideradas de maior relevancia para o diagnéstico de ECM. Pela primeira vez,
na regido amazoénica brasileira foi demonstrada a presenca deBorrelia sp em bidpsia de paciente com suspeita diag-
nostica de ECM em corte histoldgico corado pela técnica de Warthin Starry.

Palavras-chave: Borrelia; doenca de Lyme; Eritema migrans cronico; histologia.

Summary: BackGrounD - The study of histopathological alterations in relation to Erythema chronicum
migrans (Lyme disease) and the demonstration of its etiological agent in tissues have been little divulged in
our Country and region.

OgiecTIves - To describe the main histopathological alterations in the cutaneous biopsies of patients with clinical diag-
nosis of Erythema chronicum migrans (ECM). To demonstrate Borrelia sp in the histological section.

MATERIAL ANDMETHODS - SKin biopsies were taken from 31 patients and embedded in paraffin to prepare the histolog -
ical section. These sections were stained with Hematoxylin and Eosin (HE) to investigate the main histopathologi -
cal alterations and with Warthin-Starry silver stain and modified Warthin-Starry stain, at pH 4.0 (pyrocatechol), to
demonstrate Borrelia sp.

ResuLTs - The main alterations verified were: in the epidermis, spongiosis in 15 cases (44.12%); in the dermis,
an infiltrate comprised of lymphocytes, histiocytes and eosinophils in 8 cases (15.69%). The infiltrate in the
dermis was found to be perivascular and angiocentric in 9 cases (29.04%). Borrelia sp was detected in 1 case
(3.22%) using Warthin-Starry silver stain. However with modified Warthin-Starry stain, at pH 4.0 (pyrocate -
chal), no case tested positive out of the 31 cases investigated.

ConcLusioN - The infiltrations in the dermis were composed of lymphocytes, histiocytes and eosinophils pre -
sented the following arrangement: angiocentric and interstitial infiltrate; perivascular and interstitial infil -
trate. Composition and arrangement were considered of major relevance for the diagnosis of ECM. For the
first time in the Brazilian Amazon region, the presence of Borrelia sp was demonstrated in the biopsy of a
patient with diagnostic suspicion of ECM using histological sections colored by Warthin-Starry silver stain.
Key words: Borrelia; Lyme disease; Erythema chronicum migrans; histology.
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INTRODUCAO

A doenga de Lyme (eritema crénico migratorio) €
moléstia infectocontagiosa sistémica, causada por espécies
bacterianas pertencentes ao género Borrelia e transmitida
pela picada de carrapatos do género Ixodes e, provavelmen-
te, dos géneros Amblyoma e Dermacentor.

No estudo histopatologico do eritema cronico migra-
torio, Steere et al. em 1983 usando a coloracédo pela hema-
toxilina eosina (HE) verificaram na derme um infiltrado em
forma de manguito constituido por linfocitos, histiécitos,
células plasmaticas e mastocitos em bidpsias do centro das
lesdes cutaneas, bem como um infiltrado constituido por
linfocitos e histiécitos em torno de vasos em bidpsias da
borda das lesdes.*

Berger em 1984, usando a coloracdo HE, observou
na derme superior e profunda um infiltrado perivascular e
intersticial composto principalmente de linfocitos ou linfo-
citos, células plasmaticas e/ou eosinofilos.®

Em 1997 Crowson et al., por meio da mesma técni-
ca, demonstraram um infiltrado na derme superficial e
profunda em manguito, constituido principalmente por
linfocitos com mistura varidvel de células plasmaticas e
eosinofilos.

Os aspectos histologicos do ECM devem ser diferen-
ciados principalmente dos produzidos pelo eritema margi-
natum (figuratum); reacdo a picada de insetos e eritema
anular centrifugo,? que apresentam algumas alteragdes
capazes de diferenciar do ECM, tais como: no eritema figu-
ratum e no eritema anular centrifugo ndo ha plasmacitos,
eosindfilos e/ou envolvimento intersticial do infiltrado,
como no ECM.**? Na reacdo a picada de insetos existe dege-
neracdo do colageno na derme, e o infiltrado é em forma de
cunha, 0 que ndo é observado no ECM.?

Uma das formas de esclarecer o diagnostico seria
mediante a visualizacdo da Borrelia sp nos achados histopa-
tologicos. Entretanto, os resultados obtidos pelos estudio-
sos, utilizando diversas técnicas de coloragdo, sdo bastantes
variaveis. Para alguns autores a dificuldade de deteccdo da
Borrelia sp nos tecidos biopsiados deve-se a escassez dos
microorganismos nas lesdes.*® Para Picken et al. (1997) a
dificuldade de detecgdo das borrélias deve-se a ndo homo-
geneidade de sua distribui¢do nas bidpsias cutaneas.*

Em 1983, Berger evidenciou Borrelia sp em lesdes
de ECM em 12 pacientes do total de 30 examinados, usan-
do a técnica de Warthin Starry.® Posteriormente e pela
mesma técnica, Berger et al. (1985) relataram a visualiza-
¢do da Borrelia sp em apenas dois casos de 11 bidpsias de
pacientes com ECM.®

Em 1986, De Koning et al. demonstraram Borrelia sp
usando a técnica de impregnacdo pela prata de Bosma
Steiner em 14 bidpsias de pacientes com a doenga de Lyme.*

No Brasil, Briggs et al. (1993) apresentaram no
XLVIII Congresso de Dermatologia, em Curitiba, um caso
de demonstracdo da Borrelia sp em paciente de seis anos,
residente no Estado do Rio de Janeiro.®
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INTRODUCTION

Lyme disease (erythema chronicum migrans) is a
systemic infectious disease caused by a bacterial species
belonging to the genus Borrelia and transmitted by the bite
of ticks of the genus Ixodes and probably also by
Amblyoma and Dermacentor.*

In the histopathological study of erythema chroni -
cum migrans (ECM), Steere et al. (1983) using hematoxylin
and eosin (HE) stain, verified an angiocentric infiltrate in
the dermis comprised of lymphocytes, histiocytes, plasmatic
cells and mastocytes in biopsies from the center of the cuta -
neous lesions, as well as an infiltrate constituted by
lymphocytes and histiocytes around the blood vessels in
biopsies from the border of the lesions.*

Berger (1984), using HE, observed a perivascular
and interstitial infiltrate in the upper and lower dermis,
composed mainly of lymphocytes or lymphocytes, plasmatic
cells and/or eosinophils.®

In 1997, Crowson et al., working with the same tech -
nique, demonstrated an angiocentric infiltrate in the upper
and lower dermis, constituted mainly by lymphocytes with a
varying mixture of plasmatic cells and eosinophils.”

The histological aspects of ECM should be differen -
tiated principally from those produced by erythema margi-
natum (erythema figuratum), reaction to the bite of insects
and erythema annulare centrifugum,? which present certain
alterations capable of differentiating them from ECM, such
as: in erythema figuratum and in erythema annulare centri-
fugum there are no plasmocytes, eosinophils and/or inters -
titial involvement of the infiltrate, as in ECM.*%?
Furthermore, in reactions to insect bites there is a degene -
ration of the collagen in the dermis and the infiltrate is in
wedge form, which is not observed in ECM.?

One of the ways of clarifying the diagnosis would be
through visualization of the Borrelia sp among the histopa -
thological findings. However, the results obtained by
researchers using several staining techniques have been
very varied. For some authors, the difficulty of detecting
Borrelia sp in the biopsy tissue is due to the low number of
microorganisms in the lesions.*¢ According to Picken et al.
(1997) the difficulty of detecting Borrelia sp is due to the
non-homogeneity of their distribution in the cutaneous
biopsies.*

In 1983, Berger demonstrated Borrelia sp in ECM
lesions of 12 patients out of a total of 30, using the Warthin-
Starry technique.®Later and using the same silver staining,
Berger et al. (1985) reported the visualization of Borrelia sp
in only two of 11 biopsies from patients with ECM.°

In 1986, De Koning et al. demonstrated Borrelia sp
through the impregnation technique with Bosma Steiner’s
silver in 14 biopsies of patients with Lyme disease.™*

In Brazil, Briggs et al. (1993) at the XLVIII Congress
of Dermatology, held in Curitiba, presented a demonstra -
tion case of Borrelia sp in a six-year-old patient, resident in
the State of Rio de Janeiro.?
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No Estado do Amazonas os trés primeiros casos da
doenca foram relatados por Talhari et al. (1987), por meio
da epidemiologia, da clinica e das alterac6es histopatologi-
cas.” Posteriormente, um levantamento em Manaus mos-
trou que no periodo de 1987 a 1990 havia 13 casos com
caracteristicas clinicas sugestivas de ECM, sendo que uma
paciente com a idade de 70 anos apresentou lesdes cutaneas
e sintomas articulares sugestivos da doenca de Lyme.”

Visto que a doenca pode proporcionar alteragdes sis-
témicas com graus variaveis de seqlela, os autores conside-
ram de interesse médico e de salde publica realizar uma
revisdo dos casos da doenga, diagnosticados no periodo de
1986 a 1996, buscando contribuir com uma possivel defini-
¢do dos padrdes histopatologicos, seja por tipo de lesdo
tecidual, seja pela pesquisa de Borrelia sp.

MATERIAL E METODOS

O presente estudo foi feito por meio do levantamen-
to de prontudrios de pacientes com eritema crénico migra-
torio registrados na Fundacdo de Dermatologia Tropical e
Venereologia Alfredo da Matta, Fundacdo de Medicina
Tropical do Amazonas e Laboratérios Reunidos, abrangen-
do o periodo de fevereiro de 1986 a junho de 1996.

Propondo-se os objetivos do trabalho, foram selecio-
nados para o estudo e nele incluidos 31 casos de ECM.
Desses, 27 ja tinham sido examinados por outros patologis-
tas, dos quais trés casos ja haviam sido apresentados no
XLII Congresso Brasileiro de Dermatologia em 1987, rea-
lizado em Goiénia, 13 haviam sido publicados com o diag-
nostico de Lyme por Talhari et al. (1992) e quatro surgiram
no decorrer deste estudo.

Foram utilizados 31 blocos de parafina com fragmen-
tos de pele, retirados de lesBes de pacientes com suspeita cli-
nica de ECM. Antes do emblocamento em parafina, as biop-
sias foram fixadas em formol a 10% por periodo de 24 horas.
Foram feitos cortes histoldgicos com espessura de até seis
micra e corados pela técnica de hematoxilina eosina (HE)
visando investigar as principais alteracdes histopatoldgicas.®

Visando demonstrar Borrelia sp os cortes histoldgicos
foram corados pelas técnicas de Warthin Starry e Warthin
Starry modificado pH 4.0 (pirocatecol).”**Num e noutro pro-
cedimento foi utilizada uma lamina para cada caso estudado
com cortes tissulares que variavam de quatro a 12.

Os resultados foram apresentados em tabelas, e as
comparac0es, feitas por meio de percentuais.

RESULTADOS

As principais alteragdes histopatoldgicas observadas
na epiderme e derme estdo representadas nas tabelas 1 e 2;
a disposicao do infiltrado encontrado na derme, na tabela 3
e na figura 1.

De acordo com os cortes histolégicos corados pelo
Warthin Starry modificado pH 4.0 (pirocatecol) (Figura 2)
ndo houve positividade para Borrelia sp nos 31 casos exa-
minados. Pela técnica de Warthin Starry, a Borrelia sp foi
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In the State of Amazonas the first three cases of the
disease were reported by Talhari et al. (1987), through the
epidemiologic and clinic aspects and histopathological
alterations.” Later, research in Manaus showed that from
1987 to 1990 there were 13 cases with clinical characteris -
tics suggestive of ECM, and a 70-year-old patient presented
cutaneous lesions and articular symptoms suggestive of
Lyme disease.”

Since the disease can cause systemic alterations
with varying degrees of sequels, the authors considered it
would be in the interests of medicine and public health to
carry out a revision of the cases of the disease, diagnosed
from 1986 to 1996, with a view to contributing to a possible
definition of the histopathological patterns, both for the
type of tissular lesion and for investigation of Borrelia sp.

MATERIAL AND METHODS

The present study was undertaken through a retros -
pective analysis of the files of patients with erythema chro -
nicum migrans registered at the Foundation of Tropical
Dermatology and Venereology Alfredo of Matta,
Foundation of Tropical Medicine of Amazonas and United
Laboratories (Laboratorios Reunidos), from February 1986
to June 1996.

In accordance with the objectives of the work, 31
cases of ECM were selected for the study. Of these, 27 had
already been examined by other pathologists and three
cases had been presented at the XLII Brazilian Congress of
Dermatology in 1987, held in Goiania, 13 had been publis -
hed with the diagnosis of Lyme disease by Talhari et al.
(1992) and four appeared during the course of this study.

A total of 31 paraffin blocks were prepared with skin
fragments, collected from the lesions of patients with clini -
cal suspicion of ECM. Before embedding in paraffin, the
biopsies were fixed in 10% formol for 24 hours. Histological
sections were made with a thickness of up to six micra and
stained with hematoxylin and eosin (HE) in order to investi -
gate the main histopathological alterations.”

With a view to demonstrating Borrelia sp, histologi -
cal sections were also stained with Warthin-Starry and
modified Warthin-Starry at pH 4.0 (pyrocatechol) techni -
ques.’”*® In both procedures, a slide was used for each case
with tissue sections that varied from four to 12.

The results are presented in tables, and comparisons
are given as percentages.

RESULTS

The main histopathological alterations observed in
the epidermis and dermis are summarized in tables 1 and 2;
the arrangement of the infiltrate found in the dermis is
shown in table 3 and figure 1.

According to the histological sections stained using
modified Warthin-Starry at pH 4.0 (pyrocatechol) (Figure
2) there was no positivity for Borrelia sp in all 31 cases exa -
mined. While with the Warthin-Starry technique, Borrelia sp
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Figura 1: Disposicao do
infiltrado inflamatério na derme, o
no intersticio e em torno dos 5_1'4,-._5"-'3' 0
vasos, constituido de linfdcitos, thy ¢
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histiécitos e plasmacitos. b
Na coloragdo pela técnica de
hematoxilina eosina (X 200).

detectada em um caso (3,22%)
(Figura 3).

DISCUSSAO

As alteracdes histopatold-
gicas do ECM com infiltrado de
linfdcitos ou linfécitos e plasmo-
citos; linfocitos, histidcitos, plas-
macitos e/ou eosinofilos descritas
por varios autores,>** tém suas
limitagbes por ndo serem especi-
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Figure 1: Arrangement of the
inflammatory infiltrate in the
dermis, interstitium and around
the veins, comprised of lympho -
cytes, histiocytes and plasmocytes.
Stained with hematoxylin and
eosin (X 200).
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was detected in one case (3.22%)
(Figure 3).

DISCUSSION

The histopathological alte -
rations of ECM with infiltrates of
lymphocytes or lymphocytes and
plasmocytes; lymphocytes, histiocy -
tes, plasmocytes and/or eosinophils
have been described by several
authors,>***® These are limited as a

ficas do ECM; porém, pelo aspec-
to em forma de manguito e comprometimento intersti-
cial do infiltrado, podem ajudar no esclarecimento do
diagnéstico.**** Por isso foram investigadas nos 31
casos a composicgédo e disposi¢cdo do infiltrado nos cor-
tes teciduais.

Quanto a composicdo do infiltrado, os resultados
referentes ao presente estudo com 11,76% dos casos
(Tabela 2) de infiltrado de linfécitos, histidcitos e plasmaci-
tos na derme e na epiderme, acantose em 32,35% e espon-
giose em 44,12% dos casos (Tabela 1), também foram vis-
tos por Steere et al. (1983), que verificaram na derme infil -
trado constituido por linfocitos, histiocitos e plasmdcitos
em 15,60%. Na epiderme verificaram moderada acantose e
espongiose,cujos percentuais, porém

diagnostic tool, since they are not
specific to ECM; however, on considering the angiocentric
form and interstitial involvement of the infiltrate they can
help in clarifying the diagnosis.>**** Consequently, the com -
position and arrangement of the infiltrate in the tissue sec -
tions were investigated in the 31 cases.

Regarding the composition of the infiltrate, the results
of the present study were 11.76% of the cases (Table 2) with
lymphocytes, histiocytes and plasmocytes in the dermis and
in the epidermis, acanthosis in 32.35% and spongiosis in
44.12% of the cases (Table 1). Similar findings were reported
by Steere et al. (1983), who observed an infiltrate in the der -
mis constituted by lymphocytes, histiocytes and plasmocytes
in 15.60%. In the epidermis they verified moderate acantho -
sis and spongiosis, but did not spe -

néo especificaram.®

Crowson et al. (1997) descre-
veram em bidpsias do centro da lesdo
infiltrado de linfdcitos, eosindfilos e
plasmécitos, e, na periferia da lesdo,
infiltrado de linfdcitos e plasmaocitos.
Os autores nédo especificaram as per-
centagens dos achados.

Neste estudo foi encontrado
infiltrado constituido por linfécitos,
plasmocitos e eosinéfilos em 5,89%
dos casos (Tabela 2), porém néo foi
conseguida informacé&o sobre a loca-

Figura 2: Corte histoldgico
corado pela técnica de
Warthin Starry modificado
pH 4 (pirocatecol) (X 200).

K

cify the percentages.*®

Crowson et al. (1997) des -
cribed an infiltrate of lymphocytes,
eosinophils and plasmocytes in
biopsies from the center of the
lesion and in the periphery of the
lesion an infiltrate of lymphocytes
and plasmocytes. Again the authors
did not specify percentages for the
findings.”

In the present study, an infil -
trate was observed comprised of
lymphocytes, plasmocytes and

Figure 2: Histological section stained
using the modified Warthin-Starry
technique, at pH 4 (pyrocatechol)

(X 200).
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Figura 3: Borrelia sp. Presenca
de duas borrélias na derme
superior, na coloragéo pela

técnica de Warthin Starry
(X 1000).

lizagdo das biopsias, se do cen-
tro ou da borda da leséo.
Berger (1984) consta-
tou na derme infiltrados em
torno de vasos e intersticial
com predominio de linfocitos;

Figure 3: Borrelia sp. Presence of
two Borrelia spirochetes in the
upper dermis, stained by
Warthin-Starry silver stain

(X 1000).

eosinophils in 5.89% of the
cases (Table 2), however
information was not available
regarding the site of the biop -
sies, specifically if from the
center or border of the lesion.

linfocitos mais células plasmé-

ticas ou linfécitos mais células plasmaticas e eosindfilos
em 61% dos casos. Nas bidpsias da periferia da lesdo cons-
tatou a predominancia de plasmadcitos e, nas do centro da
lesdo, a predominancia de eosintfilos. Em 38,23% verifi-
cou na derme superficial e profunda infiltrado de linfocitos
e histidcitos.®

Neste estudo observou-se infiltrado de linfécitos e
plasmécitos associados a histidcitos em 11,76% dos casos
e de linfocitos e histiocitos em 9,80% dos casos (Tabela 2).
A disposicédo do infiltrado em torno de vasos e no intersti-
cio foi encontrada em total de 45,17% dos casos (Tabela 3).

Em relacdo a De Koning et al. (1986) que descreve-
ram em bidpsias do centro da lesdo infiltrado na derme
composto por linfocitos, histidcitos, plasmdcitos e eosing-
filos em 42,85% dos casos, observou-se nos resultados
deste trabalho a mesma composi¢éo dos autores em 7,84%
dos casos (Tabela 2). Essa diferenca em percentual pode
estar associada ao local biopsiado ou ao tempo de evolucédo
da doenca.

Quanto a disposicao do infiltrado inflamatdrio, os
resultados histopatol6gicos mostrados neste estudo com
infiltrado principalmente de linfécitos, histiocitos e eosiné-
filos; linfdcitos, plasmdcitos e eosindfilos com disposicao
em torno de vasos em forma de manguito em 29,04% dos
casos (Tabela 3), foi superior ao encontrado por Steere et
al. (1983) que apresentaram infiltrado de linfocitos, histio-
citos e plasmocitos em forma de manguito em 15,60% dos
casos.*

Crowson et al. (1997) também observaram infiltra-
do inflamatdrio de linfocitos, plasmocitos e eosinofilos
com disposi¢do em forma de manguito, porém néo especi-
ficaram a percentagem dos achados.®

A disposicéo do infiltrado em torno de vaso e no
intersticio, neste trabalho constituida principalmente de
linfécitos, histidcitos, plasmocitos e eosindfilos; linféci-
tos, histidcitos e eosindfilos, foi encontrada em 19,35%. E
a disposicdo em torno de vasos em forma de manguito e
no intersticio, constituida principalmente de linfocitos,
histiocitos e eosindfilos, e de linfocitos e histidcitos,
alcancou o total de 25,82% (Tabela 3). Asoma desses dois
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Berger (1984) descri -
bed an infiltrate in the dermis around the veins and inters -
titium with prevalence of lymphocytes; lymphocytes toge -
ther with plasmatic cells or lymphocytes with plasmatic
cells and eosinophils in 61% of the cases. In biopsies of the
periphery of the lesion a predominance of plasmocytes was
found while in the center of the lesion eosinophils predomi -
nated. In 38.23% an infiltrate of lymphocytes and histiocy -
tes was observed in the upper and lower dermis.®

In this study, an infiltrate was observed of lymphocytes
and plasmocytes associated to histiocytes in 11.76% of the
cases and of lymphocytes and histiocytes in 9.80% (Table 2).
The arrangement of infiltrate around the veins and in the inters -
titium was found in a total of 45.17% of the cases (Table 3).

In relation to De Koning et al. (1986) who described
an infiltrate in the dermis, from biopsies of the center of the
lesion, which was composed of lymphocytes, histiocytes, plas -
mocytes and eosinophils in 42.85% of the cases, the same
composition was observed in 7.84% of the cases presented in
this work (Table 2). The differences in the percentiles could be
associated to the site of the biopsy or disease duration.

Regarding the arrangement of the inflammatory infil -
trate, the histopathological results shown in this study with
infiltrates of mainly lymphocytes, histiocytes and eosinophi -
les; lymphocytes, plasmocytes and eosinophiles with angio -
centric arrangement are present in 29.04% of the cases (Table
3), which is a higher value than that found by Steere et al.
(1983) who reported an angiocentric infiltrate of lymphocy -
tes, histiocytes and plasmocytes in 15.60% of the cases.”

Crowson et al. (1997) also observed an angiocentric
inflammatory infiltrate of lymphocytes, plasmocytes and
eosinophiles, however they did not specify the percentage of
the findings.*

The arrangement of the infiltrate around the veins
and in the interstitium, observed in this work was constitu -
ted mainly of lymphocytes, histiocytes, plasmocytes and
eosinophiles; lymphocytes, histiocytes and eosinophiles,
and it was found in 19.35%. While with an angiocentric
arrangement and in the interstitium, constituted mainly of
lymphocytes, histiocytes and eosinophiles; and of
lymphocytes and histiocytes, reached a total of 25.82%
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resultados em que existe
comprometimento do
intersticio pelo infiltrado foi
45,17% dos casos, resultado
de valor significativo no
presente estudo para o diag-
nostico de ECM, pois o
comprometimento do
intersticio pelo infiltrado
inflamatério no ECM tem
sido descrito por alguns
autores,***** que destacaram
a importancia desse achado
histolégico no diagnostico
do ECM.

Com a identificacdo

de apenas um caso positivo para Borrelia sp neste traba-
lho, observa-se que o diagndstico histopatolégico de ECM
com o achado do agente etiolégico € dificil, muitas vezes
pela escassez da Borrelia sp nas les6es, como relatado por
Berg et al. (1991) e Florido (1994).*** O encontro do para-
sita requer exame minucioso em laminas coradas pela téc-
nica da prata sem interferéncia de artefatos, como descri-
to por De Koning et al. (1986).

Neste trabalho, utilizando-se a técnica do Warthin

Tabela 1: Altera¢8es histopatoldgicas observadas na
epiderme de 31 pacientes com eritema cronico
migratério pelo método de hematoxilina eosina.
Table 1: Histopathological alterations observed in
the epidermis of 31 patients with erythema
chronicum migrans, using hematoxylin and eosin.

Alteracdes histopatologicas N. %
Histopathological alterations

Paraceratose / Parakeratosis 3 8.82
Acantose / Acanthosis 11 32.35
Espongiose / Spongiosis 15 44.12
Exocitose / Exocytosis 4 11.76

Vacuolizagdo de células da
camada basal / Vacuolization of
the basal layer cells 1 2.95

Total 34 100

Obs: Os 31 pacientes podem ter mais de uma alteracéo
histopatolégica na epiderme. / The 31 patients can present
more than one histopathological alteration in the epidermis.

(Table 3). The sum of these
two results in which there
was involvement of the
interstitium by the infiltrate
was 45.17% of the cases, a
result of significant value in
the present study for the
diagnosis of ECM, because
involvement of the intersti -
tium by the inflammatory
infiltrate in ECM has been
described by  various
authors,**** who highligh -
ted the importance of this
histological finding for the
diagnosis of ECM.

With the identification of only one positive case due
to Borrelia sp in this work, it was demonstrated that the his -
topathological diagnosis of ECM through isolation of the
etiological agent is difficult, frequently due to the lack of
Borrelia sp in the lesions, as reported by Berg et al. (1991)
and Florido (1994).** The finding of the parasite requires a
meticulous exam in slides stained using the silver technique

and with no interference of artifacts, as described by De

Koning et al. (1986).

Tabela 2: Aspectos principais dos infiltrados e alteracdes observadas na derme de 31 pacientes com eritema
crénico migratério pelo método de hematoxilina eosina. / Table 2: Principal aspects of the infiltrates
and alterations observed in the dermis of 31 patients with erythema chronicum migrans, using

hematoxylin and eosin.

Infiltrado e alteragdes na derme N. %
Infiltrate and alterations in the dermis

Linfdcitos e histiocitos / Lymphocytes and histiocytes 5 9.80
Linfocitos, histidcitos e plasmdcitos / Lymphocytes. Histiocytes and plasmocytes 6 11.76
Linfécitos, plasmacitos e eosindfilos / Lymphocytes. plasmocytes and eosinophils 3 5.89
Linfocitos, histidcitos, plasmacitos e eosindfilos / Lymphocytes. histiocytes. plasmocytes and eosinophils 4 7.84
Linfécitos, histidcitos e eosindfilos / Lymphocytes. histiocytes and eosinophils 8 15.69
Linfocitos e neutrofilos / Lymphocytes and neutrophiles 1 1.96
Linfocitos, plasmadcitos, eosindfilos e neutréfilos / Lymphocytes. plasmocytes. eosinophils and neutrophiles 1 1.96
Linfocitos, histidcitos e melan6fagos / Lymphocytes histiocytes and melanophages 1 1.96
Linfdcitos, histidcitos, eosinofilos e melandfagos / Lymphocytes. histiocytes. eosinophils and melanophages 1 1.96
Plasmacitos e eosindfilos / Plasmocytes and eosinophils 1 1.96
Congestdo de vasos / Congestion of veins 6 11.76
Edema na derme / Edema in dermis 12 2353
Ectasia vascular / Ectasia vascular 2 3.93
Total 51 100

Obs: Os 31 pacientes podem ter mais de uma alteracdo na derme. / The 31 patients can present more than one histopathological

alteration in the dermis.
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Tabela 3: Disposicao do infiltrado nos 31 casos de pacientes com eritema crénico migratdrio pela técnica de
hematoxilina eosina. / Table 3: Arrangement do infiltrate in 31 cases of patients with erythema chronicum
migrans, using hematoxylin and eosin.

Composicéo do infiltrado

Disposicéo do infiltrado / Arrangement of the infiltrate

Em torno de vasos
Around the veins

Composition of the infiltrate

vaso em manguito

Em torno de vaso em
manguito e no
intersticio /
Angiocentric and in
the interstitium

N. % N. % N. %

Em torno de vaso e
no intersticio /
Around the veins and
in the interstitium

Em torno de

Angiocentric

Linfdcitos e histidcitos 1 3.22
Lymphocytes and histiocytes

Linfdcitos, histiécitos e plasmécitos 4 12.91

Lymphocytes, histiocytes and plasmocytes

Linfécitos, histiécitos, plasmacitos e 1 3.22
eosindfilos

Lymphocytes, histiocytes, plasmocytes

and eosinophils

Linfdcitos, histidcitos e eosindfilos 1 3.22
Lymphocytes, histiocytes and eosinophils

Linfdcitos, histiécitos e melanofagos 1 3.22
Lymphocytes, histiocytes and melanophages

Linfécitos, histidcitos, eosindfilos

e melano6fagos - -
Lymphocytes, histiocytes, eosinophils

and melanophages

Linfdcitos, plasmacitos e eosinéfilos - -
Lymphocytes, plasmocytes and eosinophils

Linfécitos, plasmacitos, eosinofilos

e neutrofilos - -
Lymphocytes, plasmocytes, eosinophils

and neutrophiles

Linfocitos e neutrofilos - -
Lymphocytes and neutrophiles

Plasmacitos e eosindfilos - -
Plasmocytes and eosinophils

- - 1 3.22 3 9.69

1 3.22 1 3.22 - -

- - 2 6.47 1 3.22

3 9.69 1 3.22 3 9.69

- - - - 1 3.22

3 9.69 - - - -

1 3.22 - - - -

1 3.22 - - - -

- - 1 3.22 - -

Total 8 25.79

9 29.04 6 19.35 8 25.82

Starry modificado pH 4.0 pirocatecol,*® ndo se detectou a
presenca de Borrelia sp em nenhum dos cortes histologicos
examinados nem se observou a coloracdo amarelo-palido
ou marrom-claro terroso dos tecidos examinados, nem a
impregnacao do agente etioldgico pela prata. No corte em
que se demonstrou o agente etiolégico do ECM, usou-se a
técnica do Warthin Starry, sem modificacfes."” Observaram-
se com essa técnica coloragdo amarelo-palido do tecido e
impregnacao pela prata de Borrelia sp em preto.

Neste trabalho, a demonstracdo da Borrelia sp em
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In this work, using the method of modified Warthin-
Starry at pH 4.0 pyrocatechol,* the presence of Borrelia sp
was not detected in any of the histological sections exami -
ned nor was the usual pale yellow or earthy light brown
coloration observed in any of the tissues examined, nor the
impregnation of the etiological agent by the silver. In the
section in which the etiological agent of ECM was demons -
trated, the Warthin Starry technique was used without
modifications.” With this technique the pale yellow colora -
tion of the tissue and black aspect marking the impregna -
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apenas um caso estd em concordancia com os achados da
borrélia no Brasil, uma vez que Filgueira et al. (1989)* a
demonstraram em um caso e, em 1993, em outro,® embora
ndo tivessem especificado a quantidade de exames pesqui-
sados. Aproxima-se também dos achados de Berger et al.
(1985), que identificaram dois casos (18,18%) de 11 bidp-
sias de pacientes com ECM.

A literatura especializada confirma a dificuldade do
encontro da Borrelia sp, pois Florido (1994) em sua tese de
doutorado em dermatologia, defendida no Rio de Janeiro,
examinando cortes histolégicos de 92 casos suspeitos de
borreliose, corados pelo método de Warthin Starry, ndo evi-
denciou caso algum positivo para 0 agente etioldgico.
Também Steere et al. (1983), nos EUA, em exame de 20
bidpsias de ECM, empregando o método de Dieterle, ndo
detectaram caso algum positivo para Borrelia sp.*

De Koning et al. (1986, 1987) fizeram uso da técni-
ca da impregnacdo pela prata, segundo modificacfes de
Bosma Steiner (1984) e demonstraram a presenca de
Borrelia sensu lato em lesGes de ECM em 42,85% e em
43,48% dos casos respectivamente.”** Quanto a diferenca
de percentagem em relacdo aos achados de Koning et al.
(1986, 1987) e os do presente estudo, supbem os autores
que possa ter sido pelo uso de método de coloragdo mais
aprimorado, pois fizeram uso da prata modificada de
Bosma Steiner, em que empregaram a substancia amilase
com o objetivo de remover o material mucdide do tecido e
com isso facilitar a impregnacéo do agente etiologico pela
prata. Outras explicagdes seriam o local da bidpsia e o
tempo de evolucéo da leséo.

Neste estudo ndo foi possivel empregar 0 mesmo
método de De Koning et al., pois as substancias para colo-
racdo compradas foram retidas pela alfandega e posterior-
mente extraviadas.

CONCLUSAO

Neste estudo os achados histolégicos que melhor
caracterizam o ECM sem a demonstracdo da Borrelia sp
sdo: infiltrado constituido por linfdcitos, histiocitos e eosi-
nofilos; linfocitos, histidcitos, plasmaocitos e/ou eosinofilos
e linfocitos, plasmdcitos e eosindfilos com disposi¢do em
torno de vasos em forma de manguito e no intersticio; em
torno de vasos e no intersticio sdo fortes indicacBes de
ECM. Contudo, para melhor avaliacdo histologica, sugeri-
ram os autores aos dermatologistas que informassem junto
com os dados clinicos dos pacientes a localizagdo das biop-
sias efetuadas: se o centro ou a borda da lesdo.

De acordo com essas composic¢do e disposicdo do
infiltrado descritas, concluiram eles que 23 casos (74,19%)
seriam realmente ECM e que, em oito casos (25,81%) dos
31 examinados, os achados ndo foram téo caracteristicos de
ECM pelo seguintes aspectos: disposi¢do do infiltrado s
em torno de vasos e pela composi¢éo do infiltrado associa-
do a neutrofilos e melandfagos.

Foi verificado que a técnica de Warthin Starry é util
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tion of Borrelia sp by the silver were observed.

In this work, the demonstration of Borrelia sp in only
one case is in agreement with the findings for Borrelia in
Brazil as a whole, since Filgueira et al. reported one such
case in 1989* and another in 1993,® although they did not
specify the total number of tests carried out. The finding of
Borrelia is also in accordance with the work of Berger et al.
(1985), who identified two cases (18.18%) out of 11 biop -
sies from patients with ECM.

The specialized literature confirms the difficulty of
detecting Borrelia sp. Florido (1994), in a doctoral thesis in
dermatology defended in Rio de Janeiro, examined histologi -
cal sections of 92 suspected cases of borreliosis using the
Warthin-Starry stain and did not find a single positive case
for the etiological agent. Furthermore, Steere et al. (1983), in
the USA, examined 20 biopsies of ECM using Dieterle's stain
and also did not detect any positive case for Borrelia sp.*®

De Koning et al. (1986 and 1987) used the silver
impregnation technique, according to modifications by
Bosma Steiner (1984) and demonstrated the sensu latu pre-
sence of Borrelia in ECM lesions in 42.85% and 43.48% of
the cases, respectively.”**2 Regarding the difference in per -
centages relating to the findings of De Koning et al. (1986,
1987) and those of the present study, it is suggested that
Bosma Steiner's modified silver used by the authors may be
a more sensitive coloration method, in that amylase is
included with the objective of removing mucoid material
from the tissue in order to facilitate the impregnation of sil -
ver into the etiological agent. Other explanations could be
related to the site of the biopsy and duration of the lesion.

In this study it was not possible to use the same
method as De Koning et al., because the substances impor -
ted for the staining were seized and later misplaced by the
customs.

CONCLUSION

In this study the histological findings that best charac -
terize ECM without demonstration of Borrelia sp were: infil -
trate constituted by lymphocytes, histiocytes and eosinophils;
lymphocytes, histiocytes interstitium, plasmocytes and/or
eosinophils; and lymphocytes, plasmocytes and eosinophils
with angiocentric arrangement and in the interstitium; or
around the veins and in the interstitium are strong indications
of ECM. Nevertheless, for a better histological evaluation, the
authors suggest that dermatologists determine the patients'
clinical data and site of the biopsies, i.e. whether they were
from the center or border of the lesion.

According to the composition and arrangement of the
infiltrate described, it was concluded that 23 cases (74.19%)
were in fact ECM and that in 8/31 cases (25.81%) examined,
the findings were not as characteristic of ECM due to the fol -
lowing aspects: arrangement of the infiltrate only around
the veins and due to the composition of the infiltrate being
associated to neutrophiles and melanophages.

It was found that the Warthin-Starry technique is
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para o diagnostico histopatologico de ECM no Brasil.
Novas técnicas além das utilizadas neste estudo deverdo,
contudo, ser testadas visando aumentar o indice de detec-
cao do agente etioldgico nos cortes histoldgicos.

O exame histopatologico de ECM poderd auxiliar no
diagnostico diferencial com outras dermatoses. a
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