\elho, Mariotto,Souza, Moraes & Cintra 601
Artigo de Revisdo / Review Article

Angiomatose bacilar: revisio daliteratura e
documentacéo iconografica

Bacillary angiomatosis: literature review and
Iconographic documentation’

Elemir Macedo de Souza Maria Leticia Cintra?

Aparecida Machado de Moraes!

Paulo Eduardo Neves Ferreira Velho
Andréa Mariotto*

Resumo: A angiomatose bacilar ¢ uma das bartoneloses humanas. E doenca sistémica de manifestagio
cuténea freqiiente. Caracteriza-se por lesGes angioproliferativas causadas pela Bartonella henselae e pela
B. quintana, que comprometem especialmente individuos imunodeficientes. Deve ser bem conhecida
pelos dermatologistas, pois é potencialmente fatal, mas responsiva a antibioterapia. Para estabelecer o
diagndstico nosoldgico eles deverdo sugeri-lo ao anatomopatologista, facilitando a diferenciacdo histolo-
gica, sobretudo, com o granuloma piogénico e o sarcoma de Kaposi. O presente artigo apresenta revisdo
da literatura e fotografias clinicas, de microscopia de luz e eletrdnica de transmissao.
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Summary: Bacillary angiomatosis is one of the human bartoneloses. It is a systemic disease usually
affecting the skin. Its angioproliferative lesions are caused by B. henselae and by B. quintana. Such
lesions are more frequent in immunodeficient hosts. Dermatologists must be well aware of this disea-
se because it is potentially fatal, though it is treatable with antibiotic therapy. To establish a nosolo-
gic diagnosis, dermatologists should refer patients to a pathologist. In so doing, they will facilitate his-
tologic differentiation especially from pyogenic granuloma and Kaposi's sarcoma. This paper presents
a literature review of the disease, and includes clinical, light and transmission electron microscope
photographs.
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INTRODUCAO

Até 1993, o termo bartonel ose reportava-se apenas
a doenca de Carrion (doenca bifasica propria da regido dos
Andes). Apo6s a unificagdo dos géneros Rochalimaea e
Bartonella, proposta por Brenner et al.,* este Gltimo géne-
ro passou a representar, além da espécie B. bacilliformis,
outras como B. henselae, B. quintana, B. vinsonii eaB. €li-
zabethae.* Hoje sao 18 espécies e subespécies classificadas
nesse género.?

Atualmente a expressdo bartonel ose abrange todas as
doencas causadas por agentes, entre elas a angiomato-
se bacilar (AB), febre das trincheiras, doenca da arranhadura
do gato; como também, quadros de bacteremia febril, septi-
cemia e endocardite. Além desses, foram descritos casos de
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INTRODUCTION

Until 1993, the term bartonellosis referred only to
Carrion's disease (a double-phase disease specific to the
Andes region). Following the unification of the genera
Rochalimaea and Bartonella, as proposed by Brenner et
al.,! the latter came to represent not only B. bacilliformis,
but other generae like B. henselae, B. quintana, B. vinsonii
and B. elizabethae.* Nowadays, 18 species and subspecies
are classified into this genus.?

The term bartonelloses currently covers all diseases
caused by these agents, among which are bacillary angio-
matosis (BA), trench fever, cat scratch disease, as well as
febrile bacteremia, septicemia and endocarditis. In addi-
tion, cases of erythema nodoso, maculopapul ous exanthe-
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eritema nodoso, exantema maculopapul 0so, eritema anular e
multiforme e pUrpura trombocitopénica.?®

ASPECTOS HISTORICOS

O primeiro caso descrito de AB data de 1983, quan-
do um paciente imunodeficiente (anérgico atestes cutaneos,
portador de moniliase oroesofégica e Ulcera gastrica por
herpes simples) apresentou, ao exame fisico, ndédulos sub-
cutdneos na regido occipital e membros, com didmetro
variando de 2 a 6cm, que evoluiram com aumento progres-
sivo do tamanho e do nimero.

O cultivo das amostras obtidas pela bidpsia ndo evi-
denciou crescimento de nenhum agente, apesar de testados
diferentes meios. O exame histolégico demonstrou prolife-
racdo de células histiocitarias e endoteliais com vasos
pequenos e proeminente infiltrado neutrofilico. A coloracdo
de Warthin-Starry foi a Gnica capaz de demonstrar infiltra-
¢do difusa de pequenas formas bacilares, confirmadas a
microscopia eletronica. Esse paciente obteve completa
regressdo macro e microscopica dos nédulos apds o trata
mento empirico com eritromicina.’

Cockerell et al.® denominaram nova afeccdo
angiomatose epitelidide. LeBoit et. al.® propuseram o termo
angiomatose bacilar como nome descritivo de transi¢éo até
aidentificagdo da bactéria responsavel pela proliferagéo de
vasos. Mencionavam semelhanca clinica e histol6gica des-
sas |lesbes com sarcoma de Kaposi, além de resposta drama-
ticaa antibioterapia.

Em 1990, Cokerell et al.*® descreveram o primeiro
caso da AB em pacientes imunocompetentes.

ETIOLOGIA

As bartonelas s8o bacilos ou cocobacilos gram-
negativos pequenos. Crescem em agar enriquecido com
sangue (5-10%) e em ambiente rico em CO.. S&o
microaerofilas, oxidase e urease-negativas, de crescimen-
to fastidioso e néo utilizam carboidratos em seu metabo-
lismo. Em 1992 a Rochalimeae henselae e a R. quintana
foram identificadas como agentes etiol gicos da AB, sendo
reclassificados por Brenner et al. em 1993.***2 A B. hen-
selae e a B. quintana crescem melhor a temperaturas que
variem de 35 a 37°C.?

A associac8o de contato com gatos e desenvolvi-
mento da doenca foi feita pela primeira vez por LeBoit et
al., em 1988.° Higgins et al.,"* demonstraram que a B. hen-
selae replica e persiste na pulga. Supfe-se que os agentes
responsaveis entrem em contato com o organismo via cuté-
nea, devido ao fato datransmissdo da doenca da arranhadu-
ra do gato causada pela B. henselae estar associada a trau-
mas cutaneos (mordedura ou arranhadura) e a participagdo
da pulga natransmissdo desse agente entre 0s gatos, e o pio-
Iho do corpo, ser o vetor da B. quintana na febre das trin-
cheiras.

A B. henselae e B. quintana ndo possuem flagelos e
tém fimbrias (estruturas associadas a citoaderéncia).**
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ma, annular and multiform erythema and thrombocytope-
nia purpura have been described.>*

HISTORICAL ASPECTS

Thefirst described case of BA dates from 1983 when,
during a physical examination, an immunodeficient patient
(anergic to cutaneous tests, who had oroesophagic candi-
diasis, and gastric ulcer by herpes simplex) showed subcu-
taneous nodules in the occipital region and in the limbs,
varying from 2-to-6 cmin diameter. There was a progressi-
ve increase in the size and number of lesions.

The culture sample obtained by biopsy did not show
the growth of any agent, apart from the different media tes-
ted. The histologic examination showed proliferation of his-
tiocytic and endothelial cells with small vessels and a pro-
minent neutrophilic infiltrate. Warthin-Starry staining was
the only method that could demonstrate diffuse infiltration
of small bacillary forms, a finding confirmed by electron
microscopy. This patient obtained a complete macro- and
microscopic regression of the nodules following the empiri-
cal treatment with erythromycin.’

Cockerell et al.® called this new affection epitheloid
angiomatosis. LeBoit et. al.° proposed ‘bacillary
angiomatosis as a transitory descriptive termuntil the bac-
teria responsible for vessel proliferation could be identified
further. They mention clinical and histological similarities
of these lesions with Kaposi's sarcoma, in addition to the
dramatic response of lesions to antibiotic therapy.

In 1990, Cokerell et al.* described the first case of
BA in immunocompetent patients.

ETIOLOGY

Bartonellas are small gram-negative bacilli or
coccobacilli. They grow in blood-enriched agar (5-
10%) and in an environment rich in CO.. They are
microaerophils, oxidase and urease-negative, growing
fastidiously without using carbohydrates in their meta-
bolism. Rochalimeae henselae and R. quintana were
identified as the etiologic agents of BA in 1992 and
reclassified by Brenner et al. in 1993.%**2 B. henselae
and B. quintana grow better in temperatures varying
from 35 to 37°C.2

The association of cat contact with the devel opment
of the disease was first made by LeBoit et al. in 1988.°
Higgins et a.* demonstrated that B. henselae replicates
and persist in fleas. The active agents are presumed to have
come into contact with the organism via cutaneous means
due to the fact that transmission of the cat scratch disease
resulting from B. henselae is associated with cutaneous
traumas (bites or scratches) and the participation of the
flea in the transmission of this agent from cats and to body
lice is the B. quintana vector in trench fever.

Neither B. henselae nor B. quintana have flagella,
though they do have fimbriae (structures associated with
cytoadherence).***
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EPIDEMIOLOGIA

A incidéncia da AB € maior em pacientes imunode-
ficientes, tanto pelo uso de medicamentos, como por linfo-
mas, leucemias e, infeccdo pelo HIV .5

Em 1992, ap6s redizar uma revisdo sobre a recém-
descrita doenca, Spach relatou haver predominio significativo
de soropositividade para HIV entre os pacientes acometidos
pela afeccdo,® dos quais a maioria ja apresentava Aids avan-
¢ada e contagem de CD4 menor do que 200 cdulas/mme.
Ainda nesse traba ho hé relatos de 90% dos casos de AB ocor-
rerem no sexo masculino, e apenas 20% deles terem referido
arranhadura ou mordedura por gatos. Nosa, em 1997, relatou
gue a AB é extremamente rara em criangas.”® Tappero et al.,*
realizaram um trabal ho sobre a epidemiol ogia da doenga con-
firmando o predominio do sexo masculino, da raca branca e
de homossexualismo entre os acometidos, aém da freqlente
associacdo com Aids. Segundo dados apresentados, apesar de
amaioria desses pacientes ja ter diagndstico de Aids confir-
mado antes da instalagdo da AB, um nimero significativo so
foi confirmado apos esse diagndstico. Embora a doenca sgja
consideradaincomum nos EUA, Loutit®* relatou que amaioria
dos casos descritos, tanto 14 como na Europa, € de pacientes
soropositivos para esse virus, independente do grupo de risco.

Torok et al.*” previam aumento dos casos de AB em
funcéo da epidemia pelo HIV e maior uso de tratamentos
imunossupressores. Regnery et al.** consideraram que a
infecgdo por Bartonella sp. em pacientes infectados pelo
HIV é freglientemente subdiagnosticada.

Em estudo caso controle de doentes com Aids obser-
VOU-Se que 0s pacientes com AB eram mais gravemente com-
prometidos. Concluiram que doenca acontece tardia
mente no curso dainfeccdo pelo HIV, devendo ser considera
da moléstia oportunista que define a Aids propriamente dita.
Com o uso de miltiplas drogas no tratamento anti-retrovira
houve aparente diminuicgo da AB nesses pacientes.

MANIFESTACOES CLINICAS

As manifestagdes clinicas da AB sdo representadas
por lesbes de proliferagdo vascular decorrentes da resposta
angiogénica determinada pelas bartonelas. Foi aventada a
idéia de que a diferenca entre a resposta angiogénica da AB
e agranulomatosa da doenca da arranhadura do gato, desen-
cadeadas pelo mesmo organismo, devesse ser determinada
pelo grau de imunocompeténcia do hospedeiro.?*

AslesbesdaAB apresentam |ocalizaco variada, poden-
do envolver todo o organismo, incluindo as mucosas (Figura
1A), embora as |lesdes cutaneas sgiam as mais freglientemente
reconhecidas®® As manifestagbes mais comuns da AB so
lesBes papulosas, angiomatosas (Figura 1B) ou papulonodula-
res (Figura 2A), de poucos milimetros a véarios centimetros de
didmetro, eritémato-vinhosas ou da cor da pele; de supeficie
lisaou com crostas. Podem ser isoladas ou mdltiplas, locadiza
das, zogteriformes ou disseminadas, chegando a vérias cente-
nas, compressivels, tensas ou ainda friavels, podendo sangrar
fécil e abundantemente. Também podem ser nodulares, méveis
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EPIDEMIOLOGY

Incidence of BA is highest in immunodeficient
patients either when using medication or through lympho-
mas, leukemia or HIV-infection.s*%*

In 1992, after carrying out a review of a newly des-
cribed disease, Spach reported a significant predominance
of seropositivity for HIVV among patients affected by this ail-
ment.** Among them most showed late-stage AIDS and a
CD4 count lower than 200 cells per millimeter. The paper
also reported that 90% of BA cases occur in males, while
only 20% of them have referred to cat scratches or bites. In
1997 Nosal reported BA to be extremely rare in children.®
The work that Tappero et al.” carried out on the disease's
epidemiology confirmed homosexual Caucasian males as
those predominantly affected, besides being frequently
associated with AIDS.

According to the data presented, in spite of an AIDS
diagnosis being confirmed in most patients prior to the onset
of BA, a significant number was only confirmed after the diag-
nosis. Although the disease is consdered uncommon in the
USA, Loutit® reported that most of the cases described, either
there or in Europe, involve patients who were seropositive for
the virus independently of belonging to the high-risk group.

Torok et al.” forecasted an increase of BA cases
because of HIV and the greater use of immunosuppressive
treatment. Regnery et al.* consider that the infection by
Bartonella sp. in HIV-infected patients is frequently under
diagnosed.

In a controlled case study of AIDS-sufferers, patients
with BA were observed to be the most severely affected. It
was concluded that the disease occurs late in the course of
HIV-infection. Asaresult, it should be considered an oppor-
tunistic ailment defining AIDS itself. Through the multiple
drug usein anti-retroviral therapy an apparent reduction of
BA could be observed in these patients.®

CLINICAL MANIFESTATIONS

The clinical manifestations of BA are represented by
lesions whose vascular proliferation results from an angio-
genic response determined by bartonella. It was also sug-
gested that the difference between the angiogenic response
of BA and the granulomatosa of cat scratch disease, astrig-
gered by cats themsel ves, ought to be determined according
to the host's degree of immunocompetence.*

BA lesions show varied localization, possibly involving
the entire organism, including the mucouses (Figure 1A).
Cutaneous lesions are more frequently recognized.** The most
common manifestations of BA are papulous, angiomatous
(Figure 1B) or papulonodular lesions (Figure 2A). They range
in diameter from a few millimetersto several centimeters, are
erythematous and vinous or skin colored, and have a smooth
or crusty surface. They may be isolated or in clusters, locali-
zed, zogteriform or disseminated, at times reaching a few hun-
dred in number. They are also compressible, tense or even fria-
ble, at times bleeding easily and abundantly. They may also be
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Figura 1A: Angiomatose
bacilar: lesdo angiomatosa con- A
juntival em paciente com Aids.

1B: Angiomatose bacilar:
lesGes papulosas e papulono-
dulares angiomatosas e lesdes
nodulares em mulher com
Aids.

ou fixas a edruturas mais profundas.
Algumas vezes observam-se aspecto de
celulite na superficie e linfonodopatia
regional. Eventualmente esses nodulos
podem ulcerar e sangrar, dém de ser
extremamente dolorosos®

As apresentagbes menos fre-
guente sdo placas endurecidas e
hiperpigmentadas.®

O quadro pode ser precedido

Figure 1A: Bacillary
angiomatosis: angiomatous
conjunctival lesion in an AIDS
patient. 1B: Bacillary
angiomatosis: papulous and
angiomatous papulonodular
lesions, and nodular lesions
in a woman with AIDS

nodular, movable or fixed to deeper
sructures. At times celulitic aspect
can be observed on the surface as can
regional lymphadenopathy. Eventually
these nodes may ulcerate and bleed in
addition to being extremely painful

Hardened and hyperpigmen-
ted plaques are the less frequent
ways the disease presen itself.

The condition may be prece-

ou acompanhado por febre, em geral
de moderada intensidade, anorexia, emagrecimento, dor
abdominal, nausea, vomito e diarréia, especialmente quan-
do h& comprometimento visceral .>*

A AB pode ser acompanhada por doenca visceral
disseminada, tanto em imunodeficientes como em imuno-
competentes.

A concomitancia de lesbes extracutaneas em pacien-
tes com diagndstico da AB mostra a necessidade de serem
realizados anamnese e exame fisico cuidadosos, pois tais
lesOes sistémicas podem ser assintomaticas.?

O comprometimento dsseo, quando observado pela
radiografia, configura-se em lesdes ostedliticas, corticais
e/ou periostais.®¥

Héarelato de acometimento intracerebral pela AB, com
resposta completa ao tratamento com eritromicina®* Baker et
al.,® em 1995, relataram dois pacientes com quadros psiquia
tricos precedendo o aparecimento de lesdes de AB. Houve
involugdo dessas manifestagdes com o tratamento especifico.
Existem ainda vérias referéncias a envolvimento do figado e
do bago, ocorrendo em muitos desses casos melhora do qua-
dro hepatoesplénico apds o

ded by, or most often accompanied
with, mild intensity fever, anorexia, emaciation, abdominal
pain, nausea, vomiting and diarrhea, especially when there
is visceral involvement.>*®

BA may be accompanied by disseminated visceral
diseases, either in immunodeficient or immunocompetent
patients.»#

Concomitance of extracutaneous lesions in patients
diagnosed with BA shows that anamnesis and a careful
physical examination should be made, because such syste-
mic lesions may be asymptomatic.?

Bone involvement, when radiographically observed,
takes the shape of osteolytic, cortical, and/or periostatic
lesions. @

A case has been reported of intracerebral BA involve-
ment with complete response to erythromicin treatment.>* In
1995, Baker et al.® reported two patients with psychiatric
conditions preceding the onset of BA lesions. Involution of
these manifestations with specific treatment was observed.
There also exists other referencesto liver and spleen involve-
ment with improvement of the hepatosplenic condition occur-
ring after treatment in many

tratamento.***

Figura 2A: Angiomatose
bacilar: lesdo tumoral e
angiomatosa e papulas

angiomatosas em paciente
com angiomastose bacilar e
sem imunnodeficiéncia
identificavel. 2B: Escamas e
escamo-crostas no tronco de
paciente com sarna
norueguesa, angiomatose
bacilar (observar as papulas
angiomatosas) e Aids.

of these cases.

Figure 2A: Bacillary angiomatosis:
tumoral and angiomatous
lesions, and angiomatous
papules, in a patient with
bacillary angiomatosis without
identifiable immunodeficiency.
2B: Squamous and scaly-crusts on
the trunk of the patient with
scabies, bacillary angiomatosis
(observe the angiomatous
papules) and AIDS.
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O comprometimento interno pode manifestar-se com
ou sem peliose em 6rgdos internos, como o figado, baco e
medula dssea. A peliose bacilar é caracterizada por dilatacéo
vascular e espagos cisticos hemorragicos e envolvidos por
estroma fibromixdide, onde sdo encontrados bacilos seme-
Ihantes aos das lesdes cuténeas. Até hoje os casos de pelio-
se bacilar estéo associados apenas a B. henselae.*»#

A esplenite bacilar é acompanhada por trombocito-
penia ou pancitopenia grave. Niveis elevados de fosfatase
alcalina e anemia estdo associados a infecgao por B. hense-
lae e B. quintana.®

A involugdo espontnea de algumas lesbes pode
ocorrer. A evolugdo pode ser fatal, especialmente nos
pacientes imunodeficientes.>!6152.28

O papel do Sarcoptes scabei como vetor das bar-
tonelas ndo esta definido (Figura 2B), mas Spach et al.,®
relatando 10 casos de bacteremia por B. quintana, referi-
ram metade deles com escabiose e um com infestacdo
por piolho.

DIAGNOSTICO

Em se tratando de doenca infecciosa e de evolugéo
potencialmente fatal, o diagndstico deve ser precocemente
estabelecido.

O diagnostico diferencial da AB deve ser feito prin-
cipalmente com sarcoma de Kaposi (Figura 3A), granuloma
piogénico (Figura 3B) (com demonstraco do agente pela
coloragéo de Warthin-Starry), verruga peruana (o diagnésti-
co diferencial é epidemioldgico), aém de doenca de
Kimura, angioblastoma, angiossarcoma, angiogueratoma,
dermatofibroma e angioma rubi.®

E importante ressaltar que a AB e 0 sarcoma de
Kaposi podem coexistir em um mesmo paciente, dificultan-
do o diagnéstico. Tanto a AB quanto o sarcoma de Kaposi
acometem predominantemente soro-
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Internal involvement may be manifested with or
without peliosisin internal organs like the liver, spleen, and
bone marrow. Bacillary pdiosisis characterized by vascular
dilatation and hemorrhagic cystic spaces and enveloped by a
fibromixoid tumor, wherein bacilli similar to those in thosein
cutaneous lesions are found. Up to the present time, cases of
bacillary peliosis have only been associated with B. hense-
Im.10,25.27

Bacillary splenitis is accompanied by thrombocyto-
penia or severe pancytopenia. High levels of alkaline phos-
phatase and anemia are associated with infection by B.
henselae and B. quintana.®

Soontaneous involution of a few lesions may occur.
Progression may be fatal, especially in immunodeficient
patl ent5.5,16.18.21.25.28

Therole of Sarcoptes scabel as a vector for bartonella
has not been determined (Figure 2B). But Spach et a.* repor-
ting on 10 cases of bacteremia by B. quintana, refer to half of
the patients with scabiosis and one with lice infestation.

DIAGNOSIS

In dealing with an infectious disease with a poten-
tially fatal progression, the diagnosis must be established
early.

The diagnosis differential of BA must be made pri-
marily with Kaposi's sarcoma (Figure 3A), piogenic granu-
loma (Figure 3B) (with a demonstration of the agent by
means of Warthin-Sarry staining) and Peruvian wart (the
diagnosis differential is epidemiological), in addition to
Kimura disease, angioblastoma, angiosarcoma, angiokera-
toma, dermatofibroma and ruby angioma.®

It is important to stress that BA and Kaposi's
Sarcoma may coexist in a single patient, rendering diagno-
sis more difficult. BA or Kaposi's Sarcoma predominantly

affect HIV-seropositive patients and

positivos para o HIV e com baixa con-
tagem sangiinea de células CD4*.*

O diagnostico podera ser aven-
tado clinicamente, mas deve ser con-
firmado por cultura, histologia, sorolo-
gia ou técnicas de detecgdo génica. O

Figura 3A: Sarcoma de Kaposi
em paciente com Aids; é nitida a
semelhanga com as lesdes da
angiomatose bacilar.

3B: Angiomatose bacilar: lesdo
semelhante a granuloma
piogénico. Essa foi a hipotese
diagnéstica para a lesdo inicial
da angiomatose bacilar nesse
paciente com Aids.

those with a low CD4" blood cell
count.

The diagnosis may be clini-
cally proposed, but must be confir-
med by culture, histology, serology
or techniques of gene detection.

Figure 3A: Kaposi's
Sarcoma in AIDS patients;
the similarity with bacil-
lary angiomatosis lesions is
distinctive. 3B: Bacillary
angiomatosis: similar
lesion to piogenic granulo-
ma. This was the diagnostic
hypothesis for the initial
bacillary angiomatosis
lesion for this AIDS patient.
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Figura 4A: Angiomatose bacilar: entre as
células endoteliais, observa-se escasso
material amorfo, acidéfilo

(fibrinoide), onde agregados
bacterianos poderdo ser demonstrados
a impregnagédo pela prata, conforme
visto na proxima figura

(HE, aumento original x 400)

4B: Fragmento dérmico de lesdo de
angiomatose bacilar a impregnagao
argéntica, evidenciando

aglomerados de bartonelas
(Warthin-Starry, aumento original x 100)

isolamento microbioldgico pela cul-
tura é dificil, pois o crescimento bac-
teriano é lento e exige condigdes
especiais e periodo prolongado de
incubacdo que foge arotina damaio-

Figure 4A: Bacillary angiomatosis:
between the endothelial cells, observe
the thick amorphous acidophil
(fibrinoid) material, wherein bacterial
aggregates may be demonstrated upon
impregnation by silver, in accordance
with the next figure

(HE, original magnified x 400).

4B: Dermic fragment of the bacillary
angiomatosis lesion upon silver
impregnation, evidencing bartonella
agglomerates (Warthin-Starry, original
magnified x 100).

Microbiological isolation by means of
culture is difficult, for bacterial
growth is slow, requiring special con-
ditions and a prolonged period of
incubation that fails to comply with

ria dos laboratérios clinicos de microbiologia (de 15 a 21
dias em média).

Para patologistas experientes o diagnéstico podera
ser definido pela coloragdo de hematoxilina e eosina (Figura
4A) na maioria dos casos. As lesbes sdo de proliferacdo
capilar dispostas em | 6bulos, com os mais centrais mais dife-
renciados e os mais periféricos menos maduros, com luzes
por vezes inaparentes. MUltiplas mitoses podem ocorre,
assim como atipias celulares proximo as areas de necrose. A
presenca de leucdcitos e leucocitoclasia no intersticio dos
[6bulos de lesBes ndo ulceradas é importante para sugerir o
diagnostico. Eles estéo dispostos ao redor de agregados bac-
terianos, que se coram & hematoxilina e eosina, lembrando
fibrina. Colorag8o pela prata, como Warthin Starry (Figura
4B), ou com azul-de-toluidina em

the routine of most microbiological clinical laboratories
(from 15 to 21 days on average).

For experienced pathologists the diagnosis may be
determined by means of hematoxilin/eosine staining (Figure
4A) for mogt cases. Thelesions have capillary proliferation dis-
posed in lobules. The centralmost lesions display the greatest
differentiation, while those lying mainly on the periphery are
lessmature, with at timesless apparent lumen. Multiple mitoses
may occur, as may atypical cells closeto areas of necrosis. The
presence of leukocytos's and leukocytoclasia in the inter stice of
non-ulcerated lesion lobulesisimportant to induce a diagnosis.
Thesearedisposed around the bacterial aggregates and stained
by hematoxilinfecsine, and reminiscent of fibrin. Staining by
means of silver, like Warthin-Sarry (Figure 4B), or with tolui-

dine blue in semithin cuts (Figure 5A)

cortes semifinos (Figura 5A) podera
facilitar aidentificaco dos agentes. A
microscopia eletronica (Figura 5B)
permite a individualizagdo desses
agentes de parede trilaminar e, pela
imunocitoquimica, sua diferenciagdo
entre B. henselae e B. quintana.

Figura 5A: Corte semifino
(aproximadamente 300nm) corado com
azul-de-toluidina a 2%, utilizado para
selecdo da area de corte do fragmento da
pele a ser observado a microscopia
eletronica. Nele sdo vistas inmeras
estruturas cocoides e baciliformes no
instersticio, préximo a capilar. 5B:
Angiomatose bacilar: as bartonelas tém
parede trilaminar (microscopia
eletrénica de transmisséo,

aumento original x 80.000)

may facilitate the task of identifying the
agents. Electron microscopy (Figure
5B) allows individualization of these
agents that has trilaminate wall, and,
by means of immunocytochemigtry, its
differentiation from B. hensdlae and B.
quintana.

Figure 5A: Semi-fine cut (approximately
300 nm) stained with toluidin blue

at 2 %, utilized for selection of the skin
fragment cut area to be observed by the
electron microscope. In it, innumerable
coccoid and bacilliform

structures are seen in the interstice, close
to the capillary. 5B: Bacillary angiomato-
sis: the bartonella have a trilaminate
wall (transmission

electron microscope, original
magnified x 80.000)
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A imunofluorescénciaindireta € a técnicamais utili-
zada para o diagnostico das infecgdes pelas bartonelas.

Outro método diagnostico € a detecgdo génica pela
reacdo em cadeia da polimerase, porém pouco utilizado na
prética clinica?

TRATAMENTO

A AB pode causar lesbes cuténess desfigurantes, ter
comprometimento sistémico e ser potenciamentefatal. Assm,
todo paciente com adoencadeve ser tratado com antibi 6ticos.

As drogas mais utilizadas sdo a eritromicina e a doxici-
clina nas doses de 2g/d e 200mg/d, respectivamente, embora
existam relatos de ineficacia desta Ultima® Para Hensdl* na
infeccdo por Bartondla spp. ndo bacilliformis, a terapia de
escolha é eitromicina ou doxacicling, por combinar baixo
custo, facilidade de administragéo e efetividade clinica (Figuras
6A e 6B). A resposta € precocemente observada, porém o
tempo de tratamento varia de duas semanas a quatro meses,
sendo relatados poucos casos de recidiva e resolucéo incomple-
ta, associados principadmente a esquemeas tergpéuticos curtos.
Para pacientes imunodeficientes o tempo de tratamento devera
ser maislongo (detrés a quatro meses). ParaMaurin e Raoult,®
0 tempo de tratamento € mais importante do que a escolha do
antibidtico. A associaco de rifampicina ou gentamicina pode
ser favoravel, sobretudo nos pacientes imunodeficientes €/ou
com infecgBes graves, como osteomielites, endocardites e
peliose bacilar grave. Esses pacientes deverdo receber inicia-
mente medicacdo intravenosa. Todos os pacientes soropositivos
para HIV com infecgdo por Bartonela sp. devem ser tratados
com antibidticos, segundo Koehler.®

O tratamento criocirargico foi utilizado nas formas
resistentes.®

Alguns autores questionam a efetividade do emprego
deciprofloxacina, ceftriaxona e sulfametoxazol + trimetoprim.
N&o é recomendado o uso de penicilina
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Indirect immunofluorescence is the most utilized
technique in diagnosing bartonella infections.

Another diagnostic method is gene detection by
means of a polymer chain reaction, though it is used littlein
clinical practice.?

TREATMENT

BA may cause disfiguring cutaneous lesions, has
systemic affection and is potentially fatal. Therefore, all
patients with the disease must be treated with antibiotics.*®

The most frequently used drugs are erythromicin and
doxicyclinein doses of 2 g daily and 200 mg daily, respectively,
though there are reports of the ineffectiveness of the latter. For
Hensd* for Bartondla ssp. non bacilliformis infections, the
therapy of choice is erythromicin or doxacycline in a low-cost
combination easy to administer and clinically effective (Figures
6A and 6B). Response is observed early, however treatment
time varies from two weeks to four months with few reported
cases of recurrence and incomplete resolution, associated pri-
marily with short therapeutic schemes. For immunodeficient
patients, treatment time must be longer (from three to four
months). For Maurin and Raoult® treatment time is more
important than the choice of antibiotics. The association of
riphampicin or gentamicin may be favorable, especially in
immunodeficient patientsand/or patientswith severeinfections,
like osteomydlitis, endocarditis and severe bacillary pelioss.
These patientswill haveto initially receive intravenous medica-
tion. All HIV-seropogitive patientsinfected by Bartonellasp. will
have to be treated with antibiotics, according to Koehler=

Cryosurgical treatment was utilized for these resis-
tant forms.®

Some authors have questioned the effectiveness of
using cyprofloxacin, cephtriaxone and trimethoprim - sul-
phametoxazol. Use of penicillin and its derivatives apart

from first-generation cephalosporin

e seus derivados além de cefa osporina
de primeira geragéo.?

O tratamento profil&ico com
sulfonamidas ou ciprofloxacina ndo
mostrou eficacia estatistica em prote-
ger pacientes com menos de 200 lin-
focitos-helper/mm® da AB, segundo
observacOes de Mohle-Boetani et al.*

Figura 6A: Lesdo papuldide
com aspecto angiomatoso
antes do tratamento
antibioterapico.

6B: A mesma lesdo da figura
anterior 11 dias depois

de iniciado uso

de tetraciclina 2g/d

is not recommended.?

Prophylactic treatment with
sulphonamides or cyprofloxacine
does not show statistical effectiveness
to protect patients with less than 200
helper lymphocytes per mm of BA,
according to observations made by
Mohle-Boetani et al.

Figure 6A: Papuloid lesion
with an angiomatous aspect
prior to antibiotic therapy
treatment. 6B: The same
lesion of the previous figure,
11 days after initiating the
use of 2 g daily tetracycline.
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CONCLUSAO

Emborarara, a AB reveste-se de importancia por sua
evolucdo potencialmente fatal. As manifestacGes cutaneas,
quando presentes, facilitam o diagnostico dessa infeccao
sistémica. A hip6tese diagndstica deve ser encaminhada ao
anatomopatol ogista, permitindo a diferenciagéo histolégica
dalesdo biopsiada com o sarcoma de Kaposi ou com o gra-
nuloma piogénico.

Dermatologistas devem estar atentos a doenca,
jdque ainfecgdo por bartonelas pode ser mais prevalente do
gue anteriormente se supunha.? d
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CONCLUSION
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tations, when present, facilitate the diagnosis of this syste-
mic infection. The diagnostic hypothesis must be delivered
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Dermatologists must be attentive to this disease, as
infection by bartonella may be more prevalent than pre-
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