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Resumo: Atualmente, os histiocitos ndo sdéo mais compreendidos como células Unicas, mas como um
grupo heterogéneo de células com o mesmo aspecto histoldgico, mas com caracteristicas e funcoes dis-
tintas entre si. Varias doengas proliferativas de histiocitos, conhecidas como histiocitoses, sdo descritas.
Tais doencas sdo raras, e seu estudo costuma ser dificil. Este artigo objetiva simplificar o entendimento
desse grupo de doencas, adequando-o a esse novo paradigma da heterogeneidade dos histiocitos.
Palavras-chave - Histiocitoses; histiocitoses nao Langerhans; histiocitos; macrofagos.

Summary: Histiocytes are no longer recognized as singular cells. The term *histiocyte’ now refers to a
heterogeneous group of cells with unique histologic morphology, but with singular functions and char-
acteristics. Histiocytoses are a group of different diseases caused by proliferative histiocytes. Such dis-
eases are rare and their study usually tends to be difficult. The objective of this paper is to simplify the
study of these diseases under the novel paradigm of histiocyte heterogeneity.

Key words: Histiocytosis; non-Langerhans cell histiocytoses; histiocytes; macrophages.

INTRODUCAO

As higtiocitoses formam um grupo de doencas
extremamente raras e incompreendidas. T&o poucos foram
0s estudos realizados sobre essas entidades, que raras per-
guntas podem ser facilmente respondidas. Grande parte das
informagdes é isolada, e estudos prospectivos duplo-cego,
controlados, randomizados ou comparativos sdo de realiza-
¢do virtualmente impossivel. Desconhecem-se modelos
animais experimentais. As investigacdes etiopatogénicas e
terapéuticas, sobretudo, sofrem com o viés das amostras,
extremamente reduzidas.
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INTRODUCTION

Histiocytoses are a group of extremely rare diseases
that are poorly understood. So few studies have been made
of these entities that only a bare minimum of questions
about them may be answered easily. For the most part,
information is isolated. Prospective double-blind, con-
trolled, randomnized or comparative studies are virtually
impossible to perform. Experimental animal models are
unknown. Etiopathogenic and therapeutic investigations
especially suffer from the obliquity of extremely reduced
samples.
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Atualmente, indmeros avancos tém sido feitos no
campo daimunologiada pele, em particular no que tange ao
sistema monocitico-macrofégico e as células dendriticas
cutaneas. O entendimento do histiocito - enquanto uma
grande familia de células, e ndo como célula Unica - € fun-
damental para compreensdo mais abrangente das ditas
doengas histiociticas.

A vis8o dessa doenca sob o paradigma da heteroge-
nei dade dos histidcitos € um dos norteadores deste trabal ho.

Este estudo consta de uma revisao bibliografica, na
qual poderdo ser encontradas informagdes sobre os histioci-
tos e as histiocitoses ndo Langerhans de interesse dermato-
[6gico.

DISCUSSAO
Os Histiocitos

Em 1913, Aschoff e Kiyono* descreveram como his-
tiocitos grandes células mononucleares fagociticas encon-
tradas nos tecidos. Em 1924, Aschoff? utilizou 0 mesmo
termo para denominar determinadas células do tecido con-
juntivo, que possuiam algumas caracteristicas morfol dgicas
em comum, considerando-as pertencentes ao sistemareticu-
loendotelial, com fungédo fagocitica. Em maio de 1986,
Headington® chamou atengéo para o fato de o termo histio-
cito, na realidade, referir-se a células com caracteristicas
morfoldgicas em comum, mas com origem e fungdes bas-
tante distintas. Ele sugeriu que o termo histiocito fosse
abandonado devido a heterogeneidade desse grupo celular.
Mais atualmente, Wood e Haber* utilizaram o termo histio-
cito parasereferir atodos os tipos de macréfagos derivados
da medula dssea e demais células dendriticas relacionadas
a0 sistemaimune.

A percepcdo da heterogeneidade dos histiocitos ndo
parece depor contra e existéncia desse termo, principalmen-
te se se considerar que ndo ha outro disponivel para substi-
tuicdo adequada.

Além disso, as histiocitoses passam ater maior iden-
tidade entre si sob o contexto dos varios subgrupos de célu-
las histiocitérias. A denominagdo histidcito para se referir
morfologicamente a um grupo celular parece ser valida e
apropriada. Neste trabalho sera utilizado o termo histidcito
tal como apregoado por Wood e Haber.*

A dificuldade na defini¢do de termos como macrofa-
go e histiécito é grande, e vérios autores divergem em suas
utilizacbes. Ackerman,” em seu livro Histologic diagnosis
of inflammatory skin diseases, preferiu manter-se longe
dessa discussdo, considerando macréfagos e histidcitos
sinbnimos e definindo-os do ponto de vista puramente mor-
fologico. Parish® também considera macréfago e histiécito
sinbnimos, ressaltando que o termo histiécito € usualmente
reservado para os macréfagos que sdo "fixos' ao tecido.
Novamente citando Aschoff,? os histidcitos seriam as célu-
las do sistema reticuloendotelial que se localizam nos teci-
dos conjuntivos. Morfol ogicamente, tais células apresentam
um nicleo oval ou reniforme com diametro celular que
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Innumerable advances have been made in the field
of skin immunology, in particular in what relates to the
monocytic-macrophagic system and to cutaneous dendritic
cells. Understanding the histiocyte - albeit as a large fami-
ly of cells, and not a single cell - is fundamental for the
broader grasp of the aforementioned histiocytic diseases.

Establishing an overview of this disease under the
paradigm of histiocyte heterogeneity is one of the guide-
lines used for this work.

This study contains a bibliographical review, in
which information may be found on histiocytes and non-
Langerhans histiocytoses that should be of dermatological
interest.

DISCUSSION
Histiocytes

In 1913, Aschoff and Kiyonol described large
mononuclear phagocytic cells found in the tissues as histi-
ocytes. In 1924, Aschoff? used the same term to denominate
determined cells of conjunctive tissue, having a number of
morphological characteristics in common, considering
them as pertaining to the reticuloendothelial system, with a
phagocytic function. In May 1986, Headington®* called
attention to the fact that the histiocytic term really referred
to cells having morphological characteristics in common,
but with very distinct origins and functions. He recom-
mended the term histiocyte be abandonned due to the het-
erogeneity of this cellular group. Yet Wbod and Haber* cur-
rently use the term ‘histiocyte’ to refer to all of the types of
macrophages that are derived from the bone medula and
other dendritic cells related to the immune system.

Perception of the heterogeneity of histiocytes does
not appear to bear witness against the existence of the term,
provided that one consider there is no other term available
to subgtitute it adequately.

Moreover, histiocytoses end up having greater iden-
tity among themselves under the context of various sub-
groups of histiocytic cells. When used to morphologically
refer to a cellular group, the name histiocyte seems to be
valid and appropriate. In this paper the term histiocyte will
be employed in accordance with Wood and Haber.*

The problem with defining terms such as macro-
phage and histiocyte is significant, and many authors dis-
agree on its uses. In his book, Histologic Diagnosis of
Inflammatory Skin Diseases, Ackerman® prefers to stay
away from this discussion. He considers macrophage and
histiocyte as synonyms, defining them from the purely mor-
phological point of view. Parish® also considers
macrophage and histiocyte as synonyms, emphasizing that
the term histiocyte is usually reserved for macrophages that
are “bound” to tissue. Citing Aschoff?> again, histiocytes
would be cells of the reticuloendothelial system that are
located in conjunctive tissues. Morphologically, such cells
show an oval or reniform nucleus with a cellular diameter
varying from 10 to 25 mm, and a nucleo/cytoplasm ratio of
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variade 10 a 25mm e relacdo niicleo/citoplasma de 1:1. Os
macréfagos, segundo Doval e Toribio,” sdo as células deri-
vadas do mondcito que deixam a circulagdo e se diferen-
ciam adquirindo grande capacidade fagocitica.

Em 1990, Foucar e Foucar® utilizaram a expresséo
sistema mononucl ear fagocitico e imunorregulador (M-PIRE,
Mononuclear phagocyte and immunoregulatory effector
system) para se referir a0 conjunto de células mononucleares
do sistemaimune, antes denominado sistema reticul oendote-
lial.? O M-PIRE seria composto pelos macréfagos e pelas
células dendriticas (ou células imunes acessorias). Utilizar-
se-a 0 termo histiécito para referéncia as células pertencen-
tes ao sistema M-PIRE (macrofagos e dendrdcitos).

A definicdo dos termos adotados para as células his-
tiociticas encontra-se resumida no quadro 1.

Macrofagos

Os macrofagos podem ser indistinguivels, pelas
coloragdes de rotina, de fibroblastos e células endoteliais,
exceto por sualocalizacdo e atividade fagocitica. Seus dia-
metros variam de 20 a 80mm, e eles possuem um nucleo
vesiculoso, pobremente corado e alongado, com membrana
nuclear facilmente visivel.® Entre os anticorpos que reagem
com os macréfagos, Doval e Toribio’ citam MAC 387,

101

1:1. Macrophages, according to Doval and Toribio,” are
cells derived from the monocyte which leave the blood cir-
culation. Through the process of differentiation they aquire
a large phagocytic capacity.

In 1990, Foucar and Foucar® used the expression
Mononuclear phagocyte and immunoregulatory effector
system (M-PIRE) to refer to the conjunction of mononu-
clear cells of the immune system, previously called the
reticuloendothelial system.? M-PIRE would consist of
macrophages and dendritic cells (or acessory immune
cells). The term histiocyte was used in reference to cells
pertaining to the M-PIRE system (macrophages and den-
drocytes).

The definition of terms adopted for histiocytic cells
is found in summarized formin box 1.

Macrophages

Macrophages may be indistinguishable, by routine
staining, from fibroblasts and endothelial cells, except for
their location and phagocytic activity. Their diameters
vary from 20 to 80 mm, and they have a vesicular nucleus,
light pink and elongated, with the nuclear membrane
clearly visible® Among the antibodies reacting with
macrophages, Doval and Toribio’ cite MAC 387, CD11c (Ki-

Histidcitos / Histiocytes -

M acr 6fagos / Macrophages -

Céulasdendriticasda pele -
Dendritic céllsin the skin

Dendrécito dérmico -

Dermal dendrocyte

Células de Langerhans -
Langerhans cells

Célulasindeterminadas -
I ndeterminate cells

immigrant Langerhans cells.

Quadro 1: A abrangéncia do termo Histiocito™ / Box 1: The referential scope of the term Histiocyte*

todos os tipos de macréfagos derivados da medula 6ssea e as células dendriticas relacionadas ao
sistemaimune/ all types of bone marrow-derived macrophages and immune-related dendritic cells.

histiécito essencialmente fagocitico, com moderada fungéo de apresentagdo de antigenos. Na pele,
localiza-se na derme./a type of histiocyte with a major phagocytic role as well as antigen
presentation activity. On the skin, it is located within the dermis.

células de morfologia dendritica e provavel origem comum com os macréfagos. Compreendem as
células de Langerhans, as células indeterminadas e os dendrécitos dérmicos. E aceita a existéncia
de outras células dendriticas ainda desconhecidas na pele. / probably have a common origin with
macrophages and a dendritic appearance. Includes Langerhans cells and indeterminate cells.
May be another unknown type of dendritic cells.

histiécito com fungBes de apresentagdio de antigenos e de manutencdo da homeostase local
antigen-presenting histiocyte responsible for local homeostasis.

células apresentadoras de antigenos localizadas na epiderme. Apresentam & microscopia el etrénica
em seu citoplasma, os caracteristicos granulos de Birbeck. / epidermal antigen-presenting cells.
Cytoplasmatic Birbeck granules are seen by an electron microscopy.

imunofenoti picamente semel hantes as células de Langerhans, |ocalizam-se na derme papilar e ndo
apresentam os granulos de Birbeck. Podem representar células de Langerhans emigrantes ou
imigrantes da epiderme. / express the same immunohistochemistry markers as Langerhans cells,
are located within the papillary dermis and do not have Birbeck granules. May be emigrant or

“Wood e Haber (1993) / based on Wood and Haber (1993)
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CD11c (Ki-M1), CD68 (Ki-M1P, Ki-M6, Ki-M8, Kp-1, PG-
M1), Max.l, Max.2, Max.3, Max.1l e HAMS56. Segundo
Wallace e Smoller,”® os macrofagos também reagem com os
anticorpos vimentina, fator Xllla (apenas os macréfagos
alveolares) e CD4. A fungdo principal dos macréfagos € a
fagocitose de corpos estranhos, podendo também atuar
como célula apresentadora de antigenos.”

Células dendriticas da pele

As células dendriticas de Langerhans foram identifi-
cadas em 1868 por Paul Langerhans e consideradas células
neurais. SO mais recentemente € que sua origem histiocitica
e seu papel imunoldgico na pele foram evidenciados
(Silberg-Sinakin et al., 1976, apud Teunissen et al., 1997).*

Em 1982, o Comité de Nomenclatura da Sociedade
Reticuloendotelial (Tew et al., 1982, apud Wood et al.,
1985)* considerou células dendriticas do ser humano as
células cutaneas indeterminadas, interdigitantes paracorti-
cais, dendriticas foliculares e de Langerhans.

Em 1975, Steinman, apud Doval e Toribio,” identifi-
cou na epiderme de rato um grupo de células distintas dos
macréfagos e dos linfocitos, com morfologia dendritica,
capacidade pequena para fagocitose e grande poder para ati-
vagdo de linfécitos "T" nativos, denominando-as "células
dendriticas". De acordo com Wood et al.,*? as células den-
driticas, provavelmente, possuem origem comum com 0S
macréfagos e monécitos. Em 1986, Headington® identifi-
cou no ser humano uma célula dérmica com caracteristicas
que sugeriam ter importante funcgéo imunol égica e fagociti-
ca, denominando-a "dendrdcito dérmico”. Tal célula apre-
sentava-se indistinguivel, pela microscopia éptica, de um
fibroblasto, mas, imunofenctipicamente, assemelhava-se as
células do sisterma monociti co-macrofagico.

Desde entdo, vérios autores vém estudando os den-
drécitos dérmicos e seu papel naimunologia da pele.

Doval e Toribio’ supdem que tais células possam
representar tanto uma Unica célula com vérios subtipos
quanto células distintas. Segundo mesmos autores,
existem varios tipos de células dendriticas, além das células
de Langerhans, dos dendrécitos dérmicos tipo | (fator
Xllla+) etipo Il (CD34+) e de outros extracutaneos, como as
células dendriticas foliculares (S-100- e CD1a-, localizadas
nos foliculos linféticos), as interdigitantes (S-100+ e CD1&,
localizadas nas regifes paracorticais dos linfonodos), as
células linféides esplénicas, sinoviais, tireoideanas, cardia-
cas, pulmonares, circulantes (presentes no sangue) e aque-
las que se localizam nos vasos aferentes linféticos, as célu-
las em véu.

Mais recentemente, Cuzzi-Maya et al.*® descreve-
ram um novo tipo de célula dendritica da pele, caracteri-
zada imuno-hi stogqui micamente pela expresséo de trombo-
modulina e pela auséncia dos marcadores para CDG68,
CD34 e fator Xllla. Estudando essas células em pele nor-
mal e psoriasica, esses autores sugeriram que elas partici-
pem do processo de reparacdo tissular, atuando conjunta-
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M1), CD68 (Ki-M1P, Ki-M6, Ki-M8, Kp-1, PG-M1), Max.1,
Max.2, Max.3, Max.11 and HAM56. According to Wallace
and Smoller,* macrophages also react with the vimentine
antibodies, factor Xllla (only the alveolar macrophages)
and CD4. The main function of macrophages is the phago-
cytosis of foreign bodies, possibly performing as cells
showing antigens.”

Dendritic skin cells

Langerhans dendritic cells were identified in 1868
by Paul Langerhans and considered neural cells. Their his-
tiocytic origin and immunological role related to skin have
only recently been evidenced (Slberg-Snakin et al., 1976,
apud Teunissen et al., 1997).»

In 1982, the Nomenclature Committee of the
Reticuloendothelial Society (Comité de Nomenclatura da
Sociedade Reticuloendotelial) (Tew et al., 1982, apud Wood
et a., 1985)* considers the dendritic cells of human beings
as indeterminate cutaneous cells, intradigital paracorti-
cals, folicular dendrites and Langerhans cells.

In 1975, Seinman, apud Doval and Toribio,” identi-
fied a group of dintinct macrophage and lymphocyte cellsin
the epidermis of a rat with dendritic morphology, a low
capacity for phagocytosis and a high power for activating
native T-lymphocytes, named “ dendritic cells’. According
to Wood et al.,*? the dendritic cells probably share a com-
mon origin with macrophages and monocytes. In 1986,
Headington1® identified a dermal cell in human beings with
characteristics that suggest they hold an important
immunological and phagocytic function, naming it “ dermal
dendrocyte” . Under the optical microscope, such a cell
cannot be distinguished from a fibroblast, but immunophe-
notypically, it resembles the cells of the monocytic-
macrophagic system.

Ever since then, many authors have studied dermal
dendrocytes and their role in skin immunol ogy.™*+*

Doval and Toribio” assume that such cells represent
a single cell with various subtypes as well as distinct cells.
According to the same authors, there exist various types of
dendritic cells apart from Langerhans cells, namely type |
(factor Xilla+) and type Il (CD34+) dermal dendrocytes
and other extracutaneous cells, like folicular dendritic cells
(S-100- and CD1a-, located in the lymphatic folicules), intr-
adigital cells(S-100+ and Cdla-, located in the paracortical
regions of the lymphnodes), splenic, synovial, thyrodial,
cardiac, pulmonary and circulating (i.e. present in the
blood) lymphoid cells, and those that are located in afferent
lymphatic vessels, i.e. ‘veiled’ cells.

More recently, Cuzzi-Maya et a.* have described a
novel type of dendritic skin cell, immuno-histochemically
characterized by the expression of thrombomodulin and by
the absence of markers for CD68, CD34 and factor Xilla.
Sudying these cells in normal and psoriatic skin, the
authors have suggested that the cells participate in the
reparational process of tissues, jointly performing with type
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mente com os dendrdcitos dérmicos tipo | naregulagéo da
homeostase da trombina extravascular, em condic¢des nor-
mais e patol dgicas.

As histiocitoses ndo Langerhans

V &rias denominagdes e definicoes tém sido adotadas
para as histiocitoses. A mais ampla considera que o termo
histiocitose identifica um grupo de doencas caracterizado
pela proliferacdo de células do sistema mononuclear-fago-
citico e dendritico (van Furth, 1970, apud Goyal et al.,
1998).* Gianotti e Caputo™ e Ringel e Moschella® entre
outros, denominam, sindromes histiociticas e dermatoses
histiociticas primérias, respectivamente, limitando as his-
tiocitoses aquel as de causa desconhecida. Mesmo adotando
€sse conceito mais restrito, permanecem algumas contradi-
¢Oes, pois doencas téo distintas, como o dermatofibroma e
a sarcoidose, preenchem critérios de inclusdo nesse grupo,
a0 passo que as doengas incluidas diferem amplamente
entres.

De acordo com o consenso da Sociedade Histio-
citica,® sdo separados trés grupos de histiocitoses, com-
preendendo as constituidas por células de Langerhans, as
malignas e as ndo Langerhans. Neste trabalho, seréo abor-
dadas as histiocitoses ndo Langerhans de interesse para o
dermatologista (Quadro 2).
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| dermal dendrocytes in the homeostatic regulation of the
extravascular thrombin, under normal and pathological
conditions.

Non Langerhans histiocytoses

Various names and definitions have been adopted
for histiocytoses. The broadest ones consider the term *his-
tiocytosis' as identifying a group of diseases characterized
by the proliferation of cells of the mononuclear-fagocytic
and dendritic system (van Furth, 1970, apud Goyal et al.,
1998).* Gianotti and Caputo,* and Ringel and Moschella,®
among others, name them * histiocytic syndromes’ and ‘ pri-
mary histiocytic dermatoses’, respectively, limiting histio-
cytoses to those whose cause is unknown. Even adopting
this more restricted concept, a few contradictions remain,
because such distinct diseases, like dermatofibroma and
sarcoidosis, fulfill the criteria for inclusion in the group,
provided that the diseases included differ widely amongst
themselves.

In accordance with the consensus reached by the
Histiocytic Society, three groups of histiocytoses are sepa-
rated,® including those consisting of Langerhans cells,
malignant cells and non Langerhans cells. In this paper,
non Langerhans histiocytoses of particular interest for the
dermatologist are examined

Desses trés grupos de
histiocitoses, talvez o mais
intrigante, controverso e des-
conhecido sgja o das histioci-
toses ndo Langerhans. Véarias
doencas enquadram-se nessa
denominacgdo, grande parte
delas rara, e muitas de com-
provacdo duvidosa, todas
consideradas  idiopéticas.
Atualmente, s80 aceitas
nesse grupo as seguintes
doencas com manifestacéo
predominantemente cuténea:*
- Xantogranuloma juvenil
- xantoma disseminado
- Xantoma papul 0so
- reticulo-histiocitoma e sua
forma sistémica, a reticulo-
histiocitose multicéntrica
- histiocitose benigna cefdica
- histiocitoma eruptivo gene-
ralizado
- histiocitose nodular pro-
gressiva
- histiocitose sinusal com lin-
fadenopatia macica.

O préprio dermatofi-

CLASSE | / CLASS|
histiocytosis

CLASSE |1 / CLASSII

acquired type

CLASSE 111 / CLASS I

disorders

Quadro 2: Classificacdo das histiocitoses segundo a
Sociedade Histiocitica™ / Box 2: Histiocytosis
classification according to the Writing Group of the
Histiocyte Society”

Histiocitoses de células de Langerhans / Langerhans cell

Histiocitoses de fagdcitos mononucleares outros
(ndo-Langerhans) / Histiocytoses of mononuclear
phagocytes other than Langerhans cells

QO Histiocitose sinusal com linfadenopatia maci¢a/ Snus his
tiocytosis with massive lymphadenopathy

O Linfohistiocitose hemofagocitica: familiar e reativa/
Haemophagocytic lymphohistiocytosis, familial and

QO Xantogranuloma juvenil / Xanthogranuloma
O Reticulo-histiocitoma / Reticul ohi stiocytoma

Doengas histiociticas malignas / Malignant histiocytic

O Leucemia monocitica aguda / Acute monocytic leukemia

O Histiocitoses malignas / Malignant histiocytosis

O Linfoma histiocitico verdadeiro (sarcoma histiocitico)
True histiocytic lymphomas (histiocytic sarcomas)

(Box 2).

In these histiocytosis
groups, perhaps the most int-
riging, controversial and
unknown ones are non
Langerhans histiocytoses.
Various diseases fit this cate-
gory. Most of them are rare,
while many others are dubi-
oudy confirmed, though all
are considered idiopathic.
Currently, the following dis-
eases with a predominantly
cutaneous manifestation are
accepted into this group:*

- juvenile xanthogranuloma

- disseminated xanthoma

- papulous xanthoma

- reticulohistiocytoma and its
systemic form, multicentric
reticulohistiocytosis

- benign cephalic histiocytosis
- generalized eruptive histio-
cytosis

- progressive nodular histio-
cytosis

- sinus histiocytosis with mas-
sive lymphadenopathy

‘Chu et al. (1987) / based on Chu et al. (1987)
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broma apresenta semelhangas com essas doencas, porém,
por ser mais aceito como tumoragdo benigna, € assm
enquadrado.

Apesar de ndo ser idiopética e de manifestagdes
cuténess raras, Chu et al.® incluem a linfo-histiocitose eri-
trofagocitica (familiar e reativa) nesse grupo.

Ringel e Moschella® propSem outra classificacéo
paraas histiocitoses, naqual consideram trés outros grupos,
compreendendo variedades malignas, pseudomalignas e
benignas (Quadro 3). Essa classificacdo, embora de grande
utilidade prognéstica, ndo leva em consideracdo a natureza
das doencas, mantendo em um mesmo grupo doencas dis-
tintas do ponto de vista de sua origem imunofenotipica.

Esses mesmos autores propdem também uma classi-
ficag8o baseada em suas manifestactes clinicas (Quadro 4),
mantendo o mesmo problema verificado na classificagdo
anteriormente citada, ao reunir doengas com origens imuno-
fenotipicas e etiologias distintas sob um mesmo grupo. Por
outro lado, esta Ultima é extremamente (til para auxiliar na
formulagdo dos diagnosticos diferenciais.

Dermatofibroma itself shows similarities with these
diseases. However, it is thus classified to be better accepted
as a benign tumor.

In spite of neither being idiopathic nor having rare
cutaneous manifestations, Chu et a.* include (familiar and
reactive) erythrophagocytic lymphohistiocytosisin this group.

Ringel and Moschella® propose another classification
for the histiocytoses, in which three other groups are consid-
ered, including malignant, pseudomalignant and benign
strains (Box 3). While having great prognostic use, this clas-
sification does not consider the nature of these diseases. It
maintains diseases within a single group which are distinct
from the point of view of their immunophenotypic origin.

The authors go on to propose classification based on
its clinical manifestations (Box 4), maintaining the same
problem found in the previoudy cited classification, i.e.
bringing together diseases whose immunophenotypic ori-
gins and distinct etiologies are filed within a single group.
By contragt, the latter is extremely useful to aid in formu-
lating different diagnoses.

Malignas/ Malignant
Histiocitoses malignas / Malignant histiocytoses

Fibrohistiocitoma maligno / Malignant fibrohistiocytoma

Pseudo-malignas / Pseudo-malignant

Paniculite citofagica/ Cytophagic panniculitis

Fibroxantoma atipico / Atypical fibroxanthoma
(Hand-Schuller-Christian variant)

Benignas/ Benign

Xantoma disseminado / Disseminated xanthoma

Xantoma papuloso / Papular xanthoma
Xantogranuloma juvenil / Juvenile xanthogranuloma
Histiocitose benigna cefélica/ Benign cephalic histiocytosis

Quadro 3: Histiocitoses malignas, pseudo-malignas e benignas” / Chart 3: Histiocytoses: malignant,
pseudo-malignant and benign*

Sindrome eritrofagocitica associada a linfomas malignos / Erythrophagocytic syndrome associated with malignant lymphomas
Histiocitose de células de Langerhans (variante de Letterer-Siwe) / Langerhans cell histiocytoses (Letterer-Swe variant)
Linfohistiocitose eritrofagocitica familiar / Familial erythrophagocytic lymphohistiocytosis

Sindrome hemofagocitica associada a virus / Virus-associated hemophagocytic syndrome

Histiocitose sinusal com linfadenopatia macica/ Sinus histiocytosis with massive lymphadenopathy
Histiocitose atipica regressiva/ Atypical regressive histiocytosis

Histiocitose de células de Langerhans (variante de Hand-Schiiller-Christian) / Langerhans cell histiocytosis

Reticulo-histiocitose multicéntrica/ Multicentric reticul ohistiocytosis
Distrofia dermo-condro-corneal familiar / Familial dermo-condro-corneal dystrophy
Dermato-artrite histiocitica familiar / Familial histiocytic dermatoarthritis

Histiocitoma eruptivo generalizado / Generalized eruptive histiocytoma

Histiocitose nodular ndo-Langerhans / Nodular non-Langerhans histiocytosis
Reticulo-histiocitose cutanea generalizada / Generalized cutaneous reticulohistiocytosis
Xantogranuloma necrobiético / Necrobiotic xanthogranuloma

Reticulo-histiocitose congénita auto-resolutiva / Self-healing congenital reticulohistiocytosis

“Ringel e Moschella (1985), com permissdo / Ringel and Moschella (1985), used with permission
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Essas duas classificagdes, apesar de possuirem valor
limitado para fins de pesquisa e para o estudo dessas doen-
¢as, sdo bastante Uteis nainvestigacdo e na conducdo de um
caso em particular.

Burgdorf* desenvolveu sua propria classificacdo
(Quadro 5), baseado na do Writting Group of the
Histiocytic Society,® considerando dois grupos adicionais,
0 da doenca relacionada as células dendriticas indetermina-
das - ahistiocitose de células indeterminadas (S-100+, CD1+
sem granulos de Birbeck) - e o da doenca relacionada as
células dendriticas processadoras de antigenos nos linfono-
dos - a histiocitose sinusal com linfadenopatia macica (S
100+, CD1- sem gréanulos de Birbeck).

Mais recentemente, Zelger et al.® propuseram uma
subclassificacBo para as histiocitoses ndo Langerhans,
baseada no aspecto histoldgico, imunofenctipico e de
microscopia el etrénica das lesdes (Quadro 6). Essa classifi-
cacado parece ser Util tanto do ponto de vista do diagnostico
diferencial histopatol 6gico quanto de estudo, devido a cor-
relacdo encontrada pelos autores entre os aspectos da
microscopia Optica e os achados da microscopia eletrénica
e da imuno-histoquimica.

Histiocitose benigna cefalica

Descrita originalmente por Gianotti et al.,* é doenca
autolimitada caracterizada clinicamente por |esdes papulono-
dulares, eritémato-amarel adas, variando de dois atrés milime-
tros de didmetro, acometendo sobretudo criangas em seu pri-
meiro ano de vida. Suas |esdes|ocalizam-se preferencialmen-
te no couro cabeludo, podendo progredir em movimento des-
cendente até os ombros e membros superiores (MMSS), sem-
pre poupando as mucosas (Figura 1). Histologicamente, ha
predominio de histiocitos vacuolados e linfécitos esparsos,
sendo que, em lesBes mais antigas, aumenta a quantidade de
linfécitos e surgem algumas células gigantes. O infiltrado é
bem circunscrito e intimamente relacionado a epiderme.
Apesar de diferir do xantogranuloma pelaausénciadelipidios
no interior de suas cdlulas, Zelger et al.® acreditam que ahis-
tiocitose benigna cefdlica sgja uma variante daquele.

Xantogranuloma

Descrito em 1905 por Adamson,® o xantogranuloma
€ considerado a mais comum das histiocitoses néo
Langerhans, segundo Hernandez-Martin et al.* A maior
parte dos xantogranulomas surge durante o primeiro ano de
vida, apesar de ndo ser rara sua observagdo ja ao nascimen-
to. Mais raramente, pode-se observar seu aparecimento na
idade adulta, com pico de incidéncia entre a terceira e a
guarta décadas de vida. Usualmente, o xantogranuloma
apresenta-se como pépula cupuliforme amarelada, bem
delimitada, Unica ou multipla e com diametro variando de
cinco a 20mm, que, com o tempo, se torna amarel o-acasta-
nhada com telangiectasias em sua superficie (Figura 2). As
localizagBes mais comuns sdo a cabega e 0 pescoco, apesar
de jaterem sido descritos em praticamente todas as regifes
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In spite of having only limited value for research
ends and the study of the diseases, the two classifications
remain very useful for investigating and conducting one
casein particular.

Burgdorf** devel oped his own classification (Box 5),
based on the Histiocytic Society Writing Group,® which
considers two additional groups, namely: the disease
group related to indeterminate dendritic cells - indetermi-
nate cell histiocytosis (S-100+, CD+ without Birbeck gran-
ules) - and the disease group related to antigen-processing
dendritic cells in the lymphnodes - sinusal histiocytosis
with soft lymphadenopathy (S-100+, CD1- without Birbeck
granules).

More recently, Zelger et al.* proposed a subclassifi-
cation for non Langerhans histiocytoses, based on the his-
tological, immunophenotypic and electron microscope
aspects of the lesions (Box 6). This classification seems use-
ful from the point of view of the histopathologic diagnosis
differential as well as from the point of view of the study,
owing to the correlation found by the authors between the
optical microscope aspects and the electron microscope
and immuno-histochemical findings.

Benign cephalic histiocytosis

Originally decribed by Gianotti et al.,* thisis a self-
limiting disease clinically characterized by papulonodular,
erythematous brownish lesions, varying from two to three
millimeters in diameter. It especially affects children in
their first year of life. Its lesions are commonly located on
the scalp, possibly progressing in a descending movement
until reaching the shoulders and upper limbs (MMSS), while
always sparing the mucoses (Figure 1). Histologically,
there is a predominance of vacuolated histiocytes and
sparse lymphocytes, given that in older lesions the quantity
of lymphocytes increases and some giant cells form. The
infiltrate iswell circumscribed and intimately related to the
epidermis.® In spite of differing from xanthogranuloma by
the lack of lipids within its cells, Zelger et al.* believe that
benign cephalic histiocytes are a variant of the latter.

Xanthogranuloma

Described in 1905 by Adamson,® xanthoganuloma
is considered to be more common than non Langerhans
histiocytoses, according to Hernandez-Martin et al.* Most
xanthogranulomas arise during the first year of life, albeit
its observation upon birth is not rare. More rarely, its
appearance during adult age may be observed, with a peak
of incidence occurring between the third and fourth
decades of life. Usually, xanthogranuloma appears as a
well-delimited, unique or multiple yellow cupuliform
papule with a diameter varying fromfive to 20 mm. Astime
passes, it becomes yellow-brownish with telangiectasias on
its surface (Figure 2). The most common sites are the head
and throat, despite of already being described over practi-
cally the whole body. It rarely affects the mucoses. In most
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Histiocitoses malignas / Malignant histiocytoses

Paniculite citofégica/ Cytophagic panniculitis

L esdes solitarias/ Solitary lesions
Fibroxantoma atipico / Atypical fibroxanthoma
Fibrohistiocitoma maligno / Malignant fibrohistiocytoma

Xantoma papular / Papular xanthoma
Xantoma disseminado / Disseminated xantoma

Xantogranuloma juvenil / Juvenile xanthogranuloma
Histiocitose benigna cefdlica/ Benign cephalic histiocytosis

Xantoma disseminado / Disseminated xantoma

Quadro 4: Dermatoses histiociticas primarias: Diagnéstico diferencial * / Chart 4: Primary histiocytic
dermatoses: Differential diagnosis

Eritrofagocitose proeminente / Prominent erythrophagocytosis
Sindrome hemofagocitica associada a virus / Virus-associated hemophagocytic syndrome

Sindrome eritrofagocitica associada a linfomas malignos / Erythrophagocytic syndrome associated with malignant lymphomas
Linfohistiocitose eritrofagocitica familiar / Familial erythrophagocytic lymphohistiocytosis

Acometimento cuténeo-articular / Cutaneous and articular affliction
Reticul o-histiocitose multicéntrica/ Multicentric reticul ohistiocytosis
Distrofia dermo-condro-corneal familiar / Familial dermo-condro-corneal dystrophy
Dermato-artrite histiocitica familiar / Familial histiocytic dermatitis and arthritis

L esBes cuténeas benignas multiplas em adultos/ Multiple benign cutaneous lesionsin adults
Histiocitoma eruptivo generalizado / Generalized eruptive histiocytoma
Histiocitose nodular ndo-Langerhans / Non-Langerhans nodular histiocytosis
Xantogranuloma necrobiético / Necrobiotic xanthogranuloma

Reticul o-histiocitose cutanea generalizada / Generalized cutaneous reticulohistiocytosis

L esBes cuténeas benignas multiplas em criancas/ Multiple benign cutaneous lesions in children

Reticul o-histiocitose congénita auto-resolutiva / Self-healing congenital histiocytosis

Reticul o-histiocitose cutanea generalizada / Generalized cutaneous reticulohistiocytosis

*Ringel e Moschella (1985), com permissdo / Ringel and Moschella (1985), used with permission

do corpo. Raramente acomete mucosas. Na maioria dos
casos, 0 xantogranuloma é doenga exclusivamente cuténea.
As lesBes extracutaneas localizam-se sobretudo nos olhos,
pulmdes e figado.

Zvulonov et al.” confirmaram a observaco de asso-
ciacdo acimado acaso entre xantogranuloma, neurofibroma-
tosetipo | eleucemiamiel6ide cronicajuvenil, situagdo con-
siderada indicativa da necessidade de investigag&o de possi-
vel leucemia subjacente em criangas com xantogranuloma e
estigmas ou histériafamiliar de neurofibromatose. As lestes
de xantogranuloma usua mente regridem apds periodo que
varia de trés a seis anos, deixando cicatriz atréfica e hiper-
crémica. Do ponto de vista histopatol 6gico, o xantogranul o-
ma é considerado o padrado das histiocitoses ndo L angerhans,
apresentando-se como denso infiltrado histiocitico pleomor-
fico, com predominio de células vacuoladas no inicio e xan-
tomatosas posteriormente. A medida que a lesio envel hece,
torna-se mais fécil encontrar as caracteristicas, mas néo
especificas, células xantomatosas multinucleadas tipo
Touton, com disposicao de seus nlicleos em cocar.
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case, xanthogranuloma is an exclusively cutaneous dis-
ease. Extracutaneous lesions are located, above all, in the
eyes, lungs and liver.

Zvulonov et al.* have confirmed the observation of
the not unseldom association between xanthogranuloma,
neurofibromatosis type | and chronic juvenile myeloid
leukemia, a situation indicative of the need to investigate
the possible underlying leukemia in children with xan-
thogranuloma and stigmas or family history of neurofibro-
matosis. Xanthogranuloma lesions usually regress after a
period varying from three to six years, leaving an atro-
phied and hyperchromic scar. From the histopathologic
point of view, xanthogranuloma is considered to be the
standard for non Langerhans histiocytoses, appearing as a
dense pleomorphic histiocytic infiltrate, with a predomi-
nance of vacuolated cells in the initial and later xan-
thomatoses. As the lesions grows older, it gets easier to
identify characteristics, though non specific, of Touton-
type multinuclear xanthomatosis cellsin a crest-like dispo-
sition of its nucle.
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(indeterminate cells)

granules (interdigitating cells in the lymphnode)

CD1la-, WITHOUT Birbeck granules (other histiocytes)
Xantogranuloma juvenil / Juvenile xanthogranuloma
Xantoma disseminado / Disseminated xanthoma
Xantoma verruciforme / Verrucous xanthoma

reticul ohi stiocytoma

Histiocitomas eruptivos / Eruptive histiocytomas
Histiocitose benigna cefdlica/ Benign cephalic histiocytosis

Quadro 5: Histiocitoses - Classificacdo de acordo com a célula de origem” / Chart 5: Histiocytoses -
classification in accordance with the original cell”

S-100+, CD1a+, gréanulos de Birbeck (células de L angerhans) / S-100+, CD1a+, Birbeck granules (L anger hans cells)
Histiocitoses de células de Langerhans / Langerhans cell histiocytoses
Reticul o-histiocitose congénita auto-resolutiva / Self-healing congenital reticulohistiocytosis

S-100+, CD1a+, SEM grénulos de Birbeck (células indeterminadas) / S-100+, CD1a+, WITHOUT Birbeck granules
Histiocitose de células indeterminadas / Indeterminate cell histiocytosis

S-100+, CD1a-, SEM gréanulos de Birbeck (célulasinterdigitantes do linfonodo) / S-100+, CD1a-, WITHOUT Birbeck

Histiocitose sinusal com linfadenopatia maciga/ Sinus histiocytosis with massive lymphadenopathy

M ar cadores macrofagicos+, S-100-, CD1a-, SEM gréanulos de Birbeck (outros histidcitos) / Macrophagic markers+, S-100-,

Xantogranuloma necrobiético / Necrobiotic xanthogranuloma
Xantoma plano difuso normolipidémico / Plane diffuse normolipidemic xanthomas

Reticulohistiocitoma (cutaneo localizado, cutaneo difuso e sistémico) / (Localized cutaneous, diffuse and systemic cutaneous)

Histiocitose mucinosa progressiva hereditéria/ Hereditary progressive mucinous histiocytosis

*Burgdorf (1997), com permissdo / Burgdorf (1997), used with permission

Newman et al.* caracterizaram, histopatologica e
imuno-hi stoqui micamente, uma variedade de xantogranul o-
ma n&o lipidizada que pode ser confundida com nevo mela-
nocitico ou histiocitose de Langerhans. Eles concluiram
gue, além da histopatologia e da proteina S-100, a presenca
do fator XlIlla auxilia a diferenciacdo entre o xantogranulo-
mae outras entidades.

Zelger et al.”? ndo observaram diferencas significati-
vas, tanto do ponto de vista histopatol 6gico quanto imuno-
histoquimico, que justificassem serem consideradas doen-
¢as distintas.

Histiocitoma eruptivo generalizado

Em 1963, Winkelmann e Muller® descreveram uma
histiocitose que se apresenta como papul as eritémato-hiper-
crémicas firmes, dispersas no tronco, face e superficies pro-
ximais dos membros, medindo entre trés e 10mm e que sur-
giam em surtos. As mucosas sdo habitualmente poupadas,
bem como as visceras. A doenga costuma perdurar por
alguns anos, desaparecendo de maneira esponténea.
Histopatol ogi camente, pode-se observar infiltrado histioci-
tico monomarfico na derme superior e média, sem células
espumosas ou gigantes, mas com alguns linfdcitos. Zelger
et al.* e Winkelmann* consideraram o histiocitoma erupti-
vo generalizado o estagio inicia indiferenciado de vérias
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Newman et al.* histopathologically and immuno-
histochemically characterize a variety of non lipid xan-
thogranuloma that may be confused with melanocytic
nevus or Langerhans histiocytosis. They concluded that,
beyond the histopathology and S-100 proteine, the presence
of auxiliary factor Xllla assists in the differentiation
between xanthogranuloma and these other entities.

Zelger et a.*? have not observed significant differ-
ences from the histologic point of view nor from the
immuno-histochemical point of view, which would justify
considering them as being distinct diseases.

Generalized Eruptive Histiocytoma

In 1963, Winkelmann and Muller* described a histi-
ocytosis that appeared as firm erythematous hyperchromic
papules, dispersed over the trunk, face and surfaces close
to the limbs, which measured from 3 to 10 mm, emerging
through eruptive outbreaks. The mucoses are usually
spared, as are the viscera. The disease tends to last several
years and disappears spontaneously. Histopathologically,
monomor phic histiocytic infiltrate may be observed in the
superior and middle dermis, without spumous or gigantic
cells, but with a few lymphocytes. Zelger et a.* and
Winkelmann™ consider the generalized eruptive histiocy-
toma as the initial undifferentiated state of various histio-
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Quadro 6: Histiocitoses ndo-Langerhans: Subdivisdo baseada em padr&es histologicos e imunofenotipicos” Chart
6: Non-Langerhans histiocytoses: Subdivision based on histologic and immunophenotypic patterns”
Tipo de célula histiocitica predominante / Predominant histiocytic cell type
Vacuolada Xantomizada Fusiforme Estrelado Oncocitica Misto
Vacuolized Xanthomized Fusiform Stellate Oncocytic Mixed
Xantogranuloma ~ Xantomapapular ~ Xantogranulomade Xantoma Reticulohistio- Xantogranuloma
juvenil tipo Papular xanthoma células fusiformes/ disseminado/ citose multicéntrica juvenil /
D . . L
o mononuclear / Fusiform-cell Xantoma Reticulohistio- Xantogranuloma
e Juvenile Xantoma xanthogranuloma  disseminado citose multicéntrica  juvenil
n xanthogranuloma  disseminado /
c mononuclear-type  Disseminated Histiocitose Xantogranuloma
a xanthoma nodular progressiva do adulto (incluin-
S Histiocitose (Reticul ohistio- do reticulo-histio-
/ benigna cefélica/ citose cutanea citoma solitério) /
'_3 Benign cephalic generalizada) / Xantogranuloma
: histiocytosis Progressive nodular do adulto (incluin-
Z histiocytosis do reticulo-histio-
a Histiocitoma (Generalized citoma solitério)
s eruptivo cutaneous reticulo-
e generalizado / histiocytosis)
S Generalized
eruptive histiocy-
toma

“ZELGER et d. (1996), com permissdo / ZELGER et al. (1996), used with permission

sindromes histiociticas, podendo preceder a apresentacédo
cléssica de um xantogranuloma, xantoma disseminado, his-
tiocitose nodular progressiva, reticulo-histiocitose ou his-
tiocitose de células indeterminadas. Padilla e Sierra® consi-
deram a reticul o-histiocitose multicéntrica e o histiocitoma
eruptivo generalizado variantes de uma mesma entidade.

cytic syndromes, which may precede the classic presenta-
tion of xanthogranuloma, disseminated xanthoma, progres-
sive nodular histiocytosis, reticulohistiocytosis or indeter-
minate cell histiocytosis. Padilla and Serra® consider mul-
ticentric reticulohistiocytosis and generalized eruptive his-
tiocytoma as variants of a single entity.

Figura 1: Histiocitose benigna cefélica. Papulas acastanhadas em
um lactente (cortesia da professora Gabriela Lowy).
Figure 1: Benign cephalic histiocytosis. Brown papules in an
infant. (Courtesy of Professor Gabriela Lowy).
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Figura2: Xantogranuloma. Papulas eritémato-amareladas confluin-
do em placas na face de um pré-escolar (cortesia do professor
Carlos José Martins) / Figure 2: Xanthogranuloma. Erythematous
yellowed papules converging with plagues on the face of a pre-
schooler. (Courtesy of Professor Carlos Jose Martins)
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Histiocitose sinusal com
linfadenopatia macica

Descrita em 1969 por Rosai e Dorfman'®, é doenca
benigna e autolimitada, caracterizada por linfadenopatia cer-
vical usualmente acompanhada por febre, leucocitose com
neutrofilia e hipergamaglobulinemia policlonal. A linfadeno-
patia é bilateral, indolor e macica, podendo também acome-
ter outras cadeias linfaticas. Manifestagdes cutaneas ocorrem
em 10% dos casos, usua mente como papul as eritémato-acas-
tanhadas ou eritémato-amarel adas, |ocalizadas ou dissemina-
das e sem localizagio particular (Figura 3).“ E raramente
observada apos a segunda década de vida e ndo tem predile-
¢80 por sexo. Apesar de amaior parte dos casos ser observa-
da nas areas mais pobres do globo terrestre, nenhum agente
etioldgico foi isolado. A resolugdo espontanea costuma ocor-
rer em poucos anos, apesar de existirem relatos de casos cré-
nicos e até fatais. A microscopia ¢tica das lesdes da pele
revela denso infiltrado dérmico com histidcitos misturados a
plasmdcitos e linfdcitos. Os histiocitos tém aparéncia usual-
mente espumosa, podendo ser multinucleados e efetuar
emperipolese. Na emperipolese, diferentemente dalinfofago-
citose, os linfacitos sao capturados pelos histiocitos mas néo
digeridos, encontrando-se intactos no interior dos mesmos.
Os linfonodos apresentam fibrose capsular e seios nodais
dilatados preenchidos por histiécitos espumosos.

Tanto seu perfil imuno-histoquimico e ultramicrosco-
pico (S-100+, CD1- sem grénulos de Birbeck) quanto sualoca
lizacgo primordia (linfonodos) levam a crer que a histiocito-
sesinusal com linfadenopatiamacica sgaumaproliferacdo de
células dendriticas interdigitantes processadoras de antigeno
nos linfonodos.* Entretanto, n&o é matéria definida, con-
forme os trabalhos de Perrin et al.® e Paulli et al.,* que suge-
riram, origem superposta com as histiocitoses de Langerhans
e com os dendrdcitos dérmicos, respectivamente.
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Sinusal histiocytosis with massive
lymphadenopathy

Described in 1969 by Rosai and Dorfman® as a
benign and self-limiting disease, characterized by cervical
lymphadenopathy usually accompanied by fever, neutrophil
leukocytosis and polyclonal hypergammaglobulinemia. The
lymphadenopathy is bilateral, painless and massive, which
can also affect other lymphatic chains. Cutaneous manifes-
tations occur in 10% of cases, usually with erythematous
brownish or erythematous yellowish papules, localized or
disseminated, with no fixed site (Figure 3). It is rarely
observed after the second decade of life and has no
predilection for any given sex. In spite of the fact that most
cases have been observed in poorer areas of the planet, no
etiological agent has been isolated. Spontaneous resolution
usually occurs within a few years, in spite of certain cases
being chronic and fatal. Optical microscopy of the skin
lesions reveals dense dermal infiltrate with histiocytes
mixed with plasmocytes and lymphocytes. Histiocytes
usually have a spumous appearance that can be multinu-
cleated and effect emperipolesis. In emperipolesis, as
opposed to lymphophagocytosis, the lymphocytes are cap-
tured but not digested by histiocytes and are found intact
within the latter. Lymphnodes show capsular fibrosis and
dilated nodal sinuses filled with spumous histiocytes.

Both its immunohistochemical and ultramicroscopic
profile (S100+, CD1- without Birbeck granules) and pri-
mordial (lymphnode) site lead one to believe that massive
lymphadenopathy sinus histiocytosis is a proliferation of
intradigital dendritic cell processors of antigensin the lym-
phnodes.* Nonetheless, thisis not a definite conclusion. As
suggested by Perrin et al.”® and Paulli et a.* in their papers,
its origin overlap with Langerhans histiocytosis and dermal
dendrocytes, respectively.

Xantoma papuloso

Descrito em 1980 por
Winkelmann,® traduz-se por lesbes
papul osas, planas e amareladas, que
ocorrem mais freqUentemente nas
pélpebras, pescogo, tronco e extre-
midades de individuos normolipidé-
micos. Inicialmente considerado
especifico do adulto, o xantoma
papuloso pode ser observado tam-
bém em criangas, em especia a par-
tir dos cinco anos® Do ponto de
vista histopatol 6gico, as |esdes apre-

Figura 3: Histiocitose sinusal
com linfadenopatia macica. As lesdes
cutaneas ocorrem em 10% dos casos.

Este paciente apresenta intensa
linfadenopatia cervical (cortesia do
professor José Alvimar Ferreira).

Papulous xanthoma
Described in 1980 by
Winkelmann,® it is identified by
papulous, plane and yellowish
lesions, occuring more frequently
on the forearms, neck, trunk and
extremities of normolipidemic indi-
viduals. Initially considered specif-
ic to adults, papulous xanthoma
may be observed in children as
well, especially from the age of five
onward.* From the histopathologic
point of view, the lesions show an

Figure 3: Sinusal histiocytosis with
massive lymphadenopathy.

The cutaneous lesions occur in 10%
of cases. This patient shows intense
cervical lymphadenopathy. (Courtesy
of Professor Jose Alvimar Ferreira).
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sentam-se com abundancia de histiocitos xantomizados,
desde o inicio, localizados perivascularmente e sem fibrose
ou células gigantes. Seu curso € tipicamente cronico e sem-
pre benigno.*

Chen et al.** detectaram presenca do marcador CD68
nas células xantomatosas e auséncia de proteina S-100,
CD1a, CD56, lisozima, alfa 1- antitripsina e fator Xlila.

Winkelmann* acredita que o xantoma papuloso
possa representar uma variedade de xantogranuloma do
adulto.

Deacordo com Magnin et al.,* alguns casos estdo asso-
ciados adisproteinemias, leucemias, mielomamdiltiplo ou RM.

Xantoma disseminado

Descrito em 1938 por Montgomery e Osterberg,® é
forma rara e benigna de histiocitose que acomete a pele e
as mucosas, estando inalterado o perfil lipidico (apesar de
aumento transitério nos valores do colesterol e dos trigli-
cerideos séricos poder ser observado). Associa-se a diabe-
tes insipida em 39% dos casos.* De acordo com Caputo et
al.,* a erupgdo de centenas de papulas, de inicio eritéma-
to-acastanhadas, que evoluem para lesdes francamente
amareladas e espalhadas de forma simétrica por tronco,
face, extremidades proximais e dobras, constitui a apre-
sentagdo tipica dessa doenca. Palpebras, conjuntivas,
l&bios, faringe e laringe podem estar infiltrados por placas
amarelas ou eritematosas, sendo raro 0 acometimento de
outros 6rgaos. Apesar de poder ocorrer em qualquer idade,
60% dos casos surgem antes dos 25 anos de idade. Tanto
as lesbes cuténeas quanto a diabetes insipida resolvem-se
espontaneamente em alguns anos. O aspecto histopatol 6-
gico inicia é de infiltrado histiocitico com células espu-
mosas e inflamatorias, predominando, posteriormente, as
células espumosas. Seu perfil imuno-histoquimico é de
células xantomatosas fator XIlla e CD68 positivas, células
gigantes CD68 positivas e ambas negativas para proteina
S-100, MAC387, lisozima, alfa 1- antitripsina, CD34 e LN3
(HLA-DR).%

Reticulo-histiocitoma solitario

Descrito inicialmente por Zak,” em 1950, consiste
em pequena papula, usualmente solitaria, nunca eruptiva,
clinicamente semelhante a um dermatofibroma e apresen-
tando quadro histol égico considerado indistinguivel daRM.
Nao ha comprometimento de 6rgaos internos, nem associa-
¢do com neoplasias malignas ou outras doencas.

Zelger et al.,* notaram uma série de diferencas entre
o reticulo-histiocitoma e a RM. O reticul o-histiocitoma aco-
mete de preferéncia homens jovens, sem sitio de predilecéo.
Histol ogicamente, possui infiltrado mais denso e circunscri-
to do que o da RM, marcado imuno-histoquimicamente pelo
fator Xllla e pela actina muscular (HHF35), em geral nega-
tivos naRM. Esses autores concluiram que o reticul o-histio-
citoma é proximamente relacionado sendo idéntico ao xan-
togranuloma disseminado.
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abundance of xanthomized histiocytes from the very onset
of disease, located perivascularly without fibrosis or giant
cells. Its course is typically chronic and always benign.®

Chen et a.** have detected the presence of the CD68
marker in xanthomatous cells and an absence of S100 pro-
tein, CD1a, CD56, lysozyme, alpha-1 antitrypsine and factor
Xlla.

Winkelmann* believes that papulous xanthoma
could represent a variety of adult xanthogranuloma.

According to Magnin et al.,”* some cases were
associated with disproteinemias, leukemias, multiple
mieloma or MR.

Xanthoma Disseminatum

It was described in 1938 by Montgomery and
Osterberg™ as a rare and benign form of lymphocytosis
affecting the skin and mucoses. The lipid profile was
unchanged (in spite of a transitory increase in cholesterol
and triglycerid serum values that may be observed). It is
associated with insipid diabetes in 39% of cases.™
According to Caputo et al.,* the eruption of hundreds of
papules, erythematous brownish at the start, which evolve
into very yellow lesions, symmetrically spreading on the
trunk, face, proximal extremities and folds. They show the
typical appearance of this disease. Forearms, conjunctivas,
lips, pharynx and larynx may be infiltrated by yellow or
erythematous plaques, though other organs are rarely
affected. Notwithstanding the fact that the disease may
occur at any age, 60% of cases appear prior to the age of
25. Cutaneous lesions as well asinsipid diabetes are spon-
taneously resolved over a few years time. The initial
histopathological aspect consists of histiocytic infiltrate
with spumous and inflammatory cells, with spumous cells
predominating later. Its immuno-histochemical profile con-
sists of xanthomatose cell factor Xllla and CD68 positive,
and CD68 positive giant cells, both of the CD68 cells are
also negative for protein S-100, MAC387, lysozyme, alpha-1
antitripsine, CD34 and LN3 (HLA-DR).*

Solitary reticulohistiocytoma

Initially described by Zak® in 1950, this disease con-
sists of small, usually solitary papules that are never erup-
tive. It is clinically similar to a dermatofibroma and shows
a histologic condition considered as indistinguishable from
MR. Internal organs are not affected, nor is there an asso-
ciation with malignant neoplasias or other diseases.

Zelger et a.® have noted a series of differences
between reticul ohistiocytoma and MR. Reticul ohistiocytoma
commonly affects young men, with no preference for a site
on the body. Histologically, infiltrate can be denser and
more circumscribed than for MR, which is an immunohisto-
chemical marker due to factor Xllla and muscular actine
(HHF35), in general negative in MR. These authors have
concluded that reticulohistiocytoma is closely related if not
identical to xanthogranuloma disseminatum.
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Snow e Muller® encontraram resultados semelhan-
tes, tanto histopatoldgicos quanto imuno-histoquimicos,
guando compararam o reticul o-histiocitoma solitério com a
RM, concluindo que correspondem a polos opostos de um
mesmo espectro nosol ogi co.

Histiocitoma nodular progressivo
(Reticulo-histiocitose cutanea generalizada)

De acordo com Gianotti e Caputo,™ expressdo
deveria ser utilizada para descrever uma doencga limitada a
pele, caracterizada por erupgdo papulonodular, simétrica e
disseminada, (Figura4) apresentando desenvolvimento pro-
gressivo de lesdes, envolvendo tipicamente a face e con-
fluindo para conferir aspecto de facies leonina. Apesar de
Caputo™ creditar a primeira descricdo a Taunton et al.,*
guatro anos antes, Rodriguez et al.®* procuraram extensiva-
mente, sem SUCesso, um agente etiol 6gico para caso que se
enquadrava nessa definicdo, denominando-o histiocitose
reativa cuténea nodular. O primeiro caso, no entanto, foi
descrito por trés brasileiros, Absalom Lima Filgueira,
Sylvio Fraga (1) e Antbnio de Souza Marques, em 1969,
sob a denominagdo de "histiocitomatose reumatéide” .
Estudando um novo caso, Piette et al.®? consideraram
entidade variedade exclusivamente cutnea da RM, intitu-
lando-a reticulo-histiocitoma mdiltiplo. Em 1982, Winkel-
mann et al . relataram caso semelhante, considerando-o um
estégio intermediério entre o histiocitoma eruptivo genera-
lizado e a RM. Caputo,” em seu livro Text Atlas of
Histiocytic Syndromes. A Dermatological Perspective, con-
sidera o histiocitoma nodular progressivo entidade a parte
da reticulo-histiocitose cutanea generalizada, a qual classi-
fica como uma variedade da RM.

Reticulo-histiocitose multicéntrica

A reticulo-histiocitose multicéntrica (RM) é doenca
idiopatica proliferativa de histiocitos, que, usuamente, se
caracteriza por grave acometimento cuténeo-articular.
Costuma desaparecer espontaneamente em periodo variavel
de seis a oito anos de evolucdo. Sequelas sdo frequentes
apos sua cura. Seu inicio é em geral insidioso e progressi-
vo. Répida progressao na gravidade dainflamagéo articular,
que apbs periodos de piora e melhora, com freqiéncia
alcanca uma artrite incapacitante, pode ser considerada um
dos aspectos caracteristicos da doenca. Apesar de os sinto-
mas articulares oscilarem durante o curso da doenca, uma
artrite deformante grave, conhecida como artrite mutilante,
torna-se manifestacdo proeminente da doenca em quase
metade dos casos (45%), de acordo com Barrow e Holubar®
e, em 11% deles, de acordo com Luz.®

Desde a primeira descricdo da RM por Weber e
Freudentha ,* em 1937, menos de 200 casos foram publicados
naliteratura mundial. Acredita-se que umaminoriatenhasido
diagnosticada e ndo publicada. Um nimero desconhecido,
porém significativo de casos certamente permanece sem diag-
nostico, principamente em paises do Terceiro Mundo. A
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Show and Muller® found similar histopathologic
and immuno histochemical results when comparing the
solitary reticul ohistiocytoma with MR. They concluded that
the opposing poles of a single nosologic spectrum end up
corresponding.

Progressive nodular histiocytoma
(generalized cutaneous reticulohistiocytosis)
According to Gianotti and Caputo,® this expression
should be used to describe a disease limited to the skin, and
characterized by symmetrical and disseminated papul onodu-
lar eruption, (Figure 4), which shows progressive lesion
development, typically involving the face and converging to
give an aspect of facies leonina. Notwithstanding the credit
Caputo gives to Taunton et a.* for having been the first to
provide a description of the disease, four years earlier
Rodriguez et a.® had extensively but unsucessfullly sought an
etiological agent for a case fitting this definition. They had
named it nodular cutaneous reactive histiocytosis.
Meanwhile, the first case had been described by three
Brazlians, namely Absalom Lima Filgueira, Sylvio Fraga (T)
and Antbnio de Souza Marquesin 1969, under the heading of
“rheumatoid higtioytomatosis’ . While studying a novel
case, Piette et a.® considered this entity as an exclusively
cutaneous variety of MR, naming it multiple reticulohis-
tiocytoma. In 1982, Winkelmann et a.® reported a similar
case, considering it as an intermediary stage between gener-
alized eruptive histiocytoma and MR. In his book, Text Atlas
of Higtiocytic Syndromes. A Dermatological Perspective,
Caputo™ considers progressive nodular histioctyoma as an
entity apart from generalized cutaneous reticul ohistiocytos's,
inrelation to which it is classified as a variety of MR.

Multicentric reticulohistiocytosis (MR)

Multicentric reticulohistiocytosis is a proliferative
idiopathic histiocytosis disease, usually characterized by
severe cutaneous-articular affliction. It customarily disap-
pears spontaneoudly in the course of six to eight years.
Sequelae are frequent after its cure. Its onset is generally
insidious and progressive. Following periods of aggrava-
tion and improvement, rapid progression in severity of
articular inflation frequently reaches an incapacitating
athritis, which may be considered one of the characteristic
aspects of the disease. Apart from the articular symptoms
oscillating during the disease course, a severe deforming
arthritis, known as mutilating arthritis, becomes the promi-
nent disease manifestation in almost half of all cases (45%),
according to Barrow and Holubar,* and in 11% of cases,
according to Luz.®

Snce Weber and Freudenthal® first described MR in
1937, less than 200 cases have been published in worldwide
literature. A few cases are believed to have been diagnosed
but not published. An unknown though significant number of
cases certainly fail to be diagnosed, mainly in Third World
countries. Thisis believed so because most cases published
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raz&8o para tal crenca reside no fato de a maioria dos casos
publicados ser oriunda de paises desenvolvidos. A hipGtese
alternativa, a RM ser conseqiiéncia do desenvolvimento, ape-
sar de ndo poder ser descartada, ndo possui elementos que Ihe
oferecam suporte. A observacao de niimero crescente de casos
descritos, principal mente em paises do Terceiro Mundo, apre-
Sentando origens raciais e sociais diversas, sustenta a possibi-
lidade de haver relevante contingente de individuos portado-
res de RM ainda por terem seus diagndsticos firmados, sobre-
tudo nas areas mais carentes do globo terrestre.

Apesar de muitos atribuirem aidentificagdo da natu-
reza reticuloendotelial da RM a Caro e Senear,* oito anos
antes, trés brasileiros, Hildebrando Portugal, Francisco
Fialho e A. Milano,*® ja haviam definido a origem reticu-
loendotelial da RM pela comprovacéo da capacidade fago-
citica de suas céulas. E interessante mencionar o fato de
que, dado esse artigo ter sido publicado em uma revista
argentina, algumas vezes a autoria do trabalho é remetida a
pesquisadores vizinhos.

As peguenas papulas de arranjo linear ao redor das
unhas representam o sinal do "colar de contas', (Figura 5)
inicialmente observado por Barrow.®® A elevada frequiéncia
desse sinal na RM e o desconhecimento da presenca dessas
lesBes em outras doengas justificam a impresséo de ele ser
patognoménico da RM. A presenca desse sinal deve ser
sempre pesquisada em pacientes suspeitos de portarem RM.
Até prova em contrério, sua presenga parece constituir indi-
cativo seguro desse diagndstico.

E interessante relatar a opini&o de alguns autores que
preferem considerar a RM, a histiocitose nodular progressi-
vae o reticuloendotelial solitario parte do espectro de uma
mesma doenga, a reticulo-histiocitose, so diferindo em sua
proporcdo de acometimento, isto €, sua forma sistémica,
cutanea generalizada e isolada, respectivamente.”™

Revisdo mais completa sobre a reticulo-histiocitose
multicéntrica jafoi publicada nesta revista.

Outras doencas histiociticas correlatas ou discutivel -
mente incluidas como histiocitoses ndo Langerhans

Reticulo-histiocitose congénita auto-resolutiva

Foi descrita originalmente por Hashimoto e Pritzker
em 1973, que a caracterizaram quanto a histopatologia
como um acimulo de células mono e multinucleadas com
citoplasma apresentando o aspecto de "vidro moido”, nas
dermes média e superior, invadindo a epiderme. Essa
moléstia é caracterizada por ppulas assintométicas, firmes,
eritémato-acastanhadas, dispersas pela pele, mais amitde
na face e no couro cabeludo, que estdo presentes desde o
nascimento e regridem em torno de um ano deidade (Figura
6).” Apesar do que seu home possa sugerir, a presenca dos
tipicos granulos das células de Langerhans a microscopia
eletrénica, os granulos de Birbeck, e da proteina S-100 a
imuno-histoquimica permite classificar a reticulo-histioci-
tose congénita auto-resolutiva como histiocitose de células
de Langerhans.™™
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stem from developed countries. According to the alternative
hypothesis, i.e. in which MR is a consequence of poor social
devel opment, supporting evidence is simply lacking despite
the fact that it cannot be dismissed. The observation of the
growing number of cases described, mainly in Third World
countries, shows diverse racial and social origins. This sus-
tains the possibility of there being a relevant contingency of
MR carriers whose diagnosis is confirmed, especially in the
most impoverished areas of the world.

The identification of the reticuloendothelial nature
of MR by Caro and Senear notwithstanding, eight year ear-
lier three Brazlians, Hildebrando Portugal, Francisco
Fialho and A. Milano, had defined the reticuloendothelial
origin of MR through confirmation of the phagocytic
capacity of its cells. It is interesting to note that given the
fact that this article had been published in an Argentine
review, authorship of the paper is still at times credited to
neighboring country researchers, instead of to Brazlians.

Small papules arranged in linear order around the
nails appears as the “ beaded neckless’ (Figure 5), initial-
ly observed by Barrow. The high frequency of this appear-
ance in MR and lack of knowledge as to the presence of
these lesions in other diseasesjustifies the impression made
of them as being MR pathognomic.® The presence of this
pattern must always be search for in patients suspected of
carrying MR. Until otherwise disproved, its presence seems
to be a sureindicator of this diagnosis.

Itisinteresting to report that some authors, who pre-
fer to consider MR, progressive nodular histiocytosis and
solitary reticuloendothelial histiocytosis as part of the spec-
trum of a single disease, are of the opinion that reticul ohis-
tiocytosis would only differ in its proportion of afflictions,
that is, its systemic cutaneous form, generalized and isola-
ted, respectively.®™

A more compl ete revision of multicentric reticulohis-
tiocytosis was already published in this review.

Other correlated or disputedly histiocytic diseases
included as non Langerhans histiocytoses

Self-healing congenital reticulohistiocytosis

This variant was originally described by Hashimoto
and Pritzker in 1973.” They characterized it as histopathol-
ogy as well as an acumulation of mono- and multinuclead-
ed cellswith cytoplasm showing the “ ground glass’ aspect
in the middle and superior dermis, and invading the epi-
dermis. This affection is characterized by asymptomatic,
firm, erythematous brownish papules, dispersed over the
skin, but breaking out on the face and scalp. They are pres-
ent ever since birth and regress in turn at one year of age
(Figure 6).” Despite what its name may suggest, the pres-
ence of typical granules of Langerhans cellsrevealed by the
electron microscope, i.e. Birkbeck granules, and of S$100
protein reveal ed by the immunohistochemical test, classifies
the self-healing congenital reticulohistiocytosis as
Langerhans Cell Histiocytosis.
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Figura 4: Reticulo-histiocitose cutanea disseminada. Lesdes papu-
lonodulares confluentes no dorso. Este paciente ndo apresentava
acometimento sistémico. / Figure 4: Disseminated cutaneous
reticulo histiocytosis. Papulonodular lesions confluent on the
back. This patient did not show systemic involvement.

Histiocitoses de células indeterminadas

Apresenta-se clinica e histopatologicamente indistin-
guivel da histiocitose eruptiva generalizada, entretanto, evi-
dencia, imuno-histoquimicamente, postividade para S-100 e
CD1, o que permitiu, entre outros aspectos, a Sidoroff et al.™
consderéla doenga proliferativa de células indeterminadas,
que foram locamente aprisionadas antes de, como células
"em véu", deixar apele em direcéo as &reas paracorticais dos
linfonodos. A descricdo do primeiro caso é atribuida a Wood
et al.? O histiocitoma congénito de cdulas indeterminadas
parece representar avariante congénitada histiocitose de célu-
lasindeterminadas. Levisohn et al.” também atribuem suaori-
gem as células indeterminadas, lembrando que eas podem
representar tanto precursores das células de Langerhans quan-
to suas formas mais maduras.

Histiocitoses ndo Langerhans de causas definidas
- Dermatoartrite familiar histiocitica

Em 1973, Zayid e Farraj™ descreveram uma sindro-
me que clinicamente se apresentava, do ponto de vista cuté-
neo-articular, indistinguivel daRM, embora, por outro lado,
dela se diferenciasse pela presenca de lesdes oculares, pela
auséncia das células tipicas multinucleadas com material
lembrando "vidro moido", pelo inicio na infancia ou ado-
lescéncia e, principalmente, por seu carater familiar. Da
mesma forma que as proximas duas doengas a serem des-
critas, sua natureza hereditaria (autossbmica dominante) a
exclui do grupo das histiocitoses, se se levar em considera-
¢a0 o carater idiopatico destas Ultimas.

Com base em aspectos clinicos, histopatologicos e
ultrarestruturais Similares, observados em dois casos de derma:
toartrite familiar histiocitica com aRM, Vaente et al.™ sugeri-
ram gue essas doencas traduzissem uma mesma entidade.

An bras Dermatol, Rio de Janeiro, 78(1):99-118, jan./fev. 2003.

Figura 5: O sinal do "colar de contas" é patognomdnico
da reticulo-histiocitose multicéntrica.

Figure 5: The “beaded necklace” pattern is pathognomic
of multicentric reticulo histiocytosis.

Indeterminate cell histiocytosis

It appears clinically and histopathologically indis-
tinguishable from generalized eruptive histiocytosis.
Nonethel ess, immunohistochemically it evidenced positivi-
ty for S100 and CD-1. Thisis one aspect among others that
led Sdoroff et al.” to consider it as being a proliferative
disease of indeterminate cells, imprisoned locally as
“veiled cells’ prior to migrating from the skin toward the
paracortical areas of the lymphnodes. The description of
the first case is attributed to Wood et al.” Indeterminate
cell congenital histiocytoma seems to represent the con-
genital variant of indeterminate cell histiocytosis.
Levisohn et al.” also attribute its origin to indeterminate
cells, recalling that they may represent either precursors of
Langerhans cells or its more mature forms.

Non Langerhans histiocytosis with defined causes
- Familiar histiocytic dermatoarthritis

In 1973, Zayid and Farraj™ described a syndrome
clinically appearing to be indistinguishable from MR from
the cutaneous-articular point of view. On the other hand, it
differed from MR by the presence of ocular lesions and the
absence of typical multinuclear cells with material resem-
bling “ ground glass’, by its onset during infancy or ado-
lescence and mainly by its familiar characteristics. In a
manner similar to the next two diseases described, its
(autosomic dominant) hereditary nature excluded it from
the histiocytosis group when the idiopathic character of
the latter is taken into consideration.

Based on the clinical, histopathological and similar
ultra-structural aspects observed in two cases of familiar
histiocytic dermatoarthritis with MR, Valente et a.” sug-
gest that these diseases explain a single entity.
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Figura 6: reticulo-histiocitose
congénita auto-resolutiva. Apesar
da aparente agressividade tanto
do acometimento cutaneo quanto
do quadro histopatoldgico,

a doengca regride sem sequielas
(cortesia da professora

Gabriela Lowy).

- Distrofia dermocondro-
corneal familiar

De acordo com Ringel
e Moschella,®® foi descrita

Figure 6: Congenital self-healing
reticulo histiocytosis. In spite of
the apparent aggressivity of
cutaneous involvement as well
as the histopathologic condition,
the disease regresses without
sequelae. (Courtesy of Professor
Gabriel Lowy).

- Familiar dermochon-

drocorneal distrophy
According to Ringel

and Moschella,® this was

por Francois em 1949, sendo

caracterizada pela presenca de nédulos cuténeos no
nariz, em orelhas e m&os associada com artrite e opaci-
dades cérneas. E autossdmica recessiva.

- Linfo-histiocitose eritrofagocitica familiar

Segundo Roper e Spraker,® é doenca autossOmica
recessiva, que costumaacometer criangas durante ostrés pri-
meiros meses de vida, assemelhando-se, clinicamente, ahis-
tiocitose maligna. Tal como esta Ultima, cursaem geral com
febre, irritabilidade, hemorragias, hepatomegalia e evidén-
cias laboratoriais de disfuncdo hepatica. Hipertrigli-
ceridemia com auséncia daalfa-lipoproteina pode ser encon-
trada, fato que, de acordo com Ansbacher et al. (1983), apud
Ringel e Moschella,* pode servir como marcador precoce da
doenca. Associacdo com defeitos na imunidade humoral e
celular € comum.® A morte costuma ocorrer em dois meses
com infiltracdo difusa dos orgéos reticuloendoteliais por
células histiociticas com atividade fagocitica e benignidade
citologica. Na pele, pode-se manifestar por erupgao eritema:
tosa generalizada com papulas e vesicul as.®

- Linfo-histiocitose eritrofagocitica
associada a virus

Clinica e histologicamente semelhante a linfo-his-
tiocitose eritrofagocitica familiar, porém dela diferindo por
seu curso benigno, sua faixa etéria mais ampla (acometen-
do até adultos) e pela fregliente associagdo com agentes
virais. Infecgdes ndo virais também podem ser complicadas
por uma sindrome eritrofagocitica.® Da mesma forma que
astrés entidades hereditérias acima, a presencade umaetio-
logiadefinida a exclui do grupo das histiocitoses primérias.

Histiocitoses controversamente aceitas como
entidades autdbnomas
- Sindrome de ativacdo dos macrofagos

Apesar de definitivamente ndo se tratar de uma his-
tiocitose, seu conceito pode facilitar o entendimento desta.
Em revisdo do assunto por Béraud et al.,* a sindrome de
ativacdo dos macréfagos expressa-se clinicamente por qua-
dro de febre elevada continua, queda do estado geral com
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described by Francois in
1949. It is characterized by the presence of cutaneous nod-
ules on the nose, ears and hands, and associated with
arthritis and corneal opacities. It is autosomal recessive.

- Familiar erythrophagocytic lympho-histiocytosis
According to Roper and Spraker,® thisis an autoson
ic recessive disease that customarily affects children during
thefirst three years of life. Clinically, it resembles malignant
histiocytosis. Smilar to the latter, it generally occurs with
fever, irritability, hemorrhages, heptomegaly and laboratori-
al evidence of hepathic dysfunctioning. Hypertriglyceridemy
with a lack of alpha-lypoprotein may also be found.
According to Ansbacher et al. (1983), apud Ringel and
Moschella,® this finding may serve as a marker of early dis-
ease. Association with humoral and cellular immunity
defects is common.® Death tends to occur within two months
through diffuse infiltration of the reticuloendothelial organs
by histiocytic cells with phagocytic activity and cytologic
benignity. On the skin, it may be manifested by generalized
erythematous eruptions with papules and vesicles.®

- Erythrophagocytic lympho-histiocytosis
associated with the virus

Thisisclinically and histologically similar to familiar
erythrophagocytic lympho-histiocytosis, though differing
from the latter by its benign course, broader age range
(affecting even adults) and its frequent association with viral
agents. Non-viral infections may also be complicated by an
erythrophagocytic syndrome.® Smilar to the aforementioned
three hereditary entities, the presence of a defined etiology
excludes it from the primary histiocytosis group.

Histiocytoses controversially accepted as
autonomous entities
- Macrophage activation syndrome

Despite being unrelated in any way with a histiocyto-
sis, the concept of this syndrome may facilitate the under-
standing of the latter. In a review of the topic by Béraud et
al.,* macrophage activation syndromeis clinically expressed
by a continuously high feverish condition, a decrease of the
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astenia e anorexia, hepatoesplenomegalia, linfadenopatia e
edema generalizado, que pode mascarar 0 emagrecimento.
A paniculite citofagica representa sua manifestacéo especi-
fica (descritaabaixo). A sindrome de ativagdo dos macréfa-
gos pode ocorrer como complicag@o de uma série de doen-
¢as, como Aids, linfomas e leucemias, |Upus eritematoso e
artrite crénica juvenil, infeccOes diversas e tratamentos
imunossupressores. A ativagao dos macréfagos parece ser
decorrente daliberac&o de diversas citocinas produzidas por
linfécitos "T" defeituosos ou reacionais a um pProcesso
infeccioso. O fator de necrose tumoral alfa parece ocupar
lugar de destaque na inducdo das anomalias caracteristicas
dessa sindrome.

- Paniculite citofagica

Descrita em 1980 por Winkelmann e Bowie, apud
Winkelmann,* sindrome caracteriza-se por quadro de
febre, pancitopenia, ndédulos subcuténeos e grave disfun-
¢ao hepética que usual mente resulta em didtese hemorragi-
ca. O estudo histologico desses nddulos evidencia panicu-
lite profunda com histidcitos citologicamente benignos e
fagociticamente ativos, ao lado de linfécitos e plasmécitos.
Apesar de o curso habitualmente fatal e a substituicéo e
ndo infiltragdo dos orgaos reticuloendoteliais pelos histio-
citos fundamentarem aidéiade tratar-se de entidade malig-
na, a auséncia de atipias citologicas a excluiria do grupo
das histiocitoses malignas. Sua posi¢ao nosol 6gica perma-
nece controversa, bem como sua aceitacdo como entidade
autdbnoma.

- Xantogranuloma necrobiético

De acordo com Johnston et al.,® em 1980, Kossard e
Winkelmann descreveram esse processo cronico e progres-
sivo como caracterizado por papulas e nédulos, variando do
violaceo a cor da pele, que progridem lentamente para pla-
cas infiltradas medindo entre 0,3 e 25cm de diédmetro. Sua
localizagdo preferencial é a periorbital, e 0 aspecto dalesdo
madura é bastante semelhante ao da lesdo de necrobiose
lipoidica, com atrofia central, telangiectasias e coloracdo
amarelada. O quadro histopatol 6gico também se assemelha
bastante ao da necrobiose lipoidica, dela diferindo, princi-
palmente, pela maior quantidade de células espumosas. A
maioria dos casos de xantogranuloma necrobidtico esta
associada com paraproteinemia, destacando-se o0 mieloma,
a amiloidose e a macroglobulinemia. Permanece a discus-
s80 a respeito de o xantogranuloma necrobi6tico represen-
tar um tipo especifico de histiocitose ndo Langerhans, uma
mera variante do xantogranuloma classico ou, como prefe-
rem Johnston et al.,* o pdlo mais grave de um espectro de
doencas queiriado granulomaanular até o xantogranuloma
necrobi6tico, passando pela necrobiose lipoidica.

CONCLUSAO

Excetuando-se as histiocitoses de células de
Langerhans, que tém sua origem bem determinada, as his-
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general state with asthenia and anorexia, hepatoes-
plenomegaly, lymphadenopathy and generalized edema,
which may disguise weight-loss. Cytophagic paniculitis rep-
resents its specific manifestation (described below).
Macrophage activation syndrome may occur as complica-
tion of a series of diseases, such aa AIDS, lymphomas and
leukemias, erythematous lupus and chronic juvenile arthri-
tis, diverse infections and immunosuppressive treatments.
Macrophage activation appears to result from the rel ease of
diverse cytocines produced by defective or reactional lym-
phocyte-T in an infectious process. Tumoral necrosis factor
alpha appears to occupy a significant place in the induction
of characteristic anomalies of this syndrome.

- Cytophagic paniculitis

Described in 1980 by Winkelmann and Bowie, apud
Wi nkelmann,* this syndrome is characterized by a condition
manifesting fever, pancytopenia, subcutaneous nodules and
severe hepathic dysfunctioning, usually resulting in hemor-
rhagic diasthesis. The histological test of these nodules evi-
denced profound paniculitis with cytologically benign and
phagocytically active histiocytes, beside lymphocytes and
plasmocytes. Despite the fact that the often fatal course of
the disease and the substitution and non-infiltration of the
reticuloendothelial organs by histiocytes justify the idea that
a malign entity is being dealt with, the lack of atypical cyto-
logic traits would exclude it from the malignant histiocytosis
group. Its nosological position remains controversial, as
well as its acceptance as an autonomous entity.

- Necrobiotic xanthogranuloma

In accordance with Johnston et al.,* Kossard and
Winkelmann described this chronic and progressive process
in 1980 as characterized by papules and nodules, varying
from purple to skin-color and progressing slowly through
infiltrated plaques measuring from 0.3 to 25 cm in diame-
ter. Its most common site is the periorbital region. The
mature aspect of the lesion isquite similar to that of lipoidic
necrobiosislesion, with central atrophy, telangiectasiasand
yellow coloring. The histopathologic condition is also quite
similar to lipoidic necrobiosis, differing from the latter
mainly by its higher amount of spumous cells. Most cases of
necrobiotic xanthogranuloma is associated with parapro-
teinemia, especially mieloma, amiloidosis and macroglobu-
linemia. Discussion continues as to whether necrobiotic
xanthogranuloma represents a specific type of non
Langerhans cell histiocytosis, a mere variation of classic
xanthogranuloma or, as prefered by Johnston et al.,0® the
severest pole of a spectrum of diseases stretching from anu-
lar granuloma to necrobiotic xanthogranuloma, including
lipoidic necrobiosis.

CONCLUSIONS
With the exception of Langerhans cell histiocytoses,
whose origins are well documented, histiocytoses consist
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tiocitoses comp&em um confuso e peculiar grupo de doen-
¢as heterogéneas que apresentam em comum proliferacéo
ndo neoplasica de histiocitos. Para melhor compreensao
dessas entidades é necessario que a origem de cada uma das
doencas que fazem parte desse grande grupo nosoldgico
sgja precisamente determinada. A imuno-histoquimica
parece representar técnica Util na identificacdo da célula
proliferada causadora de cada uma dessas histiocitoses. E
provavel que algumas histiocitoses ndo representem entida-
des autbnomas, e sim meras variantes. A identificagdo do
tipo de histiécito proliferado em cada uma das histiocitoses
permitira posicioné-las nosologicamente de maneira mais
acertada, abrindo espago para a elucidagéo de seus mecanis-
mos etioldgicos e, conseqlientemente, para terapéuticas
direcionadas e mais eficazes. E nessa linha que os autores
estdo continuamente trabalhando e esperando que outros
também se interessem em tentar elucidar esse intrincado e
fascinante campo de estudo. a
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