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Sindrome de Gianotti-Crosti: aspectos clinicos,
laboratoriais e perfis soroldgicos observados em 10
casos procedentes de Belém-PA (Brasil)’
Gianotti-Crosti syndrome: clinical, laboratorial
features, and serologic profiles of 10 cases from Belém,
State of Para, Brazil’

Daniela A. Lima’ Daniela M. Rocha’ Mario F. R. Miranda’

Resumo: FUNDAMENTOS: A sindrome de Gianotti-Crosti (SGC) € uma doenga rara e autolimitada caracterizada por erupcao
eritematopapulosa acrolocalizada e simétrica. Relaciona-se, na maioria das vezes, com infecgio pelos virus da hepatite B
e Epstein-Barr, porém hd poucas publicacoes relacionando a SGC com herpesvirus humano tipo 6 (HHV6).

OpJeTIvO: Estudar aspectos clinicos e laboratoriais e investigar a participacio de patdgenos virais na etiologia de casos de
SGC procedentes de Belém-PA.

PACIENTES E METODOS: Dez criangas com diagndstico clinico de SGC foram investigadas no periodo de agosto de 1996 a
dezembro de 2002, utilizando-se provas laboratoriais de rotina e pesquisa de anticorpos séricos especificos para determi-
nados virus. O diagndstico de SGC estabeleceu-se quando, além de aspectos clinicos considerados compativeis, um ou
mais dos seguintes critérios estavam presentes: elevacido das enzimas hepdticas, linfocitose, positividade soroldgica para
um ou mais agentes virais ou histdria de vacinagio prévia.

ResuLTADOS: Seis pacientes (60%) apresentaram evidéncia de infec¢io priméria pelo HHV6 demonstrada pela presenca de
anticorpos especificos da classe IgM.

ConcLusao: A deteccio de anticorpos anti-HHV6 da classe IgM em seis dos pacientes apresentados sugere um possivel
papel etiologico desse virus na doenca, recomendando-se que seja acrescentado ao painel soroldgico rotineiramente pes-
quisado em processos exantemdticos com morfologia sugestiva de SGC.

Descritores: acrodermatite; anticorpos anti-hepatite C; exantema; herpesvirus 6 humano.

Abstract: BACKGROUND: Gianotti-Crosti syndrome (GCS) is a rare, self-limited disease characterized by a symmetrical ery-
thematopapulous, acral-based eruption. In most cases a definite relationship with a viral infection can be established,
especially when bepatitis B or Epstein-Barr viruses are involved. However, few case reports on associations between GCS
and buman berpesvirus 6 (HHVG) bave been published to date.

Ogjective: To study clinical and laboratorial aspects as well as to investigate the role of viral pathogens in the etiology
of GCS cases from Belem (PA), Brazil.

PATIENTS AND METHODS: From August 1996 to December 2002, ten children with a clinical diagnosis of GCS were investiga-
ted through routine laboratory exams and serologically screened for several virus specific antibodies. A diagnosis of GCS
was considered for cases that presented clinical aspects considered suggestive, together with one or more of the following
criteria: elevated titers of bepatic enzymes, lymphocytosis, positive viral serology or history of a prior vaccination.
Resurts: Six out of 10 children (60%) showed evidence of HHVG primary infection, as demonstrated through specific IgM-
antibody positivity.

CoNcLUsioN: Anti-HHV6-IgM antibody positivity in 6/10 patients suggests that the pathogen can play a role in the etiology
of GCS. Consequently, the authors recommend that this virus is added to the routine serological tests when exanthema-
tous processes are concerned, especially those with a morphology suggestive of GCS.
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INTRODUCAO

A sindrome de Gianotti-Crosti (SGC) foi descrita
pela primeira vez em 1955 por Gianotti como uma erupgao
papulosa, monomorfa, autolimitada, simetricamente distri-
buida na face, regido glitea e nas extremidades, ocorrendo
em criancgas de dois a seis anos de idade.' Em 1970, Gianotti
e Crosti associaram-na a infecg@o pelo virus da hepatite B2.
Posteriormente foram observadas erupgdes cutineas idénti-
cas a da SGC, mas sem evidéncia de infec¢do aguda pelo
virus da hepatite B. Durante a investigagdo etiologica dos
casos aqui apresentados, verificou-se que eram decorrentes
de diferentes agentes infecciosos, principalmente virais
(Tabela 1).' Na literatura consultada, ha apenas duas refe-
réncias®’ a0 HHV6 como causador da doenga.

O curso da SGC ¢ benigno e autolimitado, desapare-
cendo as manifestacdes em prazo que varia de duas a oito
semanas, sem recorréncias.>*¢"1%*1¢ Ag lesdes cutianeas sao
em geral assintomaticas, excepcionalmente pruriginosas.*”
81031416 Por vezes ha prodromos sugestivos de infecgdo res-
piratoria alta. O estado geral mantém-se inalterado ou ocor-
rem sintomas tais como mal-estar, febre, nauseas, vomitos,
hepatoesplenomegalia, linfadenopatia e/ou quadro de hepa-
tite anictérica aguda. Uma linfocitose, eventualmente com
presenga de linfécitos atipicos no sangue periférico, pode
ainda ser observada.’”'*"*"

MATERIAL E METODOS

No periodo de agosto de 1996 a dezembro de 2002,
10 criangas procedentes da cidade de Belém, com idades
compreendidas entre um més e 10 anos (média: 2 anos e 2
meses), apresentando erup¢ao papulosa acrolocalizada, com
aspectos morfoldgicos compativeis com a SGC foram estu-
dadas. Sete eram do sexo masculino, e trés, do feminino.
Todas foram submetidas aos seguintes exames laboratoriais:
hemograma, VHS e provas de fungdo hepatica. Pesquisa de

INTRODUCTION

Gianotti-Crosti syndrome (GCS) was described for
the first time in 1955 by Gianotti as a papular, monomorphic
eruption, self-limited, and symmetrically distributed in the
face, in the gluteal area and in the extremities. It occurs in
children from two to six years of age." In 1970, Gianotti and
Crosti reported a relationship of this infection with hepatitis
B virus.? Later, cutaneous eruptions identical to those of GCS
were observed without evidence of acute infection by hepati-
tis B virus. During the etiological investigation of the cases
presented here, it was verified that these eruptions may be
caused by various infectious agents, mainly viral (Table 1).*
'8 In the literature consulted, there were only two references
7 to HHV6 as a cause of the disease.

The course of GCS is benign and self-limited, the mani-
festations disappearing within two to eight weeks, with no
recurrence.***”1°*1 The cutaneous lesions are generally
asymptomatic, but exceptionally pruriginous.*’*'*>'*1% At times
there are prodromes suggestive of an upper respiratory tract
infection. General health status usually remains unaffected,
although symptoms may occur such as indisposition, fever,
nausea, vomiting, hepatosplenomegaly, lymphadenopathy
and/or a picture of acute anicteric hepatitis. Lymphocytosis,
with occasional presence of atypical lymphocytes in the peri-
pheral blood, may also be observed.*”"*?

MATERIAL AND METHODS

From August 1996 to December 2002, a study was
made of ten children in the city of Belem, with ages ranging
between one month and ten years (mean: 2 years and 2
months), presenting acral-based papular eruptions with
morphologic aspects compatible with GCS. Seven were boys
and three, girls. The following laboratory exams were per-
formed in each case: hemogram, ESR and hepatic function
tests. Serology was performed for antibodies specific to the

Tabela 1: Agentes até o momento ja relacionados com casos de SGC
Table 1: Agents that bave been associated with SGC cases, to date

Etiologia / Etiology

Vl'rus HB\/’ZA. 6-16,18 HC\/:I 9,14 HAV’A. 8-10, 13, 14 EB\/,S 4,6-11,13-17 CMVS 4,7-11,13-16 HHVG.S, 7 ViI’uS COXSaCkle A_16 B_4 e B_5,3‘4. 7-11, 13-15,17
adenovirus,” "* virus sincicial respiratdrio,*”"" " virus parainfluenza,**”*'" ** parvovirus B-"*"*""" rotavirus,” "

virus da rubéola,”'* echovirus 7 e *'* " poliovirus,*'* " virus da parotidite," HIV-'#'"*15 poxvirus," enterovirus' "

parainfluenza virus,
echovirus 7 and 9," " poliovirus,

Mycobacterium avium intracellulare

HB VJ—4‘ 6-16, 18 HCV4 9,14 HA V4‘ 810,13, 14 EB Vi, 4,6-11,13-17 CMV{ 4,7-11, 13-16 HHVﬁf 7 Coxsackl'e VIVMS A_16 B_4 and B_5 3,4, 7-11, 13-15, 17

34,7 911, 13-15 parvovirus B_]g’ 7,9-11, 14

#1013 parotiditis virus,'” HIV-"*'""*1 poxvirus,"

Estreptococo beta-hemolitico do grupo A,*** ' Mycobacterium avium intracellulare** '

4,9, 14

Difteria-tétano-pertussis/DPT,* ™ ! 1% 418 Difteria-pertussis/DP,* ™ ' 1 1418 Antipoliomielite,* " 1% 1418

Antiinfluenza,** > ' 31418 BCG,*»® 10113 MMR,*# ' 118 Antivariola,>*'*""* Anti-sarampo,'® Anticaxumba'®

Viruses
adenovirus,” " respiratory syncytial virus,* ' 1>’
rotavirus,” " rubella virus,”
enterovirus' "’
Bactérias
Bacteria Group A b-hemolytic streptococci,”**'*
Vacinas
Vaccines

Diphtheria-pertussis-tetanus /DPT,* 7> " 3. 1418 Diphtheria-pertussis /DP? ™" 13 115 gntiPoliomyelitis,* ™' 1 1+ 18

antilnfluenza,®** ' 7 1% ¥ BCG,>* %" 15 MMR,** " * '8 Anti-smallpox,**'*'" ¥ Anti-measles," Anti-mumps'®
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anticorpos séricos especificos para os virus EBV, HHV6,
parvovirus B19, CMV, HBV, HAV, HCV, virus sincicial res-
piratdrio e virus da rubéola foi realizada com algumas exce-
¢Oes pontuais discriminadas na tabela 3. Em seis casos, uma
bidpsia de lesdo cutanea foi praticada, e os cortes corados
pela hematoxilina-eosina (H-E). Aspectos histopatologicos
ndo foram considerados como critério diagndstico, servin-
do, entretanto, para excluir outras afec¢des. O diagnostico
de SGC estabeleceu-se por correlacdo clinicolaboratorial
quando, além de aspectos clinicos considerados compati-
veis, um ou mais dos seguintes critérios estavam presentes:
elevacdo dos niveis de enzimas hepaticas; linfocitose com
ou sem linfocitos atipicos ou sindrome mononucleose-simi-
le; positividade sorologica para um ou mais dos agentes
virais, com indicios de infec¢do recente; e/ou historia de
vacinacao recente. No caso atribuido ao HCV, considerou-
se a transmissdo vertical mae/feto, sorologicamente confir-
mada, como critério isolado valido. Por indisponibilidade
de meios, deixaram de ser realizadas provas moleculares.

RESULTADOS

Todos os pacientes apresentavam erupgdo cutanea
monomorfa, simétrica, constituida por papulas eritematosas ou
pardacentas, por vezes liquenoides, com didmetro variando de
um a Smm, predominantemente localizadas na face (Figura 1)
e nos membros (Figuras 2 ¢ 3). O tronco estava acometido em
nove casos, em geral de forma menos intensa. Cinco pacientes
referiam prurido. Febre foi observada em sete casos, linfadeno-
patia em quatro e manifestagdes catarrais respiratorias em um.
Em todos os casos, constatou-se remissdo espontanea do qua-
dro num periodo de tempo que variou de uma semana a seis
meses (Tabela 2). Durante a evolugdo foram prescritos apenas
medicamentos sintomaticos sistémicos, incluindo anti-histami-
nicos e antitérmicos, quando necessario. Linfocitose, eventual-
mente com linfocitos atipicos, foi observada em cinco casos.
As transaminases apresentaram discreta elevagdo em quatro
pacientes. Aumento de bilirrubinas ocorreu apenas no caso
relacionado com hepatite C. Em dois pacientes, encontravam-
se também elevados os niveis de fosfatase alcalina. Anemia
microcitica e hipocrémica foi observada em sete pacientes.

A tabela 3 apresenta os resultados das provas sorologi-
cas virais. Anticorpos anti-HHV6 da classe IgM estavam presen-
tes em seis pacientes, em um dos quais associados com positi-
vidade para antiEBV-IgM, sugerindo co-infecgdo recente. Em
dois casos, a sorologia foi positiva somente para antiEBV-IgM.
Outra crianga, nascida de mae portadora do virus HCV, apresen-
tou anti-HCV positivo. O paciente n°5, cuja possivel etiologia se
atribuiu a vacina triplice DPT, foi submetido apenas a sorologias
para hepatites virais. Ressalte-se que resultaram negativas, em
todos os pacientes, as pesquisas de HBsAg e anti-HBc IgM.

DISCUSSAO

Um amplo espectro de agentes infecciosos tem sido
incriminado como causa da SGC (Tabela 1), figurando o
EBV como patogeno mais freqiiente, seguido pelo virus da
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viruses EBV, HHV6, parvovirus B19, CMV, HBV, HAV, HCV,
syncytial respiratory virus and rubella virus. Any excep-
tions to these procedures are described in Table 3. In six
cases, biopsies of cutaneous lesions were collected and stai-
ned with hematoxylin and eosin (H-E). Histopathological
aspects were not considered as diagnostic criteria, serving
rather to exclude the possibility of other diseases. The diag-
nosis of GCS was established by a correlation between cli-
nical and laboratorial factors. In addition to the clinical
aspects considered compatible with this diagnosis, one or
more of the following criteria were present: increase in
hepatic enzyme levels, lymphocytosis with or without atypi-
cal lymphocytes or a mononucleosis-like syndrome, positive
serologic results for one or more viral agents with indices of
recent infection, and/or a history of recent vaccination. In
the case attributed to HCV, it was considered to be a verti-
cal transmission from mother to fetus, confirmed serologi-
cally, as a valid isolated criterion. Due to a lack of resour-
ces, molecular tests were not accomplished.

RESULTS

All the patients presented symmetrical cutaneous
monomorphic eruptions, consisting of erythematous papu-
les, brownish and at times lichenoid, with a diameter varying
from 1 to 5 mm. These were predominantly located in the
face (Figure 1) and limbs (Figures 2 and 3). The trunk was
involved in nine cases, but generally with less intensity. Five
patients complained of pruritus. Fever was observed in
seven cases, lymphadenopathy in four and respiratory catar-
rhal manifestations in one. In all of the cases, spontaneous
remission of the condition occurred within one week to six
months (Table 2). During the course of the disease only
systemic symptomatic medications were prescribed; inclu-
ding antihistaminic and antipyretic agents, when necessary.
Lymphocytosis, occasionally with atypical lymphocytes, was
observed in five cases. Transaminases presented a discreet
elevation in four patients. An increase of bilirubin occurred
only in the case related to hepatitis C. In two patients, high
levels of alkaline phosphatase were also found. Microcytic
and hypochromic anemia was observed in seven patients.

Table 3 shows the results of the serological viral tests.
Antibodies against HHV6 of IgM class were present in six
patients, one of which was associated with positivity to anti-
EBV-IgM, suggesting a recent co-infection. In two cases, the
serology was positive only to anti-EBV-IgM. Another child, with
a HCV infected mother, presented a positive anti-HCV reaction.
Patient number 5, whose possible etiology was attributed to the
triple DPT vaccine, was only submitted to serologic testing for
viral hepatitis. It is notable that, in all the patients, the tests for
HBsAg and anti-HBc IgM lead to negative results.

DISCUSSION

A wide spectrum of infectious agents has been sus-
pected to cause GCS (Table 1), with EBV figuring as the
most frequent pathogen, followed by hepatitis B virus.*””
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Tabela 2: Dados clinicos, laboratoriais e histopatolégicos dos pacientes
Table 2: Agents that bave been associated with SGC cases, to date
Caso N°  Idade/sexo Sintomas associados Distribuigao Exames Histopatologico Tempo de evolugdo
Case N°  Age/sex Associated symptoms ~ das lesdes laboratoriais Histopathology da doenga
Distribution Laboratorial Disease
of the lesions  exams duration
1 1m/M Febre Face, tronco, Anemia, aumento Dermatite perivascular 1 semana
1 m/M Fever membros de bilirrubinas superficial e profunda 1 week
Face, trunk, Anemia, increased sugestiva de reago
limbs bilirubin levels de hipersensibilidade
Superficial and profound
perivascular dermatitis,
suggestive of
hypersensitivity reaction
2 6m/M Manifestagoes Tronco, Anemia, leucocitose NR / NA 6 meses
6 m/M gripais membros ¢/ linfocitose, 6 months
Flu-like Trunk, aumento de f.alcalina
symptoms limbs e transaminases
Anemia, leukocytosis
with lymphocytosis
increased alkaline
phosphatasis and
transaminases
3 1 ano/M Febre Face, tronco, Leucocitose ¢/ Dermatite perivascular, 1 més
1 yr/M Fever membros linfocitose, aumento superficial 1 month
Face, trunk, de transaminases Superficial perivascular,
limbs Leukocytosis with dermatitis
lymphocytosis
increased
transaminases
4 lano/F Febre, prurido, Face, tronco, Anemia, leucocitose Dermatite psoriasiforme 2 meses
adenomegalia membros ¢/ linfocitose superficial 2 months
cervical discreta Face, trunk, Anemia, leukocytosis Superficial psoriasiform
1 yr/F Fever, pruritus, limbs with lymphocytosis dermatitis
discrete cervical
adenomegaly
5 6 anos/M Prurido Face, tronco, Sem alteragdes Dermatite espongidtica e 1 més e 7 dias
6 yrs/M Pruritus membros No alterations de inteface (tipo liquendide), 1 month and 7 days
Face, trunk, superficial
limbs Superficial spongioid and
interface (lichenoid-like)
dermatitis
6 10m/M Febre, Face, Anemia NR / NA 1 més
10 m/M adenomegalia membros Anemia 1 month
cervical e Face,
supraclavicular limbs
Fever, cervical and
supraclaviculara
denomegaly
7 10 anos/F Prurido Tronco, € Aumento da NR / NA 1 més
10 yrs/F Pruritus membros fosfatase alcalina 1 month
Trunk, limbs Increased alkaline
phosphatase
8 9m/F Febre, prurido, Face, tronco, Anemia, leucocitose Dermatite espongidtica 2 meses
9 m/F adenomegalia membros ¢/ linfocitose, aumento superficial com pequeno 2 month
cervical e Face, trunk, de transaminases derrame eritrocitario na
retroauricular discreta limbs Anemia, leukocytosis derme papilar e raras
Fever, pruritus, with lymphocytosis hemacias intra-epidérmicas
discrete cervical increased Superficial spongioid
and retroauricular transaminases dermatitis with minor
adenomegaly erythrocytic leakage in the
papillary dermis and rare
intra-epidermal erythrocytes
9 1 ano/M Febre, prurido, Face, tronco, Anemia, leucocitose Dermatite de interface 1 més
1 yr/M poliadenopatia cervical ~ membros com linfocitose tipo vacuolar superficial 1 month
e inguinocrural Face, trunk, Anemia, leukocytosis vacuolar superficial type
Fever, pruritus, limbs with lymphocytosis interface dermatitis
cervical and
inguinocrural
polyadeno-pathy
10 8m/M Febre Face, tronco, Anemia, aumento de NR / NA 4 meses
8 m/M Fever membros transaminases 4 months
Face, trunk, Anemia, elevated
limbs transaminases

NR = nao realizado / NR = not accomplished
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Tabela 3: Investigagao sorologica dos pacientes / Table 3: Serological investigation of the patients

Caso N° Case N’ 1 2 3 4
Anticorpos / Antibodies

5 6 7 8 9 10

HBsAg

HBsAg - - - -
Anti-HBc IgM

Anti-HBc IgM - - - -
Anti-HAV

Anti-HAV - - - -
Anti-HCV
Anti-HCV
Anti-HHV6 IgM
Anti-HHV6 IgM - + + +
AntiEBV IgM

AntiEBV IgM - - + -
AntiCMV IgM

AntiCMV IgM - - - -
Antiparvovirus B19 IgM - - - -
Antiparvovirus B19 IgM

AntiVSR

AntiRSV -
Virus da rubéola

NR/NA

Rubella virus - NR/NA -

NR/NA NR/NA

NR/NA

NR/NA ~ + + - + -

NR/NA - - + - +

NR/NA  NR/NA NR/NA
NR/NA - -

NR/NA

NR/NA

NR/NA  NR/NA NR/NA NR/NA NR/NA  NR/NA

NR/NA - NR/NA NR/NA - -

HBsAg = antigeno da hepatite B, HAV = virus da hepatite A, HCV = virus da hepatite C, HHV6 = herpes virus humano tipo 6, EBV =
Epstein Baar virus, CMV = citomegalovirus, VSR = virus sincicial respiratério, NR = nio realizado.

HBsAg = bepatitis B antigen, HAV = bepatitis A virus, HCV = bepatitis C virus, HHV6 = bhuman berpesvirus 6, EBV = Epstein-Baar
virus, CMV = cytomegalovirus, RSV = respiratory syncytial virus, NA = not accomplished.

hepatite B.*”"* Draelos' ndo observou associacdo da SGC
com infeccdo por HBV ou EBV em nove criangas. Taieb"
estudou um caso atribuido a infec¢do aguda por HBV, trés
por coxsackie B, e sete casos por EBV entre 26 criangas
com SGC. Hofmann e col.’ observaram cinco casos de
infec¢do por EBV entre sete criangas portadoras de SGC. Os
resultados aqui relatados sustentam claramente o papel da
infecgdo recente ou aguda pelo HHV6 na etiologia da SGC
em seis dos 10 casos estudados.

Na literatura consultada foram encontradas apenas
duas referéncias a associa¢do entre HHV6 e SGC: Chuh e
col., 2002° e Folster-Holst,

Draelos” did not observe any association of GCS with
infection by HBV or EBV in nine children. Taieb" studied a
case attributed to an acute infection by HBV, three by cox-
sackie B, and seven cases by EBV among 26 children with
GCS. Hofmann and col.’ observed five cases of infection by
EBV among seven children with GCS. The results reported
herein clearly support the role of a recent or acute infection
by HHV6 in the etiology of GCS in 6/10 cases studied.

In the literature consulted, only two references were
found associating HHV6 with GCS: Chuh and col., 2002°
and Folster-Holst, 1999.” Chuh and col.” investigated anti-
bodies against HHV6 and

1999.” Chuh e col.’ realiza-
ram pesquisa de anticorpos
anti-HHV6/~-HHV7, bem
como provas moleculares
(PCR para pesquisa do DNA
viral e RT-PCR para detec-

Figura 1: Caso n° 9:
SGC associada com
HHVG6. Pipulas
eritémato-violidceas
na regiao malar

HHV7, as well as molecular
tests (PCR for viral DNA and
RT-PCR for detection of mRNA
transcriptions in the U91 gene
of HHV6). This was done using
the plasma and leukocytes

Figure 1: Case n° 9:
SGC associated with
HHVG. Erythematous
violaceous papules
in malar region
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Figura 2: Caso n° 3: SGC associada com co-infec¢ao HHV6/EBV.
Erupcao papulosa estrofuldide acrolocalizada / Figure 2: Case n° 3:
SGC associated with HHVG/EBV co-infection. Papular eruption
with insect bite-like reaction limited to the acral area.

¢do de transcritos mRNA do gene U91 do HHV6) no plasma
e leucocitos do sangue periférico em 10 pacientes diagnosti-
cados como SGC. Observaram esses autores que dois pacien-
tes (ambos criangas) apresentavam evidéncia de infeccio
ativa pelo HHV6 e concluiram que uma infec¢do HHV6 pri-
maria pode estar associada com a sindrome em criangas.
Nesse mesmo estudo, as provas sorologicas resultaram nega-
tivas para infecgdo recente por EBV ou HBV.

O espectro atual dos agentes infecciosos associados
a SGC pode estar influenciado por fatores epidemiologicos
ligados a distribuicdo das viroses. A maioria dos pacientes
com SGC produzida pelo HBV, por exemplo, ¢ procedente
de paises com alta prevaléncia desse patdégeno, como os da
Bacia Mediterranea e o Japao, enquanto investigagdes reali-
zadas em areas com prevaléncia relativamente baixa do
HBV, como Europa Ocidental e América do Norte, t€m
demonstrado um menor papel do HBV na etiologia da SGC.’

O HHV6 foi isolado pela primeira vez por
Salahuddin e col., em 1986, do sangue periférico de
pacientes com doengas linfoproliferativas e de portadores
da sindrome da imunodeficiéncia adquirida. Desde entdo,
exames soroldgicos em varios paises tém demonstrado que
a infecc@o pelo HHV6 € comum e ocorre tanto em criangas
como em adultos, com soroprevaléncia que varia de 45% a
63% e 52% a 97%, respectivamente.”’ O conhecimento atual
sobre a epidemiologia do HHV6 indica que a infec¢do pri-
maria ocorre na infancia, geralmente antes dos dois anos, de
forma subclinica ou causando exantemas e distirbios linfo-
proliferativos. Freitas e col.,”* investigando a soroprevalén-
cia (IgG) do HHV6 em 497 habitantes da zona urbana de
Belém, com idades entre sete meses e 70 anos, observaram
que a infecgdo pelo HHV6 ¢é altamente prevalente na area,
onde mais de 90% das criangas com menos de trés anos de
idade apresentavam anticorpos para HHV6, o que sugeriu
aquisicdo da infec¢do primaria no inicio da infincia. Em
outra publicacdo, esses mesmos autores, tendo acompanha-
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Figura 3: Caso n° 2: SGC por HHVG. Péipulas liquenéides no pé D
Figure 3: Case n° 2: SGC due to HHVG. Lichenoid papules
in right foot

from the peripheral blood of 10 patients diagnosed with
GCS. Those authors observed that two patients (both chil-
dren) presented evidence of an active infection by HHV6
and concluded that a primary HHV6 infection can be asso-
ciated with this syndrome in children. In that same study,
the serologic tests showed negative results for any recent
infection by EBV or HBYV.

The current spectrum of infectious agents associated
with GCS may be influenced by epidemiological factors lin-
ked to the distribution of the viruses. Most of the patients
with GCS produced by HBV, for instance, come from coun-
tries with a high prevalence of that pathogen, such as the
Mediterranean Basin and Japan. Whereas investigations
accomplished in areas with a relatively low prevalence of
HBV, such as Eastern Europe and North America, have
demonstrated a smaller role for HBV in the etiology of GCS.*

Salahuddin and col.” isolated HHVG6 for the first
time in 1986, from the peripheral blood of patients with
lymphoproliferative diseases and of those with acquired
immunodeficiency syndrome. Since that time, serologic
exams in several countries have demonstrated that infec-
tion by HHV6 is common and occurs both in children and
in adults, with a serologic prevalence that varies from 45 to
63% in children and 52 to 97% in adults.”’ Current kno-
wledge relating to the epidemiology of HHV indicates that
the primary infection occurs in childhood, usually before
two years of age. Its form may be subclinical or it may
cause exanthemas and lymphoproliferative disturbances.
Freitas and col.,” investigating the serologic prevalence
(IgG) of HHV6 in 497 inhabitants of the urban area of
Belem, with ages between seven months and 70 years,
observed that infection by HHVG is highly prevalent in that
region. More than 90% of the children less than three years
old presented antibodies for HHV6, which suggested that
the primary infection had been acquired in early child-
hood. In another publication, those same authors, having



Lima, Rocha & Miranda

do, entre janeiro e dezembro de 1997, o total de 730 crian-
¢as com menos de sete anos de idade matriculadas em oito
creches comunitarias de Belém, observaram que a infecgdo
pelo HHV6 havia ocorrido em cinco de cada oito criangas
durante o periodo estudado, concluindo que a infeccdo pelo
HHV6 ¢ freqliente entre criangas na area de Belém.”
Levando em consideragdo esses dados epidemioldgicos,
optaram os autores por incluir no painel soroldgico a pes-
quisa desse patogeno, ao lado de outros considerados, entre
os possiveis agentes, os de maior incidéncia relacionados na
literatura. A positividade para anti-HHV6 IgM em 60% dos
casos ora apresentados pode, pelo menos em parte, repre-
sentar um reflexo dos altos niveis de soroprevaléncia em
Belém observados por Freitas e col.;** entretanto, conside-
rando-se o pequeno tamanho da amostra, futuras investiga-
¢oes serdo necessarias para validar os achado aqui relatados.

O caso n° 1, um lactente de um més de idade, nasci-
do de mée portadora do virus HCV e apresentando sorolo-
gia positiva para anti-HCV, teve o diagndstico de SGC con-
substanciado em correlagdo clinicolaboratorial, e uma pro-
vavel transmissao vertical da infec¢@o foi sugerida. A pro-
posito, trés comunicagdes na literatura consultada correla-
cionam o virus da hepatite C com a SGC.**'* Para outro
paciente, um menino de seis anos, apresentando exuberan-
te quadro clinico que perdurou cinco semanas, sugeriu-se
uma possivel relagdo causal com vacina DPT aplicada trés
meses antes da eclosdo dos sintomas. Tal associagdo com
vacinas encontra ampla sustentagdo em diversos trabalhos
publicados, ocorrendo a erupgdo cutanea em média duas a
seis semanas apos a vacinagdo;***'"*'% nio fica, porém,
excluida uma eventual participagdo de outro agente na etio-
logia desse caso, uma vez que a investigacdo soroldgica
ndo foi completa, ficando restrita as hepatites A, B e C.

Caputo e col.” realizaram uma analise retrospectiva
de 308 criancas com SGC avaliadas durante um periodo de
35 anos e observaram que os casos associados ao HBV
eram clinicamente indistinguiveis daqueles produzidos por
qualquer outro agente. Sugeriram serem as variagdes clini-
cas decorrentes de caracteristicas individuais dos pacientes
e ndo dependentes dos diferentes patogenos. Dessa forma
ndo ¢ possivel a priori atribuir agente etiologico para um
determinado caso, o que de fato ocorreu na série aqui apre-
sentada, em que seis pacientes, apresentando HHV6 como
causador, exibiam certa diversidade nas manifestagoes cli-
nicolaboratoriais.

O diagnostico diferencial deve ser feito com prurigo
agudo, escabiose e outras ectoparasitoses, granuloma anu-
lar, dermatite atdpica, liquen plano, erupgdo liquendide a
droga, liquen estriado, liquen nitido, histiocitose de células
de Langerhans, pitiriase liquenoide e varioliforme aguda
(Pleva), pitiriase rosea, urticaria papular, eritema multifor-
me e purpura de Henoch-Schonlein, entre outros.”*''>'¢
Garcia e Vazquez® nao concordam com a afirmagao de que
a SGC seja freqiiente na Europa e rara na América Latina,
e sugerem estar a doenca sendo possivelmente subdiagnos-
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accompanied, between January and December 1997, a
total of 730 children under seven years of age registered at
eight community day care centers in Belem, observed that
infection by HHV6 had occurred in five out of every eight
children during the studied period. They concluded that
HHV6 infection is frequent among children in the area of
Belem.”" Taking into consideration that epidemiological
data, the authors of this work consider that tests for this
pathogen should be included in the serologic panel along-
side others considered to be possible agents. The fact that
60% of the cases presented here tested positive for anti-
HHV6 IgM could, at least partly, reflect the high serologic
prevalence levels in Belem observed by Freitas and col.”
However, considering the small number of examples in this
report, future investigations will be necessary to validate
these findings.

Case 1, a one-month-old infant, was born of a
mother who was a carrier of HCV and presented positive
serology for anti-HCV. The diagnosis of GCS in the infant,
verified in a clinical-laboratorial correlation, suggested a
probable vertical transmission of the infection. In this
regard, three reports in the consulted literature relate
hepatitis C virus with GCS.**" For another patient, a six-
year-old boy, presenting an acute clinical picture that las-
ted five weeks, a possible causal relationship with DPT vac-
cine was suggested. The vaccine had been applied three
months prior to the appearance of the symptoms. Such an
association with vaccines shows strong corroboration in
several published works, reporting that the cutaneous
eruption occurs on average two to six weeks after the vac-
cination.***"1318 However; this does not exclude the occa-
sional participation of some other agent in the etiology of
this case, since the serologic investigation was not comple-
te, being restricted to hepatitis A, B and C.

Caputo and col.” performed a retrospective analy-
sis of 308 children diagnosed with GCS over a period of 35
years. They observed that the cases associated with HBV
were clinically indistinguishable from those produced by
any other agent. They suggested that clinical variations
depended on the patients' individual characteristics rather
than on different pathogens. In this way it is not possible a
priori to attribute an etiological agent for each case, which
in fact occurred in this series, in that six patients, with
HHV6 as the cause, presented a certain diversity in the cli-
nical-laboratorial manifestations.

The differential diagnosis should be made with the

following: acute prurigo, scabies and other ectoparasi-

tisms, granuloma annulare, atopic dermatitis, lichen pla-
nus, lichenoid drug eruption, lichen striatus, lichen nitidus,
histiocytosis of Langerhans’ cells, pityriasis lichenoides et
varioliformis acuta (PLEVA), pityriasis rosea, papular urti-
caria, erythema multiforme, Henoch-Schénlein purpura,
among others.”*"*"' Garcia and Vazquez® do not agree
with the statement that GCS is frequent in Europe and rare
in Latin America. They suggest that pediatricians and der-
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ticada por pediatras e dermatologistas, ja que pode ser
facilmente confundida com outras enfermidades papulove-
siculosas da infancia.

As alteragdes histopatologicas sdo inespecificas e
incluem paraceratose focal, espongiose, edema da derme
papilar com extravasamento de eritrdcitos e infiltrado infla-
matorio linfo-histiocitario perivascular superficial; even-
tualmente uma dermatite de interface superficial pode ser
observada.*”*"'® Em seis pacientes, foram realizadas biop-
sias cutaneas, cujos achados histopatologicos foram, em
trés deles, condizentes com os dados disponiveis na litera-
tura consultada.

CONCLUSAO

Diversos sdo os agentes infecciosos comprovada-
mente capazes de produzir SGC, despontando, como emer-
gente, o HHV6, cuja participagdo predominou na série ora
apresentada. Levando-se em consideragdo constituir-se
num patoégeno de alta prevaléncia em criangas, bem como
os resultados apurados no presente trabalho, sugere-se seja
acrescentado ao painel soroldgico rotineiramente pesquisa-
do nos casos de expressdo clinica sugestiva de SGC. a

matologists are possibly under-diagnosing the disease,
since it can be easily confused with other papulovesicular
illnesses of childhood.

The histopathological alterations are nonspecific
and include focal parakeratosis, spongiosis, edema of the
papillary dermis with leakage of erythrocytes and a super-

ficial perivascular inflammatory lymphohistiocytic infiltra-

te; eventually a dermatitis of the superficial interface may
be observed.*”*"*1% [n six patients, cutaneous biopsies were
performed. The histopathological findings for three of
these were in agreement with the available data in the con-
sulted literature.

CONCLUSION

Several infectious agents have been proven to be
capable of producing GCS, now HHV6 is an emerging
pathogen. The association of this virus predominated in the
research series presented here. The fact that this pathogen
is highly prevalent in children, as shown by the results in
the present work, indicates that it should be added to the
panel of routine serologic tests in cases with a clinical pic-
ture suggestive of GCS. [
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