Revista da Sociedade Brasileira de Medicina Tropical
23(2): 129-130, abr-jun, 1990

RESUMO DE TESE

AVALIACAO DO GRAU DE
REPLICACAO VIRAL EM
INDIVIDUOS AGUDA OU
CRONICAMENTE INFECTADOS

PELO VIRUS DA HEPATITE B:
ESTUDO SOBRE O ANTIGENO HBe

O nivel de replicagao do VHB em pacientes com
infeccdo aguda ou cronica parece ser importante na
fisiopatologia da hepatite. Este grau de multiplicagéo
pode ser estimado por diferentes métodos. O AgHBe
presente no “core” das particulas de Dane revelou-se
bom parametro desta avaliagéo, na medida em que se
correlaciona com transmissdo materno-fetal do VHB e
com infecgiio apods acidentes envolvendo agulhas
contaminadas. Desenvolvemos método imunoenzi-
matico para detecgdo de AgHBe e Anti-HBe, que
revelou especificidade e sensibilidade comparaveis as
do método de referéncia (RIE). Empregando este
método, avaliamos a dinamica deste antigeno ao longo
da histéria natural da infec¢ao aguda sintomatica
(n=351 pacientes) ou cronica (n=122 pacientes). A
semiquantificagdo do AgHBe revelou que titulos
iguais ou superiores a 50 correlacionam-se em 95%
dos casos com deteccdo de atividade de ADNp,
enquanto titulos inferiores a 50 correspondem também
em 95% dos casos a ndo detecgdo de atividade desta
enzima.

Com base nestas relagdes, foram definidos 3
niveis de replicagao viral dentre individuos infectados
pelo VHB:

1. Replicagio baixa ou inexistente-reatividade para
anti-HBe.

2. Positividade para AgHBe em titulo inferior a 50:
replicagéo moderada.

3. Positividade para AgHBe em titulo igual ou supe-
rior a 50: elevado grau de replicacéo.

Durante a infecg¢@o aguda sintomatica, tanto o
titulo de AgHBe como a concentragido de AgHBs e a
cronologia da seroconversao de ambos os sistemas
(HBs ¢ HBe) nao foram determinantes na evolugio
para formas cronicas de infecgao.

Entretanto, pacientes com alto grau de replica-
¢30 nos periodos mais precoces da fase cronica
tenderam a permanecer, durante o periodo de obser-
vagdo, com alto grau de replicagdo, embora fossem
notadas reducio neste nivel e até mesmo sorocon-
versdo no sistema HBe. Individuos com moderada

EVALUATION OF THE DEGREE OF
REPLICATION OFHEPATITIS B
VIRUS IN ACUTE AND
CHRONIC INFECTION

The replication of hepatitis B virus (HBV)
seems to be a very important process in the physio-
pathology of the infection by this virus. It can be eva-
luated by different methods. The hepatitis B antigen
(HBeAg) detected in serum and in the core of Dane
particles has been shown to be a very good index of this
process because of the association described between
its detection and materno-fetal transmission of HBV as
well as transmission after needlestick accidents.

An enzyme-linked immunosorbent assay
(ELISA) was developed for detection of serum
HBeAg antibody, which revealed reliable speci-
ficity and sensitivity compared with the gold-
standard method (Radio immunoassay). With these
methods the course of HBeAg titer was studied during
acute (n=51) or chronic (n=122) forms of HBV
infection. HBeAg titres equal to or greather than 50
were found in good correlation {95%) with detection of
HBV specific DNA polymerase (DNAp) while
HBeAg titer lower than 50 correlated (95%) with
negativity for DNAp activity. This correlation has led
to 3 different levels of HBV replication:

1. HBeAg titer > 50 — high
2. HBeAg titer < 50 — intermediate and
3. Anti-HBe positive — no or low replication level.

The course of HBeAg titer and HBsAg concen-
tration as well as the timing of conversion to anti-HBe
did not seem to depend on the inicial degree of
replication during acute HBV infection. However,
patients with high infectivity in the early phase of
chronic HBV infection prevailed at about 70% high
infectivity during follow-up, while patients with ini-
tially medium or low infectivity did not. However,
patients with different levels of replication sero-
converted, increased or decreased their original levels.
No correlation was found between the course of
HBeAg titer and HBsAg concentration during chronic
HBY, infection.

With help of the HBeAg-ELISA, the half-life
time of free HBeA g was estimated to be between 12 and
24 hours. When Dane particles were concentrated 10
times by sucrose gradient ultracentrifugation no
spontaneous release of core integrated HBeAg was
detected during 16 days. However, after treatment of
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replicacido podem igualmente sero-converter ou exa-
cerbar seu grau de multiplicagéo.

Ainda utilizando-se o método imunoenzimati-
co, foi estabelecida a vida-média do AgHBe sérico e
foi estudada a liberag@o esponténea e induzida por
detergentes do AgHBe a partir das particulas de Dane.
A liberagiio da atividade antigénica néo se deu espon-
taneamente e, ao fazé-lo apds agao do detergente, o
nivel de AgHBe nao foi elevado. Estes dados levam a
conclusdo que o antigeno sérico tem proveniéncia no
hepatdcito contaminado e que a manutengao de ele-
vada antigenemia implique grande produgéo.

A correlagao semiquantitativa entre titulos de
AgHBe e atividade de ADNp - como demonstrada
neste estudo — parece ser decorrente de paralelismo
entre replicagdo viral e sintese de AgHBe.

the particles with detergents (Nonidet p-40 and
Mercaptoethanol), HBeAg release was observed. This
leads to the assumption that free HBeAg results
mainly from HBYV infected hepatocytes. The close
semi-quantitative correlation between HBeAg titer
and the amount of Dane particles in serum is supposed
to be due to the paralled between HBV replication and
HBeAg synthesis in hepatocytes.
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