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Delineamento do problema

O Instituto Butantan desenvolveu uma vacina
recombinante contra a hepatitie B (Butang). Visando
subsidiar o Programa Nacional de Imunizagdes (PNI)
do Ministério da Saide quanto 2 incorporacio do pro-
duto na rotina de vacinacio, foi realizado um ensaio cli-
nico com o objetivo de determinar a imunogenicidade e
seguranca da vacina Butang em individuos menores de
41 anos de idade.

Metodologia

Foi realizado ensaio clinico, controlado, duplo-cego
e com alocacdo sistemdtica. A intervencdo de compara-
¢do foi a vacina Engerix B (GlaxoSmithKline). Foram in-
cluidos no estudo: voluntdrios com menos de 41 anos de
idade e auséncia de marcadores soroldgicos para o virus
da hepatite B (VHB); e recém-nascidos com marcadores
sorolgicos, exceto aqueles com presenca de antigeno
de superficie para o VHB (HbsAg). Os participantes fo-
ram vacinados, via intramuscular, em esquema 0, 1 e 6
meses (10ug em <20 anos e 20ug em adultos). A
imunogenicidade foi avaliada pela determinagfo da pro-
porgio de vacinados com titulos >10 mUI/mL de anti-
HBs, bem como pelos niveis de anti-HBs. A equivaléncia
entre as vacinas foi avaliada pela diferenca na proporcio
de soroprotecdo, (aceitando-se até -5%, 1C90%) e a ra-
740 dos titulos médios geométricos (TMG) Butang/Engerix
B. Determinou-se o tipo e freqiiéncia dos eventos adver-
sos mediante acompanhamento dos vacinados. O estudo
foi previamente aprovado pelos comités de ética em pes-
quisa das instituicoes participantes.
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Background

Butantan Institute of Sdo Paulo, Brazil, developed
a recombinant vaccine against Hepatitis B (Butang).
This study had the objective of providing the National
Immunization Program of the Ministry of Health of
Brazil with information about immunogenicity and
safety of this vaccine that could support its inclusion
in the routine vaccination schedule. Subjects less than
41 years of age were studied.

Metodology

A controlled, double-blind clinical study, with
systematic allocation was conducted. The compa-rison
group was with Engerix Bvaccine (Glaxo SmithKline).
Volunteers less than 41 years of age without serologic
markers for hepatitis B virus (HBV) were included.
Newborn infants with serologic markers also were
included, except those positive for HBV surface antigen
(HBsAg). Subjects were vaccinated on a 0, 1 and 6
month schedule (10ug in <20 years and 20 g in
adults). Immunogenicity was evaluated by
determination of the proportion of vaccinated subjects
with anti-HBsAg >10mUl/mlL, as well as by the
geomelric mean titers of anti-HBsAg (GMT).
Equivalence between vaccines was defined by the
difference in the proportion of seroprotection (a
difference of -5%, 90%CI was accepted) and by the
ratio of GMTs Butang/Engerix B. Subjects were followed
Jor determination of type and frequency of adverse
events. The study was previously approved by the ethical
committees of the participant institutions.
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Resultados

Foram recrutados 839 recém-nascidos, 650
criangas, 1.010 adolescentes, 808 adultos de 20 a 30
anos e 630 de 31 a 40 anos — 1.965 no grupo Butang e
1.972 no grupo Engerix B. Cumpriram os requisitos do
protocolo: 69,9% dos participantes alocados a0 grupo
da vacina Butang; e 70,1% do grupo da vacina Engerix
B. Ap6s a terceira dose, as proporc¢des de soroprotecio
para as vacinas Butang e Engerix B, respectivamente,
foram de: 93,7% e 97,5% em recém-nascidos; 100,0%
e 97,7% em criancas; 95,1% e 96,0% em adolescentes;
91,8% € 95,5% em adultos jovens; e 79,9% € 92,5% em
adultos de 31 240 anos. O limite critico de equivaléncia
para soroprotegio entre criancas e adolescentes (-5%)
ndo foi ultrapassado. A razdo dos TMG variou de 0,17 a
1,30. Eventos adversos leves foram observados em 7,7%
dos vacinados com a Butang e em 6,4% dos vacinados
com a Engerix B. Ndo foram observados eventos adversos
graves.

Conclusao

A soroprotecdo conferida pela vacina Butang foi
equivalente em criangas e adolescentes; contudo, foi
menor que a da Engerix B em recém-nascidos e maio-
res de 30 anos. A intensidade da resposta imunoldgica
2 Engerix B foi superior em todas as faixas etdrias, exceto
nas criangas. A vacina Butang mostrou-se segura. For-
mulagdes mais potentes da vacina Butang sao recomen-
dadas.

Results

839 newborn infants, 650 children, 1,010
adolescents, 808 adults from 20 to 30 years and 630
firom 31 to 40 years of age were recruited — 1,965 in
the Butang group and 1,972 in the Engerix B group. All
protocol requirements were fulfilled by 69.9% of
volunteers (Butang) and 70.1% (Engerix B). Afler the
third dose, the proportions of seroprotection for Butang
and Engerix B were, respectively, 93.7% and 97.5% in
newborn infants; 100% and 97.7% in children; 95.1%
and 96% in adolescents; 91.8% and 95.5% in young
adults; and 79.9% and 92.5% in adults from 31 to 40
years of age. The critical limit for equivalence between
the two vaccines among children and adolescents was
not surpassed. GMT ratios ranged from 0.17 to 1.30.
Mild adverse events were observed in 7.7% of subjects
vaccinated with Butang and 6.4% of subjects
vaccinated with Engerix B. Serious adverse events were

not observed.

Conclusion

Seroprotection provided by Butang was equivalent
to that of Engerix B in children and adolescents;
however, was less than that of Engerix B in newborn
infants and subjects over 30 years of age. Immune
response was strongest with Engerix B in all age
groups, except in children. Butang vaccine was
considered safe, but a new formulation with stronger
immunaogenicity is recommended.
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