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Stimulation of broadened immunity using immune refocusing
technologies

Infection with HIV stimulates strain-restricted immune responses to immunodominant epitopes. Sequences
within the epitopes are highly variable among strains and can evolve to escape immune pressure. In the past
decade, several human antibodies with broadly cross-neutralizing activities have been derived by multiple groups.
Numerous immunological studies have indicated that immunization with antigens containing native gp120/
gp160 amino acid sequences stimulate strain-restricted immunity and not broadened neutralizing antibodies.
Further analysis suggests that the induction of strain-restricted antibodies may interfere with or prevent the
stimulation of antibodies with cross-neutralizing activities. Rational antigen design technologies such as Immune
Refocusing are intended to improve the breadth of immune responses by reduces the antigenicity of the variable
immunodominant epitopes. Evidence to support this technology and its applications to HIV vaccine design will
be presented.
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