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(57) ABSTRACT

Disclosed herein is the finding that baculovirus display of
multiple influenza virus hemagglutinin (HA) proteins elicits
broadly reactive immune responses against influenza. Thus
provided herein are recombinant baculovirus vectors having a
first, second, third and fourth nucleic acid sequence, each
encoding an influenza hemagglutinin (HA) fusion protein.
The first, second, third and fourth nucleic acid sequences each
encode an influenza HA with a different amino acid sequence.
Also provided are recombinant baculoviruses displaying a
first, second, third and fourth influenza virus HA fusion pro-
tein in the baculovirus envelope, wherein each HA fusion
protein comprises a different HA amino acid sequence. Tet-
ravalent influenza virus vaccines comprising the recombinant
baculoviruses disclosed herein are further provided. In addi-
tion, methods of immunizing a subject against influenza virus
using the tetravalent influenza virus vaccines are provided. In
particular examples of the compositions and methods dis-
closed herein, the HA polypeptides are from H5N1 influenza
virus.

19 Claims, 13 Drawing Sheets
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