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simplex virus type 1 glycoprotein D. Gene transfer into tumor cells by vectors based on herpes simplex virus type 1 (HSV-1) is a very attractive approach to gene therapy. One of the major problems with this approach is the ability of HSV-1 to enter nonpermissive cells. HSV-1 gD is involved in cell entry through binding to heparan sulfate on the cell surface and is the major determinant of cell entry.
We have constructed an HSV-1 mutant, d169, which expresses a truncated form of gD. The carboxy-terminal domain of gD contains four nuclear localization signals (NLSs). d169 infected nonpermissive cells through gD-NLS-1, 3, and 4, but not gD-NLS-2. In contrast, wild-type HSV-1 was able to infect the cells through all four NLSs. Analysis of d169 DNA replication indicated that the NLS-1 and
3 mutations allowed the virus to replicate at a higher level than wild-type HSV-1. The NLS-4 mutation resulted in an inability to initiate a lytic infection. Thus, the gD-NLS-1, 3, and 4 mutations were able to increase the level of viral DNA replication and to attenuate the ability of gD to mediate virus-induced cell lysis, resulting in a reduced virulence phenotype for d169.Q: 82157476af
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