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REGIONS US6 AND US7 OF HERPES SIMPLEX VIRUS TYPE 1 DNA

ENCODING GLYCOPROTEINS D AND I MAY INFLUENCE
NEUROINVASIVITY
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Summary. — Recombinants were prepared by replacing a 1931 bp region of the BamHI ] fragment
(0.906 —0.920) of the pathogenic ANGpath DNA - coding for glycoprotein D (gD) and a part of glycoprotein
1 (gl) — by the corresponding sequence of nonpathogenic KOS DNA (Kaerner ef al., 1991) and tested in
DBA/2 mice. The strain ANGpath and the control recombinant ANGpath/gD glp‘“ , prepared by back
transfer of the given ANGpath DNA fragment into ANGpath/gD-g gldtllac7 DNA, were pathogenic after
intraperitoneal moculauon In contrast, mice infected with the strain KOS and the low-pathogenic recom-

binant ANGpath/gD- ;,I
hogenic recombinant ANDpath/gD- gI

not multiply in spinal cord. Nevertheless, the antigen of low-pathogenic recombinant ANGpath/gD-gl

suxvxvcd )mghcml virus administration. Both the strain KOS and the low-pat-
spread by bloodstream to spleen, liver and adrenal glands but did

KOS

was found in retroperitoneal vegetative nerves and ganglia. On the other hand, the strain ANGpath and the

pathogenic recombinant ANGpath/gD-gIP*"

typical hind leg paralysis.

multiplied in cerebrospinal nerves and spinal cord causing
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Introduction

Several genes of herpes simplex virus (HSV), but mainly
those coding for nonstructural proteins such as thymidine
kinase, DNA polymerase, the immediate early transcription
proteins (ICPO, ICP4) and latency-associated transcripts
have been considered to be connected with the ability of this
virus to spread from inoculation site after peripheral admini-
stration (reviewed by Raj¢ani, 1992). A mutant deleted in
the alpha/transcription initiation factor was also nonpatho-
genic for mice (Steiner et al., 1990). The nonpathogenic
strain HFEM as compared to strain F has a deletion at DNA
region 0.762 - 0.789 (Rosen et al., 1986; Rosen-Wolff et al.,
1988, 1989). A little less attention in this respect was payed
to structural glycoproteins. We have previously shown that
the gE deletion mutant (Neidhardt et a/,, 1987) and the gC
defective gE deletion mutant (Schranz et al., 1989)
failed to spread along nerves in mice (Raj¢ani et al,
1990a) and rabbits (Kudelova et al, 1991). The ANGpath
recombinant in which the BamHI G fragment-carrying the

gene for gB — was replaced by the corresponding fragment
from KOS DNA was nonpathogenic for mice (Kot'él et al.,
1994) and rabbits (Ktdelova er al,, 1991). Here we bring
evidence that replacement of ANGpath gD gene and a part
of adjacent gl gene by coresponding KOS DNA sequences
yields a recombinant with abolished neuroinvasivity after
perlphelal administration. Preparation of the ANGpath/gD-

construct in which the gDP" sequence and a part of
g sequence were replaced by the corresponding KOS
DNA sequences was reported elsewhere (Kaerneret al., 1991).
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Materials and Methods

Viruses. Strain ANGpath was the pathogenic variant of wilde
type strain ANG prepared as described (Kaerner et al,, 1983). Wild
type strain KOS originated from WHO Collaborating Center I<)1 Virus
Research, Houston, TX. Rccomblmnu ANGpdth/gD gl (hlll
designation ANG/gD-g g,lddlm,/ /gD~ g] 08y and ANG/gD-g] KOs
(full designation ANG/gD-gI*'lacZ" /gD-gI*“) were prepared as





















