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ABSTRACT

T cell immunity plays a eritical role in controlling HIV-1 viremia, and eocoding a limited set of HIV-1 genes
within DNA and poxvirus vectors can, when used sequentially, induce high levels of T eell immunity in pri-
mates. However, a limited breadih of T cell immunity exposes the host 1o potential infection with either ge-
m;dhtm!ll\- -1 strains or T cell escape variants of HIV-L In an attempt (o indvce maximally broad
d DNA and i w“idﬂlmmﬂm\ -1 genes de-
I'h!‘lro-lm“l\-l bt exp s multiph bled  3-amino
acid bled antigen w&\Lﬁl.waﬂmwm-mn
munized with sets of DNA and rFPV expressing Gag/Pol antigens only, the whole genome SAVINE antigens.
wuHI\'-IﬂhﬂTtﬁMym-ﬂmdhmwﬂmmM
High levels of cross-subtype HIV-specific T cell to Gag were i induced in the seven ma-
nqmpd-ulwhhl)hnﬂtm\mhﬁnwﬂﬂgcamnhmmllwnbnnﬁ.m
L] boost immunity with further rFPV i Necti hlﬂllﬂ‘dﬁﬂ‘l’lﬁ-
FPV immunity. Unfortunately, this vaccine study did not achicve o b d level of T cell im-
mumity fo maltiple HIV genes utiliziog the novel whole-virus SAVINE approach, with only one of seven im-
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muntzed animals generating broad T cell immunity to multiple HIV-1 proteins, Further refinements are

planned with allernative vector to

INTRODUCTION

IV 15 & Fomsimane ke ationes and o grest challenge o
vaceine s Although
have been achieved m the development of antiretroviral dmg
therapy, the progress of vaccine development has been slow
These difficulties are in pant the natune of HIV replication,
which can evade host immune responscs, both T cell and k-
moral " as a result of its hgh replication rate, frequent e
combination events, and low fidelity of replication.**
Although desirable, preventive vaccines hased on the gener-
stion of neutralizing antibodics are will in the early stages of

the

il of the SAVINE technology.

development, The most udvanced current HIV vaccine efforts
are directed towand the generation of effective CDE cytotoxic
T lymphocyte (CTL) responses that sim w0 control vieal repli-
cation and prevent the onset of disease that is associated with
progn CD4* T cell depletion.” of HIV-
specific CD4° T cell immunity, ofien lacking in HIV-infecued
individuals. s abwo highly desirable ¥ Rocombinant viral car-
rier vaccine vectons, such as vaccinia, avian poxvinses {e.g.
canarypon. and fowlpos vinsses [(FPV]L and sdenovinses, o-
ther alone or in combination with DNA vaccinaton, have been
most effective in inducing T cell immunity. " Alhough five
stenuated STV vaccines are highly effective in macagues. ™ and
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ABSTRACT

T cell immunity plays  eritcal role in controlling HIV-1 viremia, and encoding  limited set of HIV-1 genes
within DNA and povvirus vectors can, when used scquentially induce high level of T cel immunity in pri-
ymunity exposes the host o potential infection with
1 strains or T cell escape varians of HIV-1.
we examined DNA and recombinant fowlpo virus (FFPV) vaccines encoding all HIV-1 genes de-
a global HIV-1 consensus sequence, but expressed as muliple overlapping scrambied Y-aming
scgments (scrambled antigen vaccines, or SAVINES). Three groups of seven

or no HIV-1 antigens and T cell immunity was monitored by ELISpot and intracellular cytokine staining
High level of cross-subtype HIV-specifc T cel immunity to Gag were consistently induced in the seven ma-
cagues primed with DNA and rFPY vaccines expressing Gag/Pol s intact protens. It was, howeser, difficul

munity to muliple IV genes utilzing the novel whole-virus SAVINE approach, with only one of seven im-
munized animals generating broad T cell immunity 0 muliple HIV-1 proteins. Further refinements arc

planned with alternative vector strategies o evaluate the potential of the SAVINE technology.
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b becn achieved n the devclopment o anicovial drug
hrspy. the progtssof vaceine declopment has heen slow
These difficulies are in part the e of IV replicain
which ca cvade hast immune responses, boh T el and -
moral a5 3 el of 0 high replicaton e, fequen 1
comnation eveats,and ow ity of replication.
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aion of neurlizing snibodies are sl in te ey ssges of
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