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SHIV162P3 rectal 
challenge in cynomolgus 
macaques
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Th e synthetic CBD1 peptide corresponding to the conserved caveolin-1 binding domain 
of HIV-1 glycoprotein gp41 (CBD1 epitope: CSLEQIWNNMTWMQWDK) elicits the 
production of antibodies in rabbits, mice, and macaques that inhibit infection of primary CD4+ 
T lymphocytes by various primary HIV-1 isolates. In a detailed study in mice we then showed 
that peptides overlapping the caveolin-1 binding motif (CBM: IWNNMTWMQW) containing 
the N-terminal conserved isoleucine residue, when fused to a T helper epitope, induce high 
titered HIV-neutralizing antibodies. Interestingly, immune sera raised against a given peptide 
do not cross-react with related CBM-derived peptides, thus suggesting the existence of distinct 
neutralizing determinants, which probably refl ect the dynamic conformational features of the 
CBD1 epitope in gp41. CBD1- and CBM-based peptides therefore provide specifi c immunogens 
for an effi  cient vaccine preparation against HIV/AIDS infection.

In our current study in cynomolgus macaques, the immunogenicity and effi  cacy of the CBM-
based peptide-cocktail vaccine-formulation (CBM-based chimeric peptides, the CBD1 peptide, 
T helper epitope-peptides, and [CpG and Montanide ISA 51]) is evaluated in cynomolgus 
macaques in two phases: fi rstly by monitoring humoral and cellular immune responses in the 
immunized animals, and secondly challenging them with a replication competent chimera 
simian/human immunodefi ciency virus (SHIV). All immunized animals have responded 
by the production of high tittered specifi c antibodies. Th e immunized macaques with the 
corresponding control animals will now be challenged by the rectal route with a low dose viral 
(SHIV162P3) inoculum, once a week for 10 weeks. Animals will then be monitored for the 
humoral and cellular immune response, T cell subsets, plasma viral load, and any clinical or 
behavioural changes. Th e fi nal results will be presented at the meeting in Nocember 2011.
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