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1 - The interaction between the CD4 receptor and the phospholipid
scramblase 1 (PLSCR1) may constitute a new target to block HIV-1 entry

Recent work in the laboratory (B. Py, 2009, PLoS one in press) showed that SLPI-like inhibitors of the
CD4-PLSCR1 interaction could be useful in a new antiviral strategy
¥v'CD4 receptor interacts with PLSCR1, an enzyme controlling the movements of
phospholipids at the plasma membrane
v'PLSCR1 is able to bind SLFI (Secretory Leukocyte Protease Inhibitor), a peptide
secreted in all mucous liquids and displaying a powerful antiviral activity against HIV-1
v'SLPI antiviral activity may be related to the disruption of the CD4-PLSCR1 interaction
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3 - Alibrary of “privileged structures” was screened to find inhibitors of the

CD4-PLSCR1 interaction using the ELISA assay

4000 compounds were screened at1 pM
(Z':0.82)
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2 - An ELISA test was designed to measure the potential inhibitory
effect of compounds on the CD4-PLSCR1 interaction

Recombinant human GST-PLSCR1 and test compounds are incubated with an immobilized
chemically-synthesized peptide (AERMSQIKRLLSEKKTAQAPHRFQKTCSPI) derived from the
C-terminal cytoplasmic domain of CD4
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ELISA assay in 96-well plates
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inhibition (%)  nb of compounds % library
=30 236 5.80%
=50 104 2.60%
>80 24 0.60%
Co-roceptor =90 3 0.08%
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= Primary selected hits: 36 compounds
(the 31 mere active & 5 giving around 50% inhibition)

4 - Conclusion and ongoing studies

Primary hits were retested in dose
response experiments

an

compound number
v'Measured |C50 values range from 30 nM to 1 pM
v As an example BDM-34991 inhibits the CD4-
FLSCR1 interaction with an 1C;, value of 250 nM
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= Confirmed hits: 36 compounds

v'Several families of non-peptide disruptors of the CD4-PLSCR1 interaction were discovered
v'According to their ICg; values and structural considerations, 10 hits have been selected for further evaluation in

cell-based interaction and virological assays
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Virological assay
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