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Development of anti-HIV agents targeting weak points of viral replication mechanism
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In this study we tried to develop novel anti-HIV agents based on our new concept.
HIV proteins have some structures required for function maintenance involving oligomerization, which
might be difficult to mutate. It is important to search these targets in the development of drug seeds.
Capsid proteins and an envelope protein gp4l relevant to oligomer formation might have conformationally
weak regions against mutation. We tried to search these regions. In consideration of these weal points as
our targets, anti-HIV leads were found using peptide libraries. Finally, treatment targets were
elucidated and breakthrough for creation of anti-HIV agents was accomplished.
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An HI 1 Active Evaluation of Cell Penetrating CA Peptides

MT-4 PM1/CCRS MT-4 MT-4 PM1/CCR5S MT-4
ca  NL43 NL(ADS) ca  NL43 NL(AD8)

ECs (M)  ECoo (1M)  CCgo (uM) ECs (M) ECgy (1M)  CCgo (uM)
1L 45 6.2 >50 14L >6.3 ND 6.3
2L 6.8 >50 >50 150 6.6 12 18
3L 40 >50 >50 16L 33 > 50 >50
4L 35 >50 >50 7L >15 ND 15
5L 35 >50 >50 18L >50 ND >50
6L 8.1 13 >50 9L >50
7L >50 >50 20L 36 > 50 >50
8L 14 >50 21L >50 ND >50
9L 45 ND >50 221 > 50 >50
1oL 33 >50 >50 23L ND >50
uL 44 ND >50 AZT 0.069 53 >50
121 > 50 ND >50 AMD 0.032 > 50 >50
13L >30 ND 30 SCH-D >5 0.0081 >5

a) The concentration of CA peptide was 50 oM.
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