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In vitro selection of HIV-1 variants
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Table 1 HIV-L 0016(2) 022(16) 017(10) >1(-37) >1(-48) 014(®) 0037 (2)
Each Pl (saquinavir, amprenavir, indinavir, nelfinavir, or  aAptiviral Activity against HIV-1 APVSIM  LIOFIVE2IMAGIISAWATLVIBAY : i § 0o
ritonavir)-resistant  HIV-1 variants was selected in vitro by L 1 10 20 30 )
propagating HIV-1 in the presence of increasing and Cytotoxicity of UIC-02031 HIV-1grys,an M4GINVB2FI84V 0010(1) 030(21) 024(13) 043(15) >1(>48)  0.11(6) 0.077 (3) Passage Number
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the compound was determined using MTT assay employing 50 50 slcton was cari ot i a ceice mamer for @ 0l o 27 10 37
MT-2 cells and p24 assay using PHA-stimulated PBM or MT-4 MI-4 cels (13109 were exposed o each HIV-1 (100 TCID,qs) an the inibilon of p24 Gag protein poducton by the drug was used as an endpoin, The numbers in  Ruckosee saquenccs o povil SRA wers bvomined tang coll s oo 858 sequence ofpotase deduced o ruletde sedences of the prtease encodg e of MV
P y 9 UIC-02031 0.026 >100 >3800 parentheses represent fold changes of IC, values against each isolate compared to IC., values against HIV-1,,.,; (wild-type). All assays were conducted in triplicate. of HIV-Linfected MT-4 cells a the termination of each indicated passage. individual amino acid position is indicated by dot.
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UIC-02031 was highly potent against laboratory HIV-1 strains =) . HIV-1 | | t . PBM |C “uM e pép2 _pr ppl Infectious clone IC (M) Fold change
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(ICso: 0.015-0.038 M) with minimal cytotoxicity (CCyy: >100 MT-2 cells (2x104mi) were exposed to 100 TCIDy, of HIV-1,, and cultured in Virus AZT sQv APV ov NFV RTV LPV ic-02081 x L10F 0,038 15
uM in CD4* MT-2 cells)(Tables 1 & 2), although it was 1€SS e presence of arious concentrations of Pis, and the IC,s were determinect .
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no response to existing antiviral regimens after having HIV-1ee B PBMC 0009 0035 0019 0014 0034 0038 HIV-1, (X4) 0.12 (24) 010(11)  0.16(6) >1(>48)  033(21) >1(>30) 032(10)  0.014(1) x x 18av 0.030 12
received a variety of antiviral agents with ICy, values ranging . :
from 0.014-0.042 uM (<2-fold changes in IC,s compared with HV-1g0s7 A PBMC 0012 0015 0016 0020 0.048 0.015 HIV-1g (X4) >1 (200) 0.30 (33) 031(12)  >1(>48) >1(>63) >1(>30)  0.25(8) 0.029 (1) . l8sv 0.020 08
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protease-encoding region (Figure 3) and G62R (p17), L363M molecular HIV clone and the inhibition of p24 Gag protein production
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clones and it was slightly less active against PR mutants  empioying PHA-PBM and using the inhibiion o p2¢ Gag profein prodction by the drug as an endpoint parentheses represent fold changes of the IC, values against each isolate compared to the IC,, values against HIV-1, Al assays were conducted in Conclusions potential therapeutic agent for treatment of infection with
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determined using the MTT assay. All assays were conducted in triplicate.



