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. . ) . ) ) B @ Viruses of all subtypes, A, B, BF, C, C/H, D, F and G, were susceptible to UK-453,061 with Figure 2. Prevalence of NNRTI resistance-associated mutations in the panel of 62 viruses from treatment- . o @ No drug cytotoxicity was observed for any of the combinations tested.
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Additive antiviral interactions were observed when UK-453,061 was tested in combination with PI, and the fusion nofpvir 3 115.6 + 40{7 -10.8 + 1119 Strong|synergy
inhibitor enfuvirtide, while synergistic interactions were frequently obtained with examples of the NRTI and ola d. 10% idovpidin 3 177.5 + 188.8 | -15.4 T 267 Strong synergy®
integrase classes. South Africa 5+ W2 = Flrot se [nhibitors
Conclusion: The in vitro data indicate UK-453,061 to be active against viruses from different origins and with United l_<' gdom i es ocs e AR eIz ;i - -
transmitted NNRTI drug resistance and supports the continued development of UK-453,061 in combination with B 5 Australial (=2) 0.82 0.54-1.26 EFV, efavirenz; NVP, nevirapine; DLV, delavirdine. tazaavil 2 6 1 94 -23.1 x 326 Additive
clinically approved HIV therapies. anaga Monogram PhenoSense biological cut-offs for the approved NNRTI are EFV=3; NVP=4.5; and DLV=6.2. opin vir 2 201 + 19/4 -28.5 + 3013 Minor syner y/ inof antagon sme
oland 0- > e«{o P g0 O QQ‘? - o\@ -\\0 -\\‘3‘ & o Q@ Y ng\V&Q’\ > d‘? itonavir 2 126104 -19.1 % 271 Adgitive
United States & TE S SO & PSS B S S < 4“ P TS - e . - S ; II\te }ase inhibitors
- »l—\@., Lo O T ¢ WA S e?sb *@ - Q@\@ o Table 2. Activity of UK-453,061 against viruses from treatment-naive patients carrying single transmitted 9
T ------- RS S S S BF 5 A gen{ma 1.02 0.51-2.02 ¥ pc’b {:\{ﬁ,&@\ Q @ ~\\ NNRTI resistance-associated mutations, EC;, fold-change vs wt. Ivitefravi 3 SE' + 66l5 -20.1 + 34l8 Moderate syferg
g i - N ) N A
Non-nucleoside inhibitors of HIV-1 reverse transcriptase (RT) are key components of highly g 4 & UthAfsr;: "(:'20) 1o 083130 Mutation & {_\5‘:5\0“ 1 | | UK-453,061 1 altegravi 2 3.6 + 138 | -10.7 % 15[1 Minor synefgy
active antiretroviral therapy (HAART). There are three approved non-nucleoside reverse anaka @Q“ lutJlon 1 o |ec. foll-chlngd’ 95"’ C qmw inhitofs
transcriptase inhibitors (NNRTIs) - efavirenz, nevirapine and delavirdine - but all are i & - [ . -
) L . . . - Puerto Rico * 03] 26 47 1§69 1.31-2.1 Enfuyirticd 3 75.1 £ 77|18 | -3.8 + 56/8 Moderatg synergy (minpr arftagonism)
associated with single-point mutations in HIV-1 that can lead to decreased susceptibility and el i 5 - - L e
. A . nited Kingdom ) } 447,
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