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i In the present study period, we analyzed the dynamics of IN multimerization and at
temoted to elucidate the mechanism of the inhibition of the multimerization by drugs using a newly generat

ed quantitative bimolecular fluorescence comﬁlementation (BIFC) assay system. We found that such drugs cau
se over-multimerization of IN subunits and that EC50 of IN multimerization of the drugs was quite similar

to that of their anti-HIV-1 EC50. Continuation of the dru% discovery efforts on agents with such unique ac
tivity should not only shed lights to the understanding of IN"s multimerization mechanism and but also hel

p develop novel HIV treatment strategies for combating multi-drug resistant HIV-1.
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IN multimerization ECsq (M)

drug fold resistance
WT A128T
Compound § 2.01 =0.39 =10 > 4.95
Compound 7 0.79 £0.36 211 £0.36 2.68 (1.22-4.80)

CX14442 0.15 +0.10 163 £0.08 10.94 (4.69-19.62)
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ECsa (uM) CCsy (uM)
drug
mT2 HEK MT4
Compound 6 229 x1.19 34.26 x4.19 42.23 x9.44
Compound 7 077 £0.13 =100 66.59 =1.70
CX 14442 0.028 +0.0026 =100 4567 £6.17
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