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Anti-HIV activity in cell culture' (ECsg)

All compounds were tested in cultures cells infected with wild type HIV1 virus. The
four most potent compounds were then tested on cells infected with the multidrug
resistant HIV1 strain IRLL9SDPRO.? The test was based on the MTT colorimetric
method that measures cellular proiiferation,3 specifically  applied to HIVI-PR
inhibitors.* The screening allowed determination of the 50% effective concentration
(ECs0) of the compounds as well as their 50% cytotoxic concentration (CCsg). The
results (Table 1) showed that four of our compounds (6, 14, 15 and 16¢c) had antiviral
activity on the wild type virus at the micromolar scale.

(1) These tests were carried out at the IrsiCaixa AIDS Research Institute, Hospital

Universitari Germans Trias i Pujol, Badalona (Spain).

(2) Moncunill, G.; Armand-Ugon, M.; Clotet-Codina, 1.; Pauls, E.; Ballana, E.; Llano,
A.; Romagnoli, B.; Vrijbloed, J. W.; Gombert, F. O.; Clotet, B.; De Marco, S.; Esté, J.
A.. Anti-HIV activity and resistance profile of the CXC chemokine receptor 4

antagonist POL3026. Mol. Pharmacol. 2008, 73, 1264-73.

(3) a. Gonzalez-Ortega, E., Ballana, E., Badia, R., Clotet, B., and Este, J. A. (2011)
Antiviral Res 92, 479-483. b. Mosmann, T.; Rapid colorimetric assay for cellular growth
and survival: application to proliferation and cytotoxicity assays. J. Immunol. Methods
1983, 65, 55-63. c¢. Pauwels, R.; Balzarini, J.; Baba, M.; Snoeck, R.; SChols, D.;
Herdewijn, P.; Desmyter, J.; DeClerq, E. Rapid and automated tetrazolium-based
colorimetric assay for the detection of anti-HIV compounds. J. Virol. Methods 1988,

20, 309-321.
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(4) Davis, D.A.; Brown, C.A.; Singer, K.E.; Wang, V.; Kaufman, J.; Stahl, S.J;
Wingfield, P. Maeda, K. Harada, S.; Yoshimura, K.; Kosalaraksa, P.; Mitsuya, H.;
Yarchoan, R. Inhibition of HIV-1 replication by a peptide dimerization inhibitor of

HIV-1 protease. Antiviral Res. 2006, 72, §9-99.

MW | CC50 'EJV(//]]SC‘{’ ECS0 | MO
Name Activity (g/mol) | (pg/mL) N (mutant22) "‘ N
type) R
Reverse 1.09
AZT transcriptase 276.24 >1 : 2.90 nM 2.6"
- nM
inhibitor
AMD P 2.00 a
3100 Fusion inhibitor | 502.78 >5 M 8.00 nM 4
e Protease T 47.16 .
Ritonavit inhibitor 720.94 >1 oM >1 pg/ml 19
e Protease 4 8.15
Indinavir hibitor 613.79 >1.2 M 0.85 M 104
Protease , 97.17 , .
6 inhibitor 573.76 >125 uM 132 yM 1,36
Protease - 2.96 .
14 inhibitor 561.58 >125 uM >125 pg/ml -
Protease 2.23
g QO ) 2 : -
15 cnhibitor 820.93 >125 UM >125 pg/ml
: Protease 87.04 .
Vs 2 25 25 -
16¢cc inhibitor 1117.29 | >125 uM >125 pg/ml

a. AZT and AMD3100 are scarcely affected by the mutation of the protease, since they
have different targets.

Table 1. Cell culture activity against native HIV1 and resistant mutant IRLLI9SDPRO.



