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esign, Synthesis and Anti-HIV Activity of Some Novel
satin Derivatives
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atna Kamarajar Liver Hospital and Research Centre, Madurai
25001, India; 4 Molecular Medicine, Katholieke Univer-
iteit Leuven and IRC KULAK, Leuven, Flanders, Belgium;
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satin is a versatile lead molecule for designing potential
ioactive agents, and its derivatives were reported to pos-
ess broad-spectrum antiviral activity. Recently much attention
as been devoted to searching for potent antiviral agents for
ombat HIV/AIDS. We designed and synthesized novel isatine-
ulphonamides by microwave technique and characterized them
y spectral analysis. We evaluated the broadspectrum antiretro-
iral activity of isatine-sulphonamide and its derivatives using
ifferent strains of HIV-1, HIV-2, SIV and mutant HIV strains.
everal isatine-sulphonamide derivatives were found to inhibit
IV-1 (IIIB and NL4.3) replication in MT-4 cells We observed no

ross-resistance against the fusion inhibitor, nucleoside reverse
ranscriptase, nonnucleoside reverse transcriptase or protease
nhibitor resistant HIV strains. The isatine-sulphonamide com-
ounds were found to inhibit the human immunodeficiency virus
ype 1 integrase enzymatic activity, HIV-1 integrase binding to
arget DNA and adsorption of HIV-1 to MT-4 cells, We con-
lude that it would be interesting to synthesize and evaluate
ore derivatives of isatine-sulphonamide to identify more selec-

ive congeners. These compounds would enable us to determine
he structural requirements for inhibition of entry or integration
teps in the replication cycle of HIV.

oi:10.1016/j.antiviral.2007.01.107

00

IV-1 Resistance to the Anti-HIV Activity of a siRNA Tar-
eting Rev

ordi Senserrich∗, Eduardo Pauls, Bonaventura Clotet, Jose A.
sté

Retrovirology Laboratory irsiCaixa, Hospital Universitari Ger-
ans Trias i Pujol, Spain

IV-1 replication has a high error rate, making it able to escape
rom the immune system or from antiretroviral chemotherapies,
ven from RNA interference (RNAi).
The aim of our study was to evaluate the capacity of HIV
o escape from RNAi. For this purpose we generated a SupT1
ell line that stably expresses a small interfering RNA (siRNA)

i
t
w

Research 74 (2007) A1–A97

gainst HIV-1 Rev (SupT1siRNA-Rev) by transducing SupT1
ells with a retroviral vector. This particular siRNA sequence
s interesting due to its dual role in HIV-1 Rev and Envelope
xpression, and because in this region there is only a possi-
le base change that could render a silent mutation both in the
nvelope and in the Rev frames.

The replication of the wild-type X4-using NL4-3 in
upT1siRNA-Rev cells is inhibited by a 93%, compared to
upT1 expressing a control siRNA against GFP or non-

ransduced SupT1 cells. However, we could generate HIV-1
utants able to overcome the RNAi restriction by passaging

irions sequently in SupT1siRNA-Rev cells.
The resistant phenotype was strongly observed only from

assage 13, although the subsequent genotyping showed a G/A
utation at position 8513 was starting to appear from passage

1. At passage 14 this first mutation stablished and a C/T change
t position 8525 emerged, and stablished in four passages more.
he generated mutations are located at the 5′ and 3′ termini of the
NAi sequence, and no changes in the neighbour regions were
bserved. Both nucleotide mutations are silent in the Envelope
rame, but the G8513A produces a Val to Met change in the Rev
rame.

The study of this mutation is helpful to better understand
IV evolution mechanisms and their impact into possible future
NAi treatments against HIV.

oi:10.1016/j.antiviral.2007.01.108
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esign and Cellular Kinetics of Dansyl-labeled CADA
erivatives with Specific Anti-HIV and CD4 Receptor
own-modulating Properties
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yclotriazadisulfonamide (CADA) and derivatives were shown
o be inhibitors of HIV replication in human T-cell lines,
HA-stimulated PBMCs and monocytes/macrophages (EC50:
.3–3.2 �M). The prototype compound, CADA, had consistent
ctivity against laboratory adapted and primary clinical iso-
ates of HIV-1, irrespective of co-receptor preference. CADA
cted synergistically when evaluated in combination with vari-
us reverse transcriptase, protease and virus entry inhibitors (e.g.
-20). Flow cytometric analysis revealed a significant decrease

n the cell surface expression of CD4 in human cells after CADA
reatment. Moreover, the anti-HIV activity of CADA correlated
ith its ability to down-modulate CD4.
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