






















































































































































































































































































































































































Results and Discussion
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Figure 45a. Schematic representation of potential hydrogen-bonding interactions (with
distances in A) between ligand 263 and the HIV-1 protease enzyme in the

absence of bridging structural water molecules.
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Figure 45b. Schematic represention of potential hydrogen-bonding interactions (with
distances in A) between ligand 263 and the HIV-1 protease enzyme in the

presence of bridging structural water molecules.
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Experimental

3. EXPERIMENTAL

3.1 General

All melting points were determined using a Kofler hot-stage apparatus, and are uncorrected.
The 'H and *C NMR spectra were recorded on Bruker AMX400 or AVANCE 400 MHz
spectrometers at 303, and were calibrated using the solvent signals. The coupling constants,
where specified, are given in hertz (Hz). Where convenient, the atom numbering used in
quoting NMR data follows the systematic nomenclature. IR spectra were recorded on a
Perkin Elmer Spectrum 2000 FT-IR spectrometer. Low-resolution mass spectra were
obtained on a Finnegan-Mat GCQ mass spectrometer, and high-resolution mass spectra were
recorded on a VG70-SEQ double-focusing magnetic sector mass spectrometer (Cape
Technikon Mass Spectrometry Unit).

Flash chromatography was carried out using Merck silica gel 60 [particle size 0.040 — 0.063
mm (230 — 400 mesh)] and preparative layer chromatography was achieved using Merck
silica gel 60 PF,s4. Chromatotron plates, when necessary, were prepared using silica gel 60
PF,s4 containing CaSO4. Routine thin layer chromatography (TLC) was carried out on pre-
coated Merck silica gel Fps4 plates, visualization being achieved by exposure to iodine or
inspection under UV light (254 nm).

All dry solvents were prepared using the procedures prescribed by Perrin and Armarego.!”’
Diéthyl ether and THF were pre-dried over CaH, and then distilled from Na wire in the
s‘presence of benzophenone under nitrogen. Ethanol and methanol were dried by reaction with
Mg turnings and iodine and then distilled from the resulting magnesium alkoxide under
nitrogen. Chloroform and 1,2-dichloroethane were distilled from CaCl, under nitrogen, while
N,N-dimethylformamide (DMF) was distilled from 3 A molecular sieves under reduced

pressure.
Molecular modelling was performed on a Silicon Graphics O® work station using the MSI

CERIUS? version 4.5 modelling platform at 300K using the Drieding force field. The Ligand

Fit module supplied by Accelrys Inc. was used to explore receptor docking interactions.
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