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r e oul extemal validaten by remeving 3 compounds randoinly,

* Q5AR on the remaining 17 compaunds and using 1the QSAR (o
tivity of the 5 wst compounds. This procedure was corried out 4
mean errors found each time were: 60181, 00167, 0208 and 0,194
lard crrar of the inean frem equation 1is 0.142, these ervars indicate
has good predictivay. We further cammied out 1490 rndomisations of
dats, 1w check for chanee correlations: the mean v found was 0.186,
uim 7 found wwas 0,520, Thas the risk tha equnlion? s due 1o chance

s put o precise physicechemical meaning on the deseriplons selected

but ey can be interpreted s modelling molecular bulk and weak

levachive borces. This accords with the conclusions of a previous

f el al 20017 of P-glycopratein-associted ATPase acuvity of a

1 of drags
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sign and synthesis of inhibitors of“Leishmania NAD-
glycerci-3-phosphate dehydrogenase

P Mockoy and A, B Mullen

27

Pharmoceutical Sciences, University of Strathclyde,
MR, UK

Toylor Strew,

ages are parasilic diseaes caesed by different species belanging o
shnania, a prolozoa wansmined by the phlchmomine sandfy.
therapeutic treatmems for the disease have appreciable wnicity and
mic reas, up (o 40% of the pamsiics exhibit some degree of
Tently available therapies invalve cither inlmvencus er infranus-
wnd the need Jor an orally active sgent has led 1o (he development of
swever, there is siill a need for altermative oral treatments that are
cagious and safez {TDR News 2000,

oid parasites are highly dependent on glycolysis as a source of ATP

ipperdees 1987), The plycolytic enzyme glycersl-3-phosphale
(G3PDH) is comman 1o bath pamasite and host, and wses the same
- On comparison of the three-dimensicnal sirucisres of human and
| texrcans GAPDH, there are explaitable differences for ravional drug
| D binding region is well canserved around tdie nicotinamide maiety
| - whereas the adenagine binding repion shows structural differences
| te and host enzymes, panicularly in the vicirity of the adenasine
| et al 20000, y
| lies have shown that the 1epolegy of the NAD binding channz in
npalible with the R-isomeric analegues of pyrolohenzodiazepine
: benzediazepine wmoiety cceupies the adening region of the binding
¢ fused pyrmolo ring js positioned in the dbosyl region, and a
| group binds 1o the phosphate vinding region of the cofactar. The
Asamiers of these anubiotics are known eyloloxic agents (Jenkins ot
4 R-stereochemistry al position [4a, coupled with the presence of a
|t position 10, is compatible with the NAD binding channel and
1z with DNA thes overcoming potential hosi cytoloxicity (Thurston
tion of the R-isomer from c-proline, protecied al the c-carboxylic
taenion willy the acyl ehlonde of the 2-niughenzoic acid analogue
FRE). Subsequent reducticn of the g-ester 10 (e gldehyde and the
the amine nesulls i spontancous intramolecwlar cyclisation to the
henzodiazepine isomer (Kamal 21 a) 1997).

al (1994 [, Med. Chem. 37: 45294517
1 (1997) Tetrahedron 53: 32233230
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Synthesis and calcivm channel antagonist activity of 2-imidazolyl-
substituied dihydropyridines

F. Hodizadeh®, M. Foiehi-Hassenabed, B. Baghbon-Golobasi ond M.
Maohammadi

Scheal af Pharmocy, The Medical Scences Universily of Moshhod, Mashhad, PO, Box
P1775-1345, Iran

Structurally diverse groups of compounds are known 1o be effective as caleiuim
anlagonisis (Galdmann & Stwolefuss 1991). The mas! potent class of antaganisis
comprises derivalives of 1 d-dilwdropyridine. The effect of various Co4 imidazolyl
sribstituems in conjunction with different C-3, C-5 dissters on calesum-channe
anlagonisl activity have been previously reponed (Shafice ¢ al 1998; Hadizadeh e
al 2002). We now report synthesis (Hantzeh 18825 Archibadd et al 1990) and
calciurm-channel anapgomsl activity of 12 new methy] and sihyl diester analogues
of aifedipine in which the o-nitropheny! group at 4 position is replaced by 1-
benzyl-2-alkylthio-S-imidazolyl substituent, and its melky! group al 2 position is
repleced by 2-(1 H-imidazol-1-plethyl or 2-{dimethylaminajethyl substituent
Guinca-pig ileum contraciile response o KC), acenylcholine (Ach) and electrical
stimulations ol title compaunds were determined according (o Bolger 2 al (1983)
and Rovnyak o ab (1992), The 1050 values were determined as concentration
needed ta produce 50% relaxation af cantracted guines-pig Hlewm in different wests,
The 1C50 (um) values of the lead compoend were 67.0 , 66.1 and 16.0 in
acetyleholine, KC) and elecirieal stimulation fesis. The 1C50 (nw) for nifedipine
was 4.0 in the KCI test,
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Synthesis of S-nitraso captopril

Mallhev J. Ingram and Gary Moss®

School of Phormocy and Diomoleculor Sciences, University of Brighicn, Brighlon, BN2
4G), UK and *School of Phormaocy end fiomedical Sciences, Universiy of Forsmouth, 1
Michoel's Buitding, While Swan Road, Porismcuth, POT 2DT, UK

Angiolenzin converting enzyme {ACE) inhibitors are a group of drugs developed
dunng the 1970s. They are cwmently used extensively din the tealment of
liyperiension and cardizc [atlure and have recently been shown to improve
prognosis afiey myacardial infarction.

Captapril is an ACE-inhibitor thal has until recently dominated clinical pracice.
During the Jast few years, clher new long-acling members have become available,
including penndapsil, Nsinopril, eilazapnl, quinapril, fesinapril, ramiprl, rando-
bapril and zofenopril, None ol lbese possess significently different clinjcal
preperties 1o captapril. This study describies the syndnesis of potential analogues of
captonril, and is part of o wider study, which aims 1o enhance the thesapeutic
profile of Hus drug, particalarly with regard 1o specific roules of administzation.
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