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New 2-(1-Adamantylcarbonyl)pyridine and 1-Acetyladamantane

Thiosemicarbazones–Thiocarbonohydrazones: Cell Growth Inhibitory, Antiviral and Antimicrobial Activity Evaluation
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Some new 2-(1-adamantylcarbonyl)pyridine and 1-acetyladamantane thiosemi-
carbazones and thiocarbonohydrazones were synthesized. The heterocyclic TSC
(R=2-pyridyl) and the aliphatic TSC (R=CH3) and thiocarbonohydrazone
(R=CH3, Ar=2,4-dichlorophenyl) showed antiproliferative activity comparable
to that of 2-acetylpyridine TSC a lead in TSC’s family. The antiproliferative
activity of aliphatic derivatives is novel in TSC’s field. The configuration around
C=N bond between the heterocyclic and aliphatic TSC’s was found to be different
by means of molecular mechanics calculations and NOE spectroscopy
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A series of N-arylated phenylalanine derivatives has been synthesized and has been shown to be potent

inhibitors of the integrin VLA-4. Both aryl and heteroaryl derivatives were examined. Substitution of the

meta position of either the aryl or heteroaryl ring with hydrogen bond acceptors provided the most potent

compounds in this series.
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Anti-HIV-1 activities and pharmacokinetics of a series of novel arylpiperazinyl fluoroquinolones are

reported. Two compounds studied exhibited quite high anti-HIV-1 activities (IC50<50 nM) in vitro and

high bioavailabilities (BA>90%) in monkeys.
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Novel, Potent Non-Covalent Thrombin Inhibitors Incorporating

P3-Lactam Scaffolds

Jonathan Z. Ho, Tony S. Gibson and J. Edward Semple*

Department of Medicinal Chemistry, Corvas International, Inc., 3030 Science Park Road,
San Diego, CA 92121, USA

Evolution of P1-argininal inhibitor prototypes led to a series of non-covalent P3-7-membered

lactam inhibitors 1a–w, featuring novel peptidomimetic units that probe each of the S1, S2, and

S3 specificity pockets of thrombin. Rigid P1-arginine surrogates possessing a wide range of

basicity (calcd pKa’s�neutral–14) were surveyed. The design, synthesis, and biological activity

of these targets are presented.
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�- and �-DL-Valienamine Unsaturated Derivatives
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Novel Potent Antagonists of Human Neuropeptide Y Y5
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Novel substituted benzo[a]cycloheptene derivatives were prepared and FR226928 showed high

affinity for the NPY-Y5 receptors.
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Synthesis and antiviral activity of benzamide-based thiolcarbamates (5 and 6) are described.
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Novel Agents Combining Platelet Activating Factor (PAF)
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6-(2-Chlorophenyl)-3-[4-[(E/Z)-6-ethoxycarbonyl-1-(3-pyridyl)-1-hexenyl] phenylmethyl]-8,11-

dimethyl-2,3,4,5-tetrahydro-8H-pyrido[40,30: 4,5]thieno[3,2-f][1,2,4]triazolo[4,3-a][1,4]diazepine

(12) was discovered to be excellent orally dual-acting PAF antagonist/TxSI.
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A series of novel phenol bis-Mannich adducts was synthesized and evaluated as IL-2 expression inhibitors.
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The synthesis and the activities of the powerful COX-2/5-LO inhibitor 1 are reported.
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Several coumarin and furocoumarin derivatives showed vasorelaxant activity in rat aorta rings. The new compounds

relax smooth vascular muscle with a profile similar to that of khellin and, in the case of furocoumarins, with a

greater potency, suggesting that these compounds have a potential interest as vasodilatador drugs.
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and SAR Study of 6-Aryl Benzoxazines
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Novel 6-aryl benzoxazines were evaluated as progesterone receptor (PR) modulators and were potent PR ago-

nists when R1 to R3 are lower alkyl moiety. Compounds became PR antagonists if R3 was a bulky group such as

a t-butyl or phenyl moiety.
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2-(R)-Methyl-substituted piperazines (e.g., 14) are potent M2 selective ligands that have

>100-fold selectivity versus the M1 receptor. In the rat microdialysis assay, 14 showed

significantly enhanced levels of acetylcholine after oral administration.
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Optimization of the substitution pattern in compounds 1 produces potent, selective ligands for the M2

receptor subtype.
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Novel 7-methoxy-1-hydroxy-1-substituted tetraline derivatives and related compounds

were prepared. FR230481 and FR233118 showed high affinity for the NPY-Y5 receptors.
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Sordaricin derivatives possessing a cyclohexane ring appendage were synthesized and their antifungal activity

was evaluated in vitro. Compounds containing a thioether bond or an oxime bond exhibited potent MICs

( � 1:25 mg/mL) against Candida albicans. They were also active (MIC �0.125 mg/mL) against Candida

glabrata. Their in vivo efficacy was confirmed in a murine intravenous infection model with C. albicans.
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Among 11 4-substituted derivatives of 6-nitroquipazine synthesized and evaluated for their affinities to

serotonin transporter, 4-chloro-6-nitroquipazine was shown to possess the highest binding affinity

(Ki=0.03 nM) which was 6 times higher than that of 6-nitroquipazine.

Bioorg. Med. Chem. Lett. 12 (2002) 817
Synthesis and Antiplatelet Activity of Gemfibrozil

Chiral Analogues

Alessandra Ammazzalorso,a Rosa Amoroso,a Mario Baraldi,b Giancarlo Bettoni,a,* Daniela Braghiroli,a

Barbara De Filippis,a Andrea Duranti,c Marco Moretti,d Paolo Tortorella,a Maria Luisa Triccaa

and Francesca Vezzalinib

aDipartimento di Scienze del Farmaco, Università degli Studi ‘‘G. D’Annunzio’’, Via dei Vestini,
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A series of 2-arylindoles was prepared and evaluated for gonadotropin releasing hormone (GnRH) activity.
Compound 27kk was found to be an orally active GnRH antagonist.
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A thorough SAR study of the oxime region of the dual NK1/NK2 antagonist 1 revealed

several modifications that result in potent dual antagonists. Follow-up SAR studies on a

second-generation scaffold demonstrate that certain polar groups on the oxime can

improve the dual binding affinity to the subnanomolar range.


