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Figure 1. - Scheme 1.
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Conditions: a) LDA, 2-cyclopenten-t-one, THF, -78 °C, then PhN(Tf),, b) H,, 10% Pd-C,
3 AcONa, MeOH, 60% from 4, ¢) aq. NaOH, MeOH, 95%, 86% ee, d) CDI,

4-amino-1-(4-methyl-3-pentenyl)piperidine 2HCI salt, i-Pr,NEt, DMF, 72%.
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Figure 2. Table 1.

Binding affinity® (Ki, "M)  Selectivity ~Metabolic stability®

idati No. R ini
Oxidation m3 m1 m2 m2/m3 %Remaining
- 3 H 42 19 490 120 10 (rat), 54 (human)
Oxidation
9 OH 18 88 2300 130 75 (rat), 76 (human)
10  4-NO,-PhSO,NH 25 4.6 2800 1100 38 (human)

4 The affinities were determined by inhibition of specific binding of [aH-NMS] using
membranes from CHO cells expressing cloned human m1-m3 receptors.

b%Remaining after 30 min incubation in human microsomes (n > 2).
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Table 2. R
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No Binding affinity (Ki, nM) Selectivity Metabolic stability Oral activity®
. m3 mi m2 m2/m3 %(dog, human) shifts (folds)
11 6.2 22 2000 330 70, 68 4.2
12 2.8 15 530 190 84, 80 >64
(B.A. 70%, t10 10 h)
3 4.2 19 490 120 31,54 52

(B.A. 20%, ty 2 h)

2 Methacholine provocation test in dogs ( 4 h after 1mg/kg, p.o. )
shifts = [methacholine provocative dose after drug administration)/[methacholine
provocative dose without drug administration]
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Figure 3.
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Conditions: a) LDA, THF, -70 °C, then 17, 72%, b) 175 °C, 1,2-dichlorobenzene, 92%,
c) Hy, Pd-C, AcOEt, 99%.
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