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Table 1  Structures and activity of 4-substituted phenyl-2-aminoalkyloxy-dihydropyridines. NT = not test

O R O
HSC\ | | O/\CH3
Haf O (CHa X
n
Compd. n R X - PICs, -
Ca®* Neginotropy

4 2 2-CICH, N(CH,), 8.1 7.5
5 2 2-CICH, ¢-NC,Hy 7.9 7.7
6 2 2-CICH, ¢-N(CH,CH,),0 7.8 7.5
7 2 2-CICH, ¢-N(CH,CH,),NCH, 8.0 7.9
8 2 2-CIC,H, ¢-N(CH,CH,),N-i-Pr 8.2 8.0
9 2 2-CICH, ¢-N(CH,CH,),NPh-4-F 7.9 7.3
10 2 2-CICH, ¢-N(CH,CH,),NCH,Ph-4-Cl 8.0 7.4

CHs
11 2 2-CICH, NC>*N\ 6.4 7.1

CH,
12 2 2-CIC(H, NCN—CHzCHzNZS;:Z 6.0 7.1
13 2 2-CICH, N W 6.8 7.4

/
14 2 2-CICH, N(CH,)CH,Ph 7.4 7.3
15 2 2-CICH, NHCH, 8.5 7.5
1 (R,S) 2 2-CICH, NH, 8.1 7.2
15-(-) 2 2-CICH, NH, 8.7 NT
1 R-(+) 2 2-CICH, NH, 5.8 NT
16 3 2-CICH, N(CH,), 8.6 8.6
17 3 2-CICH, ¢-N(CH,CH,),NCH, 8.4 8.2
18 2 2-Thienyl N(CH,), 6.9 6.6
19 2 2-Pyridinyl N(CH,), 6.1 6.0
20 2 1-Naphthyl N(CH,), 7.1 7.7
21 2 2-CF,CH, N(CH,), 7.4 7.6
22 2 2-NO,CH, N(CH,), 8.0 7.1
23 2 2-CH,C(H, NHCH, 7.2 7.2
24 2 2-OCH,CH, NHCH, 7.2 7.1
25 2 2-Cl-6-FCH, NHCH, 7.9 7.6
26 2 C H; NH, 6.8 6.2
27 2 2-FCH, NH, 7.8 6.6
28 2 3-CIC(H, NH, 7.9 6.6
29 2 2,3-CLCH, NH, 7.9 6.6
30 2 2-C1-3-CF,CH, NH, 8.5 7.3
31 2 4-CICH, NH, 6.0 6.0
32 2 2-CICH, N, NT NT
33 2 CH; N, NT NT
34 2 2-FCH, N, NT NT
35 2 2,3-C1,CH, N, NT NT
36 2 4-CICH, N, NT NT
37 2 2-CIC(H, Phthalimido NT NT
38 2 3-CIC(H, Phthalimido NT NT
39 2 2-C1-3-CF,CH, Phthalimido NT NT
Q

40 2 2-CIC,H, NHEN\_/O NT NT
2 Nifedipine 8.4 7.5
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Table 2 Pharmacokinetics of compound 1, nifedipine, and nicar-

dipine
Clearance Vol. of distribution
C d. t,,/h
omp /mL-min kg /L-kg"! 12
1 11 25 30
Nifedipine 38 3.6 1.0
Nicardipine 37 3.5 1.0
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Figure 1 Chrystallography of compound 41
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Table 3 Names and structures of "dipine" calcium channel blockers
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Drug R, R, R, Drug R, R,
L o CHs
Nimodipine (CH,),0CH, (CH,),CH 3-NO, Nisodipine \;\/I\CHa CH,CH,
Ph
Niludipine (CH,),0OEt EtO(CH,), 3-NO, Manidipine N)\Ph CH,
N \)
Nitrendipine CH, CH,CH, 3-NO, Isradipine CH(CH,), CH,
A//N\ [T
Dorodipine CH,CH, CH,CH, E\\N,O Lacidipine CH,CH; CH,CH,
H3C CH, CHa
Felodipine CH, CH,CH, 2,3-Cl, Lercandipine I&LK/N\/\KP" CH,
Ph




