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Synthesis of 3-Substituted 4,5-Hexamethylenepyrazole Derivatives as
Potential Antihypercholesterolemic Agents

Young Hee Choe, Jin-Il Kim and Yurngdong Jahng*
College of Pharmacy Yeungnam University, Kyongsan 712-749, Korea

Abstract—A series of 6-[2-(3-substituted 4,5-hexamethylenepyrazo-1-yDethylJtetrahydro-4-hyd-
roxy-2H-pyran-2-ones were synthesized from 3-substituted 4,5-hexamethylenepyrazole in 7 steps

as potential antihypercholesterolemic agents.

Keywords [ ] 3-Substd. 4,5-hexamethylenepyrazole, antihypercholesterolemic agents, 6- 2-(3-substd.
4,5-hexamethylenepyrazo-1-yl)ethyl Jtetrahydro-4-hydroxy-2H-pyran-2-ones.
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a) 1) NaH, ii) CICH,CH,CH(OEt),, b) H,0, p-TsOH, ¢) “CH,CO~CHCO,Et, d) NaBH,, Et;B, ) i) 3N aq. LiOH,

ii) H;0*, ©) DCC, toluene.
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are as follows: (% )-trans-6-[ 2-(3-Phenyl-4,5-hexa-
methylenepyrazol-1-yl)ethyl]tetrahydro-4-hydroxy-2
H-pyran-2-one(2b): 54%, mp 142~143C, IR(thin
film) v 3400, 3050, 2900, 1700, 1430, 1250, 1060,
730, 690 cm™; *H NMR(CDCl;, 300 MHz) & 7.54(dd,
J=71, 15Hz, 2H), 7.37(td, J=7.1, 1.2 Hz, 2H),
7.28(td, J=7.0, 1.2 Hz, 2H), 4.67(ddt, J=114, 85,
3.2 Hz, He), 420(t, J=7.0 Hz, Hy), 4.16(s, OH),
4.12(quintet, J=3.6 Hz, Hy), 2.77(t, }=6.1 Hz, 2H),
264(t, J=58 Hz, 2H), 2.52(AB quartet, 2H, Hy),
2.21{ddd, J=14.7, 7.0, 34 Hz, Hy), 2.04(dtd, J=14.7,
8.2, 7.0 Hz, Hy), 1.86~1.81(br. d, J=14.3 Hz, Hsa),
1.69(br. s, 4H), 1.59(ddd, J=14.5, 11.5, 2.9 Hz, Hsp),
1.48(br. s, 4H); *C NMR(CDCl;, 75.5 MHz) 1704,
149.0, 1415, 134.1, 1283, 127.7, 1273, 116.0, 73.3,
61.8, 44.5, 38.4, 36.2, 35.6, 30.6, 28.1, 25.8, 25.3, 22.7,
22.5.
( )-trans-6-{2-[ 3-(4-Fluorophenyl)-4,5-hexamethy-
lenepyrazol-1-yl]ethyl} tetrahydro-4-hydroxy-2H-py-
ran-2-one(2c): 43%, mp 118~120T, IR(thin film)
v 3400, 3020, 2900, 1700, 1430, 1250, 1060, 890, 840,
730 cm™!; 'H NMR(CDCl;, 300 MHz) 7.51(m, 2H),
7.07(m, 2H), 4.70(ddt, J=114, 8.8, 3.3 Hz, He), 4.2
3(t, J=7.0 Hz, Hy), 4.20(quintet, J=3.6 Hz, H,), 3.8
7(s, OH), 2.76(t, ]=6.0 Hz, 2H), 2.60(t, J=5.8 Hz,
2H), 2.58(AB quartet, 2H, Hs), 2.25(ddd, ]=14.2, 7.2,
35Hz, Hp), 2.09(dtd, J=142, 88, 7.2Hz, H;y,
191~1.86(br. d, J=14.3 Hz, H;y), 1.62(ddd, J=14.2,
114, 3.2 Hz, Hy), 1.68~1.59(m, 4H), 1.48(m, 4H);
B¥C NMR(CDCls, 75.5 MHz) 8 170.3, 162.3(d, 'Jcr
=245 Hz), 148.1, 141.6, 130.3(d, *Jcr=3 Hz), 129.6
(dJcr=8 Hz), 1159, 115.2(d, “Jcs=22 Hz), 733,
62.0, 44.5, 38.5, 36.3, 35.8, 30.6, 29.1, 25.6, 254, 22.8,
22.5.



