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R 3(15.8 g, 94.6% ), A& 4ith &4 H
TP RN, BUDEBSSH 6 [ R : A
WEE © 2R 2R (20 1 1) ] B aifh AT iR %
5. HRMS (ESI-TOF") (m/z) : 216.123 5[M+H] ",
'H NMR (500 MHz, CDCl,)8: 4.08(q, J=7.0 Hz, 2H,
OCH,CH,), 4.01 (m, 2H, CH,NCH,), 3.65 (s, 3H,
OCH,), 2.85(t, J=11.5 Hz, 2H, CH,NCH,), 2.40 ~
2.46 (m, 1H, CH,CHCH,), 1.85(d, J=12.0 Hz, 2H,
CH,CHCH,), 1.56 ~ 1.64 (m, 2H, CH,CHCH,), 1.21 (¢,
J=7.0 Hz, 3H, OCH,CH,) .
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GBI 2.9 mol/L 2R FEEALEENT 2- B PYEIR
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5 A [ 44 4 (20.0 g, 80.4% ). mp 152 ~ 153 °C
(CHk ™ 152 ~ 154 'C ). 'HNMR (500 MHz,
CDCL,) 8: 7.46 (d, J=7.5 Hz, 4H, Ar-H), 7.30 (t, J=
7.5 Hz, 4H, Ar-H) , 7.20 (t, J=7.5 Hz, 2H, Ar-H) ,

4.18 (br s, 2H, CH,NCH,), 4.07(q, J=7.0 Hz, 2H,
OCH,CH,), 2.75(t, J=12.0 Hz, 2H, CH,NCH,) ,
2.56(t, J=12.0 Hz, 1H, CH,CHCH,), 2.24 (s, 1H, OH),
1.29 ~ 1.51 (m, 4H, CH,CHCH,), 1.21 (t, J=7.0 Hz,
3H, OCH,CH,) . HRMS (ESI-TOF") (m/z): 340.191 8
[M+H] ",

o,0- —7E -4- IRIEEREE (1)

EREBIR T M 4(20.0 g, 58.9 mmol) . &
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(116 ml), HIFAZEFERZ 27 he [ NARRIIAIK
(300 ml), F§ DCM ZH (300 mIx3), &FAHAH,
PR S ACAR TSR (300 mlIx2), £ T/KAEN
T, I8, IEUHEURIRZEIS R, H DCM/ H g
EERAAGOEE 1143 g, 90.5% ), 4l 98.5%
[HPLC JH—4ki% . &84 ODS-BP #: (4.6 mmx
250 mm, 5 pum) ; AEHAE A HEE, B: oK, BAE
et (05 min: A5% —50%, 5—15min: A50% —
100% , 15—17 min: A 100% , 17—25 min : A 100% —
5% ,25—30 min: A 5% ) ; #KK 324.5 nm ; A2
M 25°C; #ik 1 ml/min]. mp 159 ~ 161 'C (3
fik *:160 ~ 162 °C ) » "HNMR (500 MHz, DMSO-d,) &:
8.80 (brs, IH, OH), 7.51 (d, /=7.5 Hz, 4H, Ar-H) , 7.28 (¢,
J=7.5 Hz, 4H, Ar-H) , 7.14(t, J=7.0 Hz, 2H, Ar-H) ,
6.00 (s, 1H, N-H), 3.20(d, J=12.0 Hz, 2H, CH,NCH,),
2.85(t, J~12.0 Hz, 3H, CH,NCH,&CH,CHCH,) , 1.61 (q,
J=12.0 Hz, 2H, CH,CHCH,), 1.39(d, J=13.5 Hz, 2H,
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Synthesis of Azacyclonol

SUN Xingshen', YAN Guigang’, LONG Zhongzhu®, TENG Dawei'*
(1. College of Chemical Engineering, Qingdao University of Science and Technology, Qingdao 266042,
2. Qidong Dongyue Pharmaceutical Co., Ltd., Nantong 226251)

ABSTRACT: An efficient synthesis of o,o-diphenyl-4-piperidinomethanol (azacyclonol), the key intermediate

for the synthesis of antihistamine agents such as fexofenadine hydrochloride and terfenadine, was developed.

4-Piperidinecarboxylic acid reacted with cathyl chloride in methanol via esterification and N-protection to give methyl

N-ethoxycarbonyl-4-piperidinecarboxylate. Then the latter was subjected to the Grignard reaction with phenylmagnesium

bromide followed by hydrolysis to prepared the target compound with a total yield of 68.8%. The raw material of this

synthetic process is cheap and easy to get, the synthetic route is short, and the operation is simple.

Key Words: azacyclonol; o,a-diphenyl-4-piperidinomethanol; antihistamine agent; 4-piperidinecarboxylic acid;

Grignard reaction
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Azacyclonol is the key intermediate for the synthesis of terfenadine.
The raw materials used in this synthetic process is cheap and easy
to get, the synthetic route is short, and the operation is simple.
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