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Table 1 Effects of feed ratio and feeding mode on synthesis of impurity E
n( piperazine) : n( 2)
Entry o ) 4 h later the feed ratio with ~ Yield/% Remark
The initial feed ratio ) )
entry piperazine
1 1:1 1:1 2 2 was entirely consumed there was almost
no impurity E produced
2 1:2 1:1 33 2 was entirely consumed the main product
was impurity C(67%)
3 1:3 1:3 67 2 was not entirely consumed the main
product was impurity E
4 1:3 1:1 67 2 wasentirely consumed the product was

the mixture of impurity E and impurity C
5 1:4 1:1 25 2 was entirely consumed the main product
was impurity C(75%)

n: amount of matter
o 4h
2 0.3~0.5 1.0
0.5 C C C E o C



CH,CH,CH,0) 3.56(m 8H NCH,CH, x2) 3.74
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2.2 144- 6 7- 2- )
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( Agilent ) ; Agilent 1200 NH) 3.48(t J=5.1 Hz 4H NCH,CH,) 3.84
( Agilent ) o (s 3H OCH;) 3.92(s 3H OCH;) 4.10(t J=
( 2- 4- 6 7- 5.0 Hz 4H NCH,CH,) 6.77(s 1H Ar-H) 7.00
) ; (s 1H Ar-H) , ESIMS m/z:290.3 M +H ",
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- 1:1) ( o 50 mL
B)0.69 ¢ 68% o 30 mL 1 mol-L ™"
"H-NMR( 400 MHz DMSO-d,) &:1.83(dd J = 40 C 3 ho
13.0 6.6 Hz 2H CH,CH,CH,0) 2.0l (m 2H ( E)0.81 ¢ 67% -

'"HANMR(400 MHz DMSO-d,) 8:3.76( s
12H OCH, x4) 3.82(s 8H NCH,CH, x 2)
6.74(s 2H Ar-H) 7.13(s 4H NH,) 7.40(s
2H Ar-H). ESIMS m/z: 493.3 M + H *,
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Synthesis of impurities of terazosin hydrochloride

WU Hong-na LI Bo ZHANG Wen=uan~ WU Song
( Beijing City Key Laboratory of Active Substance Discovery and Druggability Evaluation Institute of Materia
Medica Chinese Academy of Medical Science & Peking Union Medical College Beijing 100050 China)

Abstract: In order to perform the quality control of alphal-adrenoceptor blockers antihypertensive drug tera—
zosin hydrochloride three impurities were synthesized. Impurity B 1 4-hydroxy-6 7-dimethoxy2-quin—
azolinyl) 4 ( tetrahydrofuranyl) carbonyl piperazine was synthesized by diazo reaction followed by hydro—
lysis from terazosin hydrochloride. Impurity C 1+ 4-amino6 7-dimethyl2-quinazolinyl) piperazine—
dihydrochloride was prepared by hydrolysis of terazosin hydrochloride. And impurity E 1 4-bis( 4-amino-6

7-dimethoxy-2-quinazolinyl) piperazine dihydrochloride was synthesized by N-substitution reaction from 2-
chloro4-amino-6 7-dimethoxy quinazoline. The structures were confirmed by MS and 'H-NMR. Their puri-
ties were fairly with or better than USP impurity standard substances and they can be used as the standard

substances in the quality control of terazosin hydrochloride.
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