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Synthesis of tamsulosin hydrochloride
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Abstract: Objective To study the synthesis of tamsulosin hydrochloride. Methods (R)-1-(4-Methoxyphenyl)-N-[(R)-1-phenylethyl]

propan-2-amine hydrochloride was synthesized from 4-methoxyphenylacetone and (R)-1-phenylethanamine by asymmetric synthesis

firstly, then tamsulosin hydrochloride was prepared by chlorosulfonation, amination, alkylation, hydrogenolysis, and salification.

Results The total yield of tamsulosin hydrochloride was 26% by this synthetic technology. Conclusion The route of this synthetic

method is short and easy to operate.
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4 FHIE 350 mL. 4-FFAEZR R (16.4 g, 0.10
mol). (R)-1-%KZJ% (10.9 g, 0.09 mol) FI>%JE 4
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S5, 45 ‘CIW 8 h, HPLC Wil 5z 3 iFEFE 4 J5i k)
WA G, JEIE, ZEHEEAL MR T IR
WA LT, Mg, A, JEd, T4, 8
Ko KPR N E) 200 mL T, B 1 h, B
H, 9ER, NEVES, RAAREA L (18.7 g, R
68% ). M 196.5~198.0 C, [a]y =+36.5°
(¢=1.03, CH;0H). 'H-NMR (300 MHz, DMSO-d)
5: 1.06~1.08 (d, J=6.8 Hz, 3H, CH,CHCHs),
1.60~1.63 (d, J=6.7 Hz, 3H, ArCHCH;), 2.82~
2.83 (m, 1H, CH,CHCH;), 3.27~3.34 (m, 2H,
CH,CH), 3.68 (s, 3H, OCH3), 4.59~4.60 (m,
1H, ArCHCHj), 6.80~7.71 (d, J=11.2Hz, 9H,
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22 5 [(R)2-[[(R)-1-FZE|IRE|RE2-FEHE
FHEBAZ AR (2) MElE

KR 120 ¢ IABI RIS, AHIF-10
T, IS 1 (30.6g, 0.10mol), fNtE,
T 0~5 CHidE 1 h, HPLC Wil f ik Fs 4 Jsokig
W, BEPE ¥ SOV RI VKK, BEIR LI EEE,
RSB RVESS, IR ZE A, Bk B
F 300 mL PUSRRIR H, T 5 Ciil k27K 200 mL,
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2(22.6 g, WK 65%), %5 229~232 “C. 'H-NMR
(300 MHz, DMSO-ds) d: 1.04~1.07 (d, J=6.8 Hz,
3H, CHCH;), 1.52~1.57 (d, J=6.8 Hz, 3H,
ArCHCH;), 2.69~2.82 (m, 1H, CH,CHCH;),
3.52~3.60 (m, 2H, CH,CH), 3.95 (s, 3H, OCH3),
4.26~4.28(m, 1H, CHCH3), 5.12(s, 2H, NH,SO,),
6.92~7.64 (m, 8H, Ar-H) P,
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5 193~195 °C. 'H-NMR (300 MHz, CDCl3) 6:
1.26~1.29 (d, J=6.8 Hz, 3H, CHCH3); 1.54~1.57
(t, J=6.2 Hz, 3H, CH,CH3), 1.63~1.66 (d, J=6.8
Hz, 3H, CHCH3;), 3.01~3.06 (m, 1H, CH,CH),
3.48~3.60 (m, 2H, NCH,), 3.90 (s, 3H, OCH3),
4.07~4.12 (m, 2H, Ar-CH,), 4.32~4.36 (q, J=6.7
Hz, 2H, CH;CH,), 4.59~4.62 (t, J=6.3 Hz, 2H,
CH,CH,), 5.43~5.61 (m, 1H, CH;CH), 6.71~
791 (m, 12H, Ar-H) ¥,
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79%), M5 224~226°C, [a]) =—4.1° (c=0.35,
CH;OH). MS-ESI m/z: 409[M—+H]". 'H-NMR (300
MHz, DMSO-dg) d: 1.11~1.13 (d, J=6.4Hz, 3H,
CHCH3), 1.23~1.27 (t, J=6.9 Hz, 3H, CH,CH3),
2.60~2.68 (t, J=12.9 Hz, 1H, NH), 3.19~3.24 (1,
J=3.6 Hz, 2H, Ar-CH,), 3.44 (br, 2H, NCH,),
3.55 (br, 1H, CHCH3), 3.87 (s, 3H, OCH3), 3.97~
4.04 (q, J=6.9Hz, 2H, CH,CHj3), 4.22~425 (t,
J=6.3 Hz, 2H, CH,CH,0), 7.04 (br, 2H, NH,S0,)
6.89~7.63 (m, 7H, Ar-H) ¥,
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Fig. 1 Synthetic route of tamsulosin hydrochloride
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