thRIBTAVETT Y & S T2 e
HAASK TRFE REM(WREBEMERFLLEHHEARRE T 25010)

FESES RI145 XHERFRER A XERS

DOI 10.6039/j.issn.1001-0408.2020.07.10

1001-0408(2020)07-0816-04

i E B MARRKARTHSRITE., Fik RAF AR T &, A-RR RN RA, £ A (15,2R)-(-)-1-RH-2-#%
BE A ARALA] BN -N, N-= T3 Bz A7 38 R A AT R AT ARE R, RBIR R 23t 5 a- By BEAL R BE AL | = W B2 AR, \HCL A% 2k R
FR AT Y, B R ER AT SR TR, sb PR T Ak I, P a) ok T e s 25 75 4 69 B i R 347 T
A, R ABEEREBFTRAT WA LREIGTGIT,hEH99.8% KFEH89%, 5HEEHHF» T LK, AT L RAF R
BRI ERE RN KER RS T URRE I T LR FEB19%), RABH T ZEZR Y TERANZE RGT ZRAE.
23 RS R L LR AR AR AR K ERF.

KEER  BRRKAEIT; FEA R AR R ; T AR

Synthesis and Technology Optimization of Dapoxetine Hydrochloride
FU Bingyue, ZHANG Ning, ZHANG Zonglei, DUAN Chonggang (Shandong Academy of Pharmaceutical
Sciences/Shandong Provincial Key Laboratory of Chemical Drugs, Jinan 250101, China)

ABSTRACT OBIJECTIVE: To optimize the synthesis process of dapoxetine hydrochloride. METHODS: By chiral synthesis,
asymmetric reduction was carried out by using 3-chlorophenylacetone as raw material, (1S, 2R) - ( —) -1-amino-2-indanol as
catalyst, and borane-N, N-diethylaniline (DEANB) as reducing agent. Then, it was reacted with o-naphthol etherification,
sulfonation, dimethylamine substitution, and HCl salt formation reaction to obtain the final products. The products were
characterized by NMR and MS. The synthesis reaction of intermediate I , intermediate Il , intermediate Il and the final product
were optimized. RESULTS: The final product was dapoxetine hydrochloride with purity of 99.8% and yield of 58.9% . Compared
with traditional splitting technology, the chiral synthesis technology of this study did not need splitting, and the yield of the
technology was significantly higher than that of splitting technology reported in literature (31.9% ). The optimized technology
reduced the generation of impurities and improved the product quality. CONCLUSIONS: The improved technology has milder
reaction conditions, shorter synthesis route and higher yield.

KEYWORDS Dapoxetine hydrochloride; Chiral synthesis; Asymmetric reduction; Technology optimization
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Fig 1 Synthesis route of dapoxetine hydrochloride
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Tab 7 Effects of different solvents on the yield and ee

value of dapoxetine hydrochloride
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