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Synthesis of PRC200-SS

Significance: PRC200-SS is a serotonin–norepi-
nephrine–dopamine reuptake inhibitor and a lead 
compound for the treatment of depression. This 
short and efficient synthesis of PRC200-SS fea-
tures the asymmetric addition of the b-amino 
alkenyl zinc reagent D to benzaldehyde in the 
presence of the chiral chaperone E.

Comment: The b-hydroxy (E)-enamine derivative 
F underwent a hydroxyl-directed diastereoselec-
tive hydrogenation via conformation G to give the 
syn-1,2-disubstituted-1,3-amino alcohol H in 
moderate yield.
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TsNHMe (5 equiv)
Na2CO3 (2.0 equiv)
CuCl2 (0.2 equiv)

py (2.0 equiv)
PhMe, 70 °C, 16 h

87% (7.1 mmol scale)

B
mp 118 °C

Et2BH (1.0 equiv)

PhMe, r.t., 30 min

Et2Zn (2.0 equiv)
–78 °C, 20 min

E (5 mol%)

PhCHO (0.8 equiv)
–78 to 0 °C

92% (er > 98:2)
1.5 mmol scale

H2 (15 psi)
Pd(OH)2/C

MeOH, r.t.
65% (er > 97:3)
1.1 mmol scale

F
mp 130 °C

1. PhCO2H, Ph3P
    DIAD, THF, r.t.

2. KOH, MeOH, r.t.
    88% (0.14 mmol scale)

Na, naphthalene

DME, r.t
76%

H
mp not reported

PRC200-SS
mp not reported
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