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Supplementary Material For '

Novel Stereoselective Syntheses of the Fused Benzazepine Dopamine
D, Antagonist (6aS,13bR)-11-chloro-6,6a,7,8,9,13b-hexahydro-7-

methyl-5H-benzo[d] naphth[2,1-b]azepin-12-ol (Sch 39166):
Part I: Aziridinium Salt Based Syntheses

Richard W. Draper*, Donald Hou*,t, Radha Iyer, Gary M. Lee, Jimmy T. Liang,
Janet L. Mas, Wanda Tormos and Eugene J. Vater

Chemical Process Research and Development Department

Schering-Plough Research Institute,

2015 Galloping Hill Road, Kenilworth, New Jersey, 07033-0539, USA

and

Frank Ginter, Ingrid Mergelsberg and Dominik Scherer

Chemical Development Department

Werthenstein Chemie AG

6105 Schachen, Switzerland

Capillary GC Conditions:

Compound 22:

Column: Supelco SPB 5, 30 m x 0.25 mm
Temperature Method: 2000 C (hold for 5 min), up 50C/min to 250 0C (hold for 10 min).
Detection: Flame Ionization Detector
Internal Standard: pyrene

Injection volume: 1 pL
Split ratio: 100:1
Flow rate: 1.5 mUmin (Helium)
Retention Times: 22 - 21.1 min; pyrene - 9.75 min

Compound 25:

Column: Supelco SPB 5, 30 m x 0.25 mm
Temperature Method: 100 0C (hold for 5 min), up 5oC/min to 150 0 C (hold for 10 min).
Detection: Flame Ionization Detector
Internal Standard: dodecane

Injection volume: 1 tL
Split ratio: 100:1
Flow rate: 1.5 mL/min (Helium)
Retention Times: epoxide 25 - 9.69 min; naphthalene - 5.21 min; dodecane - 5.57 min
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Chiral HPLC Conditions'

Compound Column Solvent Flow Detector Conc. Retention
System Rate Times

9 Chiracel OD 93:7 0.7 mL/min 220 nm 0.5 mg/mL (-): 9.2 min

hexanes/ (+): 11.3 min

i-PrOH

22 Chiralcel 60:40 1 nL/min 210 nm 0.5 mg/mL (-): 17.9 min

OD-R (0.75M (+): 20.6 min
NaCIO 4,
0.02M

KH 2PO4, pH
4.2)/

CHCN

23 Chiralcel 60:40 1 mL/min 210 nm 0.5 mg/mL (-): 15.6 min

OD-R (0.75M (+): 18.5 min
NaC104,
0.02M

KH 2PO 4, pH
4.2)/

CHCN

25 Chiralcel OB 95:5 1 mL/min 210 nm 0.5 mg/mL (+): 23.6 min

i-PrOH/ (-): 28.4 min
hexanes

27 Chiralcel 20:80 1 nL/min 210 nm 1.0 mg/mL (-) trans: 5.0 min

OD-R CH3CN/ (+) trans: 6.3

0.75M inm
NaCIO 4, 0.02

M KHPO4,
p11--4.2

(adjusted with
HPO4)

32 Chimlcel 25:75 0.5 mL/min 210 nm 0.1 mg/mL (R, R):
OD-R CH3 CN/ 7.9 min

(300C) 0.5M (S, S):
NaCIO 4, 8.9 mil
pH=2.1

(adjusted with
HCIO4)

1. All samples were dissolved in the mobile phase. Injection volumes were 20 pL.

'H NMR Spectra for the following compounds:

'H NMR spectra for 9, 18-20, 22-27, 29, 30, 32 and 35; SINEPT and APT 'H NMR
experiments for 24 and COSY 'H NMR experiment for 26 follows.
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