Organic Process
Research & Development
Org. Process Res. Dev., 1998, 2(3), 175-185, DOI:10.1021/0p970121s

Terms & Conditions

Electronic Supporting Information files are available without a subscription to ACS Web Editions. The American Chemical
Society holds a copyright ownership interest in any copyrightable Supporting Information. Files available from the ACS
website may be downloaded for personal use only. Users are not otherwise permitted to reproduce, republish,
redistribute, or sell any Supporting Information from the ACS website, either in whole or in part, in either machine-
readable form or any other form without permission from the American Chemical Society. For permission to reproduce,
republish and redistribute this material, requesters must process their own requests via the RightsLink permission
system. Information about how to use the RightsLink permission system can be found at
http://pubs.acs.org/page/copyright/permissions.html

ACS Publications

3 MOST TRUSTED. MOST CITED. MOST READ. Copyright © 1998 American Chemical Society



http://dx.doi.org/10.1021/issn.1083-6160
http://dx.doi.org/10.1021/op970121s
http://pubs.acs.org/page/copyright/permissions.html
http://pubs.acs.org/

w1770 AICTICALl CHCHICAL SOCICLY  Ulgdill FT1OCCss RN& L7V v Pdge 170 Ddpol OUPPICICILAL Fdge 1

| NECEIVE

Crg70z1s

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-blazepin-12-0l (Sch 39166):
Part I: Aziridinium Salt Based Syntheses

Richard W. Draper*, Donald Hou*', 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 Giinter, 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 .25 mm

Temperature Method: 200°C (hold for 5 min), up 5°C/min to 250°C (hold for 10 min).
Detection: Flame Ionization Detector _

Internal Standard: pyrene

Injection volume: 1 pL

Split ratio: 100:1

Flow rate: 1.5 mL/min (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°C (hold for 5 min), up 5°C/min to 150°C (hold for 10 min).
Detection: Flame Ionization Detector

Internal Standard: dodecane

Injection volume: 1 uL

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’

Compoundl

Column

Solvent
System

Flow
Rate

Detector

Conc.

Retention
Times

Chiracel OD

93:7
hexanes/
i-PrOH

0.7 mL/min

220 nm

0.5 mg/mL

(-): 9.2 min
(+): 11.3 min

22

Chiralcel
OD-R

60:40

(0.75M
NaClO,,
0.02M
KH,PO,, pH
4.2)/

CH.CN

1 ml/min

210 nm

0.5 mg/mL

(-): 17.9 min
(+): 20.6 min

23

Chiralcel
OD-R

60:40

(0.75M
NaClO,,
0.02M
KH,PO,, pH
4.2)/

1 mL/min

210 nm

0.5 mg/mL

(-): 15.6 min
(+): 18.5 min

25

Chiralcel OB

95:5
i-PrOH/
hexanes

1 mL/min

210 nm

0.5 mg/mL

(+): 23.6 min
(-): 28.4 min

27

Chiralcel
OD-R

20:80
CH,CN/

0.75M
NaClO,, 0.02
M KHPO,,

pH=4.2
(adjusted with
H.PO4)

1 mL/min

210 nin

1.0 mg/mL

(-) trans: 5.0 min

(+) trans: 6.3
min

32

Chiralcel
OD-R
3BO°C)

25:75
CH,CN/
0.5M
NaClO,,
pH=2.1
(adjusted with
HCIO,)

0.5 mL/min

210 nm

0.1 mg/mL

(R, R):
7.9 min
(S, 8):

8.9 min

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

'"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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ExP2  PULSE : DRCYCL

DATE 05-24-81
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EXPB PULSE SEGUENCE: COSY

DATE 08-30~83
SOLVENT DOMSO

FILE cosy
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SW 2699.8
AT 0.490
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EXP1 PULSE SEQUENCE: STDiH
DATE 10-06-92 _ _
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