This article was downloaded by:

On: 27 January 2011

Access details: Access Details: Free Access

Publisher Taylor & Francis

Informa Ltd Registered in England and Wales Registered Number: 1072954 Registered office: Mortimer House, 37-
41 Mortimer Street, London W1T 3JH, UK

Organic Preparations and Procedures International
Publication details, including instructions for authors and subscription information:
http://www.informaworld.com/smpp/title~content=t902189982

OP
L P
| | CORYPALLINE
ORGANIC PREPARATIONS A. Brossi®: J. O'briens S. Teitel*
AMD PROCEDURES

INTERNATIONAL * Chemical Research Department, Hoffmann-La Roche Inc., Nutley, New Jersey

To cite this Article Brossi, A. , O'brien, J. and Teitel, S.(1970) 'CORYPALLINE', Organic Preparations and Procedures
International, 2: 4, 281 — 283

To link to this Article: DOI: 10.1080/00304947009458629
URL: http://dx.doi.org/10.1080/00304947009458629

PLEASE SCROLL DOWN FOR ARTICLE

Full terms and conditions of use: http://ww.informaworld. confterns-and-conditions-of-access. pdf

This article may be used for research, teaching and private study purposes. Any substantial or
systematic reproduction, re-distribution, re-selling, |oan or sub-licensing, systematic supply or
distribution in any formto anyone is expressly forbidden.

The publisher does not give any warranty express or inplied or make any representation that the contents
will be conplete or accurate or up to date. The accuracy of any instructions, formul ae and drug doses
shoul d be independently verified with primary sources. The publisher shall not be liable for any |oss,
actions, clainms, proceedings, demand or costs or damages whatsoever or howsoever caused arising directly
or indirectly in connection with or arising out of the use of this material.



http://www.informaworld.com/smpp/title~content=t902189982
http://dx.doi.org/10.1080/00304947009458629
http://www.informaworld.com/terms-and-conditions-of-access.pdf

13:47 27 January 2011

Downl oaded At:

ORGANIC PREPARATIONS AND PROCEDURES, 2(4), 281-283 (1970)

CORYPALLINE
A. Brossi, J. O'Brien, and S. Teitel

Chemical Research Department
Hoffmann-La Roche Inc., Nutley, New Jersey 07110

MeO MeO
RO: : i HO \Me-HC1
v

I, R = Me*HBr
II, R=H
III, R = H-Mel

The known alkaloid corypalline (IV)]"2 can be
conveniently prepared from 6,7-dimethoxy-3,4-dihydroiso-
quinoline (1)3. Treatment of I with agueous 48% HBr gives
the monophenol II, Catalytic hydrogenation of its
quaternary methiodide III affords directly the alkaloid as
its hydrochloride IV in good overall yield,

This procedure is another example of the utilization
of the partial O-demethylation of 6,7-dimethoxy-substituted

4

3,4-dihydroisoquinolines™ in the synthesis of phenolic

tetrahydroisoquinoline alkaloids.5
EXPERIMENTAL
A solution of 30 g (0.11 mole) of 6,7-dimethoxy-3,4-

dihydroisoquinoline hydrobromide3 (I) in 160 ml of 48% HBr
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is stirred at 95° for 6 hr and evaporated under reduced
pressure, The residue is dissolved in 100 ml of H,O0,
adjusted to pH 10 with 50 ml of NH,OH and stored at 4°
overnight, The crystals are filtered, dried and recrystal-
lized from 50 ml of MeOH to give 8.9 g (63% based on 20.8 g
of I) of 7-hydroxy-6-methoxy-3,4-dihydroisoquinoline (II),
mp 189-190° (lit.4 mp 189-190°). The aqueocus and methanolic
mother liquors are combined, concentrated to 100 ml, adjusted
to pH 13 with NaOH and extracted with CH,CI, (3 x 100 ml),
The extracts are evaporated, the residual oil dissolved in
ethanolic HBr, evaporated and crystallized from 50 ml of
ethanol to give 9.2 g of I.

A mixture of 8.9 g (0.5 mole) of II and 18 ml of Mel
in 500 ml of MeOH is stored at 25° for 17 hr, concentrated
to 300 ml, diluted with 240 ml of Et,0 and stored overnight
at 4°, The crystals are filtered, washed with Et,0 and
dried to give 15.1 g (97%) of 7-hydroxy-6-methoxy-2-methyl-
3,4-dihydroisoquinolinium iodide (III), mp 216-218° (1it,®
mp 218°),

A solution of 15.1 g (0.475 mole) of III in 600 ml of
MeOH is hydrogenated in the presence of 2 g of PtO, at
50 psi and 25° until the hydrogen uptake ceases. The
catalyst is filtered, the filtrate neutralized with NaHCO,,
evaporated, the residual solids dried and extracted with

Me,CO. The extract is acidified with ethanolic HC1,
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evaporated and crystallized from 100 ml of EtOH to give 9.8 g
(90%) of corypalline hydrochloride (IV), mp 203-204°,
identical in mmp and spectral properties with a sample
prepared by another route.2
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