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WEISENBORN and Diassi™ have already noted that a combination of the

principle of Woodward's total synthesis of reurpim2 with their reduction
nethodl "would form the basis for an alternative path to reserpine". We now
wish to report our results in the realigation of this idea, reached
independently of the suggestion of the above anthorl.l

4l Methyl O-acetyldehydroreserpate perchlorate: m.p. 208°; (Found: C,
54,18; H, 5.71; N, 5,08, 02553101}{2010 requires C, 54,10; H, 5.63; N, 5,05),
obtained from dl methyl 0-aooty1-3-oxo-2,S-looorelerpato2 by the action of
phosphorus oxychloride and then sodium perchlorate, was reduced with zinc
and perchloric acid in wof.ono-i’.o‘l’.ra.hytlrofu:un-'nf.or3 u‘d the product
(m.p. 2&3—2&50) was deacetylated by hot methanolic sodium methoxide to a
mixture - separated by chromatography on alumina - of 3 parts dl methyl
ressrpate:? m.p. 240-242°; (Found: C, 67.00; H, 7.40; N, 6,80; 0cH, 22.68,
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C25“30N2°5 requires C, 66.64; H, 7.30; N, 6.76; ocnj, 22.46. I.R. (011013)
1630, 1732, 2830, 3475 cm >) and 1 part dl methyl isoreserpate: m.p.
266-267°; (Found: C, 66.37; H, 7.18; N, 6.80; 0CHy, 22.72. CyuHy N0

requires C, 66.64; H, 7.30; N, 6,76; OCH,, 22.46. I.R. (cuc13): 1632, 1732,

3¢
2760, 2800, 2830, 3475 cm™'). The former was compared with 1 methyl
reserpato'* by means of infra-red spectroscopy and paper chromatography; no
difference was found. With acetic amhydride at 100° it gave dl methyl
O-acetylreserpate: m.p. 275-276°; (Found: C, 65.92; H, 7.34; N, 6.15; OCHJ,
20.54. 025'H32N206 requires C, 65.77; H, 7.07; N, 6.14; OCHj, 20,450). The
conversion of dl methyl reserpate into dl reserpine: m.p. 256-2570; (Found:
c, 65.29; H, 6.59, C3SH&0N209 requires C, 65.11; H, 6.62) by reaction with
3,%4,5-trimethoxybenzoyl chloride in pyridine2 could largely be improved by
the use of shorter reaction time {20 hr), by decreasing the excess of the
acid ohloride to 50 per cent only, and by using very pure pyridine
(purified by way of the crystalline perchlorate): a yield of 72 per cent of
the theoretioal could thus be obtained.

An analogous approach was used in the deserpidine series: dl Methyl
0-acetyl-3-ox0~-2, 3-secodeserpidate (m.p. 21'5")5 was converted to dl methyl
O-acetyldehydrodeserpidate perchlorate: m.p. 1750; (Found: C, 53.01; H,
5.43; N, 5.25. 02&H2901N209.H20 requires C, 53.09; H, 5.75; N, 5.16) and

further to dl methyl deserpidate: m.p. 140°; (Found: C, 65.73; H, 7.10;

4 .
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N, 7.15; 3083, 15.92, 022528N20h'320 requires ¢, 65.65; H, 7.51; N, 6.96;
0(:53, 15.42, I.R. (cnc;s): 1730, 2850, 3480 cn"l), which can be transformed
into dl deaerpidine.5

In another series of experiments Woodward's 2-methoxy-3-hydroxy-7-oxo-
As-cia-octalinul-carboxylic acid2 was converted into the lactonme I (m.p.
179-181° )6, which by ozonization and further by reaction with 6-methoxy-
tryptamine followed by sodium borohydride reduction gave dl 3-oxo0-2,3-
secoreserpic acid lactone: II, m,p. 184,5-185.5%; (Found: C, 66.48; H, 6.42;
0033, 15.81. 022326N205 requires C, 66.31; H, 6.58; 0(}33, 15.58, 1I.R,
(05013): 1633, 1787, 2840 cm"l). This could be cyclized by phosphorus
oxychloride to dl dehydroreserpic acid lactone: perchlorate, m.p. 309—311";
{Found: C, 54.51; H, 5.36; N, 5.79; 00!13, 12.73. 022325C1N208 requires C,
54,95; H, 5.24; N, 5.83; OCHj, 12,90, I.R. (Nujol): 1623, 1774 cm-l).
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The conversion of dehydroreserpic acid lactone into reserpic acid

7

lactone and hence into reserpine has already been described by Muller’ and

Woodward.2

The authors are indebted to Dr. B. Kakdé for recording and
interpretating the spectra, to Dr. K. Macek for paper chromatographic
analyses and to all members of the staff of the Analytical Laboratory of
our Institute for their helpful aasistance.
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