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Valeroidine (1) lr derived from (-)tropauo-3ua:.6@3iol 

while ite antimer ia the alkamine of 6$-tlgloyloxy-3a-hydroxy 

tropane (2) and of 3u.6fl-ditigloylorytropa (3). 

The relative eonfigurationa of the hydro41 group6 in 

raleroidlne were e~tablltshed by ohemloal methodm (4,5,6), the 

abrolute oonflguratlon ham been deduoed from the strong right- 

wards shift of the /a/D value during the oyoliaatlon of (->n- 

ethoxyoarbonylmethjl-3u.6Pdihydroxytropauium Iodide to the 

(+) la&one and by adopting (7) Eudeon’# laotone rule (8,9). 

In oonaequenoo, the 3&6g oonflguration was ascribed (7) to 

the (-1 derivative and henoe the 3gt6g etructuro to the (+) 

antimer. 

Despite the general validity of thlr empirioal rule 

- except for a eingle case (10) - it eeemed derfrabls to oheok 

the correctneee of this deduction bj unequivocal ohemioal in- 

teroonrereions. 

Firet, deetruction of the 6-membered ring, without 

affecting the 5-membered one, leading to 4-0x0 proline of 

lcnown configuration (11) appeared to be the most simple 
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approach. Direct oxidation of either tropan-3-one or ita 

6-eubstituted derivativea with a variety of agents, u. 

selenium dioxide, lead tetraacetate, Fenton'8 reagent, wet 

eilver oxide, potaesium hypobromite failed to give any iden- 

tifiable products, s. I-methyl-succinimide or B-methyl- 

pyrrolidine-2.5~dicarboxylic acid. Accordingly, we attempted 

to carry out a more syetematic degradation of that ring by 

converting tropane-3-one via the bie-ieonitroso derivative 

into 2.4-diemino-tropan-3a-ol followed by cleavage with 

eodium periodate. Consumption of 2.0 moles of periodate and 

formation of 2.1 moles of ammonium chloride has been observed, 

however, neither the expected dialdehyde, nor ite oxidation 

product, u. N-methyl-pyrrolidine-2.5~dicarboxylic acid 

could be detected, although the latter was eynthesized for 

sake of comparison, following the lines given by Willstiitter 

(12). The compound showed a very characteristic UV absorption 

at 264 mp permitting eaey identification. 

H2N-Me + BryH CmCzH5 e 

H,C -CH, 

Ae a second alternative, 6-methoxytropane-3-one (13) 

wae converted into the 2.4-dioximino derivative and this re- 

fluxed with 65% nitric acid. Methoxyeuccinic acid contami- 

nated with some oxalic acid wae obtained in 20% yield, m.p. 
I 
104O - 106' alone and mixed with a specimen prepared by 
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methylation from (+> malic acid with eubeequent hydrolyeia 

of the eater. Based upon thie eucceee, 6-methoxytropane-3-one 

was reeolved by (+> tartaric acid (tartrate, m.p. 132'; 

MD + 23.9' (H,(I); found: C, 48.82, 40.95; H, 6.67, 6.65; 

N, 4.65, 4.72%. Calcd. for Cl3H2lNOB: C, 48.90; Ii, 6.63; 

N, 4.39%). and the dextrorotatory derivative (Found: 1, 

8.61%. Calcd. for CgH15E02z H, 8.26%; /a/, + 23.1' (H20) 1 

converted into the dloximino ketone hydrochloride (Found: 

IV, 16.28; Cl-, 13.50, 13.65%. Calcd. for CgH14A304C1: I, 15.94 

Cl-, 13.45%; WD + 0,7' (H20) >, and thie, in turn, oxidleed 

by nitric acid to give g(-)aethoxyeuccinic acid identical 

with a specimen obtained from s(-)malic acid by methylation 

(14). The (+I ketone wae hydrogenated catalytically to 6(-)me- 

thoxytropine (/a/, - 10.4' (H20) ). Correlation of the came 

with (-)tropane-3a.6p-dial rae achieved in two etepe: (I) 

acetobromolyeie of this methoxy compound gave methyl bromide 

and (-)3a.6B-diacetoxy-tropane (/a/D - 16.1' (ethanol) >; 

picrate m.p. 193') without affecting the C-O bond at the 

asymmetric centre at c6' Thie (-)3.6-diacetoxy-tropene proved 

to be identical in every reepect with the product we obtained 

by acetylation from the alkemine of natural valeroidine. (ii) 

Furthermore, deacetylation of the diacetate gave pure (-)3a.6@- 

tropane-dlol (m.p. 207.5' - 211'; /Q/D - 17.4' (ethanol) ). 

S(-)methoxy ruccinic acid 
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This provldee unequivocal evidence that the relative 

configuration of the rethoxy group In (+)6-methoxytropane- 

3-one Is $ and has the absolute configuration 2. Conaequent- 

ly, (-)tropane-3.6~dial from Javanese Coca leaves and also 

raleroidine have 2 configuration at C6. Hence, all theee 

OH 

65 3s 

compounds possess 32:6s configuration, quite opposite those 

deduced in previous investigations (7) by adopting Hudson’s 

lsctone rule. Thus, the 3g:6g configuration is valid for the 

dextrorotatory alkamlne both of 6g-tigloyloxytropane-3a-ol 

from leaves of Datura corninera and of 3a.6$-dltigloyloxy- 

tropane from Datura ferox, innoxia and stramonium. 

The reason for the failure of Hudson’s la&one rule aa 

observed above, still calls for further investigation. Full 

details of this work will be published in the Journal of the 

Chemical Society, London. 

The authors are indebted to the Hungarian Academy of 

Science6 and to the United Pharmaceutical Works Ltd. for 

financial support, to Mrs. M. Boross, I. Sarkady and E. Tat.& 

for the microanalyses and to Mr. Iv&n Pal for his technical 

assistance. 
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