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Interest in the biogenesis and pharmacological properties of the ergot alkaloids has led to 

a number of attempts to convert ergot clavine alhaloids to lysergaldehyde (r. P = El) sml lysergic 

acid (4, B - Oli) derivatives but these efforts have beeu largely wllmmssflll.1*2 The CoQversion 

of elywoclavine (l.J to lysergic acid methyl ester (4, B - 0CW3) has OabacnaChievediil~y 

30% yield and is the subject of this report. 

Bach and Korufeld3 described the synthesis of 10-methoxy-A8'g-l~de (2) by the 

manganese dioxide oxidation of the l(kmthoxy derivative of elymxlmim obmfnedbyrsdactiouof 

the uethoxy ester 2 (R - 0CH3>. 
4 

We later prepared 2 in 55% yield by th direct oxidatiou of 

elymoclaviue (&) with manganese dioxide in methanol. 
5 

The cyanide-catalyzed oxidation of.the aldehyde 2 with waqumsediowide iumethawlpro- 

vided the methoxy ester 3 (R = OCH3), m.p. 184-186', in 65% yi&k7 k?dwctiouof~@=OCW3) 

with zinc and acetic acid3 gave nearly 80% yield of lysergic acid lethyl ester & R - 0Cl13), 

m. p. 164-166'. The identities of 2 aud 3 were verified by caparison of tbcir tic behmior, uv, 

ir. umr, and mass spectra with those of authentic reference compomds. 

1 2 2 

Gory, et al.6 -- found that the cyanide-catalyxed oxidation 

4 

of~iumtlnnolcalldbe 

directed to give either the wethyl ester (with active Ma02) or carboxylic scid (with AgO). Bar 

ever, our attewpts to prepare lysergic acid (4, B -OH) viatheLugeuticowideowidati4mof 
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2 have thus far been unsuccessful. Based upon the work of Gilman' it was also anticipated that 

lysergic acid awides could be prepared by substituting the appropriate amine for methanol in the 

oxidation of 2. By this weans we have prepared the diethylamides 2 and 4 (R - N&2) and there- 

fore expect that this method will prwe to be general for the preparation of lysergic acid 

smides. Thus, lysergic acid derivatives have been prepared from ergot clavine alkaloids in 

reasonable yield for the first time. 
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