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TWONm ONTHELASTSTAGES OFADLRESERPINESYNT~IS 

U. Rotiva, J. 0. Jilek, I. Ernert and L. No& 

Phamaoeutioal md Bioohemioal Raaearoh Inrtitufe, Prague 

(&oeivrd 5 June 1959; in revired form 18 July 1959) 

WEISEWBGRW aud Dia4.i' have already noted that a oombination of the 
n 

prinoipl8 of Woodrard'8 total ryntherir of re8erpin8" with their reduotion 

I88fhOd' "would form the b88ir for an alternative path to re8erpine". We now 

wi8h to r8port our rerultr in the realieation of thi8 idea, reaohed 

indep8nd8ntly of the 8ugge8tion of the above author8.l 

g Methyl 0-aoetyldrhydrorererpate perchlorate: m.p. 208'1 (Found: C, 

54.lSi 8, 5.711 N, 5.08. C25E#N2010 require8 C, 54.10; II, 5.63; N, 5.05), 

obtained from~ methyl G-aoetyl-3-oxo-2,3-8eoore8erpate2 by th8 aotion of 

phorphorur oxyohloride and then 8OdiIIIII perohlorate, wa8 reduced with sine 

and p8r8hlorio aoid in a8eton8-tetrahydrofurau-water3 8nd the product 

(r.p. 243-245') wu deao8tylated by hot q ethauolio 8odium methoxide to a 

mixture - 8eparatrd by ObrO8atOgraphy on altII8ina - Of 3 part8 fi methyl 

rererpaket2 B.P. 240-242'; (Found: C, 67.001 H, 7.401 N, 6.80$ OCEf, 22.68. 

l F. L. Weirenbom and P. A. Dia88i, J. Amer. Ch8m. Soo, a, 2022 
(1956). 

2 

3 

FL B. Woodward. F. E. Bader, Ii. Biokel, A. J. Roy and R. W. Elerrtead, 
m $1 (1958). - 

L. v011118, 0. l&ll8r, B. Joly, 0. Nomine, J. Yathi8u, A. Allair, J. 
Wamant, J. Vallr, R. Buoourt and J. Jolly, Bull. Soo. Chk. R, 673 
(1956). 
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C2$3ON205 requires C, 66.64; H, 7.30; N, 6.76; OCa3,, 22.46. 1-B. (CHC13) 

1630, 1732, 2830, 3475 ca'l ) and 1 part a methyl ieoreeerpate: m.p. 

266-267'; (Found: C, 66.37; H, 7.18; N, 6.80; 0Cli3, 22.72. C23H30N205 

requires C, 66.64; 8, 7.30; N, 6.76; OCE3, 22.46. I.B. (CHC15): 1632, 1732, 

2760, 2800, 2830, 3475 om-' ). The former wae compared with 1 methyl 

rewrpate4 by means of infra-red epectroecopy and paper chromatography; no 

difference was found. With acetio anhydride at 100' it gave _1 metbyl 

0-aoetylreaerpate: m.p. 275-276'; (Found: C, 65.92; f[, 7.34; N, 6.15; 0CH3, 

20.54. c2fi2 2 6 N 0 requirea C, 65.77; H, 7.07; N, 6.14; OCJ$, 20.40). The 

conversion of $_ methyl reserpate into fi reeerpine: m.p. 256-257'; (Found: 

C, 65.29; 3, 6.59. C33340N209 requires C, 65.11; H, 6.62) by reaction with 

3,4,5-trimetboxybenaoyl ahloride in pyridine2 oould largely be improved by 

the use of shorter reaotion time (20 hr), by decreasing the exoeaa of the 

acid ohloride to 50 per oent only, and by ueing very pure pyridine 

(purified by way of the cryetalline perohlorate): e yield of 72 per cent of 

the theoretioal could thue be obtained. 

An analogous approaoh ICSB used in the deeerpidfne eeriee: $J. Methyl 

0-croetyl-5-oxo-2, 5-eeoodeeerpidate (m.p. 215°)5 was converted to 3 methyl 

0-aoetyldehydrodeaerpidate perohlorate: m.p. 175'; (Found: C, 53.01; H, 

5.43~ N, 5.23. C24H29ClNpO9*$0 requiree C, 53.09; Ii, 5.75; N, 5.16) and 

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

4 
L. Dorfman, A. Furlenmeier, 
rtiUIamy, J. Y. Nueller, 

5 : 

Holv. chim. Aata 32, 
'7 

C. F. Huebner, B. I*XObB, E, B. 

$. Sghllttla, B. Sohmyser aad A. B, St. 
59 (1954). 

L. Blkba, J. Weiohet, J, ZvGek, S. %molik and B. K&u, Coil. Cneoh, 
Ehe= oean, a!, In p=ee (1959). 
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N, 7.15; oW3r 15.92. C22B2BN204.B20 require8 C, 65.65; H, 7.51; N, 6.961 

om3, 15.lrr. LR. (cEC13): 1730, 2850, 3480 am-l), which cari be tramformed 

into G deeerpidine.’ 

In another aeriee of expertients Woodw~d’% 2-methoxy-3-hydroxy-7-y-7-oxo- 

A*,ie-octslin-1-carboIylic aaid wa% converted into the la&one I (m.p. 

179-181°)6, whiah by oaonization and further by reaction with ti-msthoxy- 

tryptamine followed by sodium borohydride reduction gava & 3-0x0-2,3- 

neuoreserpic acid lactoxan: II, m.p. 184.5-185.5’; (Found: C, 66.48; B, 6.42; 

0CB3, 15.81. C22H26N205 requiree C, 66.31; H, 6.58; 0CE3, 15.58. X.B. 

(CHC13): 1633, 1787, 2840 em’“‘), Thie aould be cyclised by pboepbonu 

oxgchloride to fi dehydroreeerpic acid lactone: perchlorate, m,p. 309-311’; 

(Found: C, 54.51; B, 5.36; N, 5.79; W$, 12.73. C22~5C~208 requires C, 

54.95; R, 5.21; N, 5.83; W3, 12.90. I.R. (Nujol): 1623, 1774 cm-‘). 

* 6 E. Adlerova, L. Blaba, Y. Borovicka, I. Erneef, J. 0, Jilek, 
B. Kakac, L. Novek, .M. Rajener and 11. Protiva, Call. C%ech. Chem. 
w & In pm%% (19591. 
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The oonverelon of dehydroreeerpio acid lactone into reaerpic acid 

laotone and hence into reeerpine hae already been described by huller7 and 

Woodward.* 

The authors are indebted to Dr. B. Kak&c’ for reoording and 
interpretating the spectra, to Dr. K. Macek for paper ohromatographic 
analyzer and to all membere of the staff of the Analytical Laboratory of 
our Inetitute for their helpful aeeietance. 

7G. Afuller, Pr. Pat. 1,164.747. 


