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EVOLIDIXZ was isolated from the leaves of Evodia xanthoxyloides by 

IIuChes, Reill and Ritchiel, shown to be a peptide by Eastwood, Hughes 

and Ritchie 
2 
, and to have the cyclic structure I by Law, Pillar and 

Sprin@13. 

Ser.Fhe.Leu.Pro.Val.Asp(NR2).Leu 

The first attempts at synthesis5 encountered intermediates which were 

difficult to purify, but we report now the synthesis of the protected 

heptapeptide ~-benzylo~carbo~yl-~leucyl-frprolyl-~valyl-~asparaginyl 

-kleucyl-$-seryl-i-phenylalanine benzyl pentide ester. The scheme is 

G. K. Hughes, K. G. Reill and E. 
401 (1952). 

Ritchie, Austral.J.Agric.Res. A&, 

F. VT_, Eastwood, G. K. Hughes and E. Ritchie, Austral.J.Chem. p, 552, 
(1955). 
H. D. Law, I. T. Pillar and H. D. Springall, J.Chem.Soc. z, 279. 

The abbreviations for the amino-acids are those recommended in the 
Tentative Rules for Abbreviations and Symbols for Chemical Names of 
Special Interest in Biological Chemistry, published as Appendix B to 
Information Bulletin IJo. of the International Union of Pure and 
Applied Chemistry. 

J. B. Capindale and G. T. Young, unpublished work. 
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362 Synthesis of a protected heptapeptide No.6 

set out below,. 

1 2 3 4 5 6 7 

Leu :)m Val Asp(NH2) Leu Ser Phe 

Z-ONP II- OMe 

Z 
II 

OMe 

Z-ONPH CMe 

Z 
III 

c& 

Z-ONPH OMe 

Z 
IV 

OMe 

Z- ONPH 

Z- 

V 
OEle z - OH H - OBZL 

VI 
@de Z 

VIII 
OBZL 

z- 
VIl OH H OBZL 

z- 
IX OBZL 

Leu '?ro Val A5p(NH2) Leu Ser Pbe 

Z=PhCH2.0.C0.; ONP= 0.C6H4.N02(E); OBzL=O.CH2ph. 

II: m.p. 179-181°, [eyD2 -13.0' (Lit.6: m.p. 177.5-178.5'); 

III: m.p. 239-241°, IaJ"," -39.0'; IV: m.p. 230-232', LaJy -87.5'; 

Vr m.p. la-186', [sJF -66.4'; VI: m.p. 176-178', [eJy -89.5'; 

VII: m.p. 138-WOO, [eyD4 -88.0'; VIII: m.p. 129-130°,fsyD4 -10.5'; 

IX: m.p. 205-207', [ayD4 -75.5'. 

Compounds III-IX are new; in each case satisfactory elemental analyses 

were obtained; specific rotations refer to 1% solutions in 9%; acetic 

acid. 

6 R. B. Woodward, R. A. Olofson and H. Payer, J.Amer.Chem.Soc. 83, 1010 
(1961). 
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The key peptide VI 1~:: built up by the z-nitro>henyl ester r.lethod7; 

at each stage, the benzyloxycar'conyl group was removed by catalytic 

hydrogenation, and the resulting peptide ester xc used, without isolation, 

for the next couplin,rr. Compound VIII wts prepared by the use of ilicyclo- 

hexylcarbodi-imide8, and the benzyloxycarbonyl croup ws removed by meins 

of hydrogen bromide in trifluoracetic acid 9 . The dipeptiiie ester so 

obtained was condensed with VII by means of dicyclohexylcaroodi-iuide 

in dimethylformani1e, j civing crystalline protected heptepeptile IX. 

'Tile removal of the protecting croups and the cyclisation of the 

peptide so obtained rre now being investigsted. 

7 see e.g. U. Bodanszky, Ann.X.Y.icad.Sci. 88, 655 (1960). 

8 
J. C. Sheehan and G. P. Hess, J.imer.Chem.Soo. 72, 1067 (1955). 

g St. Guttmann and R. A. Boissonnas, Helv.Chim.hcta 42, 1257 (1959). 

10 K. Vo ler, 

_ 1751 7 
H.C. Studer, !':. 

1960). 
Lergier and P. Lanz, Xelv.Cl:i7.1 eta G, 


