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The mctabolitc myriocin, isolated in 1972 from the tbamojthilic funp kQri0wccun1 aibomyces, was 
shown to exhibit a potent kmmmosupprWdve activityl. very rccult bio@ical rwults lWcalal that myrkia 1 
(thamozymocidin)wasalmosttwoadaof~~~~tthan~~~A2~.Inviewoftbese 

fmdin~myriocinisbcingcom&rcdasa~fbrcliniccllrpplicatoas4. 
lllCfhttOQllQ7lthCSiSOfl@OCh,repated marcthaatulycarSago5.qwaS~mpliSbcdwithpolx 

&stereoselcctivity, due to a Sacka reaction-based strategy in farming the crucial a,u-dk~bstituted amino 

nitie precursor. A subsequent. very elegant formal synthesis of myriocia 1, using W(0) catalysed cis- 
hydmxyamination of a ca&ob* derived vinyl cpoxkk as its key step, was also disclosai~. Howevcq io this 
scheme, the transfarmation of 288 into the inmte 6b required 13 stcps7. In this letter, we report the 

stcxcoselective convasion of h into 6b in only 6 steps (overall yield 21%) making optically active myxiocin 

!synwwuymorere3dilyav8ilnbk. 

Afewyerrsaeo,~have~thu~roaadenrprion,in~pnsenceofpotagsiumt-b9ltoxide,of 
samecarbohydrueketoawwithchloromzhypptdylstllfom~~s~~y~xysulfonres9.In~ 

ptience of aaide ion, the latter afT6rdad bra~~&ukbain functiunalkd aizkio-sugan59_ The same reaction 
sequence on ketones. 28 and 2b led only to rapid dceomposition. However, treatment of 2r with 
dicbloromcthyllithilun. as described by Sato and al.lOJl, afforded a,+poxy chkxidcs 3 which+ without 

isolatiolzinthe~~ofa;cideionfurnirhedcleurly,bySN2r#ctiaaattbe&crrbwrelrtinaotbechlaine, 

the key a-a&lo lldehyde 4 [a]D - 25 (c 1.03. CHCl3) of (Q-coafigumtioa (55% ovaall yicld)l2. A similar 

t3apmccfromkaone2b13gavctwo~rldehyder(2: l)isaaK&atC-5. 
Hydrogenolysis of 4 @‘d-C, H2. &OH, 3 bars) was fdowed by bcnzoylation of tbc intumediate !!a 

leadingtoSbasamixtunafrwouKwar(~from4).Swan~d5bgavethe~60(8646) 
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28 R=TMMS 

2bR=Bn 

1 

[a&‘) + 32 (c 0.72, CEKl3), whose configuration at C-2 was ascertained by a 400 MHz NOESY expuirxmt~4 

(Figure). 

Desilylatim @I’Bu4+ F-, 97%) of 6a afforded 6b, [a]~ + 33 (c 1.0, CHC13); lit? [a]p + 19 (c 0.3, 

C!HC13)15. The 1H ?MR spectrum of 6b exhibits chemical shifts and coupling constants identical with its 

m spcctmm7. Rama Rae et al.7 have described the trmsfommtion of lactone 6b into aldehyde 7 whi& had 

&.lrcady been commtcd into myriocin I 6. Thus, the present work can be consMcrcd as a relatively shoat, 

iWW&ctive f& synthesis ofmyriocin 1. 
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In our earlier investigations9. the method using Moromethyl p-tolylsulfoae followal by aaide ion 

treatmntrevealedfarfrosl~~in~@branchd-chrrin~sulprs.Fa~artmentoflcetoae 

816 lad oat~y to wtion and ketone 1117 ~pve only the elimination product 12 ca]D + 33 (c 0.74, 

==l3). 

I R,-bMe;R2=H 10 RI =OMe; Rz=H 

9 Rl=H ;R2=Ct& 11 R,=H ;R2=OMe 

13 R1 -OW;R2=H IS R1+OMe:R2=H: 

14R,=H :R2=OMe 
R, =CWO:R4=N3 

16 Ill-H ;R2-OMa 
Rs=N3 ;R4=CH0 

In view of the good results obtained on ulose 2a when applying Sato’s procedurel0~ 11, four 

carbohydrate ketones 8l6,9**. 1019 ad 1117 were-withdichl~thyllithillmmandcnldereactioil 

produa wele treated with azide nucleoj4lile. The following cc-a&o akkhydes wex obtaiW& tWpectively, as 

theonlyisomrs: l3 (52%) [a]D - 54 (c 0.98, CHCl3),14 (50%) [aID - 22 (c 1.03, CHCl3). 15 (46%) [a]D - 

119 (c 1.03, CHClg),l6 (54%) [a]D + 43 (c 0.95, CHC13). compound l5, whose absolute configuration at C- 

2 is identical to that in the su-disubstituted amino acid 1, appears to be a further UUM&& as starting ma&al 

for an enantioselective synthesis of myriocin and its analogues. The configuration at the qmuemary carbon was 

easy to determine by 13C NMR s pectroscopy as described9, only in case of 14. For all the brmched-chain 

sugars the stmctures were unambiguously ascertained by means of nGe results by selective irradiation of the 

respective aldehyde ptutons and inspection of tht behaviourof the neighboring hydtogen atans. 
The new branched-chain a-azido aldehydes may prove to be highly useful synthons for the 

enantioselective synthesis of a variety of biologically impoxtant ga-dimbstitmd amino acidsa. 
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