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The huniya WipcptWO was w in m@nction with RP-HPIX to assess tQe extent of mccmhtion 

during solid ph4e th@nmt qm&mtions. ,~-Gly-Ala-Lm-OH ami H-Gly-D-Ala-Leu-OH v&re$yntbsii 

bystepwisesolidp~methods,pufifiedb;y~lfiltrptianandRp_Hpu=andc~by~~~ 

analysis and mass spectromctry. Mktures of tkm sbuukds were sepamkd on a Vydac C18 cohmn, ehWi 

isocely with the solvent qixtm 0.1% TFA in water/methanol (92:8). Pepthkwere &ected at 208mn 

and the responq was hear over the ccHccm&on lIulge 0.012-12mM. These .co~ns allowed the 

detimionof0.1%0foaeep~htbr?pnseace0ftlieothcr. 

Eoc-Gly-Ala-OH was prcparai by $I! hydroxysuccinitni& lxlethd” and coupled to.Lml-PAM msin 

in various solvent system acuxdhg to the scheme presmxi below. Solvents used wcxe DMP, NMF, TPE, 

DMP/DCJM (l:l), NMP/DCM (1:l) aad TPWDCM (1:l). In addition, the solvent mix&es NMP/DMSO 
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Boc-Gly-Ala-OH + Leu-PAM 

I 



Solvcnt~~ 1 96 Yield s WDEpillMX 

DIC 1 DIC+HOBt DIC 1 DIC+HOBt 

Dh@ 67.7 97.1 18.0 0.1 
I I 

DhBVDCM (kl) 89.9 98.7 11.8 co.1 

24.3 77.6 16.8 2.7 
Preformed ester - 93.0 - 2.0 

NMP/DCM (1:l) 95.6 98.5 11.7 co.1 

NIvfwDMso (85: 15) 
pnfolmcd ester 1 11 1 z:; 1 :_ 1 ::: 

18.2 54.1 I 8.7 2.0 

TFEmCM (1:4) 78.9 92.2 1.6 co.1 

TFEmCM (1:l) 1 18.7 1 97.1 I 3.5 I 0.2 
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1. Symbols and abbviations are in accord with the -on6 oMe IUPAMUB Commission 
on Biochembl I’$qmencjature (J. ZW. Ckn+., 1972,247,97’7). All op?kally act&e amino acids am 
of the L variety unless otherwise stated. Gther abbwiations ir&de the followin&: Boc, tert- 
lnllyloxyc&a@ BGP, bHK4%fbl-~~yl~dimcthy~~ w; DCCI, 
d~ycl~~l~~, DC&I, ~; .DIC, ,~~; DIEA, N,N- 
diiropylerhylamiq DMF,‘“N,Ndimethylf~, DMSO, My1 s&oxide; HGBt; l- 
hydroxybenzotriazole; NMP, N-methylpym%iiine; PAM, phenyke~&b~hyl; RP-HPLC, 

2. 
3. 
4. 
5. 
6. 
7. 
8. 
9. 

10. 
11. 
12. 
13. 

lb@ &qma@mphy; TPA, trifluoti acid, TF%, 2,2,2- 
~~ acid. 
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