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An a-Aminoglycine Derivative Suitable for Solid Phase
Peptide Synthesis Using Fmoc Strategy.
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Abstract; a-Boc-amino-Fmoc-glycine was prepared in two steps either (rom ¢-butyl carbamate or from 9-fluorenyl-
methylcarbamaltc and used in Solid Phasc Peptide Synthesis to prepare o-aminoglycine-containing peptides.

A number of methods have been developed to prepare differentially protected a-aminoglycine! but
until then none allowed to obtain Fmoc-protected a-aminoglycine. This compound would be ideally suited
for Solid Phase Peptide Synthesis using Fmoc strategy leading to a—aminoglycine-containing peptides.

(HO),CH~-COOH NH-CO-O-R
R-O-CO—NH, + + _aorb _ (CH3),CH-$—
HS—CH(CH,), COOH
1a:R=#Bu
1b: R = fluorenylmethyl 2a or2b
R-0-CO—NH,
Fmoc-NH COOH cord
Boc-NH 3 THF

a) 1a: diethylether, r.t. overnight. b) 1b: toluene, PTSA, Dean-Stark, reflux 2h,
¢) 2a: +NBS at 0°C then reflux 2h. d) 2b: +NBS at 0°C then 2h r.t;

Glyoxylic derivatives 2a2 and 2b3 were easily obtained by reaction of the corresponding carbamate
1a or 1b* with 2-propanethiol and glyoxylic acid hydrate. A similar compound has been already obtained
from a-hydroxy-Z-glycineS.

Treatment of compounds 2 by NBS in THF in the presence of the corresponding carbamate 1a or 1b
afforded a-Boc-amino-Fmoc-glycine 36 in 75-80% yield. a-Boc-amino-Z-glycine was previously prepared
by displacement of isopropylthio group by r-butyl carbamate in the presence of mercury salts5,
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Using compound 3 a—aminoglycine could casily be incorporated in a peptide using Fmoc-based

Solid Phase Peptide Synthesis strategy as exemplified by the synthesis of the octapeptide Ac-V-S-Q-N-F-
G(NH2)-1-V-OH’. Since no control of the stereochemistry of the chiral center was attempted at the first
step, compounds 2 and 3 as well as the a—aminoglycine-containing peptide were obtained as racemic
mixtures. Applications of a—aminoglycine containing peptides will be reported elsewhere.
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(DMSO0-dg, 62.5 MHz): § 23.07; 23.52; 34.63; 46.57; 55.41; 65.98; 119.94; 125.25; 126.93; 127.55;
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spectroscopy (chemical ionization, NH3): m/z 413 M+H; 430 M+NH3.

Synthesis was performed using a MilliGen 9050 PepSymhesizer"‘ with Fmoc-amino-acids
pentafluorophenyl esters except compound 3 which was incorporated using N-N'-diisopropy!
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diastereoisomers could be resolved by C18 Reverse-Phase HPLC (CH3CN-H20, 0,05% TFA)
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