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In studies of the amino .acid patterns of various species one of us (F. I.) 

observe13 that acid hydroly7ates of the antiblotie Telcmycin (1) contaIned two 

Mnhydrin-reactive conrpcments that behaved like cyclic imino acids. Isolation 

of these two amino acids was accomplished by reacting the acid hydrolyzate of 

Teloqycin at pH 7.7 with 2,4,6-trinitrobenzenesulfonic acid (2), separation of 

the trinitrophenylsmino acids frcm the unchanged cyclic imino acids by passage 

through Douex-1 acetate and by subsequent ion-exchange chramatography of the 

fraction containingthe in&no acids. The firstccmpoundelutedbycltrate 

buffer, pH 3.25, was the tram-3-hydroxy-L-proline identical with that iso- 

lated from sponge (3). One gram0fTelomyd.n yielded 3lmg. of the tram 

iscaaer in crystalline formfromethanol-H20. 

Anal. Calcd. for C$sN03: c, 45.80; H, 6.92; N, 10.68. 

Found: c, 45.88; H, 6.99; N, 10.60. 

By ion-exchange chrcunatography, by paper chromatography in five solvent 

systems, by high voltage paper electrophoresis and by color reactions with 

ninhydrin,lsatinandB-naphthoquinone-4-sulfonatethe lso.latedtrans isomr 

behaved exactly as that from sponge which was identified as tram-3-hydroxy-L- 

woline (3). The L-conflguratlon was likewise assigned to this iscmer based 

on its non-reactivity towards D-amino acid oxidase. 

The cls isomer was else eluted from the colunm with pH 3.25 buffer and 

emergedlrmchlaterthanthetransisamer. It was obtained In crystaLlAne 

fom (33 mg. fYom1g. of!lklomycin) fromethaml-H20. 
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Specific rotation [o]: -91.5' i 1.5’ (c = 0.6 $ in ~20). 

Anal* calca. for CsHgNo3: C, 45.80; H, 6.92; R, 10.68. 

Found: c, 45.68; H, 6.68; N, 10.64. 

On the autonmtic smino acid analyzer (Phoenix) the peak due to the cis 

isomr overlapped that of threonlne. Llkethetrsns Isomer the cis cuqnnmd - 

gave a yellow color with ninhy&rin which absorbs maxidlly at 440 w. 

The ethyl ester of BI-carbobenzyl~-trans-3-h~-DL-~line (3) j.n 

acetone was oxidized with 8N Cr03 (4) giving the 3-0~0 cm which failed 

to crystallize. However,gea chrasstographyaswellasthinlayerchrcwato- 

graphyshowedthecmpoundtobehomgeneous. Moreover, an IR spectrum of the 

cm revealed the characteristic band at 5.63 p attributable to t& five- 

membered ketone. 

Reduction of theketone with scdiumborohydride in dhthoxyethane fol- 

lowedbyhydrolysis and subseqwnt catalytic hydrogenation over pdladium(5) 

yieLded a mixture of cis-(37s) and tram-(63$)3-h-ties. eon- 

exchange chromatographywas employed to separate the diastereoiscmsrs (3). 

The cis-3-hydmxy-DL-proline was obtained in crystalline form from ethanol- - 

%O* 

Anal. Calcd. for C5H$?3: C, 45.80; H, 6.92; I, 10.68. 

Found: c, 45.83; H, 6.944; I, 10.66. 

The synthetic and natural cis-3-hydroxyprolines proved to be inseparable - 

by paper chromatography in five solvent systems, by ion-exchange chrcmtogra- 

phy and by high voltage paper electrophoresis. The D-ismer of the racemte 

was oxidized quantitatively by D-amino acid oxidase. 

Previous work on the mine acid composition of Telomycin showed that it 

contained aspartic acid, threonine, glycine and alanine (1). Recently, z- 

thro-B-hydroxy-L-leucine was proved to be a component of Telomycin (6). With 

the use of the automatic amino acid analyzer we found that Telomycin has the 
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following amino acid composition: 

Molar ratio 

Alanine 0.97 
Aspxtic acid 0.99 
Glycine 
B-Hydxnyleucine kg 
cis-3-Jlydroxyproline 
~s+Hydroxyproline 

0.69 

Serine 
0.69 
0.87 

allo-Threonine 0.93 
Threonine 0.93 
Amide Amonia 0.61 

Treatment of the separate ieomeric 3-hydroxyprolines with constant 

boiling Hc1 for 20 hrs. at UO* results in approximately 30 $ destruction of 

each isomer. Ln neither cafse is there an interconversion of the forms. We 

believe, therefore, that the cis and trans isomers occur BB such in Telo- - 

Illpill. 
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