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Slbiromycin, an antitumor antibiotic pO88e88illg pI'OnOulICed 

8CtiVity 8g8inst 8 number Of tran8plant8ble tumor8 Of 8llim8l8, 

h88 been isolsted from the culture filtrete of ectinomycete 

StreDtO8TJOr8ngiI8!l SibiriCUIl /I ,2/. 

MeQU3nolysls of aibiromycin in refluzdng 9% methanolic EC1 

8ffOlded 8 mixture Of the 8nOmeriC methyl glyCO8ide8 Of 8n &O- 

monosaccharide, named sibiro8amine. Methyl sibirosaminides were 

isolated from meth8noly8ie mixture neutralieed with Dowex Id 

@CO;) by chromatography on Dowex !5OxS (NH@ with I# NH4OH used 

8s an eluent. An oily product obtelned after evaporetion of the 

solvent In vacua below 35' ~88 epplied to 8 column of ailica gel. 

Both anomers of methyl aibirosaminide were reedily separated 

by the use of the solvent system benzene-acetone(I:I). tie momer 

accounting for 90% of the mixture w8s obtained as a cqstalline 

hydrochloride, m.p. 184-W', 4 E" -50' (246,water). The eecmd Ll 

anomer w8s obtained 88 an amoqhou8 hydrochloride, mop. 178-17g", 

I 3 4 2o D +75’ (I%,W8tW). On the ba818 Of elemental 8n8l78iS end 

molecular weight detenuinstlon (mass-epectrometry) molecular for 

mul8 Of methyl siblroaaminide w88 C8lCul8tOd t0 be c##O4 

@+ 205) /3/o 
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btylation Of the l6eVOrot@ry 8nomer of met;hyl sibi,ro~~~- 

de with mdic Fo4gdride In methsnol yields cryst.SM.ne methyl 

+=etgl-sibizxmminids, OI#Z2INO5 ZM+ 247). tip. 32%126', 

fd3 ~ow12~ (0~3%,meth8nol), 3 max @HCl,) I635 (N-ILO) and 

3450 COEI) Cm-I, 6 I.96 0?i singlstg N-COCH3) . Acetylatlon of 

the 8-e snomer with acetic enhydride 3.n midhe sffords crystal- 

line N,O-diacetate, CI?l&r3N06 &+ 28fl), mop, I35-I36*, I&]: 

70' (0.4%,1m;hsnol), $ mex(CHC13) 1635 WAC), 1748 (O-AC) and 

3450 (OH) cl6 , 6 2.15 (68 singlet; N,O-AC). Tube additional 

acetylatSon of N,O-dlecetate with acetic 8nh@rYide in trletbyl- 

smine in the presence of ~lmefhylsmlno-pyrldine /4/ affords 

crystellirm N,O-triacetate, C15%5N07 (M' 331), m-p. I27-I28', 

[d] zO-25' (0~3%,methanol), $ mex(CW13) I635 and 1748 czn'I, 

6 I.95 * 2.05 and 2.26 (three 3X sin@ets). 

Oxidation oimetbyl sibirosamafnide with periodate resulted in 

the consumption of Wo moles of oddant. hong the products of 

oxidation there were no volatile carbonyl compounds (negative 

reaction with the 2 $-dinsitrophen@ydrasine), but there was 

found methiplemfne (isolated 8s the 3,Fdlnitrobensoste). Oxi- 

dation of N-aceel-sihirostinide resulted in the uptake of one 

mole of periadete; di- &nd triecetstes consumed no periodate. 

These data show that In the molecule of methyl si~irosaminf~e 

there is the frapent -C(CEI)-C@H)-C(N~e)-. The reads clssW?e 

of the sugar frcn the parent antibiotic precludes the presence 

of au -0 function at C-2, thus C-2 nest c8rrg 8 OH-substitu~~ 
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Figure I. La nmr spectrum @DC13 ; 100 MKe) of methyl 

'Cmathgl~~,6-dideo~3-C~~~~-D-rUtropyrmoeide. 

!lhe %I mar spectzum of the glycoside hydrochloride with [dJ,'B 

-50' is presented in Figure I. Ubserved signals are 88 follows: 

I.37 (L-,8); 1.41 (=3,d, JcR3,5 = 6.2 Hz); 2.86 m-3, 8); 

2.98 a*, d, J4,5 = 10.0 He); 3.38 tw, 8); 3.45 @i, d, 

J2.1 t I.7 Hz); 3.94 Qr-g, dq , J5,4 ~10.0 He; J 
5*T 

= 6.2 He); 

4e.65 @S, d, JI,2 = 1.7 He). me splitting pattern and wtu- 

dea of the coupling constants established the relative stereo&e- 

mistry at C-4 sod C-5. The large value of J4,5 (IO.0 Hz) require8 

H-4 and H-5 to be trana-diradal. The dublets observed for H+2 fmd 

H-4 show that C-3 must be disubetituted, a fact confirmed by the 

uncoupled3-CH3 signal andbythe formationoftriacetate of 

methyl sibiroseminide. 
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5 evidence for ti absolute atereodmmiatrg at ~-5 ti C-I 

=aa obtained from periodate oxidation of the aibiroaM&e with 

[QO+Oo. w e amceded in iaolStiag fromthe oddationmi* 

5 ~DkethwgrDwby~ig~ycolio a~ldehyde with /d];O -8g" 

(0. S%,rater) /5/. Thi areaultpoved that C-5 hadY confl.gm(r 

~~~thetthel~o~t~ms~eibiroaaminidbie"~" mo- 

mer.5 amall value of the mupling corletmtJI,2 (1.7 H5) r5quir 

es H-2 to be equatorial. 9~ meaauremente of the change of the 

molecular rotation upon comDlexl,ng in tetradnecopper(II) aulfa- 

te solution /6/, apeoific for the aajewnt HB and aa groupa, gave 

the VtiUO A M 436 =-3000°, 
I I 

me large negative rotational shift 

togetherwithallabov e-mentioned conaiderationa allow ua to pro- 

pose for the mew aibiroamuinida the atructtm and absolute 

atereocbemietry ofmetbyl4-metbylamino+6-dideo~3-C-methyl- 

-p+al~anoaiae. 
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