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Pantherine @ has recently been described by Onda et al, @) » Takemoto
(2)

et al. » BEugster et al, G as well as Bowden and Drysdale (4). The

latter authors named it agarin,

We now wish to report the synthesis of pantherine via two different routes.
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Refluxing a solution of 3-bromo-S5-aminomethyl-isoxazole @ 6) (7'8'):
3.96, 1H-trislet, J~ 0.5 cps; 6.05, 2H-doublet, J~0.,5 cps; 7.85, 2H-sing-

let disappea:ing on addition of DQO) in KOH/MeOH (1:6 w/v) for 30 hours led
b)

(s]

to 3-methoxy-5-aminomethyl-isoxazole (3) °, yleld 60%, b.p. 70",

0,01
(77: 4.22, 1H-t, J~0.5 cps; 6,06, 3H-s,.; 6.19, 2H-d. J~0.5 eps; 8.20,
2H-s. disapp. D20), hydrochloride m.p. 175o dec, After hydrolysis in re-
fluxing cone, HC1 for 4 hours, evaporation of the solvent in vacuo, dis-
solving the residue in methanol/tetrahydrofuran 1:1,and addition of tri-
ethylamine, the zwitterion @ » MePe 175° dec., yleld 50%, erystallized.
Its identity with pantherine, 1solated by Eugster et al. ) , was estab-
lished by thin layer- and paperchromatography, IR- and NMR-spectroscopy
c)

as well as narcosis potentiation tests .

(6)

When methyl 3': chloro-acetoacetate and methyl orthoformate were re-
fluxed for 4 hours in abs. methanol previously saturated with dry HCl-
gas, the corrzsponding ketal @ s DeDe 12 101-1050, was obtained in 65%
yield. Treatmant of the latter with hydroxylamine in methanol at 20o for
96 hours under N2 , evaporation of the solvent, and chromatography of the
residue on a Dowex 1 X 2, 50-100 mesh ion exchanger with 2N acetic acid

gave rise to 0% XV-ch1oro-ﬁ,ﬂ-dimethoxy-butyrolwdroxamic acid @ »

Mm.pe 129—ZL',">1o after sublimation at 10'-5 Torr and 120°,

Cyclization of (5) was carried out in abs. acetic acid saturated with
dry HCl-gas, at 20° for 16 hours, Evaporation and extraction of the re-

sidue with ether, followed by recrystallization of the ether-soluble part

a) NMR-spectrs in CD013 were obtained on a Varian A-60 instrument using
tetramethylsilane as an internal standard.

b) All new compounds gave satisfactory elemental analyses.

¢) Performed ty Dr, W. Theobald, J.R. Ceigy S.A., Basle, Switzerland,
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from acetone afforded 3-hydroxy-5-chloro-methyl-isoxazole @ s MePoe
97-101° (/7: -0.47 1H-s. disapp. D03 3,98, 1H-t, J~0.6 cps; 5.50,
2H-d., J~ 0.6 cps) pK*mS: 7.40, eq., weight: cale. 133.5 fd. 132, in
80% yield. An essentially quantitative transformation of the chloride
@ in conc. agueous NH3 for 16 hours at 90° in an autoclave, evapora-
tion of the solvent,and chromatography of the residue on a Dowex 50 WX
12, 50-100 mesh ion exchanger with 2% NH_-solution completed this syn-

2
thesis of pantherine @ .
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