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INCORPORATION AND METABOLISM OF ETHAMBUTOL
IN RAT ORGANS*

Toshihiko HARA and Harukata BABA

(Received for publication February 14, 1970)

The distribution and metabolism of SH-labeled D-2, 2’-(ethylenediimino)-di-1-butanol (etham-

butol) in the rat have been studied.

The intraperitoneally injected ethambutol was taken up

rapidly into such organs as kidney, liver or lung, and then disposed from them as rapidly as

from the serum.

soon after the injection, but gradually accumulated later.

In brain or in eyeballs, however, the radioactivity did not appear remarkably

This radioactivity, possibly of the

metabolic product of ethambutol, was not so easily extracted from brain homogenate with

perchloric acid, which indicates that it is firmly attached to the tissue.

In the extract from

brain a large quantity of metabolites of ethambutol was demonstrated on the ion exchange

column chromatography.

The metabolite accumulated in brain seems to be relevant to the side

effect of ethambutol, the demyelination of central nervous system, especially of optic fibers.
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Fig. 1. Radioactivity in Serum and Various

Organs of Rat after i.p. Injection of
3H-labeled Ethambutol
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Fig. 2. Radioactivity in Various Organs of Rat
after i. p. Injection of 3H-labeled Ethambutol
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Fig. 3. Fractional Extraction of Radioactivity by
Perchloric Acid from the Brain and Liver
Taken 1 and 48 Hrs. after Administration
of 3H-labeled Ethambutol
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Fig. 4. Dowex-50 Column Chromatography of the
Extract from 48 Hour Brain, Showing the
Fraction of Authentic Ethambutol
by Colorimetry
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Table
, Method 1 | Method 2
The pubstance dluted ot e Re0.7 | 0.9
2,2'-(ethylenediimino)-di-bu- 0. 30% 0.82%
tyric acid
Ethambutol 1.0 1.0

Method 1. 1-Butanol : acetic acid : water (4:1:5)
Method 2. Isopropanol : ammonium hydroxide : water
4:1:5)

D% Dt di-butyric acid T’z { mono-butyric acid
ThHahd Lhith,

X L

1) Place, V. A., Peets, E. A.,, Buyske, D. A. and
Little, R.R.: Ann. N.Y. Acad. Sci., 135 : 775,

1966.

2) Schmidt, L. H.: Ann. N. Y. Acad. Sci., 135:
732, 1966.

3) BPHLK- - EXE -BEE-ZHX -BBH2F:
K%, 42:1, B3 45.

4) Wilzbach,K.E.: J. Am. Chem. Soc., 79 : 1013,
1957.

5) Peets,E.A., Sweeney, W.M., Place, V. A. and
Buyske, D. A.: Am. Rev. Resp. Dis., 91:51,
1965.





