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Metabolites of p-Dimethylaminoazobenzene in Rat Bile

Since the work of Stevenson and his co-workers? on the metabolism of p-dimethyl-
aminoazobenzene, a carcinogenic aminoazo dye, many reports have been published about
it and the work was reviewed by Miller and Miller.”» Some new metabolites of this dye
were also found by Ishidate and Hashimoto® in this laboratory. Majority of the past
work concerned with urinary metabolites and, since it has been observed that many con-
jugated and non-conjugated aminoazo dyes were excreted in a rat bile during liver per-
fusion technique originated by Ishidate and Nakajima,® examination using a whole animal
to detect these metabolites in rats bile was carried out. A solution of 15 mg. of p-
dimethylaminoazobenzene dissolved in 1cc. of olive oil was injected into the stomach of
a rat through a catheter. After 1 hour, the rat was anesthetized with Nembutal, and a
polyethylene tube with external diameter of ca. 1 mm. was inserted into the bile duct by
surgical operation. The bile was collected for the following 5 hours, spotted directly on
Toyo Roshi filter paper No. 51, and subjected to chromatography with a solvent system

of PrOH-BuOH-H,O (2:3:5).

’ The paper chromatogram revealed more than eight kinds of aminoazo dyes and these
were subjected to qualitative analyses; color reaction with 2N hydrochloric acid, Ehrlich
reagent, or Gibbs reagent, hydrolysis of conjugated form with B-glucuronidase or diastase,
separation by partition chromatography over silica gel, adsorption chromatography on
alumina, or paper electrophoresis, and measurement of absorption spectra. By comparison
with synthesized aminoazo dyes, the main metabolites in the bile were identified with
the following seven kinds of dyes :
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While the products formed by reductive cleavage of the azo bond were excreted mainly
in the urine, the present result indicates that such compounds are hardly found in the
bile and that metabolites retaining the azo bond are mainly excreted in the bile. The
present result has also shown that a large quantity of the glucuronides.of hydroxylated
amino azo dyes are excreted in the bile although such compounds were not detected in the
urine.® .

Details of this experiment will be reported in the near future.
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Eine verbesserte Uberfiihrung der Cinchona-Alkaloide der
Chinolin~Reihe in diejenigen der Indol-Reihe

Ochiai und Ishikawa'~® haben die Cinchona-Alkaloide der Chinolin-Reihe in diejenigen
der Cinchonamin-Reihe nach den unten in Formeln ausgedriickten Reaktionsstufen iiber-
gefiihrt.

Diese Methode hat jedoch in der Stufe der Oppenauer-Oxydation der Aminosiure (IV)
einen grossen Nachteil fiir priparative Zwecke. Die Hydroxylgruppe in (IV), die auf der

OH
CH L CH L CH-L
4Stufen Ni (R)/H:
EtOH
(Ia, Ib (Ha,ﬂb) (]Ha, Mb)
CHz:COOK
\c i) Li-tertCHsO o CH.COOC.Hs R CH.CH:0H
H-L $.-CO
— [ LiAlH. ]
) HCI (EOH) N L

(IVa, Vb) (Va, VIb)

(Va, V) CH.-CH;
a: R=H, b: R=0OCH;, L:

1) Masayuki Ishikawa : Dieses Bulletin, 6, 67 (1958).

2) Idem: Ibid., 6, 71 (1958).

3) M. Ishikawa, E. Ochiai: Ibid., 6, 208 (1958).

4) M. Ishikawa, E. Ochiai, Y. Oka : Ibid., 7, 744 (1959).

NII-Electronic Library Service





