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Zusammenfassung

Die hemmende Wirkung wisseriger Leber- und Nieren-
extrakte von Miausen auf die DOPA-Auto-Oxydation
wurde gepriift. Leber- und Nierenwerte waren von gleicher
Grossenordnung und etwa dreimal grdsser als die frither
fir Miduse- und Menschenhaut bestimmten Werte. Der
Hemmfaktor besteht zum grossen Teil aus Eiweiss und
konnte in einen -SH-Gruppen enthaltenden, hitzeemp-
findlichen Teil und einen -SH-Gruppen-freien, hitze-
stabilen Teil getrennt werden. Die mbgliche Bedeutung
solcher Hemmstoffe fiir die Zclle wird ertrtert.

On the Elimination of Chlorprothixene
in Rat and Man

Chlorprothixene?, the trans isomer of 2-chloro-9-(3-di-
methylaminopropylidene)-thiaxanthene, hydrochloride, is
a new tranquillizing drug, the pharmacological properties
of which have been reported previously - and which has
been found to have promising clinical properties®-?, It is
an analogue to chlorpromazine in which the phenothiazine
ring system has been replaced by the thiaxanthene ring
system to which the side chain is attached by a double
bond. Like chlorpromazine it shows a fairly high ultra-
violet absorbancy. UV maxima are obtained at 230, 268,
and 325 myp in aqueous solution, It is easily extracted from
an alkaline aqueous solution into nonpolar solvents such
as heptane or ether, and from these solvents into dilute
acid. On addition of an equal volume of concentrated
sulfuric acid to an aqueous solution, a weak salmon pink
colour is obtained. The solution shows a main absorbance
maximum at 389 mp and additional maxima at 492 and
518 mu. Furthermore, the solution shows intense yellow
fluorescence (maximum at 559 my) on irradiation with
UV light (around 3000-4000 A). All these properties may
be used for analysis qualitatively and quantitatively.

On analysis of urine from rats given the drug parenter-
ally or orally, and from patients taking the drugorally, a sul-
furic acid reaction as given above was found with extracts.
The UV absorbance curves werenot the sameasobtained for
the drug, however. Thus the presence of a metabolite was
suspected and this was suggested to be the corresponding
sulfoxide, in analogy to the case with a number of pheno-
thiazine tranquillizers®-11. Synthetic chlorprothixene sul-
foxide showed UV absorbance maxima at 221 and 261 mu
and a ‘shoulder’ at 310 my, and the UV absorbance curve
was identical with the curves obtained for the urine ex-
tracts. On carrying out the sulfuric acid reaction, a sal-
mon pink colour was obtained and the absorbance curve
showed maxima at about 390 and 500 my; which is the
same finding as for the urine extracts. No fluorescence in
UV light was obtained for the synthetic sulfoxide or the
urine extracts. On paper-chromatography in butanol-
acetic acid-water, urine extracts gave a UV absorbing
spot in the same position as the synthetic sulfoxide, R,
about 0-70, whereas the unchanged drug gave R, about
0-75 and showed yellow fluorescence in long wave UV
light after treatment with 509, sulfuric acid. No such
reaction was obtained for the sulfoxide or the urine
extracts.

After elution of the spot obtained with ufine in dilute
acid, a UV absorbance curve identical to that of the sul-
foxide was obtained. On paper chromatography in 0-067 M
phosphate buffer?, pH 7-5, the sulfoxide and the urine
extracts gave Ry about 0-70 and the drug Ry about 0-10.
The identity of the urinary metabolite with the sulfoxide
was thus concluded.

On quantitative analysis of the output of sulfoxide in
urine (modified extraction according to Sarzman and
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Brobig? for separation of unchanged drug and sulfoxide;
acetate buffer pH 5-4 was used), up to about 5%, of the
dose was recovered in 48 h on oral administration to rats
(single dose, 25 mg/kg). In man 5-9-29-09%,, with a mean
of 11.79%,, was recovered in 24 h (on continued adminis-
tration with doses up to 100 mg thrice daily).

On analysis of feces (same method as for urine) un-
changed drug as well as the sulfoxide was found, on oral
administration in man. The total elimination in feces
varied from 0-41% of the dose, somewhat more of the
unchanged drug being eliminated. No other metabolites
have been identified so far. In rats, only the sulfoxide
metabolite was found in feces, and in amounts from 1-79,
of the dose in 48-72 h on both oral and parenteral admin-
istration (single dose).

In the bile from bile-fistula-rats (light urethane-ether
anesthesia), only sulfoxide was found and in amounts of
the same order as in feces, after oral or intramuscular
administration. After intravenous injection, however, up
to 249, of the dose was recovered as sulfoxide from the
bile within 7 h.

No detectable amounts of drug or sulfoxide were found
in blood on oral administration to man, nor could the
drug be determined in blood following oral or intramus-
cular administration of 25 mg/kg or intravenous injection
of 5-10 mg/kg to rats. 2-5 min after intravenous injection
of 25 mg/kg, a blood concentration in the order of 3-1 ug/
ml was observed. The drug had disappeared from the
blood in less than 10 min after injection.
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Zusammenfassung

Die Ausscheidung des neuen Neuroleptikums, Chlor-
prothixen, bei Menschen und Ratten wurde in Urin, Galle
und Faeces untersucht und als einziges Abbauprodukt
Chlorprothixen-Sulfoxyd gefunden. Ausscheidungspro-
dukte in %, der verabreichten Dosis: Beim Menschen
(orale Verabreichung) im Urin: 5-29%, Sulfoxyd, Faeces:
0-419%, unveridnderter Stoff + Sulfoxyd. Bei der Ratte
{orale oder parenterale Verabreichung) im Urin: bis zu
5%, Sulfoxyd, Faeces: 1-7%, Sulfoxyd, keine unveridnderte
Substanz, Galle: bis zu 249, Sulfoxyd.
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