PROCEEDINGS

Some Barbiturate Metabolites in
Man, Studied by Paper

Chromatography
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In about 50 cases of humans suffering from
acute or chronic barbiturate intoxication, con-
centrated chloroform extracts from 50 ml urine
were studied by paper chromatography (What-
man No. 1 filter paper, descending in %so-
amylalcohol — concentrated ammonia solu-
tion + 5 9, ethylene glycol, and ammonia
atmosphere 1»2). The spots were identified by
ultraviolet illumination after treatment with
ammonia vapours!. TUltraviolet absorption
curves were determined after elution of spots
with a pH 10 borate buffer, and also in acid
solution.

After ingestion of diethyl-BA (BA for bar-
bituric acid), phenylethyl-BA, diallyl-BA or
5-ethyl-5(1-methyl-1-butenyl)-BA, only spots
corresponding to unchanged barbiturates
were obtained. With patients having taken
ethylisoamyl-BA,  5-ethyl-5(1-methylbutyl)-
BA, ethylcyclohexenyl-BA, allylisopropyl-BA
and  5-methyl-5-cyclohexenyl-N-methyl-BA,
spots were obtained with Rp values lower than
those for common barbiturates studied, but
with characteristic barbiturate absorption cur-
ves. These spots would then correspond to
barbiturates with oxidised side chains, with a
resulting increase in hydrophilic properties.

A number of such oxidation products, mainly
in dogs but in some cases in humans, have been
reported recently 34, Thus the spot obtained
with ethylisoamyl-BA would correspond to
ethyl(3-hydroxyiscamyl)-BA 5, with ethyl(1-
methylbutyl)-BA to the diastereoisomers of
ethyl(3-hydroxy-1-methyl-butyl)-BA &7, and
with §-methyl-5-cyclohexenyl-N-methyl-BA to
5-methyl-5(1-cyclohexen-3?-on-1-y1)-BA 8, 1In
analogy with these findings the oxidation pro-
duct obtained with allylisopropyl-BA. may be
suggested to be 5-allyl-5(1-hydroxyisopropyl)-
BA, as the pyrimidine nucleus is intact, the
allyl group in diallyl-BA is not attacked and
the <sopropyl group is similar to the end
group attacked in ethylisoamyl-BA. Similarly
the oxidation product obtained with ethyl-
cyclohexenyl-BA may be suggested to be a
ketone, ethylcyclohexenonyl-BA in analogy
with the case with methylcyclohexenyl-N-
methyl-BA mentioned above. With ethyl-
cyclohexenyl-BA a spot corresponding to the
unchanged barbiturate in low relative amount
was also identified in some cases.
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Die Wanderlarven folgen, nachdem sie in
die Haut eingedrungen sind, auf ihrem Weg
zum Epiduralspalt des Wirbelkanals (der mit
lockerem Binde- und Fettgewebe ausgefiillt
ist) dem epineuralen Gewebe!. Nach Gebauer ?
sprengt die Wanderlarve das vor ihr liegende
Gewebe mechanisch durch den in einzelne
ihrer Korperpartien verlegten Druck. Wir nah-
men an, dass am Vordringen der Larven auch
enzymatische Vorginge eine Rolle spielen,
deren Hemmung eine Moglichkeit zur Be-
kampfung der Dasselplage bieten kénnte. Da
das Bindegewebe neben zelligen Elementen
(z.B. Fettzellen) aus Fasern (z.B. kollagene
Fasern) und Grundsubstanz (z.B. Polysaccha-
ride von Hyaluronssiure- und Chondroitin-
schwefelsiuretyp) besteht, wurde gepriift, ob
Autolysate aus Wirbelkanallarven auf Fett-
gewebe, Kollagen, Hyaluronséiure und Chon-
droitinschwefelséiure eine Spaltwirkung aus-
iiben.

Bei den Untersuchungen konnte nur betr.
Kollagen eine Spaltwirkung gezeigt werden.
Da kaum anzunehmen ist, dass die im Auto-
lysat festgestellte Kollagenase aus einem ande-
ren Korperabschnitt als aus dem Digestions-
trakt der Wirbelkanallarve stammt, lassen die



