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SHORT COMMUNICATIONS

Occurrence of N-urocanylhistamine in the soft tissues of the gastropod mollusc Drupa concatenata Lam
(Received 20 August 19732 uccepted 15 Seprember 1973)

IT HAS been shown, in a preceding paper.' that methanol extracts of the total soft tissues of Drupa conca-

tenata Lam.. a gastropod of the Philippines. contained large amounts of N-imidazolepropionylhistamine,

a N-acylated histamine derivative so far unknown in nature. In addition to N-imidazolepropionylhista-
mine the above extracts contained another new histamine derivative. This has now been identified as

N-urocunylhistamine.
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Several hundred of specimens of Drupd concatenata were collected near Dumaguete City (Negros Orien-
tal). The whole soft tissues were removed from the living animals after cautious rupture of the shell and
immediately extracted with 5 parts (w-v) of methanol.

After 10- 30 days the supernatant liquid was decanted and the tissues re-extracted with S parts of 809,
methanol.

The extracts were mixed and filtered. Part of them was studied as such but the greatest part was submit-
ted 1o chromatography on an alcaline alumina column which was eluted with descending concentrations
of ethanol.

Both the crude extracts and the eluates from the alumina column were submitted to papér chromat-
ography, thin-layer chromatography. high voltage paper clectrophoresis and bioassay. using the isolated
guinea-pig ileam. Chromatograms and pherograms were developed with Pauly reagent, the NNCD re-
agent (2-chloro 4-nitrobenzenediazonium naphthalene-2-sulphonate). the dichloroguinone chlorimide re-
agent. and finally the Dragendorff reagent.

Synthetic urocanic acid. histamine dihydrochioride, N-acetylhistamine and N-imidazolpropionylhista-
mine were available for comparison.

Following chromatography on alumina column. the histamine derivative supposed to be N-urocanyl-
histamine (UCH) emerged in the 98- 95", ethanol cluate. just prior to. and partly together with. N-imida-
zolepropionylhistamine.

A 98, cthanol cluate containing only UCH was submitted to hydrolysis with hydrochloric acid (6N
HCL 6 hr at 100). Two imidazole derivatives were obtained which were indistinguishable by paper and
thin-layer chromatography. paper clectrophoresis and bioassay from urocanic acid and histaminc, re-
spectively.

For each mole of histaminc, as estimated by bioassay. 1 mole of urocanic acid, as estimated by the Pauly
reaction, was liberated. Synthetic N-urocanylhistamine was as yet not prepared. but there is no doubt
that UCH may be identificd with it. also because no other compound may exist which. upon acid hydroly-
sis, liberates histamine and urocanic acid in equimolar amounts.
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A number of characteristics of UCH have been assessed: orange red colour with the Pauly reagent.
and lilac colour with the Dragendor(l reagent: mobility towards the cathode on high voltage electrophor-
esis, By o= 0095098 His, Fq = 0-84 09 His,

Ry values m paper chromatography: 0-3 035 in a-butanol acetic acid water (1 1:3): 032 037 in n-
butanol 357 methylamine 18:3):0-32 0-55in T-pentanol pyridine water (40040 10): 048 0:50 i meths -
cthylketone pyridine water 357, methylamine {65115 10:0-33 and finally 0-28 03 in 207, RCL
—R, values in thin-layer chromatography on silica gel: 415 02 in n-butanol acetic acid water 4:1:3):
063 067 in n-butanol 357, methylannne (8:3): and 0:29 8:31 in p-butanol cthanol 337 methylamine
(2271

The content in N-urocanylhistamine of o crude extract of total soft tissues prepared from a large batch
of snails was approximately 200 pgie fresh tissue

Dyc-seereting gastropods belonging 1o the families Muricidae, Thaididae and Drupae contain in their
soft tissues. more precisely in their hypobrunchial glund. more or fess conspicuous amounts of murexine
and;or dihydromurexine. i.e. of the choline esters of urocanic acid and imidazolepropionic actd. respect-
ively.

From present data on imidazolehistamines obtained in Drupa concarenata it appears evident that cach
of the above two imtdazole acids may oceur in the gastropod bady cither tinked to choline, with a rather
labile ester bond. or 1o histamine. with a much more tenacious peptide bond.

Research is in progress to investigate whether the new histamine derivatives are used by Drupy concu-
tenata, & carnivorous gastropod. in the capture of the prey.
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The cffect of sulfisoxazole (Gantrisin) and albumin on bilirubin
conjugation in cultures of a clonal cell tine with liver-like functions

(Received 27 August 19732 aceepied § November 1973)

Tin: mLMINATION of bilirubin from the organism involves several processes: uptake of bilirubin by the
liver cells, conjugation of hilirubin with glucuronic acid. and exeretion ol hilirubin-glucuronide. Vari-
ations in cach of these processes may influence the total rute of bilirubin climination.”™ In the blood.
unconjugated bilirubin is transported bound to albumin®® The uptake of hilirubin into the liver cells
seems to involve the dissociation of bilirubin from the albumin molecule before bilirubin enters the cells.”

Several drugs are bound to serum albumin under in vive conditions, and it is well known that one drug
can displace another from its binding to albumin. It has also been shown that various substances, endo-
genous as well as exogenous. influence the binding of bilirubin to albumin.” ¥ Sulfisoxazole (Gantrising
is extensively bound to albumin (at a plasma concentration of 100 ng'ml approx. 84 per cent are protein



