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Changes in the diabetogenic effect of alloxan {250 mg/kg subcuta-

neously), administered to mice 10 min before, 2, 6, and 24 h after

BZ-55 respectively, and 24 h following the daily administration of the
same drug for 1 and 3 weeks

Percen-| vigria-
. Num-| Average |tageol! jigy
Aloxan adgtzu.xg;tered after ber of | giycemia (‘ilabe.— rate in
animals| mg9% ticani- 119 days
m*:-als in %
—10min . . . . . .. 19 | 259423 | 472 5-0
+2h ... 0L L. 20 | 467 L 56%] 73-4+] 65-0F
+6h. . . ... L. 7 | 510448+1100-0+| 57-0+
O 20 | 244422 | 37-5 | 200
+ 24 h (after admini-
stration for one week) 15 | 231436 | 357 | 200
+ 24 h (after admini-
stration for three weeks) | 13 | 3834£60+| 69-2 | 214
Control—Alloxan alone . 20 218425 31-7 5-0

* glycemia above 250 mg%
+ statistically significant difference as compared with control
(P =001 — 0-02)

ministration closely before alloxan injection in mice?,
glucagon in dogs', or adrenalin in rabbits4, protect the
B-cells from alloxan. Under these circumstances, f-cells
are stimulated to increased activity.

Our experiments suggest that BZ-55 increases the
diabetogenic effect of alloxan, We may thus conclude that
this substance causes a state of functional hypoactivity of
the f-cells, This may be due to the direct effect of BZ-55
or secondary to the decrease of the blood sugar or both
factors. It will be necessary to make a more detailed
analysis of these factors. So far we can only say that the
factor of hypoglycemia could not play a role in the group
of mice which were given alloxan 10 min prior the BZ-55
and 24 h after BZ-55 had been administered for three
weeks. The tendency of potentiation of the diabetogenic
effect of alloxan, however, exists. No signs of protection of
B-cells were detected as might be expected if BZ-55
exerted a favorable efiect on their metabolism and in-
creased their functional activity.

This seems to be in disagreement with the hypothesis of
some authors? that the hypoglycemic action of BZ-55 is
due to stimulation of the f-cells. It cannot, however, be
ruled out that after the administration of BZ-55 insulin is
released in some unknown (more or less passive) manner.
Qur finding is in agreement with the views of other
authors1®1® who, as a result of histological changes of the
f-cells in rabbits, assume that after the administration of
BZ-55 these cells are in a quiescent stage similarly to that
during fasting or after the administration of exogenous
insulin.

B. MosiNGeR and T. BRAUN

Imstitute for Human Nutrition, Physiological Depari-
ment, Prague, April 9, 1959.

Zusammenfassung
Es wird festgestellt, dass im voraus verabreichtes BZ-55
die diabetogene Wirkung des Alloxans bei Mdusen poten-
ziert.

11 J. L. ArteTA and A. CARBALLIDO, J. Endocrin. 15, 243 (1997).
12 H. Maske Dtsch. med. Wschr. 1956, 899.
13 W.CreuTzreELDT und H. Finrer, Dtsch. med. Wschr. 1956, 892,
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On the Urinary Elimination
of Methoxypromazine in Man

Methoxypromazine® (MPZ) is a phenothiazine deri-
vative, which has recently been introduced as a tran-
guillizer. Chemically it is closely related to chloro-
promazine (CPZ), although the 2-Cl group has been sub-
stituted for a 2-methoxy group. During a clinical trial of
the drug it was thought of interest to determine the
urinary output to check that the drug was taken by the
patients and to get an idea of the metabolism.

1,
0
+

e a0
e
$i

06 Standarg ~

<
EN

Absorbance, Tem
<
[ XY

70 0 A0 250 260 270 280 29030050 30 350

Wavelength, mp
U.V. absorption curves of methoxypromagzine sulfoxide {(standard) in
aqueous solution (acetate buffer pH 5-6 acidificd with sulfuric acid}
and of the metabolite, extracted from urine according to Savzman
and Bronie?, in the same solvent,

MPZ (maleate) in aqueous solution shows a character-
istic ultraviolet absorption with a main maximum at
251 my and a low maximum at 302 mp. This is closely
analogous to that of CPZ%3 and other 10-aminoalkyl-
phenothiazines®. The colour reaction characteristic of
some phenothiazine compounds with concentrated sulfuric
acid (Dusost and PascaL® and others) is also obtained.
On addition of an equal volume of sulfuric acid to MPZ in
aqueous solution, a red colour (absorption peak at 565 my)
develops, which is fairly stable, but the absorbance is not
very reproducible. Alsp this reaction is less sensitive than
the U.V. absorption. Extraction of MPZ is easily per-
formed from an alkaline aqueous solution with ether, and
from ether to an acid aqueous phase, with recoveries
around 90%,. The acid aqueous extract is suitable for
dircct U.V. spectrophotometry or the sulfuric acid re-
action. Absorption curves for the red colour obtained with
such extracts from the urine of patients receiving
300-375 mg MPZ daily were similar to those for pure
MPZ, but the U.V. absorption curves showed character-
istic deviations indicating that metabolites might be
present. In fact the curves were similar to those of CPZ
sulfoxide?®, showing maxima at 252, 273, 296, and 332 my.
and a ‘shoulder’ at about 242 my (Fig.).

In order to establish whether the metabolite was iden-
tical with MPZ sulfoxide, this compound was synthesized

1 Mopazine —, produced by A, B. Astra, Sweden, and Rhone-
Poulenc 5. A, I'rance.

2 N, P. SaLzman, N, C, Moran, and B. B. Bropig, Nature 178,
1122 (1955).

$ N. P. Ssrzman and B. B, Bropig, J. Pharmacol. exp. Therap.
118, 46 (1956).

4 R, Dantsom and T, EXSTRAND, Acta chem. scand. 5, 102 (1951).

5 P, M. DusosT and S. Pascar, Ann. pharm. frang. 11, 615 (1953).
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by the oxidation of MPZ oxalate with 309, hydrogen
peroxide. The MPZ sulfoxide oxalate melted at 208-210°C
under decomposition and the free base melted at 93-94°C.
Infrared analysis showed strong absorption at 9:82p
which indicates the presence of a sulfoxide group. The
U.V. absorption curve of the MPZ sulfoxide base in ab-
solute ethanol showed maxima at 242, 253-5, 277, 296-3,
and 335 my, which seems to be characteristic for amino-
alkylphenothiazine sulfoxides. The MPZ sulfoxide in
aqueous solution (acetate buffer pH 5-6 acidified with
sulfuric acid) showed the same maxima as given above for
the metabolite (Fig.).

Urine and concentrated ethereal extracts were also ana-
lysed by paper chromatography (Whatman 1, descending
in {A) butanol-acetic acid-water, 40:10:50 and (B}
butanol-citric acid-water on paper treated with citrate
buffer pH 3-7, according to Curry and PowEgLL®). Spots
were identified(1) by U.V. illumination? of the paper with
a fluorescein screen as background and (2) by immersion
of the paper strips rapidly in 309, sulfuric acid® con-
taining 0-259%, ferric chloride, which gives coloured spots
with a number of phenothiazine derivatives. The sensi-
tivity of both methods is about 1 pg MPZ per cm®. MPZ
showed R, 0:83 in solvent (A) and 0-73 in solvent (B)
(mean values). With urine and ethereal extracts from
urine of patients treated with MPZ, a main spot with R
0-69 in solvent (A) and 0-45 in solvent (B) was obtained,
which showed U.V. absorption and the sulfuric acid
reaction. MPZ sulfoxide standard showed identical prop-
erties. After elution of the spot in solvent (A) in 01 N
sulfuric acid solution, a U.V. absorption curve identical
with that of the synthetic MPZ sulfoxide, was obtained,

In addition, a spot corresponding to MPZ was obtained
in the two solvents although the intensity varied in the
different cases. In general it was less intense than the
sulfoxide spot.

Ouantitative analyses by extraction® and U.V. spectro-
photometry have shown that up to one third of the MPZ
dose given is eliminated in the urine, mainly as the sulf-
oxide.

Additional spots, showing U.V. absorption and the
sulfuric acid reaction, were obtained with urine in some
cascs. I?f values were below 0-3,

L.-G. ALLGEN, BRITTA JONSSON,
Anwa Rarpe, and R. Danrsom

Clinical Chemical Labovatory and Department K 11,
Beckomberga Mental Hospital, Bromma (Sweden), and
Research Laboratories A. B. Astva, Sddertilje (Sweden),
April 8, 1959.

Zusammenfassung

Die Ausscheidung eines neuen neuroleptisch wirksamen
Phenothiazinderivates —~ Mopazin —~ im Harn wurde
spektrophotometrisch und papierchromatographisch un-
tersucht. Als wichtigstes Abbauprodukt wurde Methoxy-
promazin-sulfoxyd gefunden. Daneben waren unverinder-
tes Methoxypromazin und 1-3 nicht identifizierte Abbau-
produkte nachzuweisen. Bei den letzteren handelt es sich
méglicherweise um Konjugate,

Curry and H. Powerw, Nature 773, 1143 (1954).

5 A, S.
? L.-G, ALLGEN, Scand. J. clin, Lab. Invest. 9, 71 {1957).
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On the Possibilities of Estimating
the Approximate Age of Macedonian Opium
by Means of a Simple Colour Reading

In the course of the work on the direct spectrophoto-
metric determination of opium origin performed in this
laboratory!, it has been observed that the yellow colour of
the buffered water extracts of various types of opium was
relatively intense in old samples, whereas recent samples
generally exhibited only slightly coloured extracts. For
this reason, an attempt was made to cxamine in detail the
relationship between the yellow colour of the extracts and
the year of production of samples belonging to a certain
opium type. The determination of the approximate year
of production of seized opium may be of great importance
in a successful campaign against the illicit traffic of
narcotics.

The present report concerns the results obtained by
examining 41 samples of Macedonian opium (39 ‘Yugo-
slavian and 2 Bulgarian) which were from 1 to 58 years old.
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Relationship of the extinction values at 440 my aud the age of the
samples examined
(Samples having the same values on both the ordinates, as well as
those showing nearly the same extinction values, overlap cach other
and therefore cannot be separately distinguished.)

The following procedure was used: 25 mg of air-dried
pulverized opium were rubbed thoroughly for 1 min in a
mortar with 1 drop (0-05 ml) of sodium acetate-HCI buffer
by Walpole (pH 3-9). Thereafter, 4-95 ml of the same
buffer were added, stirring being continued for 3 min and
the mixture filtered. The extinction of the filtrate was
measured at 440 my wavelength, against the pure buffer, on
a Jobin-Yvon ‘Maroc’ spectrophotometer, in 1 cm cells.

In the Figure the extinction readings obtained have
been plotted against the year of production. From this
diagram, a certain relationship between the extinction
measured and the age of opium may be observed. Accord-

! Lj. GrLi¢ and J. Perriéré, Farm. Glas. 12, 187 (1956); United
Nations document ST/SOA/SER, K/48 (1957). — Lj. Gruié, Acta
pharm. jugosl. 7, 199 (1957); United Nations documents ST/SOAJ
SER. K/54 (1957) and ST/SOA[SER. K/75 (1958).



