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The excretion of trigonelline by normal individuals
on a coffee-free diet ranged from 10 to 16 mgm. per
day. After dosing with nicotinic acid the increased
output of trigonelline varied from 10 to 28 per cent
of the ingested dose, depending upon the size of the
dose and the body weights of the subjects.

The metabolic connexion between trigonelline and
nicotinic acid is of interest in relation to the test
proposad for assessing the nutritional status of human
subjects in the anti-pellagra vitamin (Harris and
Raymond, 19397). This depends on the measurement
under controlled conditions of the urinary exeretion
of nicotinic acid or related substances. We have
confirmed the conclusion of Harris and Raymond?
that their method does measure essentially the
nicotinic acid (which is biologically active), and that
trigonelline (which is inactive), does not interfere.
With the low concentration of alkali and the short
period of hydrolysis used, no detectable amount of
trigonelline is converted to nicotinic acid. The dis-
advantage of a prolonged digestion with stronger
alkali, as used by Swaminathan®, is that a consider-
able conversion of trigonelline into nicotinic acid
occurs. The method of alkaline hydrolysis used by
Harris and Raymond seems preferable to that of acid
hydrolysis used by Melnick and Fields, since the latter
may involve an incomplete conversion of nicotinuric
acid, and a darker digestion mixture. Also Melnick
and Field?, in criticizing the blank correction, seem
to have overlooked the fact that the Cambridge
workers employed an acid reaction medium, in which
the urine reacts less with interfering substances than
in the neutral medium used by Melnick and Field,
and in which the bleaching effect of OUNBr is entirely
suppressed.

We have introduced certain modifications in the
method of analysis which increase its sensitiveness
and accuracy ; these include the removal of inter-
fering substances by preliminary adsorption on char-
coal, control of period of hydrolysis and adjustments
in the blank correction.

In conjunction with Dr. Harris we have confirmed
again that the estimation of nicotinic acid, as such,
in wurine, in the absence of test-dosing (that is,
measurement of ‘resting level” of excretion) does give
an indication of the past intake of nicotinic acid
and hence of the anti-pellagra status of the subject :
thus in deficiency in humans, in dogs and in guinea
pigs the excretion of nicotinic acid falls either to
zero or to a very low level®. Indeed, in ordinary
circumstances it seems preferable to estimate the
nicotinic acid rather than the trigonelline in a
specimen of urine, because, unless special precautions
have been taken to make the diet free of trigonelline,
it may be excreted in large amounts as such in the
urine, even when there has been no nicotinic acid in
the diet and the subject is actually deficient. For
test-dosing on the other hand (‘saturation tests’) the
most satisfactory procedure would appear to be to
administer nicotinamide and estimate both the tri-
gonelline and the nicotinic acid excreted while the
subject is kept on a controlled diet low in trigonelline.
Our reason for this recommendation is the finding
that when doses of nicotinic amide are given the pro-
duct excreted in the urine is almost entirely trigonel-
line, while with a nicotinic acid dose both trigonelline
and nicotinic acid (or nicotinic acid-like substances)
are found. The possible explanation may be that
nicotinic acid given by mouth has first to be converted
by the organism into nicotinamide before being ex-
creted as trigonelline, and any excess which escapes
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this conversion will be excreted as nicotinic acid-like
substances. On the other hand, nicotinamide is
utilized as such and there is no overflow of nicotinie
acid-like substances, but only an inereased excretion
of trigonelline,
¥. KopIcexk.
Y. L. Waxe.
University of Cambridge and
Medical Research Counecil,
Dunn Nutritional Laboratory,
Cambridge.
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Sulphanilylguanidine

Ix view of the present interest in the trial of
sulphanilylguanidine for the treatment of bacillary
dysenteries! it may be useful to direct attention to a
convenient method for the preparation of this sub-
stance by the fusion of sulphanilamide with dicyandi-
amide which we described some years ago. In our
original description of this reaction? it was assumed
that the substance isolated was formed by the addi-
tion of the cyanamide group at the N4 position to
give 4-sulphonamidophenylguanidine ; NH : (NH,)
CNH(H,.SO,NH, ; actually addition takes place at
the N1 vposition to give sulphanilylguanidine,
NH,(H,.S0,NH.C(NH,) : NH completely identical
with the product recently obtained by Marshall ef al.?
by the interaction of p-acetylaminobenzesulphonyl
chloride and guanidine. Marshall’s synthesis leaves
no doubt about the correct constitution of the sub-
stance, which is confirmed also by the insolubility of
the substance in alkali and the development of colour
on diazotizing and coupling.

We are much indebted to Prof. E. K. Marshall,
jun., who has kindly directed our attention to the
identity of the substance produced by these two
reactions.

Tom DEWING.

Wellecome Chemical Works,

Dartford.
SYpNEY SMITH.
Welleome Chemical Research Laboratories,
Beckenham.
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Vitamin A In Canned Salmon

Ix a communication in NaATUre!, Pyke and
Wright have commented on the high values for the
vitamin A contents of salmon-body and salmon-
flesh oils given in the tables of Fixsen and Roscoe?.
In their own experiments they have failed to detect
any vitamin A by the antimony trichloride method
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