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, spa.em develops in the appa.reut a.bsence of any
“disease.” . .

Fhen the radiographic or gastroscopic appearances are
c.lusive, laparotomy is preferable to a policy of
and-see. Biut laparotomy also has its limitations :
}- uleer or early malignant infiltration is not always
pctable, and a malignant ulcer may appear benign
an - inflammatory mass around the duodenum
ignant1; so sometimes the diagnosis can be
plished only by microscopic examination.

ADENOSINE AND THE HEART

f ury, in 1936,% described detailed studies of the
on of adenosine derivatives on the heart in small
The main effect was on the conducting system,
b sinus glowing and auriculoventricular block. Green
Stoner ? found that these compounds also caused a
meient fall in blood-pressure. Honey et al.l® showed
adenosine could produce heart-block in healthy
The effect of magnesium adenosine triphosphate
ﬁe electrocardiogram (E.C.G.) was extensively studied
Wayne, Goodwin, and, Stoner ! in patients who-were
peiving intravenous injections of this substance as
gment for theumatoid arthritis. When the injection
made rapidly there was invariably subjective dis-
nce, consisting of hyperpneea, cough, flushing, and
psient sensation of faintness. In all cases the blood-
ure fell, the greatest reduction being by 100 mm. Hg.
# changes in the E.C.G. were remarkably constant.
mll doses (5-15 mg.) produced brief sinus bradycardia
ved by sinus tachycardia. Larger doses (15-30 mg.)
pd pronounced sinus slowing, and in addition
gsed the conducting tissues with consequent first
pecond degree auriculoventricular block, Wenckebach
pds, and occasionally complete asystole for several
ads. The action of adenosine was similar to that of
psine triphosphate but less distinct. The production
famriculoventricular block by adenosine triphosphate
prevented by atropine, indicating that this action
mediated through the vagus. Adrenaline produced
gmilar effect to atropine. The action of adenosine
osphate on the heart was not confined to the
jmeting - tissues ; alteration in the sT segment and
ricular ectopic contractions suggested a direct effect
the myocardium. These myocardial effects were found
8 decreased by the magnesium ion, which potentiated
depressant action on the conducting system.
Bdenosine triphosphate also brings about dilatation of
eoronary arteries in animals,’® and various forms of
psine have been used from time to time in the
gment of cardiac and peripheral vascular disease.
gne, Goodwin, and Stoner! considered that use of
substance for such purposes might be unwise in
r of the direct effects on the myocardium ; while
y et al.l® did not regard adenosine as useful for
4reatment of heart-disease. In a letter on p. 1125
Bomlé describes the treatment of supraventricular
xysmal tachycardia by rapid intravenous injection
jdenosine triphosphate 20 mg. 'Both the subjective
ls and the E.c.G. changes were essentially similar to
'described previously, except that there was
iably ventricular asystole, sometimes followed by
ifocal ventricular ectopic beats which in turn were
pwed by normal beats and then by normal sinus
fhm. There were no untoward side-effects.
pnosine triphosphate may prove a powerful théra-
weapon against paroxysmal tachycardia. But it
d be remembered that supraventricular tachycardia
enkinson, E. L., Hammernick, ¥. J. Radiology, 1948, 51, 798.
v, A. N. Physml Rev. 1936, 16, 292,
n, H. N., Stoner, H. B. Bmlogxcal ‘Actions of the Adenine
N ponnds London, 1949.
Bney, R. M., Ritchie, W. T., Thomson,W A.R. Quart.J. Med.
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is often a bemgn condmon which is' a nuisance rather .

‘than a danger, and that attacks commonly terminate..

spontaneously. Most physicians, therefore, prefer first”
to try simple measures, such as carotid pressure : or

“ trick ** manceuvres to induce vagal stimulation, seda--

tion, or oral administration of digitalis. But not all cages :
respond to such treatment ; and long-continued paroxys- -

mal tachycardia may constitute a real danger to the -’

patient. In such circumstances adenosine triphosphate. -
might certainly be considered ; and this drug may be
more effective than others, such as methacholine chloride, -
quinidine, or procainamide, which are not wncommonly =

used. Adenosine triphosphate might with advantage be -
given as the magnesium salt, which has less direct action .

on the myocardium.’* In view of its action on the myo- -

cardium, great caution is necessary in administering it :

to patients with organic heart-disease and much cardiac

enlargement ; but need to terminate the ectopic thythm -

may justify the risks.

Adenosine triphosphate should - -

not be given without E.c.G. control, and preferably =

atropine should be at hand in case prolonged.asystole
ensues. It seems possible from Somlé’s observations
that adenosine triphosphate might induce ventricular
tachycardia, but this has apparently not arisen. on any"
of over four hundred -occasions, referred to by Dr. Somlé,

when the drug was administered to terminate a supra- -

ventricular paroxysm of tachycardia.

Somlé considers that the response of supraventncula.r
tachycardia to adenosine triphosphate js so specific as.
to constitute a diagnostic criterion. But of course, as -
he would no doubt agree, the diagnosis should be estab- .

lished clinically and electrocardiographically before the, - ,;

drug is administered.
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A SNOW CENTENARY

EripEMIOLOGISTS have been accused of having a .
Broad Street Pump fixation which blinds them to the
needs and opportunities of work on . diseases of more
immediate importance than cholera. Quite unabashed, -

the section of epidemiology and preventive medicine .-

of the Royal Society of Medicine met on May 17 at the-

London School of Hygiene and Tropical Medicine to -

celebrate the centenary of the publication of Dr. Johm.
Snow’s classic On the Mode of .Communicaiion of Choleray:-
A group of students working for the diploma in publie
health had prepared an exhibition (which will be open
for a month) of Snow miscellania ranging from a hitherto
little-known portrait painted at the request of Queen:
Victoria to an account of the findings at necropsy after

e

his tragically premature death from chronic renal disease -

at the age of forty-five.

The exhibits outline the maim . -

facts of his life and the steps which led him to record.
his belief that cholera was spread through infection ‘of "~

the community’s drinking-water by the patients’ dejecta;”

first rather tentatively in 1849, and then with forceful .- "’

conviction in the more substantial edition of 1855.. This

book, which as Wade Hampton Frost said in his intro- -

duction to the Commonwealth Fund reissue  should *
be read once as a story of exploratlon and many times as
a lesson in epidemiology,”
epidemiological method at its best.

Prof. A. Bradford Hill, r.r.s., the section’s president,
pointed out that Snow had to Walt for confirmation of
his thesis until the disastrous epidemics of the 1850s,
when. the removal of the intake of water supplied by the

is indeed the exemplar of the o

Lambeth Company up the Thames to Ditton produced

the remarkable contrast in cholera mortality which
formed the basis of Snow’s ¢ experiment on the grandest
scale.” In Southern London the pipes of both the
Lambeth Company and the Southwark and Vauxhall .

Company (which drew * the filthiest stuff ever drunle .-

by a civilised community *’ from the Thames in, thé heart

of the city) went down every street supplying rich and .
poor, clean and dirty, in a manner whieh had all the‘_“ .

/
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rances of random a.llooatlon.s Yet ‘a8 Snow found:
nut by arduous * shoe-leather epidemiology,”’
absolute number of deaths in' the houses supplied by
tye Southwark and Vauxhall Company was vastly
greater than among the customers of the other. TUnfor-
tunately, he did not then know the number of houses
Supphed by each company in the area, and could not
give his dramatic contrast the rigorous basis which only
comparable rates provide, until a year after the publica-
tion of this main work. Mea.nwhile, the epidemic centred
round the pump in what is now Broadwick Street had
exploded with appalling results. Within three days over
three hundred people were dead from cholera. The
dramatic account of Snow’s discovery of the focal
importance of the pump and his appearance before the
Tocal vestry to recommend the removal of the pump-
Handle is well known. But Snow himself shunned the
facile argument that the epidemic was thereby halted,
and .indeed he pointed out that the panic-stricken
flight of the inhabitants had already done that by what
would now be called ‘ the exhaustion of susceptibles.”
"The removal of the pump-handle was thus symbolic
rather than effective, signalling the beginning of the
end of cholera as an epidemic disease in this country.
That that end was not at once achieved is a sad reflection
.'on"the scientific and moral climate of the times. For,
- a8 -a contribution from Prof. James Mackintosh
teminded the meeting, much of England’s prosperity in
the reign of Queen Victoria was illusory and its morality
saperficial. The local vestry dealing with the Broad
Street epidemic was rebuffed by Sir Benjamin Hall ;
-and: for years after the outbreak Lankester, Snow’s
helper and friend, protested forcibly against the failure
40 close the surface-water pumps in the district. Snow’s
views were attacked in the Times by the secretary of
he Private Enterprise Association, whose disinterested-
ness was clearly suspect ; but even within the profession
“his ideas received little encouragement. Men of manifest
good will, such as Simon, were so overwhelmed by
"~ Chadwick's Report on the Samitary Condition of the
Labouring Population that they were unable to conceive
“of a specific agent of disease other than the vague
‘miasmata rising from filthy environment. With shame
‘we acknowledge that The Lancet accused Snow of
¥iding a scientific hobby-horse by insisting on the
“paramount dangers of the sewer.
abstemious habits and his lack of elaoquence, Snow, by
the weight of his circumstantial evidence, eventually
" had his views generally accepted. So today we join in
‘honouring the work of a man who rid his country of
“cholera, not by technical innovation, but by courageous
"apphcatlon, acute observation, and an inspired and
““"logical arithmetic.

. HEAD INJURIES IN AMATEUR BOXING

It has been estimated! that after five years’ fighting
as many as 60% of professional boxers have detectable
“mental changes, and that 5%, have the slow dementia,
rigidity, and tremor of punch-drunkenness. Less is
known about the risk to our 100,000 amateur boxers 2—4;
* but obviously this is not so great.

- Electro-encephalographic (&.E.G.) changes in boxers
“have been extensively studied. Dow et al.® found that
such changes tended to disappear thirty minutes after
the injury ; but Busse and Silverman 8 reported persistent
“abnormalities in over a third of 24 professional boxers,
compared with Gibbs’s 7 figure of 15%, for controls. The
-degree of E.E.G. abnormality could not be correlated with
1.;Carroll, E. J.  Amer. J. med. Sci. 1936, 191, 706. -
2 Blonstein J. L Cla.rke, E. Brit med. J. 1954, 11, 1528. . -
4. #:8T880D, .». Melin, K. Nordstrom-Ohrberg, G, Silfves-
- skitld, B P Ohrberg,K Acta, Psychial. Kbh. 1954, suppl 95..
g Keplan, H. A, Browder, J. _J. Amer, med. Ass. 1954, 156, 1138

. Dow; R. 8., Ulett, G., Raaf, J. Amer. J Psychiat. 1944 .
8i Bg.gl;si B. W, Si.lverman, .;L;.’JJ. J. Amer. med. Ass. 1952 149,

7. Gibbs, F. A., Gibbs, E. L., Lennox, W. G._ .Arch. Neurol.
- Psychial. 1943 50, 111.

the -

-experimentally.

Despite his solitary -

the length of - the bomﬁg career, but thé more se
disturbances are found in men who have heen knes
out and in the less efficient fighters. ~Larsson and
associates ® studied 75 amateur boxers, of whom 44 v
examined both before and after their bouts, and
remaining 31 only because they were suspected of han
sustained head injuries. An E.E.G. record was ta
within thirty minutes of the match. In the first ges
1 in 8 of apparently uninjured boxers had E.E.G. als
malities—a proportion close to that found from rees
taken before the fights—but after knockdowms
knockouts the abnormality-rate rose to about 1 is
Of the 31 boxers suspected of having sustained B
injuries over half showed E.E.G. abnormalities. Cem
studies excluded effects on the £.E.G. of physical e
and it seems probable that, in the first group,
before the fights eliminated eonfusion due to matwssd
defects. i
As Blonstein and Clarke 2 point out, ideally every
should undergo E.E.G. examination before ta s
boxing. By comparison -of the initial record with
sequent records the clinical significance of E.E.G. ¢
might be made clearer. Meanwhile the risks to
of repeated minor cerebral damage cannot be a
assessed ; but it seems most unlikely that these
to the severe disorders sometimes found in profe

MECHANISM OF FEVER

TaE body-temperature remains constant by &
balance between heat production and heat Ioss. W
for slight diurnal variations and the ovulatory
women, the temperature in health is remarkably e
We are almost entirely ignorant of the mech
which the body-tempera.ture i8 increased in dise
metabolic effects of pyrexia, and whether p
advantageous to the organism.®

Some stages in the febrile response have been
The administration of a p
substance is followed by a latent period, varying
species but constant for a given species ; in
lasts for 15-30 minutes, and in man for 45-90
During this interval there is a leucopenia,® o
sequestration of leucocytes in small blood-ve
Wood * has suggested that during this sequestrasi
leucocytes release a pyrogenic substance, which,
to Farr et al.,1® combines with a factor contained #§
e or B globulin in the serum. It is not known
factor or other factors exert their effects, but
act direetly on the thermoregulating centres.

The suppression of pyrexia by cortisone4
studied by Atkins et al.,*® who induced fever im
by administering either pyromen or native
They found that such suppression was independe
initial leumcopenia, and the *‘serum factor"™
unaffected. They concluded that cortisone must
its antipyretic effect by acting on some ‘ later amdl
undefined »* stage of the fever mechanism.

As Atkins et al. remark, artificially induced fe
involve mechanisms ‘other than those which @
man. Long1®hag shown that whereas man, monlk
guineapigs react similarly to cortisone, rats,
ferrets react differently. In evaluating the e
cortisone, differences between species may be
utmost importance. Finally, it could be eq
argued that cortisone was producing its antipyres
in fabbits by interfering with the liberation froms
cytes of the postulated initial pyretic substance. }
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