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advent of the blood bank must also have had a
beneficial effect, for it is now the usual practice to
transfuse blood liberally, not only to save the patient
from the results of the initial haemorrhage but to
render him fitter to withstand a further haemorrhage,
if it should occur, or to undergo emergency surgery, if
this should prove necessary.

In spite of these therapeutic measures and in spite
of the feasibility of operating in an emergency, it is
difficult to prove beyond all doubt that present
mortality figures are better than earlier ones. The
variation is very great, and the beneficial effect of
these therapeutic advances on the overall mortality
rate has probably to some extent been hidden by the
fact that many of the recent series seem to contain
a higher proportion of old people. Two series
published from Newcastle' 6 give a good indication of
the variation which can occur even in the same
hospital. In the first, collected during the years
1941-8, there were 170 patients, of whom 16% were
aged 60 or over, and the mortality rate was 2.4%;
in the second, collected from 1949 to 1951, there were
358 patients, of whom 30% were aged 60 or over,
and the overall mortality was 5.3%. N. C. Tanner7
has also published a notable series of over 900
patients, with mortality of about 10%, but 40% of
his patients were over the age of 60 years.
Are there any other ways by which we may reduce

this mortality still further ? The use of continuous
or intermittent aspiration of the stomach in order to
obtain early information of recurrent haemorrhage
and to gain more precise diagnostic information8 has
been advocated. In some centres also emergency
radiology is used to determine the site of the
bleeding.9 These two techniques might render the
present methods of tackling the situation more precise
and efficient, but beyond this they offer no new
therapeutic approach. Some thirty years ago it was
a frequent practice to apply ice-packs to the
epigastrium, and recently workers in Minneapolis10
have suggested that efficient local hypothermia might
be effective. They have shown, by means of
experiments on animals, that generalized hypothermia
will retard considerably the digestive activity of the
stomach, and they suggest, with some experimental

'Jones, F. A., Modern-Trends in Gastro-Enterology, 1952, Butterworth
& Co., London.

2 Crohn, B. B., J. Amer. med. Ass., 1953, 151, 625.
3Moulengracht. E., Lancet, 1935, 2, 1220.
4-Arch. intern. Med., 1947. 80, W97.
b Ogilvie, A. G., and Spencer, I. 0. B., Brit. med. 1., 1950, 2, 138.
6 Cardoe, N., and Bentley, F. H., ibid., 1952, 2, 304.
7Tanner, N. C., Edinb. med. J., 1951, 58, 293.
Chandler, G. N., and Watkinson, G., Quart. J. Med., 1958, 27, 564.

9 Schatzki, S. C., and Blade, W. R., New Engl. J. Med., 1958, 259, 910.
10Wangensteen, 0. H., Root, H. D., Jenson, C. B., Imamoglu, K., and

Salmon. P. A., Surgery, 1958, 44, 265.
"MacFarlane, R. G., J. clin. Path., 1948, 1, 126.

support, that local hypothermia will produce a similar
effect in man. They carry it out by perfusing an
intragastric balloon with an alcohol-water mixture at
a temperature of 2-5° C. This procedure resulted in
a decrease in the volume of gastric juice secreted in a
given time, though there was little change in the pH.
The authors do not discuss the effect of cooling on

blood coagulation and how this might affect the
bleeding areas. The point may be important, for
R. G. MacFarlane" has shown that the clotting time
depends very greatly on temperature, being shortest
at 370 C. and greatly prolonged as the temperature
falls below about 250 C. The surgeon would also
have to consider how gastric cooling would affect
operative mortality if an emergency operation had to
be carried out in spite of the treatment.
The value of any new method does not in the end

depend on theory but on carefully appraised results.
Usually these can be obtained only by means of a
properly designed and carefully executed clinical trial.
Unfortunately the Minneapolis workers have given
the case reports of only five patients treated by their
method. Haemorrhage ceased in all, but so it does
in the majority of patients not so treated, and it is
impossible to decide from the evidence so far whether
this is a sound form of treatment. Any clinical
investigation of such therapeutic methods should
preferably be carried out from the start in such a way
that a definitive answer will emerge. This is no easy
matter, for if the mortality of the controls were to be
7% (and if it turned out to be much higher one might
question the efficiency of the orthodox therapy) about
400 patients would be needed in each group to show
that even halving of the mortality was likely to be due
to the new form of therapy.

ADVICE ON RADIOLOGICAL PROTECTION
So many official reports on radiation hazards have
appeared in recent years that anyone may be excused
for wondering what place should be accorded to the
latest recommendations of the International Commission
on Radiological Protection, which have just been
published.' There have been reports from the Medical
Research Council and from the United States National
Research Council, from a special committee set up by
the United Nations to study fall-out hazards and
another set up by the United States Senate for the same
purpose, while the Adrian Committee in Great Britain

Recommendations of the International Cominission on Radiological Protection,
1958, London.

2 Radiological Hazards to Patients. Interim report of the Committee, 1959.
H.M.S.O., London. 18. 3d. net.

3Brit. med. J., 1959, 1, 1232.
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continues its study of the population -dose due to
medical radiology and recently issued an interim
report.2 3

It would be invidious to claim that the I.C.R.P. is any
more " official" than some of these other bodies,
especially as the relatively small group of internationally
known experts in the subject have served, in different
combinations, on all these committees or have at least
provided the evidence. Each of these special committees
has had a particular task to do, and has, as a rule,
ceased to exist after issuing its report. The task has
often been to determine whether the maximum
permissible levels of radiation have been reached or
might be reached in given circumstances. The
I.C.R.P., on the other hand, has had the subject of
radiological protection continuously under review
since 1928, when it was set up as a permanent body by
the International Congress of Radiology, to which it
reports every three years. Its task has been the more
general one of determining what levels of radiation shall
be considered permissible. It consists not of a number
of national delegations, but of independent scientists
from many countries, each of whom has been appointed
because of his international reputation in the field. It is
thus able to speak with independence and authority.

In its early years radiation was an occupational
hazard affecting a relatively small number of people;
to-day it is a matter which concerns the whole
population. The I.C.R.P. has moved with the times
while still preserving its traditional caution and
thoroughness. These latest recommendations from the
main Commission deal not only with the permissible
occupational exposure but also with levels of permissible
exposure for the whole population and for special
sections of it. The experimental and observational data
on which they are based will be presented in greater
detail in the reports which are still to be published from
the Commission's five special committees.

It is remarkable that the I.C.R.P. has done this work
for more than 30 years with no permanent secretariat
and practically no funds, drawing heavily on the
voluntary services of the experts who form its
committees and finding from various sources the small
expenses necessary for their occasional meetings.
Whether it can continue indefinitely along these lines
would seem to be doubtful, but if extra funds or
facilities are needed to enable it to discharge its greatly
increased tasks and responsibilities it is to be hoped
that they will be provided without prejudicing in any
way the independent scientific status of the Commission.

BREAST ABSCESS

One of the arguments in favour of domiciliary
confinement is that infections, both maternal and
neonatal, occur less often in the home than in the
hospital. In a paper on breast abscess in last week's
Journal (p. 1224) Mr. I. C. S. Knight and Mr. B. Nolan
report that they fotund in Edinburgh that the incidence
of breast infections in 1957 was more than twice; as

high in women delivered in hospital as in those confined
at home. They studied 100 consecutive cases of
puerperal breast abscess requiring surgical treatment.
The causal organism was Staph. aureus in every case.
The infections were associated with heavy colonization
of the baby's nasopharynx with organisms of the same
type as those cultured from the abscess but differing
from those carried in the mother's nares. Indeed, 46 of
the babies showed some infective lesion, most commonly
of the skin. In over 90% of the cases the causative
organism was insensitive to penicillin. This is not
surprising. In most hospital maternity uniks this has
been so apparent clinically for some years now that
penicillin is not used for breast infections as the
antibiotic of first choice pending the results of
sensitivity tests. In the Edinburgh series chloram-
phenicol was found the most effective antibiotic:
resistance to it occurred in one case only. But this was
in 1957, and it would be interesting to learn what
increase in rate of resistance to this drug has developed
since then. Knight and Nolan recommend that when
infection is suspected an antibiotic should be given, but
discontinued if there is no clinical response in 48
hours.
The Edinburgh workers found that breast abscess

appears to be a more protracted disease than in pre-
antibiotic days. Abscesses healed more quickly when
lactation had failed than when it had been suppressed,
and further abscesses seemed much more likely
to occur when lactation had not been completely
suppressed. The woman urged to " breast-feed " while
in hospital, but giving up as soon as she returned
home, was more prone to infection, presumably because
in her case the measures taken to dry up the breasts
were inadequate. This raises the question whether
hospital staffs, perhaps largely for their own convenience,
too often insist on a mother breast-feeding while in
hospital, even though it is obvious she will desist as
soon as she returns home. There is another more
important question which might be asked: If the
hospital is the safest place for labour, but home the
safest after delivery, is there not a strong case for the
very early discharge from hospital of mothers and
infants after a normal confinement ?

NOMENCLATURE OF BLOOD-CLOTTING
FACTORS

The possibility of international agreement on the
nomenclature of blood coagulation factors has always
seemed as unlikely as major agreements in international
politics. Five years ago a number of leading workers
decided that an international committee should be
formed as a preliminary step to attempting to propose
a standardized nomenclature for the factors which are
generally believed to play a part in the physiological
clotting of blood." That an important measure of
agreement has now been reached by this committee
under the chairmanship of Dr. Irving S. Wright is a

1 See annotadion. Brit. med. J.. 1957, 1, 278.
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great achievement which may mark the beginning of a
more rational approach to the whole subject. The fact
that the committee has members from all parts of the
world, some of whom have strong and independent
views on nomenclature, is evidence of the skill of the
chairman, under whose guidance good sense and
friendship have triumphed over pride and prejudice.
To experts in the field of blood coagulation the

achievement may seem disappointingly modest. The
committee has agreed to accept the evidence for the
existence of four coagulation factors in addition to
prothrombin, fibrinogen, tissue extracts, and calcium.
These four factors are defined with the synonyms in
common use, and an international nomenclature in
roman numerals has been proposed-factors V, VII,
VIII, and IX. The definitions of these factors can be
found in an article recording the committee's decisions
at p. 1292 in this issue.

In addition to defining and accepting these factors the
committee has laid down the evidence which will be
required for the acceptance of new factors in the future.
This part of the document is of great importance and
should act as a guide to workers in the planning and
description of their researches. A clinical haemorrhagic
syndrome associated with deficient coagulation in which
the defect is corrected by normal and defined
pathological specimens of plasma or blood does not
constitute evidence for a new factor. Methods for the
assay of the physiological properties of the factor must
also be presented.

Acceptance of a factor by the international committee
does not necessarily confer any high order of reality
on it. The acceptance means that the committee is
reasonably satisfied that the phenomena on which the
proposed factor is based are sufficiently clear cut and
reproducible for description. In the future a factor
previously accepted by the committee may be deleted
if new evidence requires this. The committee is rightly
interested mainly in clarity in the communication of
ideas.
The statement describing the results of the committee's

deliberations, published simultaneously in England and
America, should form the basis of future action in
many spheres. For example, editors should try to
ensure that, for factors accepted by the committee, the
international nomenclature should be used in their
journals-at least in brackets after the locally accepted
term-and that unauthorized extensions of the roman
numerical system do not appear in print. Workers who
make a new discovery will now have the requirements
for the acceptance of a factor clearly before them and
may be encouraged to resist the temptation to add to
the nomenclature before they are sure that they have
adequate evidence. The committee will itself in due
course be required to come to some decision about
existing controversial syiadromes. For example, no
international nomenclature has been proposed for such
syndromes as the Hageman defect, the Stuart-Prower
defect, or plasma thromboplastin antecedent deficiency.
Faced with -these problems the committee will be greatly
helped by its own admirable and clear criteria.

IDIOPATHIC RENAL ACIDOSIS IN INFANCY
In the years following the second world war renal
acidosis became more widely recognized as a cause of
the failure of some infants to thrive, but since 1953 it
has become much rarer.' The symptoms of anorexia,
vomiting, and constipation, with signs of dehydration,
hypotonia, and low-grade pyrexia, are common to other
diseases of this age group. The diagnosis depends on
the finding of a urinary pH on the alkaline side of 6.5
in the face of an acidosis in the blood. Early diagnosis
and treatment with alkalis result in the relief of
symptoms and, after a period of time ranging from a
few weeks to many months, in apparent cure.

Since the recognition of the syndrome of
nephrocalcinosis by R. Lightwood2 and its relationship
to persistent acidosis,3 the defect has been traced to an
inability of the renal tubules to reabsorb bicarbonate,4 5

probably because of defective action of the enzyme
carbonic anhydrase. Efforts to elucidate the aetiology
further have been unsuccessful; they have had to take
into account the peak incidence in Britain between
1948 and 1953, the possible relationship to idiopathic
hypercalcaemia of infants,7 and the self-limiting nature
of the disorder. All this points to an environmental
hazard, and, since breast-fed infants are rarely affected,
a relationship to feeding seems likely. In the search for
noxious agents overdosage with vitamin D and mercury
ingestion have been considered, with inconclusive
results8 9; failure to prove guilt, however, is by no
means the same as saying that innocence has been
established. When it is remembered that both mercury
and vitamin D influence renal tubular function, the
decline in incidence since vitamin-D supplements were
reduced in infant foods and mercury removed from
teething powders seems to be more than a mere
coincidence. The difficulty in attributing the guilt to
these substances, however, lies in the fact that only a
few cases of renal acidosis have been reported with a
high serum calcium, and a similar small proportion of
infants with hypercalcaemia show an acidosis; in the
case of pink disease, for which mercury has been
blamed beyond reasonable doubt, acidosis is not a
feature.
The self-limiting nature of renal acidosis in infants

has been assumed from follow-up of individual cases.
Recently E. U. Buchanan and G. M. Komrower10 for
the first time have produced convincing supporting
evidence in an elegant study of renal function in eight
children who had suffered from renal acidosis four or
more years previously. They were found on physical
examination to be essentially normal: their renal
function was then compared with that of twenty-two
1 Stapleton, T., in Modern Trends In Paediatries, 2nd series, 1958, London.
2Lightwood, R., Arch. DIs. Ciildh., 1935, 10, 205.
3Butler, A. JM., Wilson, J. L., and Farber, S., J. Pediatrics, 1936, 8, 489.
4 Hartmann, A. F., Ann. Intern. Med., 1939, 13, 940.
Stapleton, T., Lancet, 1949, 1, 683.
Smith, L. H., and Schreiner, 0. E., J. Lab. clln. Med., 1954, 43, 347.

7 Lightwood, R.. Arch. Dis. Childh., 1952, 27, 302.
8- Payne, W. W., and Black, J. A., Pediatrics, 1953, 12, 628.
* Carr6, I. J., Wood, B. S. B., and Smallwood, W. C., Arch. Dis. Childh.,

1954, 29, 326.
10 Buchanan, E. U., and Komrower, G. M., ibid., 1958, 33, 532.
" Kunz, H. W., Cheung, M. W.,and Pratt, E. L., J. Pediat., 1958, 52, 434.
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normal'controls of similar ages by means of a carefully
contrived routine of withholding and then forcing fluids,
together with the administration of ammonium chloride.
Results showed complete recovery of the ability to
secrete an acid urine and to form ammonia. The
authors conclude that infantile renal acidosis is a
different condition from that associated with
nephrocalcinosis in older children and adults and that
the one does not lead on to the other. This is at
variance with earlier views and does not exclude the
possibility that milder cases escaping diagnosis in
infancy may not present in later childhood with
irreparable renal damage.1' Further follow-up studies
are obviously needed on both treated and untreated
cases in order to determine this point.

IN THE MARKET PLACE
The manufacturers of drugs are often criticized for the
methods they use to sell them. From time to time we
publish letters complaining about the circulars which
pour unceasingly through doctors' letter-boxes or about
the time taken up in interviewing representatives. In
their less irritable moments most general practitioners
would agree that circulars can often be highly
informative, and representatives sources of useful
knowledge. Unfortunately the promotional efforts of
the whole pharmaceutical industry tend to be judged
in the light of the actions of the firms with the
lowest standards. The Association of British Pharma-
ceutical Industry is conscious of the need for a high
standard among its members, and, as its president, Dr.
Thomas Kerfoot, mentioned in a speech the other day,
a marketing code for "medical specialties" has been
drawn up and accepted by every member of the
association. Medical specialties are defined as
"branded products not advertised to the lay public,"
and the two guiding principles to be adopted in
promoting their sales are: (a) "that the accuracy and
completeness of the information are of paramount
importance, and (b) that the methods of promotion
employed must be appropriate to the learning and
professional status of those to whom they are directed."
The code lays down in general terms what should

and should not be done. For instance, promotional
activities should give a complete and balanced picture
of the product to the doctor; side-effects and
contraindications must be clearly stated; and statements
based on clinical and pharmacological evidence must
be clearly differentiated from those based on
theoretical speculation. On the negative side, the code
lays down that promotional activities must not mislead,
that results which have been superseded by later work
must not be used without qualification, and that
disparaging references to competing products must be
avoided. On the subject of "mailings," the code asks
for sensible restraint in the frequency with which
mailings on individual products are sent out, and
communications must not be designed to gain
attention by subterfuge or deception. The " basic

N.H.S. cost" of products mUist'.be given in or with all.
promotional literature. The code also gives guidance
on the work of representatives, on the distribution of
samples, and on gifts and hospitality: gifts to doctors
and pharmacists should be "of little monetary value"
and hospitality and entertainment " must be moderate."
The pharmaceutical industry has everything to gain by
accepting in full this quite sensible code. Firms who
contravene it may be excluded from membership of the
Association of British Pharmaceutical Industry.

NEW DRUGS IN PSYCHIATRY
A technical report' has recently been published of a
conference held by ten specialists and three members
of the World Health Organization Secretariat to
consider the subject of ataractic (or tranquilizing) and
hallucinogenic drugs. The report is intended to help
in their classification. Drawing attention to the few
known facts and also to the many investigations
needed into the mode of action of the drugs, the
report suggests concerted international efforts at
collecting statistically valid clinical observations
from communities with as varied a cultural back-
ground as possible. It also summarizes recent
progress in neurology, referring to electron-microscopy,
electrophysiological studies with microelectrodes and
micro-injection techniques, and microchemistry and
histochemistry of the nervous system.
Changes produced in certain parts of the brain, such

as the limbic system, the hypothalamus, and the
reticular formation, may be related to the clinical
effects produced by the ataractic drugs; the changes
may include interaction of the drugs with some of the
known chemical components of brain tissue, among
them amines and amino-acids. However, this aspect
is at present, though fascinating, also highly speculative,
and apt to be modified with every new discovery. The
ataractic drugs and hallucinogens should be of help in
the classification of mental diseases, though progress
on those lines has so far been meagre. Differences in
action of psychotropic drugs in different cultural
societies suggest further studies of the sociological
aspect of psychiatry.
The report contains a most valuable-if only

provisional-attempt at a classification of the ataractic
drugs, based on a large number of experimental data
collected from the literature. The authors point to the
weakest point in our knowledge of these agents, which
is the absence of good comparative data. Papers
describing an effect produced by drug A usually make
no attempt at comparing A with other drugs which
might have the same effect, particularly with older
remedies long known in therapeutics. It is important
to realize that each individual drug has a characteristic
pattern of action, usually not even shared by its nearest
chemical congener. Workers actively engaged in
research on neuropharmacology will greatly appreciate
the long list of references and five pages of structural
formulae of the agents discussed.

1 Wid Hith Org. techrn. ReD. Ser., 1958, 152.
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