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vomiting disease is less clear. Various viruses have been impli-
cated, mostly discovered by electron microscopy of stools.
Unfortunately none of the candidate viruses grow in tissue
culture and this has greatly hampered investigation of their
pathogenicity. Nevertheless, techniques such as feeding the
viruses to volunteers and immune electron microscopy have
yielded much useful information. The main viruses found by
these methods have been the Norwalk,5 Montgomery County,
and Hawaii agents in the United States,6 and the W,7 Harlow,
and Ditchling agents9 in Britain. By far the best studied of
these is the Norwalk agent, but several general conclusions
about all ofthem have emerged. The viruses are small (they are
all about the same size9-"1) and in most cases feeding them to
volunteers reproduces alimentary symptoms.6 711-13 Antibody
is produced after both natural and experimental infections.1011 13
The relations between the viruses are confused. The Norwalk
and Montgomery County agents are antigenically similar but
differ from the Hawaii agent." The British W and Ditchling
agents appear identical but they in turn differ from both Nor-
walk and Hawaii agents.6 9 Recently, another virus which
appears identical with the Norwalk agent on electron micro-
scopy has been reported in a hospital and community outbreak
in Britain, though its antigenic relation to the Norwalk virus
is unknown.'4
Now a calicivirus has turned up as a cause of winter vomiting

disease.'5 16 Caliciviruses have a distinctive appearance'7 and
are best known as faecal viruses of such diverse species as sea-
lions, pigs, and cats.'8 The human variety was first reported by
Madeley and Cosgrove'9 but without any association with
disease. Flewett and Davis confirmed finding calicivirus in
human stools, but in this instance in two babies with gastro-
enteritis.20 Cubitt, McSwiggan, and Moore'6 have now reported
calicivirus associated with a typical outbreak of winter vomiting
disease in a London school. The virus was present in the stools
of seven of the 13 children affected. All the children developed
antibody, though a teacher (the only adult affected) did not.
Virus disappeared from the stools by the sixth day after onset
and could not be found in the stools of healthy children in the
school. This is convincing evidence that calicivirus caused the
outbreak. Confirmation of the role of calicivirus in alimentary
infections has also come from Japan, where Chiba and his
colleagues2' found it to be the cause of an outbreak of acute
infectious diarrhoea in an infant's home. Here again the
problem of differentiating winter vomiting from acute non-
bacterial gastroenteritis becomes apparent.

Calicivirus is certainly not the only cause of winter vomiting
disease, and in any event it may sometimes be present in the
stools of babies without symptoms.22 The part played by the
various viruses reported in both winter vomiting disease and
acute non-bacterial gastroenteritis will be worked out only by
thorough virological investigation of outbreaks, preferably
notified at an early stage when specimens are available from
patients with acute disease.
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Drugs and alcohol
One elderly diabetic taking tolbutamide asked his doctor if he
might have a drink to celebrate Christmas; he was told
categorically that he must not. No doubt the harassed doctor,
aware of the complex interactions between drugs and alcohol,'
must have thought a blanket prohibition the safest expedient.
A highly simplified view of the body's handling of alcohol

may provide some guidance. Alcohol in social amounts increases
gastric absorption, is freely distributed in the body water, and
is eliminated in the liver by conversion to acetaldehyde with
the aid of the cytosol enzyme alcohol dehydrogenase. Acute
intoxication may induce pylorospasm, which will delay drug
absorption. Furthermore, the alcohol will interact with
microsomal enzymes responsible for drug metabolism,
probably because they are brought into play to assist alcohol
dehydrogenase in dealing with the excess or because stimula-
tion of adrenocortical steroids inhibits microsomal enzymes.
Repeated ingestion of alcohol (and cigarette smoking) leads
to induction of drug-metabolising enzymes, so that the
alcoholic may be less sensitive to drugs, provided that his
liver is not seriously damaged.

In general, therefore, the acute effect of alcohol is to
inhibit drug metabolism so that drug action is prolonged. In
man this has been shown with phenylbutazone, pheno-
barbitone, meprobamate, and chloral hydrate.2 A similar
action occurs with other barbiturates, opiates, and antipyrine
after addition of alcohol in vitro and after its administration
to animals. Diazepam has a strong synergistic action with
alcohol, but with other benzodiazepines the action is weaker
and they may be safer in certain circumstances. Anti-
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depressants and antipsychotic drugs, especially those with
strong anticholinergic properties such as amitryptiline, have
an additive effect with alcohol, which can provoke extra-
pyramidal symptoms in patients on long-term treatment.3
Barbiturates, beta-blockers, and antihistamines have all
been shown to impair psychomotor performance, even in
small doses, in conjunction with alcohol. The risks of hypo-
glycaemia with the sulphonylureas and of bleeding with
warfarin should both be well khown. Poisoning with relatively
small doses of drugs like barbiturates, opiates, diazepam,
chlormethiazole, paracetamol, and Distalgesic (dextro-
propoxyphene and paracetamol) seems to be more serious, and
sometimes unexpectedly fatal, when combined with alcohol.
The evidence is largely anecdotal and the explanation is not
known, though central nervous system interactions are
probably important.

In contrast, drugs which are metabolised by the liver are
likely to have a diminished effect in the chronic alcoholic (in
the absence of cirrhosis) because of enzyme induction. This is
true for phenytoin, meprobamate, diazepam, barbiturates,
warfarin, and tolbutamide,4 the therapeutic actions of which
may be reduced by as much as half. Enzyme induction may
also explain the very large amounts of sedatives that sometimes
have to be given to patients with alcohol-withdrawal
symptoms.
Drugs may themselves affect the behaviour of alcohol by

altering gastric absorption, by changing its volume of dis-
tribution (in the case of diuretics, for example), and by
inhibiting its metabolism. Chlorpromazine and chloral
hydrate inhibit alcohol dehydrogenase and disulfiram
(Antabuse) interferes with aldehyde dehydrogenase, though
the belief that accumulation of acetaldehyde is responsible for
the "Antabuse reaction" is probably too simple.5 Chlor-
propamide and metronidazole produce flushing and an
"Antabuse reaction" in some people, but this is almost
certainly genetically determined, at least in the case of chlor-
propamide.6 Flushing is probably mediated through central
receptors in the brain, and drugs such as naloxone may be
effective in treating acute alcoholic intoxication.7 Greater
knowledge of such drug-receptor interactions may help to
identify individual susceptibility to the effects of both drugs
and alcohol.
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The editor regrets...
Last year the BMJ rejected over 4000 articles submitted for
publication, so making some of their authors angry, or frustra-
ted, or simply miserable. Some of these articles were accounts
of good medical science, were well written, and because of
their lack of general interest were turned down in our weekly
competitive editorial hanging committee (so-called by analogy
with the committee that selects paintings for the Royal
Academy's summer exhibition). Most of the rejects, however,
were non-starters.
Many of the rejected case reports were rarities that had

been recorded already-sometimes in standard textbooks.
Oddities are of wide interest only the first time round. Clinical
research appeals to general readers when it is reasonably
conclusive, but many of the papers sent to us were far too pre-
liminary. The acid test is whether the findings will affect clini-
cal practice, and that means that ideas should have been tested
on patients, probably in controlled trials. Nor do we usually
accept refutations of hypotheses originally published in
another journal-though we do accept an obligation when we
carried the first paper. Next, since our readers are mostly
generalists, we give priority to papers on common disorders-
coronary disease, breast cancer, stillbirth, rheumatoid arthritis
-and look more sceptically at work (even of high quality) on
clinical rarities. Every editor has his ideal paper (as every
motorist dreams of an ideal car). For us the paper would report
new findings in a common disease that either improved prog-
nosis or simplified management: and the new approach would
have been properly evaluated in a formal controlled trial.

Finally, what about presentation? Clearly a well-written,
cleanly typed paper makes a good impression on both editors
and referees, but we try to assess the quality of the work as
well. Sometimes-as Dr Alex Paton explains at p 529-we
decide to rewrite a paper heavily because its ideas are impor-
tant and attractive but not expressed appropriately for the
average non-specialist reader. Most often, however, we cannot
find the time to provide such a service, so we hope intending
authors will find this example helpful.

Correction

Cerebral atrophy or hydrocephalus?

We regret that the list of references was omitted from the leading
article on this subject (9 February, p 348). They are as follows:
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