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hypnotics must be assessed by the hangover they induce. This
means. more than just the patient's estimate, which can be
highly unreliable, as A. Malpas and colleagues recently re-
ported.5 They gave nitrazepam, 5 or 10 mg., or amylobarbi-
tone sodium, 100 or 200 mg., to normal volunteers. In the
middle of the following day volunteers actually considered
themselves more often "alert" after the drugs than after
placebo, yet when objectively tested they performed much less
sucessfully on motor tasks and drowsed off more readily
when bored. These findings are all too reminiscent of the
driver who, believing that he drives better after alcohol, ends
in an accident.
We know little of the true functions of sleep, and recent

knowledge of it shows it to be a complex state. Little is known
either of the good or ill effects of hypnotic drugs, though their
attractions as easy means of escape from reality are all too
evident. The benzodiazepines seem at the moment to have
low potential as drugs of abuse, so that nitrazepam, which has
also the advantage of being remarkably non-toxic,6 may be
regarded as a reasonable choice when a hypnotic must be pres-
scribed. But it has become increasingly clear that good clinical
practice requires every doctor to undertake a searching
review of his prescribing of hypnotic drugs.7

Trimethoprim-Sulphamethoxazole
in Typhoid

Enteric fever obeys no therapeutic rules. Antibiotics such as
chlortetracycline and streptomycin, which might from their
in vitro activity be expected to exert some effect on it, do not.
Still more might be expected of polymyxin, gentamicin, or
cephaloridine, since they can kill typhoid bacilli in concen-
trations lower than that of chloramphenicol, which merely
inhibits growth; yet A. T. Dawkins and R. B. Hornick1
could achieve nothing by their administration in typhoid
fever, even blood cultures remaining positive. Much was
hoped of ampicillin, since it is as active as chloramphenicol by
ordinary tests, bactericidal instead of merely bacteristatic, and
safely administrable in much larger doses; yet results have
been disappointing. Despite all these new discoveries chlor-
amphenicol has remained the standard treatment in enteric
fever for over 20 years.

Chloramphenicol has several serious drawbacks. It regularly
produces defervescence, but relapse is common, and since
there is no bactericidal effect the organism is not eliminated.
A subsequent carrier state is common-some say actually
favoured by the treatment. It carries a risk, however remote,
of producing marrow aplasia. Moreover it seems that the
effect of chloramphenicol is not what it used to be: studies
from several countries report an extension of the period to
defervescence from an original mean of about three days to
six. Unfortunately none of these studies has included an
examination of bacterial sensitivity to the drug; a gradual
diminution might well acount for the present slower response
of the disease. Clearly an alternative treatment free of these
drawbacks would be a welcome advance.
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It seems that this may have been found in trimethoprim
plus sulphamethoxazole (Septrin, Bactrim), the syner-
gically acting combination of synthetic antibacterial drugs
with an already established place in the treatment of urinary,
respiratory, and other infections. The range of activity of this
combination is extensive. It includes the pyogenic cocci, but
such infections are already well provided for by penicillin and
other antibiotics. -It also includes the enterobacteria, and these
are in general less sensitive to antibiotics-hence the successful
application of trimethoprim-sulphamethoxazole to urinary
tract infections, most of which are caused by such organisms.
Among enterobacteria are the Salmonella group, and these are
highly sensitive to trimethoprim: 14 strains of different species
were all inhibited by 0-06-0-25 ,ug./ml.2 Since they are also
at least moderately sensitive to sulphonamides the combina-
tion could reasonably be expected to have an effect on
salmonella infections. This was apparently verified in a
preliminary trial of the treatment of typhoid fever in Ibadan
reported3 in 1968, and a similar small-scale trial in Kampala4
also gave encouraging results.
The first trial of this treatment on a full scale is described

by S. A. Kamat on p. 318. From the vast numbers of patients
in Bombay 220 men were chosen with positive blood cultures
(S. typhi in 212 and S. paratyphi A in 8), thus leaving no
doubt of the diagnosis. Of these 120 were treated with
chloramphenicol in the usual doses and 100 with trimetho-
prim-sulphamethoxazole, three tablets being at first given
twice a day; then the dose was reduced to two and found to
have an equal effect. All the patients recovered without
haemorrhage or perforation, which is characteristic of
the disease in this area. There was little difference between
the two groups in the period to defervescence, but in other
features they differed considerably. Ten patients treated with
chloramphenicol and none in the other group underwent a
"toxic crisis." Initial "toxaemia" was rapidly relieved by
trimethoprim-sulphamethoxazole but persisted longer (or
even in 11 patients actually developed) during treatment with
chloramphenicol. "Pronounced weakness and even prostra-
tion" were characteristic of the chloramphenicol group,
weakness persisting for two to three weeks, but for only about
one week in the other group. Observer bias could have entered
into such a study, which was apparently in no sense blind, but
it was on such a scale and the findings are so consistent that it
must be accepted as evidence of the superiority of the new
treatment over chloramphenicol in typhoid fever, at least as
seen in this area. No observations were made on subsequent
intestinal carriage.
Egypt is another country where the treatment of typhoid

fever can be extensively studied, and a group of workers,
including several from the U.S. Naval Medical Research
Unit No. 3, which has been engaged there in such studies for a
number of years, report briefly on p. 321 on the successful
treatment with trimethoprim-sulphamethoxazole ofeight cases
of typhoid fever, five of paratyphoid A, B, or C, and two of
acute brucellosis. They also testify to the rapid clinical
improvement produced: "toxicity" and abdominal distension
were relieved within 48 hours. There were no relapses and
follow-up cultures were all negative. Though this trial was
uncontrolled the authors' experience in this field is so extensive
that their enthusiasm must command attention. A third con-
tribution to the subject, on p. 316, is a study in Aberdeen of
the treatment of carriers. Of four carriers of typhoid since the
outbreak there in 1964 one man was cleared by a month's
treatment with trimethoprim-sulphamethoxazole, and three
women were not, but all three had radiological abnormalities
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of the gall bladder. One other short-term typhoid carrier and
two long-standing carriers of other Salmonella species were
cleared. Further observations are needed both ofthe treatment
of established carriers and particularly of the frequency of the
carrier state after treatment ofthe disease itself. It is reasonable
to hope that in view of the bactericidal action of this combina-
tion the organism may at least more often be actually
eliminated. The studies of Kamat and others reported here
should certainlyserve to encourage otherstoadoptthis treatment
and form their own opinions.

Alcoholism Neglected
Difficulties in defining alcoholism have resulted in widely
varying estimates of its prevalence. A recent one1 is that there
are between 200,000 and 400,000 alcoholics in England and
Wales. If correct this means that about 1% of the adult
population is afflicted. The number of alcoholic patients
treated in hospital in England and Wales in 1967 was over
7,500-a rise of nearly tenfold in fifteen years.
Not all alcoholics need inpatient care, but in the United

States it is suggested that about 25% of alcoholics have
physical or psychological complications." Even if this figure
was halved and applied to England and Wales, where alcohol-
ism is less widespread than in the United States, then between
20,000 and 50,000 patients would seem to need treatment. If
these patients materialized in the surgeries and the hospitals
the already heavy load on the health services would be
increased. The fact that they have not suggests that most
alcoholics are not seen by doctors or, if so, not diagnosed.

Alcoholism may be distinguished from excessive social
drinking and cannot be used to describe the individual who
has occasional bouts of drunkenness. In 1960 Keller2 produced
a short definition, describing it as "a chronic disease manifested
by repetitive implicative (suspicion arousing) drinking so as
to cause injury to the drinker's health or to his social or
economic functioning."

It was to educate the public and doctors about this largely
hidden disease and to co-ordinate the medical profession's
attack on it that the Medical Council on Alcoholism was
founded three years ago. Started informally by a group of
doctors with experience of treating alcoholism, it has since
attracted financial support from an anonymous private
foundation. This has allowed the council, now under the
presidency of Sir Max Rosenheim, to sponsor some research
projects which range from studies of the biochemistry of
alcoholism to a survey on attitudes to drinking. At a press
conference last week the council gave a preliminary progress
report on these projects, reiterated some of the facts known
already about alcoholism, and indicated its intention to widen
the field of knowledge as funds become available.3 Estimating
the possible cost to industry as £100 million a year, and
noting that the Government received the sum of £1,500
million annually from the liquor industry the council suggested
that money might be provided from these two sources towards
exploring methods of prevention and treatment. This proposal
has the attractiveness of simplicity and justice.
However, there are some massive obstacles to be overcome
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in tackling alcoholism. It is still regarded by the public and
even by doctors as a social stigma rather than as a disease.
Far from seeking treatment afflicted persons and their
families will go to extraordinary lengths to disguise their
"weakness." This makes recognizing alcoholism particularly
difficult for busy doctors, who may easily overlook excessive
alcohol intake as a contributory factor to a patient's illness.
Firms may dismiss sufferers-many of whom are in middle
age-in a way they would not dream of doing to victims of
other more acceptable diseases. Such attitudes make re-
habilitation, already notoriously difficult for alcohol addicts,
even more difficult.
The council is probably right when it says that medical

students and doctors are not taught about alcoholism. Not so
long ago all clinical students were regularly admonished by
their teachers not to forget the spirochaete when assessing the
differential diagnoses of a patient. Perhaps the same should
now be said of alcohol for, like syphilis, it can present in an
extraordinarily wide age range and in a variety of ways, and
its abuse is on the increase.3
So far there are fewer than a score of special treatment

centres in Great Britain and with Health Service resources
overstretched the prospect for starting more seems remote.
Perhaps, as the Medical Council on Alcoholism proposes, the
distilling industry and the Government could be persuaded to
direct some of the money they receive from alcohol sales to-
wards the prevention and treatment of its misuse. There is
already an N.H.S. precedent, though on a tiny scale, in that
drivers through their motor insurance companies contribute
towards the treatment ofroad accident injuries. Would it be too
much to hope for a demonstration ofimagination and flexibility
from the Government, with the setting up ofa pilot experiment
along these lines in say Scotland, where the problem is even
more intractable than in England and Wales?

Cancer Hazards in the Laboratory
The publication and wide circulation of a code of practice'
for laboratory workers who handle carcinogenic aromatic
amines has drawn attention to the need for extreme care in
handling specified agents. They include a- and 0-napthyl-
amine, benzidine, 4-aminodiphenyl, orthodianisidine, 4-nitro-
diphenyl, orthotolidine, or the salts of these compounds.
These substances are known to cause or suspected of causing
bladder cancer in workers engaged in their manufacture or
handling them on a large scale. The incidence of bladder
cancer among laboratory workers, some of whom have been
exposed intermittently to carcinogenic aromatic amines, has
not been the subject of an epidemiological survey. Never-
theless, an increasing number of individual case reports leaves
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