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5,000 daily. Chlorpromazine in large doses is useful in over-
coming resistance to eating,4 and the antihistamine cypro-
heptadine may help to stimulate the appetite.17 Associated
depression may require treatment with drugs and occasion-
ally electroplexy.
Though most patients respond to this type of regimen

and can leave hospital within two to three months, they
tend to relapse so that many require supportive psycho-
therapy and readmission to hospital during physical or
emotional crises over a period of years. Modified leucotomy
has been employed with some success in a small number of
selected resistant cases.4
The reported prognosis varies from 80%18 to 35%19

recovery, probably owing to differences in the selection of
cases and the length of follow-up. In a recent study20 of 41
patients seen 3 to 10 years after hospital admission 60% still
showed some form of appetite disturbance and 50% remained
underweight or had shown considerable fluctuations in
weight. Of 29 of these patients followed up for five or more
years, nine remained distinctly underweight and amenor-
rhoeic, 10 were of normal weight but still had menstrual
irregularities, and 10 had normal weight and menstruation
but showed social and sexual inadequacies. In another series
of 140 patients followed up for up to 17 years,4 69% made a
good recovery, 30% remained underweight and amenor-
rhoeic, 3 died from inanition, and 1 committed suicide.
There is still much to be learned about this disorder. Its
further investigation is certain to advance our knowledge of
the mind-body relationship.
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Strengthening General
Practice
"There is no doubt that in terms of value for money
spent the capital invested in the community health services
will produce a greater return from which more people
will benefit than a similar amount of money devoted to
the hospital services." This is arguably the most important
sentence in the recent report, The Organization of Group
Practice,' by a specially appointed subcommittee of the
Standing Medical Advisory Committee. Ironically, as the

authors admit, this major issue of priorities lay outside
their remit-to review the working and organization of
group practice. Nevertheless, if the rest of the report was
to have any practical value Dr. Harvard Davies, the chair-
man, and his colleagues were right in speaking so plainly.
There are no startling innovations proposed; instead the
report prefers to give general practice a firm nudge along
the path it is already travelling, emphasizing the importance
of personal care in a team framework, good liaison with
hospitals, adequate supporting facilities and proper records,
vocational training, and properly evaluated research.

Arguing the illogicality and wastefulness of providing
extensive hospital care for patients who could be looked
after perfectly well in the community, the report pleads
for a review of the place in the N.H.S. of the smaller
hospitals where G.P.s can care for their patients. It foresees
their use as a nucleus for local nursing units which could
be associated with health centres or local group practices,
a view which will find support among doctors and patients.
However, the subcommittee considers that as it is too
expensive to provide radiological and pathological facilities
in small hospitals or group practices family doctors should
have access to these at district general hospitals. With the
hospital accident departments under increasing strain the
proposal that all group practices should be equipped to
deal with minor injuries and casual attenders is sensible,
and indeed already happens in some practices. The report
also forecasts that more general practitioners will take part
in some aspect of hospital work and in turn consultants
will come out of hospital to consult in group practice
centres, all of which will help functional integration in
the N.H.S. Unification of the Service is assumed but the
authors are right in saying that administrative union will
achieve little without functional union, and they are doubt-
ful, for instance, whether the Seebohm solution2 of inte-
grating all social work and separating it from medical
services will prove satisfactory.

In preparing its report the subcommittee "received a
wealth of informed opinion," but found there was a "notable
lack of concrete evidence." Despite this handicap-and
the authors urge that more properly evaluated research
should be started-group practice both in health centres
and in privately owned premises is carefully analyzed and
much practical advice given. Where the size of population
warrants it the authors favour the idea of multiple group
practice centres with more than one group under the same
roof. They suggest, however, that each group should retain
its corporate identity, and that five or six doctors, caring
for about 15,000 patients, is probably the optimum size for
a group if supporting facilities and covering arrangements
are to be adequate. The report also observes that the sheer
expense for doctors of their own practice accommodation is
now such that potential recruits may be deterred from general
practice; this capital cost is often a factor in persuading
practices to move into health centres. With the cost of pro-
perty rising sharply the situation is likely to get more diffi-
cult, and the report calls for an acceleration of the health
centre programme which will match the development of
district hospitals.

In advocating that the maximum amount of medical care
should be handled in the community with the community
physician of the reorganized N.H.S. playing a co-ordinating
role in its provision, 'the report sensibly suggests simple,
flexible administration with maximum communication both
within a centre and with other parts of the health and social
services. At the same time it gives an implicit warning
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against the development of bureaucratic barriers, such as
inflexible appointment systems, which can damage the per-
sonal doctor-patient contact. Not everyone will agree with
the report in its statement that group practice may not
enable doctors to care for more patients. In the long term,
with demand rising at a rate that is unlikely to be matched
by the increase in numbers of doctors, more efficiently
organized group practice with full supporting staff seems to
offer the best chance of continuing with the present com-
prehensive system of primary care, and this has been shown,
for example, in some areas of Sweden.3 Britain is fortunate
in still having general practitioners, and like several other
recent studies46 this latest report is convinced of the value
of primary and continuing care for a defined group of people
being provided by a generalist doctor, around whom the
medical services in the community can best be organized.
Everyone with an interest in medical care should study this
report. If Sir Keith Joseph, who welcomes it in a short
preface, is prepared to accept its financial implications then
general practice should not only survive but be strengthened.
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Uses of Allopurinol
The sustained action of allopurinol on the plasma level of
uric acid has led to its use in the treatment of hyperuri-
caemia and gout. It is usually simple to administer, readily
acceptable to the patient, and highly effective.

In early uncomplicated gout there is probably little to
choose between allopurinol and uricosuric drugs such as
probenecid or sulphinpyrazone, but there are several condi-
tions for which allopurinol is specially indicated, either
alone or in combination with uricosuric therapy. They in-
clude severe tophaceous gout, gout which is not controlled
by uricosuric treatment, intolerance to uricosuric drugs, gout
with a high level of urinary uric acid, uric acid kidney
stones, gout with advanced renal failure, and acute uric acid
nephropathy.1

Toxic effects are infrequent. The theoretical risk of the
formation of xanthine stones has not so far proved to be a
practical problem, owing largely, no doubt, to the decrease
in total excretion of purine produced by allopurinol and to
the rapid renal clearance of the oxypurine precursors of uric
acid. This complication has been almost completely confined
to a few patients with a deficiency of the enzyme hypo-
xanthine guanine phosphoribosyl transferase (PRT). But
attacks of acute gout, sometimes severe, can occur during
the weeks or months after treatment is begun, though they
eventually cease. Acute gout also occurs during the early
stages of uricosuric treatment and is probably related to the
falling level of uric acid, with temporary fluctuation in
equilibrium between its tissue fluid concentration and cry-
stals of urate. Early reports suggesting the possibility of
abnormalities in iron storage have not been confirmed by
subsequent clinical and laboratory experience. Rashes may
occasionally be troublesome and may prevent continued use
of the drug. They are uncommon but unfortunately are apt

to affect patients with renal failure, for whom allopurinol is
particularly indicated.

Further effects of allopurinol are described in two recent
publications. I. H. Fox and colleagues2 administered the
drug to nine patients with gout or hyperuricaemia and found
a significant reduction in the erythrocyte concentration of
phosphoribosyl pyrophosphate (PRPP), a substrate for
several different enzymes which catalyze the synthesis of
ribonucleotides essential for the metabolism of purines. De-
pletion of PRPP might contribute to the decreased rate of
purine biosynthesis which is observed in patients receiving
allopurinol. In the same study it was shown that allopurinol
was converted in vitro to its own ribonucleotide in erythro-
cytes by a mechanism dependent on the presence of PRPP
and PRT, and the possibility is raised that allopurinol ribo-
nucleotide mav itself be incorporated into tissue nucleic
acids in vivo. The long-term result of such a biological pro-
cess is unknown, and it should perhaps be emphasized that
in-vivo incorporation of this sort has not actually been
shown to occur.

In consequence of the identification of hypoxanthine and
xanthine crystals in muscle tissue from patients with xan-
thinuria (in which the patient has a congenital deficiency of
xanthine oxidase) R. W. E. Watts and colleagues proceeded
to examine muscle biopsies from patients with gout who were
being treated with allopurinol.3 The muscles were found to
contain crystals of hypoxanthine, xanthine, and oxipurinol
(a metabolite of allonurinol), as identified by a number of
different techniques. In contrast, muscles from patients with
untreated gout or from patients who had received only pro-
benecid contained either no crystals or crystals of anhydrous
uric acid, uric acid dihydrate, or sodium urate monohydrate.
None of the patients had any symmtoms or signs of muscle
disease, and the actual numbers of crystals found in muscle
were considerably smaller than had previously been seen in
patients with xanthinuria.

Allopurinol is a powerful inhibitor of the enzyme xanthine
oxidase. It was first used in the treatment of leukaemia to
suppress the oxidation of the drug 6-mercamtopurine to its
therapeutically inert metabolite 6-thiouric acid. Allopurinol
also inhibits the oxidation of the oxypurines hypoxanthine
and xanthine to uric acid, and thereby lowers the concentra-
tion of uric acid in the plasma and urine. But the influence
of allopurinol on purine metabolism goes beyond the inhibi-
tion of xanthine oxidase. It also suppresses the biosynthesis
of purines,45 an effect apparently dependent on the presence
of PRT, since in patients with a congenital deficiency of this
enzyme (including the Lesch-Nyhan syndrome) allopurinol
does not produce a fall in the total urinary purine.6

In the years which have now passed since its intro-
duction allopurinol has proved to be a safe and satisfactory
means of lowering the plasma level of uric acid, and its
continued use for this purpose is in no way precluded by the
investigations mentioned above. Nevertheless they sound a
warning against indiscriminate use of the drug, for much
remains to be learnt about its many long-term pharmacologi-
cal properties.
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