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Starting on prevention in
practice
Prevention is supposed to be everybody's business, but often
it is nobody's. Doctors are too busy with lengthening queues
of patients demanding curative medicine; the Government is
preoccupied with the shortage of money; the newspapers and
television revel in the sensational; and individuals, living in the
shadow of unemployment, the recession, and the bomb, are
thinking short-term and are unimpressed by the exhortations
of preventive zealots. Thus the Royal College of General
Practitioners is to be congratulated on its attempts to consider
practically how more preventive medicine can be introduced
into general practice. Five college working parties have been
considering these questions, and three have now reported.1-3
Most of the great successes in raising health standards have

been preventive. Antenatal care and immunisation, which are
both now routine matters undertaken by most general prac-
titioners, have saved many lives, and we have good evidence
that doctors can do more. Seeking out and treating hypertensive
patients can reduce mortality4; and general practitioners can
with simple measures help people to stop smoking.5 As the
report on the prevention of arterial disease says: "Probably
about a half of all strokes and a quarter of all coronary deaths
under 70" are preventable.
The reports focus well the concept of prevention: they dis-

cuss the evidence for various kinds of prevention and list in
detail what a general practitioner can do. Anything a doctor
chooses to do, however, will have to be done in addition to what
he does now; there is no evidence that time spent on prevention
will mean a diminution in the normal work load. General
practitioners can undertake prevention in several different
ways: they can devote a little ofeach consultation to prevention,
they can organise practice-based schemes, and they can work
within the local community. Because time, energy, and resources
are limited it will be crucial to experiment with different
methods and to audit what is achieved. Much of the work,
as the reports point out, can be delegated, and they suggest
that principals should be allowed to appoint up to two more
staff to do preventive work.

Unusually for reports from the Royal College of General
Practitioners, much is said about money and incentives. Little
will be achieved, the main report argues, if general practitioners
are not paid to do more preventive work. It may seem paradoxi-
cal that the working party should argue, firstly, that "antici-
patory care is the main direction of growth for the primary
health services in the foreseeable future," and then say that
nothing will happen unless doctors are given financial in-
centives. But it shows a realistic approach to the problem.
"Anticipatory care" is a phrase that the main working party has
coined to emphasise the indivisibility of prevention, diagnosis,
and care. The working party does not seem to like the phrase
much itself, however, and throughout the report refers much
more to prevention than to "anticipatory medicine." New
phrases more often confuse than clarify, and there seems no
need for this one. Another practical problem is that no matter
how successful preventive medicine proves to be, everybody
will succumb to some disease eventually and need medical care.
So is it ever conceivable that prevention will reduce a doctor's
work load?
These reports no doubt reflect the thinking and enthusiasm

of the current college leaders, who are to be congratulated on
their initiative. For if all else fades away the lists of diseases
amenable to prevention and of preventive topics for audit

could be useful on a daily basis to general practitioners
everywhere.
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Second remissions in child-
hood acute lymphoblastic
leukaemia
In the proliferation of terms that have come to surround the
management of cancer, "complete remission" is one that has
considerable prognostic importance. This term is applied
essentially to an artefact in that it describes the eradication of
all disease detectable by the techniques at our disposal. In the
acute leukaemias the difficulty of differentiating between
normal and abnormal cells has been acknowledged by conced-
ing that a small percentage of abnormal blast cells in the bone
marrow is consistent with a complete remission. Newer
techniques, both cytochemical and those that enable the
surface characteristics of cells to be screened individually, have
increased the sensitivity of the endpoint of complete remission
in some conditions. These factors alone emphasise the need for
its redefinition.
Even in its crudest definition, however, complete remission

in the acute leukaemias, cancer of the ovary, small-cell lung
cancer, the teratomas, the lymphomas, and some malignancies
of childhood is associated with a better quality of life and
longer survival than are seen in the patients who do not
achieve it. Complete remission is frequently used as an
indicator of the effectiveness of treatment; but this may be
inappropriate, for it may reflect the natural sensitivity of a
biological variant of the disease to a standard form of treat-
ment, rather than the impact of that treatment on a standard
population. Unfortunately, few presenting characteristics
enable us to predict who will achieve complete remission. Even
in those conditions such as acute lymphoblastic leukaemia and
the teratomas, where chemotherapy may result in a "complete
remission" with a total eradication of the neoplastic process,
this eradication is established only when the patient dies of a
condition other than his original malignancy-though clearly
this becomes more likely with time.
Once relapse of childhood acute lymphoblastic leukaemia

has occurred, a subsequent complete remission is widely held
to have less prognostic importance. A review by Cornbleet and
Chessells1 of 53 children having bone marrow relapse during
1972-7 supports this view. Whereas 15 out of 16 who had
completed and subsequently discontinued maintenance treat-
ment after two to three years achieved complete remission
after relapse, only 25 out of 37 who were still receiving treat-

ment at the time of relapse did so. The median survival of the
two groups was 72 and 37 weeks, with no long-term survivors
in the latter group and four-fifths of all these patients dying
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within one year of relapse. The conclusion of these and other
authors is that prolonged second haematological remissions
occur only in patients who have had inadequate treatment from
time of first remission, or who have relapsed during an
unmaintained remission.

Kearney et a12 carried out a restrospective study of 190
children with marrow relapse of acute lymphoblastic leukaemia
from different centres in Britain. Almost half of the children
achieved a second complete remission. In contrast with those
in first complete remission, the median duration of survival
was only five months, with no child surviving longer than 27
months. These depressing observations are echoed else-
where,3 4 though anecdotal reports imply that a few patients
may survive a long time.) 6 Those who relapse after a second
complete remission often succumb to extramedullary disease,
but the major cause of death appears to be the developing
resistance of the leukaemia to chemotherapy.

If newer treatment regimens cannot yet make an impact on
survival within this group, the implication is that these
patients should be treated more intensively at the outset, when
the disease is at its most sensitive and before resistance can be
induced by maintenance chemotherapy. Unfortunately, these
potential failures of treatment cannot be predicted before they
reveal themselves as cases of eventually unsalvageable disease.
At the core of the problem is the role of maintenance

chemotherapy. If relapse can be equated with failure to cure
eventually, then primary treatment becomes all important.
While maintenance treatment may play a substantial part in
eradicating disease in some, it may provide for the remainder
suboptimal treatment that merely delays overt recurrence
while at the same time initiating the complex processes of
resistance to chemotherapy. In acute lymphoblastic leukaemia
the time has come for an urgent reappraisal of what treatment
is required once complete remission has been achieved.
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Penicillamine nephropathy
Treatment with penicillamine for rheumatoid arthritis,'
Wilson's disease,2 3 cystinuria,4 5 or lead poisoning6 may be
complicated by damage to the kidneys. In such cases pro-
teinuria usually appears within four to 18 months7 but
occasionally the onset may be later.8 9 The incidence of
proteinuria is greater in patients with rheumatoid arthritis and
cystinuria (30%) than in those with Wilson's disease (4%),10
and its occurrence is linked with the mean daily dose of
penicillamine and the speed with which this maintenance dose
is reached.10 "1 Patients with rheumatoid arthritis who have low
serum concentrations of IgG and IgA may be more sus-
ceptible,'2 and those with the DRW2 and DRW3 antigens are
more likely to react to either penicillamine or gold,13 perhaps

reflecting pharmacological properties common to the two
drugs.14

Histological examination of renal biopsy specimens from
affected patients show either minimal changes15 16 or mesangio-
proliferative'7 or membranous"8 nephropathy. Progressive
glomerulonephritis with crescent formation has been observed
in a few patients who developed clinical and immunofluores-
cent features of Goodpasture's syndrome as a result of treat-
ment with penicillamine.9 20 The ultrastructural findings are
those of an immune-complex nephritis,"-'8 with subepithelial
dense deposits. Immunofluorescence studies show deposition
of IgG and complement, possibly owing to activation of the
classical pathway.'6 Circulating immune complexes are found
infrequently,15 though antibodies to penicillamine may be
found in the blood.2' In rats an immune-complex nephritis
may be produced by massive doses of penicillamine (2 g/kg),22
though not by smaller amounts.23 Nephritis due to release of
renal tubular antigen (Heymann nephritis) seems unlikely15 17
to be associated with penicillamine, but the enhancement of
cadmium nephrotoxicity by the drug might be due to tubular
damage.24
What, then, should be the management of patients who

develop proteinuria during treatment with penicillamine?
Renal function needs to be assessed and the loss of urinary
protein over 24 hours measured before treatment with peni-
cillamine is started. Two possibilities that should be excluded
are pre-existing renal disease in rheumatoid arthritis25 and
urinary infection in cystinuric patients with calculi. The
starting dose should be no more than 250 mg/day and should
ideally be increased at minimum intervals of one to two
months. The frequency of toxic effects leading to withdrawal
from treatment is known to be lower when a flexible, response-
dependent prescribing policy is adopted," which will usually
give equivalent therapeutic benefits with lower doses. Such a
policy of caution is rarely possible in treating patients with
Wilson's disease (who are often given a starting dose of 0 5 g
three times daily), but paradoxically toxicity is less often a
problem with these Datients.26
During treatment the urine must be tested frequently for

protein, especially during the first 18 months, and the results
confirmed by 24-hour estimation. In patients with low levels of
proteinuria (1-2 g/24 h) unchanged for two to three months
penicillamine may be continued with impunity7 27; the
proteinuria is unlikely to increase and may, indeed, regress
with continued treatment.28 When proteinuria is of nephrotic
proportions it usually develops rapidly-and generally
resolves when the drug is stopped,'7 28 though the abnormal
appearance in the renal biopsy specimen may persist for a
disturbingly long period.15 High doses of steroids, in rapidly
reducing amounts, will hasten recovery of the clinical syn-
drome.28 The suggestion that unexplained haematuria is an
ominous prognostic sign27 has not been confirmed.'7
Some clinicians are not prepared to continue treatment in

patients with proteinuria of more than 2 g/day, while others
remain sanguine until the protein loss reaches 5-6 g/day.2'
Quite possibly the drug may be reintroduced later when the
proteinuria has settled without producing a recurrence,27 29 30
particularly if steroids are given at the same time. Penicillamine
is a valuable drug in rheumatoid arthritis and may be life
saving in Wilson's disease and cystinuria. With appropriate
prescribing, the incidence of proteinuria and the nephrotic
syndrome may be kept to a minimum and the potential
benefits made available to the maximum number of patients.
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