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appropriate service; this would encourage future noting of
handicaps. The onset of new illness would renew contact with
the general practitioner.
Many practices already display posters and pamphlets;

group practices and health centres may hold regular clinics for
patients with specific handicaps at which an ancillary worker
could be present. But local authority social services are under
great pressure, and their high turnover of young and inexperi-
enced social workers may cause difficulties. Ideally there
should be one named contact in the social services department
for inquiries from primary care teams.
An outstanding concern is returning patients to work, and

many could be assessed for their work potential much sooner.
The best boost to treatment a doctor can offer is a return to
work before depression has set in, and referral to the disable-
ment resettlement officer (who can also arrange aids or
adaptations at work under various schemes) is often of help.
But the resettlement services are basically unaltered since the
last war, and many difficulties face those who need further
advice.12 20 Where there is an option of return to the former
employer, early medical contact should be made with the
physician in charge of the occupational health service con-
cerned or with the employment medical adviser. Though there
has been a limited trial of hospital-based resettlement officers,
there is still no hospital vocational "counsellor,"21 and hospital
medical staff should always bear this aspect ofoutcome in mind.
How can we find the "hidden" handicapped? Warren has

suggested using household questionnaires.22 Could not
electoral returns include a card to be posted to the social
services department if a visit were needed? Government
publications (such as leaflet HBI-"Help for Handicapped
People") could be made more readable and sent to every
household, while more use could be made of television and
radio to indicate the help available and urge those not known
to the services to get in touch. Details of information and help
available nationally are useful mainly for reference-one
"ABC" covers 84 closely written pages,23 while a recent
bibliography of sources of information for the handicapped
and elderly lists 114 separate publications.24 Local information
is of more practical use, and many authorities produce their
own excellent guides.25 Expansion of local telephone advisory
services (many manned by disabled people) is one way to
overcome individual reluctance to consult large anonymous
departments.26
We are still a long way from the ideal of universal services

and from schemes such as a holder's "handicap passport"27 or
from a high street system of advice and delivery. Economic
stringency has combined with common sense to develop and
improve existing services,6 28 while emphasis is rightly being
given to the importance of both local links and a first point
of contact in whatever guise.29 The accepted strategy is to
move long-term health care into the community, but the
tactics of its delivery are all important. The Which ? Report has
reminded us that the shopping basket for the disabled which
the 1970 Act aimed at providing is often empty, and that the
medical profession can play a vital part in helping society to
deliver their patients' best buy.
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Management of refractory
oedema
Oedema is rarely refractory to diuretics. Apparent resistance
usually reflects faint-hearted dosage or failure to harness
simultaneously the different actions of several groups of
diuretics. Planning a phased introduction of diuretics and
patience in achieving a controlled diuresis are the first
essentials for treating difficult oedema; with this approach
reluctance rarely becomes resistance. Though sometimes
useful, mechanical methods of shifting oedema tend to mean
that the doctor does not fully exploit the simpler and safer
combined diuretic treatment.

Dual diuretic treatment starts with a loop diuretic, such as
frusemide, and spironolactone. The dose of frusemide should
if necessary be increased to as much as 2 g daily, though this is
an exceptional need. Deafness, however, is a risk of prolonged
high dosage, while hyperuricaemia sufficient to cause acute
gout and sometimes to endanger renal function may result from
much lower dosage. Spironolactone (in divided doses of at
least 300 mg daily) normally prevents hypokalaemia and
produces additional diuresis by competitive inhibition of
aldosterone. Large doses of frusemide are effective even in
advanced renal failure, promoting excretion of up to 87% of
filtered sodium.' In general, few diuretics in large dosage are
preferable to several in low dosage, but if nausea limits the
dose of one loop diuretic a second (such as ethacrynic acid)
should be added.
A poor response to diuretics is sometimes a sign that the

oedematous intestinal mucosa is nc -bsorbing them properly
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-or that the diuretic has been thoughtlessly injected into
oedematous tissues, from which the drug is absorbed only
slowly. Loop diuretics bind strongly to plasma protein and
their effectiveness depends on the peak plasma concentration
of free drug: any dose given once daily is likely to be more than
twice as effective as half the dose given twice daily. Protein
binding is reduced both in patients with hypoalbuminaemia
and in those with uraemia; and competition between diuretics
and other strongly protein-bound drugs, such as warfarin and
clofibrate, can substantially increase the free concentrations of
those drugs. The doses of other drugs may therefore have to
be reduced.

Infusing salt-poor albumin at the same time as giving a
large dose of diuretic may trigger diuresis in patients with
severe hypoproteinaemia.2 The increase in plasma albumin
concentration is only small and transient in those with severe
nephrosis, but it may be just enough to turn on the tap. Once
diuresis begins, the doses of diuretics must usually be rapidly
and substantially decreased to prevent excessive loss of salt and
water, a sufficient diuresis being maintained by a much smaller
dose than is required to initiate it.
A net loss of more than 1 litre of fluid daily (best judged

from body weight) is potentially dangerous for patients with
chronic oedema because it takes many hours to mobilise the
fluid from oedematous tissue, especially if the plasma albumin
concentration is low, and the plasma thus bears the brunt of
the loss at first. A sudden and profound fall in plasma volume
may precipitate oliguric renal failure in patients with hypo-
albuminaemia, and in patients with cardiac failure substan-
tially reduce a cardiac output that has long depended on a high
venous filling pressure.
Oedema occasionally resists full diuretic treatment in

intractable chronic heart failure and cirrhosis, and very
occasionally in nephrosis. For most of these patients the
outlook is bleak whether or not the oedema is removed
mechanically, though we can sometimes break the vicious cycle
of chronic heart failure by infusing dopamine to increase
cardiac output and also renal blood flow and sodium excretion.3
Severe proteinuria can be quickly reduced only when caused
by minimal-change nephropathy, but it tends gradually to
diminish whatever the cause; hypoproteinaemia due to cir-
rhosis is less likely to improve. But, while remedying the
primary cause, so far as possible, we must also attack the con-
sequent renal sodium and water retention in its own right. Bed
rest and a low-sodium diet are important adjuncts in difficult
cases (though unnecessary in most oedematous patients).
Water intake matters only if plasma sodium concentration
falls, in which case it must be restricted enough to restore the
sodium concentration to normal.

Ultrafiltration dialysis4 5 iS the treatment of choice for the
few patients who are likely to have a new lease of life after
losing the resistant oedema, and for those who have rapidly
accumulated oedema by therapeutic misadventure and can be
treated quickly with safety. Resistant ascites in patients with
cirrhosis who have no generalised oedema is probably best
treated by the ingenious peritoneojugular shunt of Le Veen6
rather than ultrafiltration of ascitic fluid. But if we are careful
to prevent salt and water overload and use diuretics aggres-
sively such heroic measures are hardly ever necessary.
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Tumour antigens and
optimism
If a subject's worth can be judged by its pedigree then the
concept of specific immunotherapy has much to recommend
it. Its origins date back to 1890, when von Behring and
Kitasatol discovered antibody against the diphtheria toxin-
and little imagination was needed to translate this discovery
into a potential means by which the host might challenge the
cancer cell. So great was the enthusiasm among researchers
that by 1929 Woglom2 could review critically some 600
publications on immunity to transplantable tumours; and he
concluded that immunity to such tumours was "a generalised
refractory condition which appears entirely unrelated to other
forms of immunity."

Further development of research on syngeneic animal
populations eventually showed that chemically induced
tumours have individually specific tumour antigens, while
virally induced tumours share common tumour-specific
antigens. Increasingly refined investigative techniques have
elaborated these simple observations, both qualitatively and
quantitatively. Burkitt's theories of clonal selection seemed to
provide an explanation for the development of neoplasia, and
an attractive feature of his interpretation was that a cancer
might originate from a single cell and give rise to a daughter
population (clone) of cells, which, if sufficiently distinct
antigenically from the normal tissue, would make their
eradication immunologically feasible. Therein lies the bait, for,
if the theories are valid, cure lies close by. Unfortunately,
conclusive evidence of specific immune reactivity has proved
remarkably elusive both in spontaneously arising tumours in
animals and in human cancer.

Nevertheless, man's therapeutic ego is not easily daunted,
so that not only is immunotherapy of every kind widely
practised but physicians choose to specialise in its applica-
tion and journals devoted to its exposition proliferate. Yet,
in addition to our failure to demonstrate immunologically
relevant tumour-specific antigens, the past 10 years has also
seen too many therapeutic disappointments.
Among the many possible immunotherapeutic manipula-

tions most interest has focused on active forms ofimmune stimu-
lation. Specific active immunotherapy has obvious appeal.
Some encouragement for this optimism came from the results
of laboratory work showing that autoimmunisation can increase
lymphocyte cytotoxicity against autologous melanoma cells.3
Later studies showed that a decrease in serum inhibitor
activity contributed to the increase in lymphocyte cytotoxic
activity.' Although melanoma5 6 was a popular disease for
study, similar types ofimmunotherapy were used in many other
tumours.7 Nevertheless, the initial optimism was tempered
in carefully qualified reviews suggesting benefit only after
statistical analysis of comparative trials.

This difficulty in showing a satisfactory response was
attributed to poor immunogenicity of the tumour antigen.
Attempts were made to heighten its immunogenicity by
digesting the cell membrane with neuraminidase,8'2 by
extracting the cell membranes,'3 or by viral modification of the
cell14; but (with the exception of acute myelogenous leu-
kaemia'5) the results have proved disappointing. For example,
after the study of specific active immunotherapy in patients
receiving intermittent cytotoxic chemotherapy as an adjuvant
to surgery in stage IIB malignant melanoma Hedley et al'6
advised caution. Sixteen treated patients had a median
relapse-free interval of five months, compared with eight

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.1.6157.148 on 20 January 1979. D
ow

nloaded from
 

http://www.bmj.com/

