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impairing absorption and causing protein loss from necrosis
and ulceration.
With so many factors that may contribute to the pathogenesis

of cachexia in the individual patient their relative importance
may be difficult to determine. The presence of nutritional
depletion may be detected very simply: a recent loss of 1000
of total body weight, a serum albumin concentration of less
than 34 g/l, and a negative reaction to a battery of skin test
antigens. Patients depleted on the basis of those criteria require
aggressive nutritional repletion (through the gut or by in-
fusion) with the aim of preventing death from debility or
infection, reducing the incidence of wound dehiscence, en-
hancing the immune response, and extending the limits of
tolerance of cancer treatment.
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Living with multiple sclerosis
The onset of multiple sclerosis is often frightening. Frequently
it induces a feeling of loss, like bereavement; "the old self has
to go and a new self grow in its place." This search for new
ways of coping was discussed by Dr Alexander Burnfield at a
study day held recently by the Multiple Sclerosis Society.
Much of what he said could be applied to any disabling
condition of adult life. Patients' needs should ideally be the
concern of their general practitioners, who can at least open
the way to other sources of help. Sadly, once the patient is in
the hands of a consultant the family doctor's responsibility
often seems to decline, or else he may feel too busy or
unequipped to probe wider problems. At all events, many
patients evidently do not feel they have support from their
GPs.

Counselling may make all the difference between adjust-
ment and serious psychological problems later on. Perhaps
eventually it will become standard practice for all patients with
multiple sclerosis1; but meanwhile family doctors (for there
may be no one else to whom the patient can easily turn)
should ensure that some counsellor is available to the patient
for as long as necessary. Such a person need not be a pro-
fessional, so long as he or she has the time to listen and a
capacity for empathy and knows where expert help may be
found. The Multiple Sclerosis Society often helps in this way.
Sometimes the initial "mourning" process goes wrong and
severe depression or even paranoid fantasies or a manic state
may result; again, Dr Burnfield said, the family doctor should
be aware of what is going on and consider psychotherapy and
not just prescribe tranquillisers. The vulnerable personality
calls for particular watchfulness: the happy-go-lucky person
tends to fare best, whereas someone who has coped badly
with minor problems, or the obsessional, controlled type of

person, may need special help-as do those who have no
supporting relationships in their life.
Many marriages break up because of multiple sclerosis.'

Here again the doctor needs to be watchful so that the couple
can receive help at an early stage. Specifically sexual
difficulties, even if permanent, may also be capable of some
remedy. In some cases the family itself becomes sick, perhaps
with intense guilt and hostility, and sometimes serious
manipulation by the patient; early counselling may help to
reduce such engulfing problems.

For all of us the quality of life is influenced also by simple
practical things, and Mr Roger Jefcoate showed some of the
technical aids that can improve the lives of those handicapped
by multiple sclerosis or other disabilities. The needs of the
severely handicapped are not likely to go unnoticed, but
people with moderate disablement may struggle on with
restrictions that could be lightened by simple gadgets. Health
workers should bear in mind devices such as sonic torches for
remote control of electrical equipment, modified switches, and
two-way intercom units, which can increase both independence
and peace of mind. As a general principle, we must always
ask what the patient can still do and in what ways technology
(or other help) can compensate for lost abilities.

Central to the patient's adjustment is the extent to which
he develops a new identity and inner security and learns to
live comfortably with himself and others. Quite simple ideas
may help develop new forms of fulfilment. Work is important
to the self-image, but a full-time job may be too taxing.
Employers could help by offering part-time work, even when
this is not usual, for it can save patients from the degradation
of unemployment (though with a little imagination work at
home often becomes possible). Sick or disabled people may
also be demoralised by being so often "on the receiving end."
They can often be helped by helping others.

1 Burnfield, A, and Burnfield, P, British MedicalyJournal, 1978, 1, 1193.

Chenic acid for gall stones
Chenic (or chenodeoxycholic) acid has recently become
generally available by prescription for treating cholesterol
gall stones medically. First isolated from goose bile (Greek
chen, goose), chenic acid makes up about 40% of the bile
acids present in normal human bile. During successful
treatment the proportion of chenic acid in bile rises to
over 700/0. This reduces cholesterol secretion into bile,'
probably by inhibiting cholesterol synthesis in the liver.2
As a result gall-bladder bile becomes unsaturated with
cholesterol3 and can then dissolve cholesterol from the gall-
stone surface.4 By contrast, untreated patients with gall stones
have fasting gall-bladder bile that is supersaturated with
cholesterol5-the cholesterol concentration exceeds the
solubilising capacity of the bile acids and phospholipid present
in bile, so that the cholesterol precipitates to form gall stones.

Certain conditions must be met for treatment with chenic
acid to be widely accepted by doctors. Firstly, its use must be
limited to patients likely to benefit from it, so that treatment
failures do not bring it into disrepute. From the mechanism of
its action treatment can be effective only for cholesterol gall
stones, and it can dissolve these only if unsaturated bile can
enter the gall bladder. These two requirements can be pre-
dicted from an oral cholecystogram that shows radiolucent
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gall stones in a functioning gall bladder-one that allows entry
of radio-opaque material. Only 20% of patients coming to
cholecystectomy in one series fulfilled these two criteria.6
Treatment can therefore never replace cholecystectomy in
most patients. A single large gall stone is at present a poor
candidate for treatment with chenic acid. It will dissolve much
more slowly than several small stones, because the rate of
dissolution is proportional to the surface area exposed to the
unsaturated bile. Complete dissolution7 usually occurs with
small stones (less than 5 mm diameter) within 6-12 months,
whereas most stones over 1 cm diameter require more than
two years.
Some patients fulfilling the basic criteria do not respond to

the recommended dose of 15 mg/kg/day,8 given at mealtimes,
because their bile remains supersaturated with cholesterol. A
higher dose increases the response rate,8 but it also increases
the side effects, especially diarrhoea. One approach put for-
ward by Iser et a19 is to identify non-responders before starting
treatment with chenic acid. They found that obese patients
required a dose of up to 20 mg/kg/day. Some non-responders
cannot, however, be identified beforehand at present. An
alternative approach is to look for methods of increasing the
overall response rate. Recent studies have shown that the
effect of chenic acid on cholesterol saturation of fasting gall-
bladder bile is enhanced if the whole dose is given at bedtime'0
and by the addition of a low-cholesterol diet."

Another problem with treatment is the length of time
required for complete dissolution, and the closely related
problem of cost. This averages C1 per day for a dose of 15 mg/
kg/day-but cholecystectomy as a private patient would
probably cost £500. The enhanced effect achieved by giving
the drug at bedtime and by a low-cholesterol diet may reduce
the cost of treatment by enabling a smaller dose to be given
or by speeding dissolution at the conventional dose. Bell
et al12 have shown in studies in rhesus monkeys that the rate
of dissolution is related to the degree of unsaturation of the
bile. Clinical trials are needed to confirm this effect in man.
Another approach is to use ursodeoxycholic acid, a bile acid
first isolated from the bear (Latin ursus, bear), which has
been reported'3 14 to cause a greater reduction in cholesterol
saturation than the same dose of chenic acid-and without its
side effects of diarrhoea and rise in serum transaminase con-
centrations. Ursodeoxycholic acid is, however, prepared
synthetically from chenic acid, so that its use is unlikely to prove
any cheaper. All the expensive and time-consuming studies of
animal and human toxicity and clinical efficacy already carried
out with chenic acid will need to be repeated before urso-
deoxycholic acid can be made available in Britain.
An even more important problem is that of finding a method

of preventing the recurrence of gall stones once dissolution has
been achieved. Bile becomes supersaturated again within one
week of stopping treatment with chenic acid,"5 and unfor-
tunately it has been found that gall stones recur in some patients
if no preventive measures are taken.8 Bateson et al'6 have
suggested continuing full-dose treatment indefinitely, but this
would be prohibitively expensive. A promising alternative is
for the patients to take bran, which will reduce the cholesterol
saturation of gall-bladder bile'7 but not sufficiently to render it
unsaturated with cholesterol. Bran is therefore unlikely to
dissolve gall stones, but it may prevent their recurrence once
dissolution has been achieved. We need a controlled trial to
answer this important question.
The long-term future of gall-stone dissolution depends on

finding a method of speeding the rate of dissolution and of
preventing subsequent recurrence. In the meantime we must

not allow treatment with chenic acid to fall into disrepute
through bad patient selection. For selected patients treatment
now offers a safe and effective alternative to surgery. Surgeons
need have no fear that it will ever replace cholecystectomy for
most patients. For the drug company that has taken the
initiative in developing chenic acid and in carrying out
expensive and time-consuming toxicity studies on a naturally
occurring substance that is non-patentable, it remains to be
seen whether or not chenic acid will prove to be the goose that
laid the golden egg.
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Cost-effectiveness studies
Doctors are becoming increasingly aware of the usefulness of
cost-effectiveness studies in establishing the merits of different
ways of spending health service money.' Nevertheless, the
construction and interpretation of such studies are not easy.
The first steps are to list all the consequences (costs and

possible benefits) of the procedures in question, together with
determining the costs. In principle, these are straightforward
procedures, though in practice, because the NHS accounts
often do not lend themselves easily to costing individual
procedures, extracting data on true costs may be arduous.
Thus Monro et a12 have recently estimated the cost of replacing
an aortic valve at £ 1800, but there are relatively few comparable
figures for other operations.

It is at the next stage of the analysis of cost-effectiveness that
the most intractable problems arise, for the investigator has
to establish quantitatively what the effects of alternative
procedures are. Economists often divide the effects (or benefits)
of procedures into three major classes: direct benefits, which
cover expected savings in existing expenditure on health;
indirect benefits, which cover "increased production,"
stemming from avoiding the disability or death of employed
people; and intangible benefits, which cover those outcomes
most often used as criteria of clinical success-for example,
increased expectation of life, or amelioration of disability and
pain. In passing, we should comment that the use of the word
"intangible" is unfortunate. It merely reflects the absence
of any agreed method of expressing these benefits in terms of
money.

Measuring these three types of benefits is particularly
difficult, because ideally controlled trials are required to
produce convincing data on outcomes. Thus cost-effectiveness
studies are subject to the same constraints, ethical and
practical, as controlled trials. Moreover, the problems of
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