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Treatment in primary biliary cirrhosis
In primary biliary cirrhosis the small interlobular bile ducts
are destroyed by' chronic inflammation.' The disease is
characterised by gradually increasing cholestasis with the
eventual development of cirrhosis and its complications of
liver failure and portal hypertension. Current treatment
seeks to relieve symptoms, prevent or relieve the conse-
quences of prolonged cholestasis, treat liver failure and the
complications of portal hypertension, and eventually replace
the destroyed liver.
Asymptomatic patients need none of this treatment, but

thyroid function should be assessed in patients with fatigue,
as hypothyroidism is common.2 Pruritus is themain symptom
requiring treatment, and most patients benefit substantially
from cholestyramine.5 Those patients who do not get
adequate relief may benefit from ultraviolet light or from
plasmapheresis.' Antihistamines are usually ineffective, but
terfenadine has been reported as beneficial.8 Nutritional
deficiency may arise from anorexia and malabsorption in
patients with more severe cholestasis, especially in those with
jaundice. Malabsorption affects particularly fat and fat
soluble nutrients,9 and patients may require supplements of
calcium and vitamin D,'0 vitamin K, and perhaps vitamin
A," and restriction of fat intake to 40 g/day usually helps
those with steatorrhoea. The rare complications of large
xanthomas and xanthomatous neuropathy are relieved by
plasmapheresis.7
The consequences of liver failure and portal hypertension

are treated as in any other form ofcirrhosis, but the prognosis
is poor. Given, however, that patients with primary biliary
cirrhosis are usually free of disease outside the liver, they are
suitable for liver transplantation, which offers about a 60%
chance of prolonged survival of good quality.'2 Few patients
relish a procedure with a 40% mortality, and deciding the
best time for transplantation remains an unenviable task for
the patient and the doctor. A declining quality of personal
and family life and a plasma bilirubin concentration above
150 pmol/l and rising are the best indications for seeking
advice on transplantation. Patients with primary biliary
cirrhosis are often young, but age is less of a bar to
transplantation than it was previously.'3
No treatment will prevent or delay the progression of

primary biliary cirrhosis, and formidable difficulties face
those seeking such treatments. The cause of the disease and
the mechanisms mediating the liver damage are unknown,
though immunological abnormalities are considered im-
portant,;and hence nobody can be certain that treatment is
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affecting important pathogenetic factors. The prolonged and
variable course of the disease' creates difficulties in selecting
patients suitable for trials of drug efficacy. These difficulties
are then increased by the limited value ofblood analyses such
as liver function tests for measuring the response to treat-
ment, and liver biopsies cannot be done frequently and are in
any case subject to sampling error. Empirical treatments
have therefore had to be tested in prolonged controlled trials
with death as the only certain measure of outcome, and even
this measure will be less available if liver transplantation
becomes more common.

Inevitably immunosuppressive and anti-inflammatory
drugs have been tried. Corticosteroids have not been sub-
jected to controlled trials owing to their deleterious effects on
the skeleton in primary biliary cirrhosis, but uncontrolled
observations-did not suggest that they were beneficial.'5 In
early trials azathioprine did not look very promising but a
later review of a substantial number ofpatients has suggested
beneficial results.'6 Though azathioprine did not reduce
overall mortality, when the adverse effect of a higher plasma
bilirubin concentration in treated patients was allowed for
statistically a small but significant advantage for azathioprine
emerged. The average treated patient then gained about 20
months of life, suffered less incapacity, and had no important
adverse drug effects. Unfortunately, about a quarter of the
patients were lost to follow up. Therapeutic activists might
reasonably treat patients on the basis of these results,
especially as more detailed information is unlikely to become
available, but the suggestion that azathioprine should become
the routine treatment for primary biliary cirrhosis seems
excessive.

In both primary biliary cirrhosis and Wilson's disease
there is a high copper concentration in the liver, and the
proved value of penicillamine in Wilson's disease and its
ability to decrease the deposition of immune complexes and
to impair collagen maturation led to hopes that this drug
would be beneficial in primary biliary cirrhosis. Several
controlled trials of penicillamine have now been carried
out; initially in some the results were promising, but the
eventual outcome has been disappointing. We may reason-
ably conclude that this drug, which caused serious side
effects in about a third of treated patients, should not be
used in primary biliary cirrhosis.'7 Other drugs with anti-
inflammatory, immunosuppressive, anticollagen, and other
actions have been used, but none can be recommended for
general use: the trials have usually been in few patients, some
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have had perplexing results, and beneficial results have not
been confirmed. Chlorambucil has had beneficial effects on
liver function test values and liver histology but no effect
on survival.'8 Colchicine has improved liver function and
reduced mortality at four years but surprisingly had no effect
on liver histology.'9 Cyclosporin has reduced plasma alkaline
phosphatase and aminotransferase activities in a small group
of patients but caused renal damage in each case.20 Urso-
deoxycholic acid has improved liver function test values but
not histology over two years in an uncontrolled trial.2'
There is little in all this to excite doctors or to raise the

hopes of patients. Patients without symptoms have a good
prognosis and prolonged treatment with drugs does not seem
warranted, while those with advanced disease and liver
failure would seem unlikely to benefit from drug therapy.
Doctors who feel that they must offer some treatment
directed at the disease should limit their efforts to patients
with symptoms who do not have liver failure; they could use
azathioprine with some hope of benefit and with reasonable
chances of avoiding serious side effects. Sceptics would be
justified in doing nothing but might consider contributing to
controlled trials.
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JPAC: a test for manpower planning

Successful medical manpower planning has been handicapped
by the many years it takes to train doctors for career posts.
During this long gestation unpredictable developments
may make nonsense of seemingly rational decisions. One
important unpredictable factor has been the variable number
of doctors in academic and research medicine. Uncertainty
about the effect of these doctors on manpower plaming
prompted the Department of Health and Social Security, the
Committee of Vice Chancellors and Principals, the Medical
Research Council, and the Joint Consultants Committee to
set up the Joint Planning Advisory Committee (JPAC).
JPAC's 1986 report has now been published, providing an
opportunity to assess progress on its three initial tasks in
improving the career structure for hospital doctors.

Firstly, the committee set out to determine the correct
number of senior registrar posts needed, both NHS and
honorary, by specialty or "specialty group." This seems easy
as the relation between senior registrar and consultant posts
is direct and the transition period short. JPAC is collecting
data on what district health authorities think about their
consultant expansion programmes, which is a practical start.
But to use the information as the sole basis for calculating the
"right" number of senior registrars is a poor substitute for
proper planning. Such an approach-which will be even
more unsatisfactory if applied to registrars-implies an
inability to lead the system. Furthermore, defining specialties
and specialty groups is difficult because medical care has
become so complex. This is- particularly so in medicine and
the medical specialties, where the Joint Committee on
Higher Medical Training recognises no fewer than 75
different kinds of senior registrar posts. For example, the

number of senior registrar posts in renal medicine is an
inadequate guide to career opportunities and health care
needs in nephrology, general medicine with an interest in
nephrology, academic nephrology, or research in kidney
disease. More detailed analysis is daunting but hard to avoid,
if only because most future consultants in general medicine
will be a byproduct of the training of senior registrars in
many medical specialties. Fortunately, since its 1986 annual
report JPAC has proposed tentative guidelines for resolving
this complex matter.

Secondly, JPAC has examined the distributions of
NHS and honorary senior registrar posts. Undisclosed or
uncounted research and academic posts with senior registrar
status have bedevilled attempts to plan, and the priority
was to define the size of the problem. Since JPAC began
work, however, its secretariat has reached two interesting
conclusions: firstly, that it may be almost impossible to count
accurately or to control the number of research posts at or
about senior registrar level; and, secondly, that it may be
unnecessary to do so as the distortion of manpower and
career planning is more imaginary than real. Despite its first
disclaimer JPAC has produced useful figures for the numbers
and distribution of such posts, so far better information than
before is now publicly available. There is no limit to the
number of academic and research posts that can be created
without distorting the career structure-so long as they are
not recognised for training. Problems arise when all or part of
the time spent in such a post counts towards accreditation-
as is the case with some registrar training-as an alternative
to experience in an NHS senior registrar post. Indeed, JPAC
has conceded that it intends "to find out more about
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