
514 BRITISH MEDICAL JOURNAL VOLUME 283 22 AUGUST 1981

drug treatment and the patient's illness but it would also render
such treatment more acceptable to those patients and doctors
who are more impressed by the results of objective diagnostic
tests than by psychiatric advice alone. Finally, the improve-
ment in nosology should have positive effects on research.
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Primary biliary cirrhosis
For all its rarity, primary biliary cirrhosis fascinates physicians
because of its enigmatic origin, curious clinical picture, and
bizarre hepatic lesion. Recent interest has centred on com-
munity studies of the disease and its serological marker the
antimitochondrial antibody, and on the possibility of treatment
by D-penicillamine. Participants at a recent workshop arranged
by D R Triger at Sheffield spent much of the time discussing
these two aspects.

Last year Trigerl reported that nearly 90", of his patients
came from an area of Sheffield that had only 40°(, of the popu-
lation and was supplied by one particular reservoir. Moreover,
the disease was commoner than expected, with an incidence of
5-8 per million and a point prevalence (number of cases in the
community at a particular date) of 59 per million. Other
speakers gave figures of 8 4 and 40 for Tayside, 6 9 and 50 for
Southampton, 12 7 and 83 for the Glasgow area, and 6-0 and
47 for Newcastle upon Tyne. No one so far had found any
evidence of clustering to match the Sheffield experience, and
Triger had been unable to implicate an environmental factor
in the water supply.
One of the difficulties in investigating primary biliary cirr-

hosis is the variety of pathological changes in the liver. Pro-
fessor Peter Scheuer characterised the four stages of damage2
-florid bile-duct lesions, ductular proliferation, scarring
(septal fibrosis and bridging), and cirrhosis-but emphasised
that they were uneven and evolved at different speeds in
different parts of the liver. Staging, he said, should be based on
the most severe lesion present. Antimitochondrial antibodies
are present in more than 9500 of patients,-" but several speakers
pointed out the need for standardisation of assay methods and
for agreement on what constitutes a positive titre. This is
particularly important in community surveys, where a few
apparently healthy people are found to be positive for anti-
mitochondrial antibody; a proportion of these can be shown to
have the histological changes of primary biliary cirrhosis if
subjected to liver biopsy.4
The importance of a firm diagnosis and proper staging is

underlined by the possibility of treatment. Until recently little
could be done except for relieving the intense itching by
cholestyramine, and trying to prevent the demineralisation of
bones from malabsorption of calcium and vitamin D resulting
from chronic obstructive jaundice. Treatment with D-peni-
cillamine was originally considered because of its chelating
properties5: in the late stages of the disease accumulation of
copper due to cholestasis reaches levels comparable with those
seen in Wilson's disease. The drug may also have immuno-
logical and antifibrotic effects. At the Sheffield meeting
Epstein reported guidelines for the treatment of primary
biliary cirrhosis based on experience in the Royal Free
Hospital trial.6 A starting dose of 150 mg D-penicillamine daily
is built up by monthly increments to 600 mg while a careful
watch is kept for side effects, such as rashes, neutropenia, and
proteinuria. Little benefit is discernible up to 18 months, but
thereafter survival is improved in patients with late-stage
disease. While some improvement in liver function tests and
histological damage appears when patients so treated are
compared with controls, these procedures have not, un-
fortunately, proved of help in monitoring responses in indi-
vidual patients. Symptomless patients and those with stage I
and stage II disease need not be treated, as the prognosis is
generally good in these groups; but ideally they should have
a liver biopsy performed every year or so to detect any
deterioration.
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Haemolytic disease of the
newborn due to antibodies
other than rhesus anti-D
Perinatal mortality from haemolytic disease has fallen
dramatically in the past 10 years. Stillbirths and neonatal
deaths from this condition are almost always associated with
alloimmunisation of the mother to the rhesus antigen D, and
the decline has been due to two main factors. One is the smaller
size of families, stillbirth from haemolytic disease tending to
occur in later pregnancies. The other, and more important, is
that since about 1968 alloimmunisation to D has been largely
prevented by giving anti-D immunoglobulin to the Rh-
negative mother immediately after delivery of an Rh-positive
baby. Such prophylactic treatment does not, however, prevent
alloimmunisation by antigens other than D, so that cases of
haemolytic disease of the newborn from antibodies other than
rhesus anti-D are becoming proportionally more important.
A survey by Giblettl carried out before prophylactic treat-

ment was introduced found that 70 (, of 420 cases of haemolytic
disease in Washington were caused by antibodies other than
anti-D or anti-C +D. Almost all of these were in babies born
to Rh-positive mothers, and in about half the antibodies
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