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As to acute overdosage, both aspirin and paracetamol may
cause fatal poisoning. From equal numbers of tablets the
hepatic damage produced by paracetamol22 is more likely
to be fatal than the effects of aspirin poisoning. But recent ad-
vances in the treatment of paracetamol poisoning give hope
that early treatment will save many lives.23
To sum up, aspirin remains a satisfactory mild analgesic for

many patients. It should not be taken regularly over a long
period except under medical supervision, and the doctor should
keep in mind the possibility ofoccult loss ofblood as a cause of
iron deficiency anaemia. In patients for whom aspirin is
inadvisable or contraindicated, or who cannot tolerate it
because of dyspepsia, paracetamol is usually a satisfactory
alternative. Patients should be warned of the danger of over-
dosage with paracetamol. In terms of efficacy as an analgesic
phenacetin does not have any advantages over these two drugs
and it is potentially more toxic. Thus there does not appear to
be a place for the prescription of phenacetin in medical
practice.
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Mitochondrial Antibodies in
Collagen Disorders
Mitochondrial antibodies, detectable by their typical immuno-
fluorescence pattern in tissue sections, have been considered as
almost pathognomonic of primary biliary cirrhosis, where they
are found in 84 to 96% of cases, as compared with 0.7% in
the general hospital population.'-3 Some cases of active
chronic hepatitis or cryptogenic cirrhosis occurring in middle-
aged women and showing cholestatic features are serologically
related to primary biliary cirrhosis, but the antibodies are
rarely seen in other forms of cholestasis or in other varieties of
cirrhosis. They are also remarkably absent in viral hepatitis or
other viral conditions associated with temporary autoimmunity
such as infectious mononucleosis. Outside the circumscribed
cluster of autoimmune liver diseases mitochondrial antibodies
are found occasionally in three groups of patients: 2 to 3%
of cases with idiopathic autoimmune disorders of the
thyroiditis-gastritis-adrenalitis group, patients with chronic
false-positive reactions for syphilis, and in 3 to 8% of patients
with collagen disorders. All these diseases are occasionally seen
in clinical association with primary biliary disease, and the

subclinical overlap is certainly several times greater.4 Thus a
third of patients with collagen disorders selected on the basis of
positive mitochondrial antibody tests were found to have
raised alkaline phosphatase levels and histological evidence of
periportal mononuclear cell infiltration on liver biopsy,
though none had symptoms referable to the liver.5 6 In
comparable cases of Hashimoto thyroiditis liver function tests
and serum IgM levels are rarely abnormal even when mito-
chondrial antibodies have persisted for up to ten years. The
relationship between the collagenoses and false-positive
reactions for syphilis is well known, and it is in these combined
cases rhat mitochondrial antibodies of IgM class are mostly
found. Among this group, all with normal liver function, it
has been possible to define7 an unusual neurological syndrome
related to systemic lupus erythematosus (S.L.E.).
More recently another curious S.L.E.-like syndrome

associated with mitochondrial antibodies has been delineated
by German authors.6 8 Most patients were middle-aged
women who presented with recurrent fever, pleural effusions,
joint or muscle pains, and high sedimentation rates. Unlike
classical S.L.E. in none of these cases were there renal lesions
or rashes; and the patients tended to have a leucocytosis rather
than leucopenia. Serologically, they showed high titres of
mitochondrial antibodies almost confined to the IgG class,
while L.E.-cell tests and antinuclear antibodies were absent.
Liver function tests were mostly within normal limits, but
about 10% of these patients showed periportal lymphoid in-
filtrates on liver biopsy, and some had raised serum IgM values,
as seen in primary biliary cirrhosis. The disease was relatively
benign with exacerbations and remissions: only two of the
39 patients seen died, in a follow-up that often extended over
several years, and none developed clinical liver disease.
The reverse situation can also exist: typical primary biliary

cirrhosis with obstructive jaundice, hepatomegaly, and
destruction of intrahepatic bile ducts, but characterized by
high titre antinuclear or smooth muscle antibodies instead of
the usual mitochondrial reactions in the absence of symptoms
or signs of S.L.E. This reversed serology is just as rare
as that found in the pseudo-L.E. syndromes, but it is a
striking fact that of the small percentage of patients with
primary biliary cirrhosis and negative mitochondrial immuno-
fluorescence there were several instances with antinuclear or
smooth muscle antibodies in the serum and very few with no
detectable antibodies.2
Another curious feature is that classical S.L.E. never seems

to coexist clinically with primary biliary cirrhosis, though
there are convincing cases of active chronic hepatitis having
all the features of systemic lupus in addition to the liver
disorder; primary biliary cirrhosis is more often seen together
with rheumatoid arthritis, systemic sclerosis, Raynaud's pheno-
menon alone-or the C.R.S.T. syndrome'0 of calcinosis,
Raynaud's phenomenon, sclerodactyly, and telangiectasia. It
also occurs with Sj'ogren's disease or with autoimmune thy-
roiditis. -
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