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clinical and biochemical improvement, but since the disease
can have an unpredictable clinical course a prospective random-
ized trial was needed to test them.
The results of a controlled prospective trial carried out at

the Royal Free Hospital were published in 1971.7 Prednisolone
was compared with a placebo. The initial dose of prednisolone
was 15 mg daily, but this was reduced when the disease was
controlled. After the trial had been in progress for six years 3
of the 22 corticosteroid-treated patients and 15 of the control
patients had died, a highly significant difference in mortality.
In a controlled trial carried out at King's College Hospital
prednisone 15 mg daily wascompared with azathioprine 75 mg
daily. At the end of two years' treatment the group on predni-
sone was found to be superior to the group on azathioprine in
three respects.8 The fall of gammaglobulin was greater on
prednisone, though the liver function tests improved in both
groups. Oesophageal varices had developed in fewer patients
on prednisone than on azathioprine, which suggests that only
with the former drug was the progress of the disease checked.
Finally, the calculated probability of surviving two years was
95% on prednisone and 72% on azathioprine.

However, the prednisone caused serious side effects,
including crush fracture of vertebrae, diabetes mellitus, and
systemic hypertension. This raises the question whether a
smaller dose of prednisone alone or combined with azathio-
prine might be sufficient to control the disease. R. D. Soloway
and colleagues,9 of the Mayo Clinic, showed that prednisone
20 mg or a combination of prednisone 10 mg and azathioprine
50 mg was superior to azathioprine alone (100 mg) or placebo
in prolonging the life expectation and improving the bio-
chemical and histological abnormalities. Serious side effects
occurred in 21% of patients treated for more than 12 months
with 20 mg prednisone. These seemed to be less of a problem
with the combination therapy.
The reasons for the high incidence of serious side effects

from corticosteroid treatment have recently been clarified.
At pharmacological doses many steroids, including cortisol
(hydrocortisone) and prednisolone (the active metabolite of
prednisone), are bound to serum albumin, and the lower the
serum albumin the higher the percentage of unbound, bio-
logically active steroid. In a survey of 240 medical inpatients
receiving prednisone the frequency of side effects from it was
found to be doubled when the serum albumin was less than
2-5 g/100 ml.'0 With liver dysfunction the metabolism of
prednisolone is impaired,'1 and this could result in high blood
levels of the drug for a long time.

Toxic effects on the liver of 6-mercaptopurinel3 and
azathioprine14 may present a problem. In patients with active
chronic hepatitis they may be impossible to distinguish from
the deterioration in liver function due to progression of the
disease. Azathioprine hepatotoxicity, however, is unlikely if
doses are kept to 75 mg a day or less.
The aim of treatment is to give the smallest dose of pred-

nisolone that will control the disease. This is usually about
15 mg/day, though some patients are controlled only by
maintenance doses of 20-30 mg/day. If side effects become
troublesome it may be possible to reduce the dose of predni-
solone further by adding a small dose of azathioprine (50-75
mg/day). It seems that most of these patients will require
treatment for at least some years. The experience of most
centres is that even after two to three years' treatment
many patients will relapse sooner or later after corti-
costeroids are withdrawn. But if liver function tests return to
normal, and if a liver biopsy shows no evidence of continuing

activity, then it is reasonable to try the effect of withdrawing
treatment.
Another effective immunosuppressive agent-namely cyclo-

phosphamide-has been used in occasional cases of active
chronic hepatitis. It is more toxic than the drugs mentioned
above for it may produce haemorrhagic cystitis as well as
alopecia. Until a controlled assessment of its value has been
made, it should not be used.
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Sir George Godber Retires
With the retirement at the end of November of Sir George
Godber, Chief Medical Officer, from the Department of
Health and Social Security the Department loses a chief who
gave it a new sense of purpose. But, perhaps more important,
the medical profession loses the services of a doctor who has
done as much as anyone to advance medicine itself in this
country.
When he was appointed C.M.O. in 1960 Sir George had

already shown during the 20 years he had worked in the
Ministry of Health a capacity to master the job that had made
him familiar with much more than the mere details of the
Health Service. He took the trouble to understand the problems
that confront doctors daily in their practice, whether in the
home, the hospital, the laboratory, or the local health offices
and clinics. To an enviable capacity for work he added a
patience and courtesy that as an official endeared him to a
profession not notably tolerant of bureaucracy. And it is no
secret that his knowledge and fair judgement have brought
him an influence on successive Ministers of Health that must
be exceedingly rare. The National Health Service has had its
troubles during the first 25 years of its existence and the
reorganization about to take place is unlikely to be free ofthem
either. What must be acknowledged is Sir George's unceasing
efforts to make the service a harmonious organization as much
for the doctors who work it as for the patients in their care.
More than most he deserves the gratitude of the medical
profession for his labours on behalf of better medicine.
The burden of seeing the reorganization through will fall

on Dr. Henry Yellowlees, who becomes C.M.O. after being
with the Department since 1963. He brings to it a special
knowledge of a problem that has come to be seen as lying at
the heart of good medicine, and that is professional training
with its ever-spreading ripples from undergraduate to post-
graduate to continuing education. The profession's good
wishes will certainly attend his accession to the post.
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