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Penicillamine: its place in
rheumatology
It is now 22 years since Dr John Walshe treated his first
patient with Wilson's disease with penicillamine. His approach
was entirely logical. Here was a disease thought to be due to
excess copper deposited in the body, and it had been suggested
that progression of the illness might be halted if sufficient
copper could be removed. Penicillamine, a metabolite of
penicillin described by Abraham and his colleagues,' was
known to increase the urinary excretion of copper. Walshe
therefore set out to treat Wilson's disease with this agent and
furthermore predicted that it would be effective in cystinuria.
In his honour a meeting was held in Cambridge in September
1976, and the papers read at the symposium have now been
published2 under the title "Penicillamine at 21." Instead of
being discarded as a useless and odoriferous excretion product,
penicillamine is now being, or has been, used in the treatment
of Wilson's disease, cystinuria, gold and lead poisoning,
scleroderma, primary biliary cirrhosis, chronic active hepatitis,
muscular dystrophy, and rheumatoid arthritis.

All of these conditions are rare-with the exception of
rheumatoid arthritis. What is penicillamine's place in rheuma-
tology ? One certain fact about the drug is the large number
of its toxic side effects on the kidneys, the bone marrow, and
the skin. In potentially fatal conditions the risk of a serious
adverse reaction is more acceptable than in one which is rarely
lethal such as rheumatoid arthritis. Nevertheless, Jaffe3-5 in the
United States and later Golding et a16 I in Britain, a multi-
centre trial group,8 Huskisson and his colleagues,9 and Hill and
Hill'0 have shown clearly that penicillamine has a valuable
therapeutic action in this condition. As with gold salts, close
and careful monitoring is essential, and no patient should be
treated with either drug unless regular blood and platelet
counts, urine testing, and close clinical supervision can be
maintained throughout the long period of treatment, which
will probably continue for several years.

Dosage is now much more conservative than previously,
and several speakers at the symposium advised starting at a
daily dose of 125-250 mg of penicillamine, increased only
over some months to 750 mg daily. Higher doses are necessary
in some cases, but there is an associated increase in the risk of
toxic effects. Beneficial effects from the lower doses may be
delayed for several months, and treatment should therefore
be continued for six months or more before being abandoned as
ineffectual.
We still do not know how penicillamine acts in rheumatoid

arthritis. Studies by Otsuka and Mori" suggested that its
antirheumatoid action might be attributable to its inhibition of

lysosomal enzyme release in connective tissue membranes.
Rucker and his colleagues12 examined the effects of inhibition
of collagen cross-linking by penicillamine, and the whole
subject is well reviewed by Friedman13 in the symposium.

Penicillamine has thus somewhat taken over the part
formerly played by gold in treating rheumatoid arthritis. It
provides an alternative to chrysotherapy for long-term treat-
ment that has the advantage of oral as opposed to intramuscular
administration. Though complications are relatively common,
they are usually mild and readily controlled by reducing or
stopping treatment.
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Redundant doctors
In most organisations-large companies, Government depart-
ments such as the DHSS, and nationalised corporations-
responsible work has for many years carried an implied
promise of job security. If economic circumstances forced a
cut in the number of employees there might have to be
redundancies; otherwise dismissal implied incompetence or
some other form of unacceptable behaviour. The Employment
Protection Act gave that convention the force of law but other-
wise made little difference to established practice.
The NHS hospital service is, however, a striking exception in

its treatment of doctors in the training grades as Dr Arun
Baksi learnt to his cost in an appeal in December against his
dismissal from his post as senior registrar at the Liverpool Royal
Infirmary. Time-expired senior registrars have no security,
says the DHSS. Like consultants, their contract is with the
regional health authority, and any region may refuse to renew
an individual senior registrar's contract after four or five years.
In practice most contracts have been renewed-in 1976 there
were 61 senior registrars in England and Wales who had been
in post for over five years-but there is no security for these
doctors while they are looking for consultant appointments.
Dr Baksi went to the Employment Appeal Tribunal-with

the support of the BMA-to clarify the application of the law
on employment protection to doctors in the hospital training
grades. In general, every appointment, after the completion
of at least 26 weeks in post, now carries the statutory right for
the holder not to be "unfairly dismissed," and the non-renewal,
without good reason, of a "fixed-term" contract is legally a
dismissal. Furthermore, merely to describe an appointment as
a "locum" post does not necessarily render the doctor freely
dispensable after a long period of service.

Neverth-eless, the appeal tribunal, having examined the
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