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problem of supply. Possibly the development centres that
have contributed so much will try to meet demands through-
out Britain, or the matter may be handed over to industry.
As is so frequently the case with new technological develop-
ments in the Health Service, no single organisation has clear
responsibility for initiating and seeing through the creation of a
seat-support for the disabled. A team approach may be the
counsel of perfection, but who is to assemble and lead the
team ?

These difficulties recognised, there is little doubt that the
development engineering skills are available to provide
adequate seating for the disabled. Whether use is made of
these skills will doubtless depend on the determination of
clinicians and the allocation of all-too-scarce resources.

1 Biological Engineering Society. Seating systems for the disabled. Proceedings
of a conference held at the Derbyshire Royal Infirmary, October 27, 1978.
London: Biological Engineering Society, 1979.

2 Motloch, WM, quoted by Johnson GR. In: Seating systems for the disabled.
Proceedings of a conference held at the Derbyshire Royal Infirmary,
October 27,1978. London: Biological Engineering Society, 1979:5.

3 Ewing MR. Garrow C, McHugh N. A sheepskin as a nursing aid. Lancet
1961 ;ii:1447-8.

4 Mulligan JL. Expanded polyether seat moulds. In: Seating systems for the
disabled. Proceedings of a conference held at the Derbyshire Royal In-
firmary, October 27, 1978. London: Biological Engineering Society,
1979:38.

Doctors in Malta
No end is yet in sight to the dispute between the Maltese
government and its doctors.' In 1977 laws were introduced
requiring all newly qualified doctors to spend two years in
Government hospitals and clinics; and the government also
assumed control of the island's medical council, so taking
away from the medical profession the right to regulate
standards. When Maltese doctors protested they were locked
out of their hospitals, which have since been staffed by doctors
from Libya, Pakistan, and eastern Europe.

This month the Maltese government has extended its
powers to cover all premises used for the practice of medicine,
so making independent practice there virtually impossible.
Throughout the dispute the BMA has supported the Medical
Association of Malta and has assisted Maltese medical students
in completing their interrupted studies in Britain.

Doctors and other health professionals here can help by
refusing invitations to teach or examine in Malta until normal
relations are resumed between the island's government and
its doctors.

1 BMA Council. Annual Report 1977-8. Br Med3' 1978;i:1065-87.

Regular Review

Do drugs change the course of rheumatoid arthritis?

V WRIGHT, R AMOS

Interpretation of the efficacy of the drug treatment of rheuma-
toid arthritis is made difficult by the problems of assessing the
progress of the disease. Many of the early methods were
laudable attempts to introduce order into chaos, and some are
still in common use but are not assessments of the rheumatoid
process itself; they are either subjective (pain score, early
morning stiffness) or semi-subjective (articular index, grip
strength) measures ofsymptoms or offunction.
More recent methods of assessment are frequently based on

laboratory measurements and are both more objective and
reproducible; and they can be shown to alter coincidentally
with clinical improvement or deterioration. Methods such as
thermographyl and isotope uptake2 measure some of the signs
of inflammation, but there is no evidence that these are any
more fundamental to understanding the progression of the
disease than the earlier, less objective measures. Similarly,
measurement of acute-phase proteins or of the erythrocyte
sedimentation rate (ESR)3 4 reflects secondary phenomena
rather than fundamental changes. Nevertheless, they have
some important advantages.

Estimation of the titres of rheumatoid factor in the blood is
useful in population studies, a poor prognosis generally being
associated with high values; but the test is of limited predictive
value in individual patients; recognition of IgG rheumatoid

factors not detected by conventional means may improve its
clinical value. In general, tests of immunological function are
still in their infancy and are frequently difficult to interpret.
The serum concentration of histidine is consistently lower
than normal in patients with rheumatoid arthritis, but this
finding has not received widespread attention in the assess-
ment ofthe disease.5-7

Probably the best method to detect unequivocal progression
of rheumatoid arthritis is radiological assessment. While the
presence of erosions does not necessarily indicate poor func-
tion, advancing bony destruction must contribute to increasing
deformity and further disability. Moreover, the appearance of
new erosions is clear evidence of a continuing attack on the
joints by the inflammatory process. Nevertheless, radiological
assessment is not always straightforward: radiographs can
provide only retrospective evidence; with advancing disease
further bony damage becomes increasingly difficult to assess;
in some circumstances (in certain occupations, for example)
erosions may increase in size in the absence of active inflamma-
tion, suggestingthat mechanical factors cancontributeto damage
once it has been started byanymethod. Finally, evidence (or lack
of it) ofthe progression of erosions in some joints does notmean
that they are progressing (or not progressing) in all joints.

If, therefore, drug treatment is to alter the outcome of
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rheumatoid arthritis it should not only slow or halt radio-
logical damage but also reduce towards normal the objective
laboratory indices of active disease. Of all the laboratory tests
available, only the erythrocyte sedimentation rate and measure-
ment of C-reactive protein and possibly rheumatoid factor
have been correlated with radiological progression.8 Measure-
ment of the ESR and acute-phase reactants is easy, and this
may distinguish those drugs that might be expected to have an
effect on the outcome of rheumatoid arthritis from those that
almost certainly do not.

Non-steroidal anti-inflammatory drugs-None of the avail-
able non-steroidal drugs alter the outcome of rheumatoid
arthritis. Many of the older ones have been shown to be
ineffective in reducing the ESR and concentrations of C-
reactive protein4; and the occasional -claims that the newer
ones may do so are unsubstantiated. Indeed, relief of pain may
make the disease worse. Almost all these drugs produce their
symptomatic benefit to a greater or lesser extent by inhibiting
prostaglandin synthesis-an action that possibly exacerbates
the process of joint destruction. 9

Gold, D-penicillamine, and chloroquine, in contrast, all have
the ability to reduce the ESR and concentrations of the acute-
phase proteins.10-18 They reduce symptoms effectively despite
their lack of intrinsic analgesic activity, but they share the
property of a slow onset of action, usually delayed for eight to
12 weeks. When beneficial they are usually far more effective
than the non-steroidal anti-inflammatory agents. All three
drugs are capable of lowering concentrations of immuno-
globulin and ofreducing the Rose-Waaler titre.

In some cases there is direct evidence that a reduction may
be expected in the progress of bony damage. Early trials10
showed gold treatment to be symptomatically effective but to
have no effect on erosions. More recently, however, serial
radiography during five to six years19 showed a less severe
progression of destructive changes in patients treated with a
full gold regimen than in those who discontinued the drug
early because of toxicity. The earlier that treatment had been
started the better the result. Though the design of this study
was unusual and the two groups of patients were not entirely
comparable, the results confirm an earlier report by Sigler
et a120 that gold slowed the rate of appearance of new erosions.

D-penicillamine, introduced for the treatment of rheumatoid
arthritis because it can dissociate macroglobulins and possibly
therefore rheumatoid factors,13 shares many of the therapeutic
hallmarks of gold. It usually lowers the ESR in parallel with
clinical improvement; but, though most measures of rheuma-
toid disease, whether subjective or objective, improve during
treatment with D-penicillamine, so far there is no direct
evidence to suggest that it halts erosive damage. Early results
in Leeds suggest that D-penicillamine may be unique among
the commonly used long-term agents in its potential capability
of restoring serum concentrations of histidine to near nor-
mality.7

Chloroquine has been shown to be symptomatically effective
and to lower both the ESR and the titre of rheumatoid factor,
but there is no evidence that radiological progression is
delayed.

Levamisole, dapsone, and sulphasalazine-With the exception
of sulphasalazine (originally introduced for the treatment of
rheumatoid arthritis21; abandoned, at least in Britain; and
recently reintroduced22), these drugs are recent additions to
antirheumatic treatment. Levamisole is undoubtedly clinically
effective and lowers the ESR, but is too toxic to be recom-
mended for routine use at present.23 25 Dapsone and sulpha-
salazine improve some patients' symptoms over a period of at
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least several weeks while concurrently reducing the ESR and
concentrations of acute-phase proteins.26 Results with sulpha-
salazine are particularly encouraging.

Corticosteroids-Most trials have shown that corticosteroids
regularly produce rapid symptomatic improvement and sub-
stantially lower the ESR, but that by the end of one year there
is little difference between patients treated with aspirin and
corticosteroids.27-31 This generalisation, however, hides the
clinical observation that corticosteroids can halt aggressive or
rapidly advancing disease-whereas aspirin cannot. The
deterioration that commonly occurs after the initial good
response may well reflect reduction of steroids by the physician
to avoid toxic effects, whereas if the disease is to be kept under
control the dosage needs to be increased.

Early reports from the combined Medical Research Council
and Nuffield Foundation studies consistently showed less
radiological progression in patients treated with corticosteroids
than in those given aspirin, though the difference did not
reach statistical significance. After 20 weeks of treatment with
gold or prednisolone similar changes are found in the ESR and
C-reactive protein.32 But whereas almost every patient on
corticosteroids will show this sort of objective improvement
those treated with gold may either obtain an even longer-
lasting remission or no beneficial effect whatsoever.
One of the early trials of treatment with prednisolone over

two years did suggest that the progress of the disease may have
been slowed; nevertheless, a rise in the sheep-cell agglutina-
tion titre was disquieting,33 since such a change may be
associated with a poorer prognosis. Moreover, the initial dose
of prednisone was 20 mg daily-unacceptably high for long-
term treatment-and five patients developed major complica-
tions. Most clinicians would prefer not to go over 7-5 mg daily,
and there is no evidence that this dose inhibits the development
of erosions.

Local injections of steroids may also be dangerous. Steroid
arthropathy, in which a Charcot-like picture occurs, is more
frequent in those patients who have the greatest symptomatic
benefit.34 This form of treatment may confer on the joint a
degree of function beyond its true capacity; in these circum-
stances pain is protective.
On balance, there is no strong evidence to suggest that

corticosteroids in conventional dosage are regularly capable of
altering the course of rheumatoid arthritis.

Cyclophosphamide and azathioprine-Cytotoxic drugs are
not widely used, despite reports of improvement in the clinical
features of the disease activity (though the ESR has generally
not fallen greatly35 36). Isolated claims have been made that
the appearance of new joint erosions can be delayed both by
cyclophosphamide and by azathioprine.37 The drawback of
these drugs is their high general toxicity.
Conclusions-Some drugs in some patients appear to alter

profoundly the clinical picture of rheumatoid arthritis and
many or all of its laboratory accompaniments, suggesting that
they could be influencing the natural history of the disease.
Unfortunately, no drug is effective for all patients and, even
when a good clinical response has been achieved, relapse may
ultimately occur despite continued treatment. Moreover, for
some patients treatment may produce only an improvement
and not a complete clinical remission. Yet others will abandon
treatment because of drug toxicity. All these factors will tend
to obscure the very good results achieved for a minority.

Claims that drug treatment does more than temporarily
reduce the rate of progression of the disease would be rash on
the evidence available, yet most rheumatologists can recall
some patients with established active rheumatoid arthritis who

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.280.6219.964-a on 5 A
pril 1980. D

ow
nloaded from

 

http://www.bmj.com/


966 BRITISH MEDICAL JOURNAL 5 APRIL 1980

achieved long-lasting remissions while having a particular
drug; to dismiss this as coincidence may be to overlook
important evidence. We are not yet able to predict which
patients will respond to which drugs and who will suffer toxic
reactions, though this position may be changing with more
understanding of the histocompatibility system.38 If the rate of
dropout from trials due to drug toxicity could be reduced we
could more easily assess the results.

For the future, one priority should be to identify the
characteristics of patients who respond to each drug and to
compare responders and non-responders. Another approach
may be comparison of correlation matrices of clinical and
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biochemical variables to decide whether drugs have a long-
term effect.'8 With careful radiological assessment over a long
period (a few months is inadequate) we should be able to give a
definitive answer to the vexed question of whether drug
treatment can alter the outcome ofrheumatoid arthritis.
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