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"Second line" drugs for rheumatoid arthritis

The next generation ofdrugs needs more rigorous assessment

As its cause is unknown rheumatoid arthritis is difficult to
treat. The bulwark of drug treatment remains symptomatic
reliefwith non-steroidal anti-inflammatory drugs and attempts
at suppressing the disease process with "second line"
or "disease modifying" drugs,' including gold salts (first
introduced in 1929)2; steroids (1949)3; chloroquine (1956)4;
penicillamine (1973)5; sulphasalazine (1980)6f; auranofin
(1982)7; and cytotoxic drugs such as cyclophosphamide,
azathioprine, and methotrexate.89 Does use of these drugs,
either singly or in combination, alter the prognosis of
rheumatoid arthritis?

Evaluating the effects of second line drugs in a disease that
is subject to relapses and remissions is difficult especially
when they provide symptomatic relief and have uncertain
effects on the underlying disease process. Rheumatologists
use measures of disease process and outcome to evaluate the
effects of second line drugs'": measures of process consist of
variables such as the erythrocyte sedimentation rate, C
reactive protein concentration, and titres of rheumatoid
factor; measures of outcome encompass various functional
indices (for example, the health assessment questionnaire")
and radiological progression of joint damage. An important
problem with these two modes of measurement is the
generally poor correlation between them. Other problems are
that most clinical trials monitor changes over one to two
years-a relatively short time in the lifetime of the disease-
and the high drop out rate of patients being maintained with
second line treatment-less than one third will still be taking
their drugs two years on. 12
Many published trials of second line treatment in rheuma-

toid arthritis have too few patients to be meaningful, a
problem that can be overcome by meta-analysis. Using this
approach, Clark and her colleagues have shown that over six
months injectable gold improved the active joint count,
functional capacity, and erythrocyte sedimentation rate by
13-30%. '3 The most common side effect was dermatitis (15%);
proteinuria occurred in only 0 7%. Using a similar approach,
Iannuzzi et al concluded that in 17 trials suitable for analysis
only injectable gold and cyclophosphamide convincingly
retarded radiological progression of disease. '1 More recent
data, however, suggest that sulphasalazine may also slow the
appearance of new joint erosions.'5 Using meta-analysis,
Felson et al compared the efficacy and toxicity of six second
line drugs and concluded that, apart from auranofin and
antimalarials, which had a weaker effect, no significant
difference existed between the efficacies of sodium aurothio-
malate, penicillamine, methotrexate, and sulphasalazine.'6
(Sodium aurothiomalate, however, was more toxic.) Overall,
nearly one in three patients had dropped out of the trials
analysed. The authors commented that at least 170 patients
are required in each treatment group to give sufficient

power to differentiate one second line drug from another.
What about newer treatments? Cyclosporin A has been

fashionable, but an 18 month follow up study of 16 patients
found that long term loss of renal function occurred and
radiological progression was not halted. 17 A recent symposium
in the United States challenged the traditional therapeutic
"pyramid" in rheumatoid arthritis (a base beginning with
non-steroidal anti-inflammatory drugs and progressing
through second line drugs to cytotoxic agents at the apex),
with several participants advocating the relatively early use of
combination treatment with methotrexate, gold, azathioprine,
and cyclophosphamide in various permutations.'8 The cost:
benefit ratio of such an approach, however, may be high, and
so far too few patients have been treated to establish whether
combination treatment is better than the pyramid regimen.
Immunotherapy with monoclonal antibodies to T cell subsets
and the use of cytokine inhibitors may be an advance,'9 but
carefully designed trials with sufficient numbers of patients,
clearly defined end points, and reasonably long treatment will
be required if we are to avoid the pitfalls of the past two
decades of antirheumatoid treatment.
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