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Background

Objectives To determine the state of application and the fate of
traditional disease modifying antirheumatic drugs (DMARDs)
during the years before the introduction of new DMARDs
including biologic agents.
Methods In a historical prospective analysis the fate of DMARD
therapies in 593 patients, comprising a total number of 1319
courses of DMARDs over a period of 2378 patient years, were
analysed. DMARD dosages, treatment durations, reasons for dis-
continuation and adverse events reported by either the patients
or physicians as well as CRP and ESR were analysed. Drug
retention rates were estimated using Kaplan-Meier-analysis.
Results Methotrexate (MTX), chloroquine (CQ), and sulfasala-
zine (SSZ) emerged as the drugs most commonly applied during
the past 15 years,1 whereas gold salts and D-penicillamine (DPA)
were used less frequently during the past decade. Three of four
therapies had to be terminated for either inefficacy (37%) or
adverse events (42%).2 Patients on high dose therapy had signifi-
cantly longer median retention rates than those on low dose
therapy (SSZ: 34 vs. 7 months; MTX: 73 vs. 39 months). Inter-
estingly, rather than inefficacy, toxicity was the main reason for
discontinuation of MTX and SSZ at low doses.

The most commonly encountered adverse events leading to
discontinuation were nausea, abdominal pain and rashes (the lat-
ter mainly with gold salts and DPA).2,3 Median retention rates
lasted 36 months).
Conclusion MTX, SSZ and antimalarials became the most com-
monly used traditional DMARDs for RA. High dose therapy can
be continued longer than low dose therapy, and DMARD use is
rather limited by toxicity than by inefficacy. Once tolerated,
DMARDs can be retained for long periods of time.
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Background

Objectives Rheumatoid arthritis (RA) patients are prone to
receive a series of consecutive disease modifying antirheumatic
drugs (DMARDs). This study was performed to reveal possible
strategies and treatment patterns with traditional DMARDs in
the 1980s and 1990s to serve as a basis for improvement of
treatment strategies.

Methods 593 RA outpatients (80.4% women) from two hospi-
tals who received 1319 consecutive courses of DMARDs (2376
patient years of therapy) were followed from their first presenta-
tion throughout the whole course of their disease. Data were
collected as dosage, duration of therapy, reason for discontinua-
tion and all adverse effects that had emerged during DMARD
treatment. Furthermore, efficacy of individual DMARDs (using
CRP and ESR as surrogates) and survival (applying Kaplan-
Meier-estimates) of drug therapy were assessed.
Results Chloroquine (CQ), sulfasalazine (SSZ), and gold com-
pounds (OG, PG) were typical first DMARDs, while penicill-
amine (DPA), methotrexate (MTX), azathioprine (AZP),
cyclosporine (CyA), and combinations were usually used later in
the disease course. MTX, SSZ and CQ were the most commonly
employed DMARDs throughout the years,1 however, SSZ and
CQ therapies were mostly followed by MTX. Disease character-
istics did not differ between patients with longstanding therapy
and those with therapies terminated early. For consecutive
DMARDs, there was a decreasing tendency of efficacy (reduc-
tion of acute phase response) and of treatment duration (Table
1).

Abstract FRI0025 Table 1

CRP reduction

(mg/dl)

(Mean ± SD)

ESR reduction (mm/1st

hour)

(Mean ± SD)

Duration

(months)

(Mean ± SD)

1st DMARD

therapies

-1.3 ± 3.4 -10.5 ± 27.5 24.5 ± 27.7

2nd DMARD

therapies

-0.6 ± 2.8 -5.7 ± 23.9 20.4 ± 23.7

3rd DMARD

therapies

-0.3 ± 2.5 -4.7 ± 20.8 19.8 ± 22.0

4th DMARD

therapies

-0.9 ± 2.1 -6.9 ± 26.8 18.6 ± 20.3

>4th DMARD

therapies

0.1 ± 2.5 -0.7 ± 25.1 14.6 ± 20.9

Acute Phase Response and Duration of Consecutive DMARD Therapies.

Conclusion MTX is the most commonly employed DMARD
therapy for RA and is increasingly used as first therapy in newly
diagnosed RA. Patients with high disease activity are more often
subjected to MTX therapy than to other DMARDs, while those
with low activity were more likely to receive SSZ or CQ.

There is a loss of efficacy with increasing number of subse-
quent therapies. Thus, treatment duration decreases with increas-
ing number of consecutive DMARD therapies.
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