
Rheumatoid Arthritis Initial Therapy: 
Unanswered Questions

The last decade has seen sweeping changes in how we
think about and treat rheumatoid arthritis (RA). With
regard to treatment for patients with this disease, I would
highlight 4 critical paradigm shifts: proof that early ther-
apy is indeed critical; the use of disease modifying drug
(DMARD) combinations both initially and for people
who fail monotherapy; the advent of biological therapies,
particularly tumor necrosis factor (TNF) inhibitors; and
proof that comorbidities play a central role in the overall
morbidity and mortality of RA. Arguably, the most crit-
ical of these is the realization that all patients with RA
should be taking DMARD early in their course of dis-
ease. Many studies could be cited to support this con-
tention, perhaps the most striking of which was recently
published by a group of investigators from The
Netherlands1. In their trial, patients were observed to do
substantially better in terms of radiographic progression
if they were treated with DMARD within 15 days of
diagnosis, as compared with another group who got ther-
apy within 4 months of diagnosis. This would be consid-
ered a triumph of very early therapy over what most
would still consider early therapy. Clearly, a current goal
for all patients with RA would be for their physicians to
have them take DMARD by a maximum of 3 months
after diagnosis.

While essentially all rheumatologists accept that
patients with RA should be treated with DMARD early
and are building consensus that methotrexate (MTX) is
the best conventional DMARD2,3, there is little agree-
ment on whether initial therapy should be a single
DMARD or multiple DMARD. The critical questions

that remain are highlighted in Table 1. Perhaps the most
important one is, how can we individualize therapy to
individual patients? In other words, are there parameters
that allow us to predict up front which patients are going
to respond to which therapy? Unfortunately, we have very
limited information that allows us to do this at this time4,
but this clearly needs to be the focus as future trials are
designed.

MONOTHERAPY 
MTX is overwhelmingly the choice for most rheumatolo-
gists for initial therapy when monotherapy is selected2.
This is true because of the excellent durability of MTX
responses5,6, because of its low cost, and because of the
longterm record of safety. Importantly, MTX has recent-
ly been shown to significantly prolong survival of
patients with RA7. It is worth mentioning that if oral
MTX is not providing optimal response, subcutaneous
MTX has significantly increased bioavailability for some
patients and is worth a trial8.

COMBINATION DMARD THERAPY
Despite an excellent record, MTX should no longer be
considered the gold standard of treatment for RA.
Multiple trials have shown that combinations of
DMARD are more effective than treatment with MTX
or sulfasalazine alone9-13. Three of these trials have
specifically addressed patients with early disease11-13.
From these trials, one might conclude that all patients
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Mono or combination DMARD therapy? (step-up or step down)

If mono, which DMARD?

If combination, which DMARD?

Bridge corticosteroids or not?

Initial biologics?

How to select the best treatment for each individual patient?

Table 1. Initial therapy in RA: critical questions.
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Therefore, one of the most important questions current-
ly is whether all patients should have induction therapies:
brief bursts of either corticosteroids or TNF inhibitors
along with other DMARD early in the course of disease.
This is a critical question that needs to be addressed in
trials that are designed over the next decade.

MINOCYCLINE AS A TREATMENT FOR EARLY RA
Minocycline has been shown to be an effective therapy
for patients with established RA18,19. More importantly,
minocycline has been shown to be dramatically effective
compared with placebo in the treatment of early RA20

and more effective than treatment with hydroxychloro-
quine21, in terms of percentage of patients who have
achieved American College of Rheumatology criteria for
response of 50% (ACR 50; 60% vs 33%) but also in terms
of reduction of steroid dose in those patients receiving
minocycline versus hydroxychloroquine (p < 0.01). The
mechanism by which minocycline is causing this effect is
not understood but is almost certainly multifactorial. It is
not treating the infectious cause of RA, but its antibac-
terial effects may be important by treating concurrent
infections (sinusitis, gingivitis, bronchitis, gastritis, etc) in
a nonspecific way. These infections activate the immune
system and of course will upregulate the production of
proinflammatory cytokines. Minocycline has well defined
mechanisms of action with regard to immunomodulation
with the upregulation of interleukin 10 (IL-10) produc-
tion22 and its ability to induce lupus. Finally, its role as a
metalloproteinase inhibitor23 may very well be important
in treating RA, particularly when used early in the course
of disease.

SUMMARY
Critical questions remain to be answered before optimal
early treatment of each individual patient with RA can be
achieved (Table 1). Future trials need to address these
questions, in particular, study the role of induction ther-
apy, and, most importantly, define parameters that allow
us to select individual patients that will benefit from indi-
vidual therapies.

with early disease should initially be treated with combi-
nations of DMARD. However, the critically important
trial, a trial that compares combinations of DMARD as
initial therapy versus step-up therapy in only those
patients who need step-up therapy, has not been report-
ed. Calguneri, et al (Table 2) have clearly shown when
treating patients with early RA that 3 drugs are better
than 2, and 2 drugs are better than one11.

A trial where therapy was stepped up with a particular
treatment target goal (Disease Activity Score < 2.4) has
recently been compared with usual therapy14. These
investigators found that when an aggressive target for
therapy is defined and conventional DMARD are added
to sulfasalazine, patients have significantly improved
results (compared with routine care) with less radi-
ographic progression at one year.

THE ROLE OF INDUCTION THERAPY
A critically important, but unanswered, question is how
rapidly is it necessary to shut off active disease15? In this
regard, 2 therapies currently available that seem to shut
disease off in days or weeks rather than months are
tumor necrosis factor inhibitors and corticosteroids. The
Early Rheumatoid Arthritis Trial16 has shown us that
although clinical and radiographic outcomes are similar
at one year for the group treated with etanercept com-
pared with the group treated with MTX, C-reactive pro-
teins (CRP) are dramatically suppressed (about 75%)
within 2 weeks in those treated with etanercept; approxi-
mately 6 months was required to obtain this result in
those treated with MTX. Some have attributed  the small
benefits in radiographic outcome that are seen in patients
on the etanercept arm of this study at 2 years to the rapid
suppression of CRP. Very similar data have been shown
from the COBRA Trial17. In this trial, erythrocyte sedi-
mentation rates (ESR) were suppressed by 75% within 2
weeks of onset of treatment by the corticosteroid arm of
the study, whereas sulfasalazine alone took 6 months to
cause similar suppression in ESR. Again, some have
attributed the rapid shutting off of the inflammatory
response to the radiographic benefits that have been
shown for the corticosteroid arm after 5 years17.

I II II p Values p Values p Values

Mono Double Triple I vs II I vs III II vs III

Paulus 50, % 49.1 73.2 87.9 < 0.001 < 0.001 < 0.001

Remission, % 31.5 44.6 60.3 0.007 0.007 0.007

No x-ray 24.5 64.2 68.9 0.001 0.001 0.210
progression, %

With permission from Calgneri, Pay, Caliskaner, et al. Clin Exp Rheumatology 
1999; 17: 699–704.

Table 2. Combination versus monotherapy in early RA.
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