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iologic drugs are well-known for both
B revolutionizing the treatment of rheu-

matoid arthritis and their high costs.!
Recently, a randomized noninferiority trial,
partly funded and conducted in Canada, showed
that an alternative treatment for rheumatoid
arthritis comprising older agents can be just as
clinically effective, is associated with fewer
serious adverse effects and is 20 times less
expensive than treatment with a biologic.? The
Rheumatoid Arthritis Comparison of Active
Therapies (RACAT) trial strengthened existing
evidence on the efficacy of a combination of
three drugs known as triple therapy.>* Greater
use of triple therapy could have a large impact
on patient outcomes and health care costs; how-
ever, it is infrequently offered or prescribed
before a biologic drug to patients with rheuma-
toid arthritis.

Guidelines recommend that patients with
rheumatoid arthritis receive conventional dis-
ease-modifying antirheumatic drugs
(DMARDs), beginning with methotrexate.’
More than 20 years ago, triple therapy, a com-
bination of methotrexate and the other
DMARDs, sulfasalazine and hydroxychloro-
quine, was found to be substantially more
effective than methotrexate alone, and it costs
less than $1000 per year per patient.®

In patients for whom conventional DMARDs
do not work, biologics have emerged as an alter-
native. These drugs target either tumour necro-
sis factor (adalimumab, certolizumab pegol,
etanercept, golimumab, and infliximab) or other
cytokines or cells (abatacept, anakinra, ritux-
imab and tocilizumab). Nine biologics are avail-
able for treating rheumatoid arthritis, all of
which are superior to methotrexate alone and
cost about $20 000 per year.!

The RACAT trial (blinded, with etanercept)
is the third head-to-head trial to have found triple
therapy to be noninferior to biologics in reducing
disease activity, but it is the first double-blind
trial to evaluate patients in whom conventional
DMARDs have not worked.? All trials found
higher rates of mild adverse effects with triple
therapy and higher rates of serious infections and
death with biologics.>* Although the RACAT
trial found no statistically significant difference

in radiographic progression, both the Swefot
(Swedish Farmacotherapy) (unblinded, with inf-
liximab)® and TEAR (Treatment of Early
Aggressive Rheumatoid Arthritis) (blinded, with
etanercept)* trials found that radiographic pro-
gression was significantly lower on average with
biologics. However, the average difference was
driven by a small subset of patients: in Swefot,
about 25% of patients had no radiographic pro-
gression while taking either therapy; among the
remainder, the difference between triple therapy
versus and biologics was not clinically relevant
in 90% of the patients.

Neither triple therapy nor biologics are
effective in all patients. In the RACAT trial, an
equal proportion of patients in each group
(about 27%) switched treatments after 24
weeks owing to lack of efficacy.”> Benefit was
seen in both groups with the alternate therapy
— that is, nonresponders to triple therapy
switching to biologics, and nonresponders to
biologics switching to triple therapy.

Currently, fewer than 25% of patients with
rheumatoid arthritis try triple therapy before
biologics.”® This is not surprising, given that
guidelines for rheumatoid arthritis recommend
biologics only after conventional DMARD fail-
ure and do not mention triple therapy specifi-
cally.’ In Canada, most health insurance pro-
grams require DMARD combination therapy
before biologics, but only one program requires
triple therapy specifically. Timing may explain
this: the first trial showing triple therapy’s supe-
riority over methotrexate was published in
1996, shortly before biologics became avail-
able. By the time follow-up trials confirmed tri-
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biologic.

economic arguments.

biologic, is key.

e Recent studies have found that triple therapy — methotrexate,
sulfasalazine and hydroxychloroquine — is as effective as biologics for
treating rheumatoid arthritis and has fewer serious adverse effects.

e Currently, only one of four patients trials triple therapy before using a

e Because triple therapy costs substantially less than a biologic, a policy
to increase the use of triple therapy is supported by both clinical and

e A patient-centred approach, through which patients are informed of
the options and offered the choice between triple therapy and a
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ple therapy’s efficacy, biologics were being
marketed with the intensity of any break-
through product.

Accumulated evidence that triple therapy and
biologics can be equally clinically effective
(although it is unknown which therapy will be
best for a given patient) should have clear impli-
cations for policy and practice. Because biolog-
ics can cost 20 times more than triple therapy,
the clinical argument for using the latter before
biologics seems to make economic sense.

A potential health policy response would be
to include triple therapy in provincial drug for-
mularies and require it before biologics. How-
ever, if patients and physicians are forced to use
an unwanted therapy, they may try to find a way
around the formulary (e.g., by claiming medica-
tion intolerance). Furthermore, requiring triple
therapy before a biologic frames the former as
the means to accessing a biologic and not as a
promising treatment option in and of itself.

Poor knowledge dissemination may explain
why, until now, triple therapy has been per-
ceived as less desirable than biologics. Further-
more, there may be discordance between what
doctors think their patients want and what their
patients really want.’ It is preferable for patients
and clinicians to choose their preferred treat-
ment together and willingly, with full knowl-
edge of the facts. Rheumatologists are report-
edly concerned about the acceptability to
patients of triple therapy’s multiple daily pills
and increased mild adverse effects.!® However,
in a study of patients’ attitudes about combina-
tion therapy, most patients were less concerned
about taking multiple pills and viewed treat-
ment benefits as outweighing adverse effects.!!

We believe that with careful shared deci-
sion-making, more patients with rheumatoid
arthritis would choose triple therapy. This
patient-centred approach would allow patients
to compare treatment attributes and choose
treatment based on personal preferences.’!? For
example, patients should know that biologics
can take effect more quickly and are received
weekly or monthly by injection or infusion; that
triple therapy requires daily pills; that biologics
carry a higher risk of serious adverse effects
and possibly death and triple therapy has a
higher risk of mild ones; and that biologics cost
much more than triple therapy.

Greater empowerment of patients with rheu-
matoid arthitis to participate in treatment deci-
sions could contribute to triple therapy being
used more often. If 80% of patients chose to try
triple therapy before biologics, we calculate
that at least $25 million a year would be saved
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in Canada.® Under a rheumatologist’s care,
patients who do not improve with triple therapy
could be swiftly switched to a biologic. Patients
are recognizing their right to shared decision-
making; let’s promote this approach for rheu-
matoid arthritis.
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