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Tofacitinib shows promise in PsA trials

The findings of two phase I1I trials,
Oral Psoriatic Arthritis Trial (OPAL)
Broaden and OPAL Beyond, support
the use of the orally administered
Janus kinase (JAK) inhibitor tofaciti-
nib for the treatment of psoriatic
arthritis (PsA).

“The reason for performing these
studies was to test a new mechanism
of action for the management of
patients with PsA;” explains Dafna
Gladman, on behalf of the OPAL
Beyond study authors. “Although
TNF inhibitors as well as agents
directed at IL-17 and IL-12/23 have
been proved effective, these medi-
cations do not work for all patients,
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and may be toxic for some patients.
Therefore, a drug with a different
mechanism of action might work
better,” she continues.

“The unmet need in PsA is high
[now] and [was] especially several
years ago when very few treatment
options were available,” adds Philip
Mease, corresponding author of
the OPAL Broaden trial. “Basic
science data supported the concept
that tofacitinib would demonstrate
efficacy via inhibition (directly or
indirectly) of multiple cytokines that
are involved in PsA,” he says.

OPAL Broaden enrolled 422
patients with PsA who had failed to
respond to previous treatment with
a TNF inhibitor, and OPAL Beyond
involved 395 patients with PsA who
had not previously been treated with
a TNF inhibitor. In both studies,
patients were randomly assigned to
receive either tofacitinib 5 mg twice
daily, tofacitinib 10 mg twice daily
or placebo for 3 months; the OPAL
Broaden trial also included a group
who received an active control,
adalimumab 40 mg every 2 weeks.

Notably, all patients enrolled in
the studies were required to receive
stable background treatment with
a conventional synthetic DMARD,
such as methotrexate, sulfasalazine or
leflunomide. In addition, the placebo

period was limited to 3 months, after
which all patients in the placebo
groups were switched to tofacitinib
at either the 5mg or the 10 mg twice
daily dose. Each trial had a total
duration of 6 months.

At 3 months, tofacitinib was
superior to placebo with regard
to both primary end points: the
proportion of patients who achieved
an ACR20 response (ACR criteria
for >20% improvement) and
change from baseline in the Health
Assessment Questionnaire disability
index (HAQ-DI) score.

“If approved, tofacitinib will
expand the options available to
patients with active PsA,” says Mease.
“It appears that the drug can be
reasonably used [at] various points
along the treatment path, including
before biologics or after biologics
have been tried,” he adds. Further
studies are needed to determine
the long-term safety and efficacy of
tofacitinib in PsA, and how it will
be used alongside other available

treatments.
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