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Background: Giant-cell (temporal) ar-
teritis is a systemic vasculitis affecting el-
derly people that can lead to blindness.
Current treatment involves at least 1 year
of corticosteroid therapy, which is associ-
ated with many potential adverse effects.
The role of corticosteroid-sparing agents
such as methotrexate in the treatment of
temporal arteritis has remained unclear.

Question: Does combined therapy with
prednisone and methotrexate in the
management of temporal arteritis re-
duce the rate of relapses and side ef-
fects, compared with therapy with pred-
nisone alone?

Design: This randomized, double-blind,
placebo-controlled trial was conducted
at a university-based clinic in Spain. Pa-
tients with biopsy-proven temporal ar-
teritis and less than 2 weeks of high-dose
corticosteroid treatment (prednisone
> 10 mg/d or equivalent) were enrolled.
Exclusion criteria included liver disease,
renal failure, alcohol abuse, chronic in-
fection, history of neoplasm and use of
other immunosuppressive drugs. Pa-
tients were randomly assigned to receive
prednisone plus either methotrexate or
placebo; follow-up was 24 months. Pred-
nisone was initiated at 60 mg/d for the
first 2 weeks and then tapered over the
next 24 weeks. Methotrexate was given
as a single weekly oral dose of 10 mg for
24 months. If a relapse occurred, the

doses of both drugs were increased ac-
cording to a protocol, followed by an-
other attempt to taper the prednisone.
The primary outcome measures were
the number of disease relapses and the
cumulative dose of prednisone during
treatment. Secondary outcome measures
included the number of adverse effects
from the treatment drugs.

Results: Twenty-one patients received
prednisone and methotrexate and 21 re-
ceived prednisone and placebo. The 2
groups were similar at baseline, with a
mean age of 78 years, a mean erythro-
cyte sedimentation rate of 91 and 100
mm/h respectively, and a polymyalgia
rheumatica prevalence of 57% and 52%
respectively. One patient in the metho-
trexate group and 2 in the placebo
group were lost to follow-up. All pa-
tients responded to initial treatment.
Disease relapse occurred in 9 patients
(45%) in the methotrexate group, com-
pared with 16 patients (84%) in the
placebo group (p = 0.018). Moreover,
fewer relapses involving cranial symp-
toms occurred among patients in the
methotrexate group than among the
control subjects (2 v. 7 patients, p =
0.06). The median duration of pred-
nisone treatment was significantly
shorter in the methotrexate group than
in the placebo group (29 v. 94 weeks, p =
0.0016), resulting in a lower mean cu-
mulative dose of prednisone (4187 v.
5489 mg, p = 0.009). There was a trend
toward a lower incidence of diabetes
mellitus (3 v. 7 patients), arterial hyper-
tension (12 v. 16 patients) and cushing-
oid appearance (3 v. 6 patients) in the
methotrexate group. Three patients re-
ceiving methotrexate experienced
myelosuppression or mucositis that ne-
cessitated withdrawal of the drug. Of

these, 1 patient was not taking folic acid
supplementation and 2 had mild renal
impairment.

Commentary: This well-designed study
showed that methotrexate was effica-
cious in preventing relapses of temporal
arteritis while reducing the duration, cu-
mulative dose and toxicity of pred-
nisone. Although the adverse effects as-
sociated with methotrexate in this study
underline the need for due caution, the
larger experience with it in the treat-
ment of rheumatoid arthritis suggests
that adverse effects can be kept to a min-
imum with careful patient selection,
folic acid supplementation and close
monitoring.1 Further studies will reveal
whether a different regimen of metho-
trexate or another corticosteroid-sparing
agent can provide similar effectiveness,
with fewer side effects.2

Practice implications: Biopsy-proven
temporal arteritis should continue to be
treated initially with high-dose pred-
nisone therapy. Concurrent treatment
with methotrexate can reduce the dura-
tion and toxicity of corticosteroid ther-
apy and should be considered. Referral
to a specialist in internal medicine or
rheumatology can help with patient se-
lection, assessment and subsequent fol-
low-up. — Benjamin H. Chen
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