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Effectiveness and safety of inflix-
imab combined with leflunomide
in chronic polyarthritis

Sirs, 
We have read with interest the paper that
Godinho et al. recently published in your
journal (1). Other two articles have been
previously published describing the use of
combination therapy of leflunomide (LEF)
and infliximab (INF) for rheumatoid arthri -
tis (RA) (2, 3). The results of all these stud-
ies are controversial in some aspects. Here,
we describe our experience with this com-
bination, in order to provide further infor-
mation about this topic.
Data from 45 patients who received con-
comitant INF+LEF from May 2000 to Oc-
tober 2002 in 5 Spanish hospitals were re-
trospectively obtained. INF administration
in Spain is clinically protocolized and ad-
verse events (AE) and disease activity para-
meters systematically recorded in each drug
infusion.
INF was added to LEF in 28 patients
(62.2%; INF added) and LEF to INF in the
remaining 37.8% (17 patients; LEF added).
In addition, 27 patients were also treated
with concomitant MTX (18 patients in the
INF added group and 9 in the LEF added
group). No differences between groups
were observed in demographic features or
dose regimens at baseline.
The clinical response after a mean follow-
up of 8.5±6.4 months was analyzed by sub-
groups. As shown in Figure 1, a statistically
significant decrease in DAS28 and HAQ
scores and CRP levels was observed in the
INF added group. However, in the LEF
added group some variables improved with-
out statistical significance from baseline,
probably because in most of those patients
LEF was added to achieve a greater im-
provement without increasing the INF dose
or decreasing the INF infusion interval. In
this regard, DAS28 and HAQ were signifi-
cantly reduced independently of concomi-
tant MTX. However, although the initial
INF dose was similar independently of con-
comitant MTX (3.5±0.7 vs 3.6±0.5 mg/ kg),
at 6 months follow-up the INF dose was
lower in the group with concomitant MTX
than in patients without this drug (3.9 ± 0.8
vs 4.5 ± 0.7 mg/kg respectively; p = 0.022).
The total exposure to the combination was
385 months and the discontinuation rate
was 0.03 patients/month (9 patients due to
AE and 3 to inefficacy). Withdrawal mainly
occurred within the first 6 months. Our
therapy survival data (73.3% at 18 months)
are much higher than that previously report-
ed by Kiely’s group (2), probably because
in our study both drugs were not started at
the same time and the LEF loading dose
was never prescribed.
Two patients belonging to the LEF added
group died; neither of them was on con-
comitant MTX and both suffered severe

long-term RA and several comorbidities.
Patient 1 died due to septic endocarditis in-
volving a previously damaged rheumatic
valve, and patient 2 as a consequence of
bronchiolitis obliterans organizing pneumo-
nia complicated by cardiogenic shock. The
mortality rate (4.4%) was clearly higher
than that in clinical trials of INF (4). How-
ever, the patients included in clinical trials
usually have fewer comorbidities than pa-
tients treated in daily clinical practice.
In addition, 64 AE were reported in 29
patients during the follow-up. Twenty-three
infections were reported in 16 patients, only
6 of them were considered severe (intrave-
nous treatment, hospitalization or seque-
lae). Eleven infusion-related reactions were
reported in 6 patients. An increase in liver
enzymes was observed in 3 patients with
concomitant MTX (11%) and in the other 3
patients without MTX (16%). Four patients
showed mild skin reactions.
In summary, our results support the idea
that patients who cannot tolerate MTX
could be candidates for INF and LEF com-
bination therapy. However, a strict selection
of the patients to receive this combination
should be performed and all means should
be exercised to establish a thorough follow-
up to detect infections early, especially in
patients with comorbidities, who seem to be
more susceptible to suffer serious AE.
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Fig. 1. Evolution of DAS28,
HAQ and CRPdepending on
the agent added in patients
treated with the combination
of infliximab and lefluno-
mide. Data are shown as the
mean (continuous line) and
standard deviation (dotted
line) for continuous variables
(DAS28, HAQ) and as the
median (continuous line) and
interquartilic range for non-
parametric variable (CRP).
INF added: patients on lef-
lunomide who receive in-
fliximab as the added agent.
LEF added: patients on in-
fliximab therapy who receive
leflunomide as the second
agent. D A S 2 8: 4 variables
disease activity score with 28
joint counts; C R P: C-reac-
tive protein; H A Q: health
assessment questionnaire.


