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Methotrexate (MTX) is an effective, relatively safe,
and low-cost treatment for children with JIA, but
its use is often limited by the occurrence of so
called intolerance in a significant number of pa-
tients [1, 2]. Many JIA patients receive anti-emetics
as a co-medication to prevent or treat MTX-
intolerance. In a recent review in this journal Falvey
et al. concluded: “Co-medication with anti-emetics,
such as ondansetron, appears to be a highly effect-
ive approach” [2]. In our view this firm conclusion
was based on weak and indirect evidence. Here, we
aim to put into perspective both the timing of the
outcome measures and the population size of the
studies Falvey referred to.
To underpin their conclusion Falvey et al. referred

essentially to two studies (references 27 and 28) [2].
Kempinska et al. performed a Randomized Con-
trolled Trial (RCT) in patients with Crohn’s disease.
The outcomes were measured 3 months after the
start of MTX. From other studies we know that for
most JIA patients MTX-intolerance rarely starts be-
fore 4 months [1, 3]. Blanco et al. performed an ob-
servational study in 9 adult rheumatoid arthritis
(RA) patients. It was a very small study, lacking a
control group. The other papers on ondansetron
Falvey et al. referred to (their references 18, 24–26)
were not relevant for MTX-intolerance, as the au-
thors already stated [2].

Recently two large studies on anti-emetics for
MTX-intolerance in pediatric patients have been
published, providing some evidence against the con-
clusion by Falvey et al. [4, 5]. Scheuern et al. de-
scribed the results of a prospective, observational
study in 196 JIA patients. They concluded that
“various modalities used as countermeasures against
nausea (…) showed no discernible effect” [4].
Dupont-Lucas et al. performed an observational
study in 102 pediatric IBD patients. They concluded:
“Prophylactic prescription of anti-emetics (…) did
not prevent symptoms of MTX intolerance” [5].
Both studies were not randomized, so firm conclu-
sions cannot be drawn from these studies either.
In conclusion: thus far, there is only weak and

contradictory evidence on the effectiveness of the
(prophylactic) use of anti-emetics for prevention or
treatment of MTX-intolerance in JIA. We will need
a large, double blind RCT in JIA patients on the
prophylactic use of anti-emetics to establish its ef-
fectiveness in preventing intolerance. In our view
this is a very relevant research question for JIA pa-
tients, parents and clinicians.
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