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A TH2 cytokine inhibitor for airway
inflammation in mild asthma

To the Editor:
TH2 cytokines stimulate IgE production, airway mucosal masto-

cytosis, and eosinophilic airway inflammation, thereby playing an
important role in the pathogenesis of asthma.1 We have recently
shown that suplatast tosilate (( ± )-[2-[4-(3-ethoxy-2-hydroxy-
propoxy) phenylcarbamoyl] ethyl] dimethylsulfonium p-toluenesul-
fonate), a novel selective TH2 cytokine inhibitor that suppresses the
release of IL-4 and IL-5,2 has a steroid-sparing effect in patients
with severe asthma.3 In the present placebo-controlled, parallel-
group, multicenter study, we compared the benefits of suplatast tosi-
late with those of inhaled beclomethasone dipropionate (BDP) in
mild persistent asthma.

We recruited 43 asthma patients, aged 21 years or older, whose
FEV1 values were at least 70% of predicted normal. All patients had
been treated with as-needed short-acting inhaled β2-agonist alone
for at least 8 weeks before the study. After a 2-week run-in period,
each patient was assigned to receive for 8 weeks oral suplatast tosi-
late (200 µg twice daily), inhaled BDP (200 mg twice daily), or
placebo in tablets identical to those used for suplatast. Distribution
of age, sex, FEV1, peak expiratory flow rates, or β2-agonist use did
not differ significantly between the 3 treatment groups. At the end
of the run-in period (baseline) and at week 4 and week 8 of the treat-
ment period, airway inflammation was assessed by differential cell
counts in the sputum obtained by inhaled 5% hypertonic saline.4

Concentrations of eosinophil cationic protein and mast cell tryptase
in the sputum supernatants were also measured by double-antibody
radioimmunoassay and immunofluoroassay, respectively.5 Written
informed consent was obtained from each patient, and the study was
approved by the Tokyo Women’s Medical University Medical
Board and the local ethics committees.

During the trial, 5 patients were withdrawn because of missed
clinic visits or rejection of sputum induction. Data were available
from 13 patients taking suplatast, 13 patients taking BDP, and 12
patients taking placebo. Suplatast tosilate and BDP similarly
decreased sputum eosinophil and mast cell counts and concentra-
tions of eosinophil cationic protein and mast cell tryptase at week 8
(Fig 1). Over the 8-week treatment period, the average percentage
change from baseline in FEV1 was 11.2% (95% CI, 8.9% to 13.5%)
with suplatast, 10.4% (8.0% to 12.8%) with BDP, and 1.8% (0.6%
to 3.0%) with placebo (P < .01 for each active treatment compared
with placebo; no significant difference between suplatast and BDP).

Mean morning peak expiratory flow rates increased in the suplatast
and BDP groups, and there were no significant differences in
changes from baseline levels between the 2 active treatment groups
(Fig 2). Findings from physical examinations or laboratory assess-
ments (hematologic, biochemical, and urinalysis studies) performed
every 2 weeks did not change significantly from baseline in either
group, and no patient withdrew because of adverse side effects.

In asthmatic airways, CD4+ cells and, to a lesser extent, CD8+

cells with a type 2 cytokine phenotype are present. These cells pro-
duce IL-5 and GM-CSF, which recruit, mobilize, and activate
eosinophils, as well as IL-4, an essential cofactor for local and gen-
eralized IgE production. This leads to epithelial shedding, mucus
hypersecretion, and airway hyperresponsiveness. Thus, inhibitors
and/or antagonists directed against TH2 cells might hold promise for
the treatment of asthma. According to many guidelines, inhaled cor-
ticosteroids are the first-line maintenance therapy for mild to mod-
erate asthma. They can reduce TH2 cell–mediated airway inflam-
mation but might cause local side effects, such as cough, laryngeal
irritation, and oral candidiasis; they might also cause systemic side
effects.6 In addition, because of the ease in taking medication, asth-
ma patients generally prefer oral drugs to inhaled drugs for long-
term maintenance therapy.

Our study provides evidence that suplatast tosilate is as effective
as BDP in improving pulmonary function and airway inflammation
in patients with mild persistent asthma. Therefore, a selective TH2
cytokine inhibitor might be considered for the treatment of this sub-
set of the asthmatic population.
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Fixed drug eruptions caused by tonic water

To the Editor:
Fixed drug eruption (FDE) is a nummular skin lesion that recurs

at a given site on re-exposure to a drug. The lesion begins with
edema; this is followed by erythema, which darkens to a raised red-
dish purple color. The lesion or lesions resolve 2 to 3 weeks after
drug withdrawal, but they can leave residual hyperpigmentation.1

The most frequently responsible drug is cotrimoxazole,2,3 but a
number of different drugs, including tetracycline, pyrazolones, bar-
biturates, aspirin, paracetamol, and many others, have been report-
ed to have induced FDE.2,4,5

The origin of FDE is still unclear. Although it is considered a
probably immunologic (allergic) drug hypersensitivity reaction,6

pathogenic mechanisms underlying the appearance of recurrent skin
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FIG 1. Changes in inflammatory markers of induced sputum during an 8-week study of treatment in patients
with mild asthma. Values are expressed as means ± SEMs. *P < .05 and †P < .01: significantly different from
corresponding values at week 0.

FIG 2. Changes in morning peak flow rates from baseline (week
0) during an 8-week study of treatment in patients with mild asth-
ma. Values are expressed as means ± SEMs. *P < .05: significant-
ly different from corresponding values at week 0.


