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Bronchoprotective tolerance with
inhaled corticosteroid/long-acting
B-agonist treatment

To the Editor:

We read with interest the study by Cardet et al," which showed
that 38 % of asthmatic patients receiving an inhaled corticosteroid
(ICS) and a long-acting 3-agonist (LABA; ie, fluticasone/salme-
terol) experienced loss of bronchoprotection. We believe that
their results need to be interpreted in light of the potential interac-
tion between the LABA moiety and the arginine/glycine genotype
at position 16 (Argl16Gly) of the ,-adrenoceptor. For example, a
post hoc genotype-stratified pooled analysis of 152 patients from
randomized placebo-controlled trials showed that the degree of
protection after chronic dosing with ICS/LABA treatment was
1.49 (95% CI, 0.5-2.48) doubling dose less in patients who
possessed ArgArg or ArgGly genotypes (comprising about 60%
of patients) compared with those who had the GlyGly genotype
(about 40% of patients).” Moreover, chronic exposure to the
higher-efficacy agonist formoterol was associated with 3.0
(95% CI, 1.01-4.99) doubling-dose lower protection compared
with the lower-efficacy agonist salmeterol. In terms of individual
responders as change from placebo after the last dose of ICS/
LABA, there were 60% of patients with the Arg genotype who
had more than 1 doubling-dose decrease in protection with formo-
terol compared with 18% with salmeterol, whereas in the Gly ge-
notype there were 29% and 11%, respectively.

The results of Cardet et al' also suggested that downregulation
of airway B,-adrenoceptors was not reflected by commensurate
changes in PBMCs. This is not consistent with findings in asth-
matic patients taking an ICS with formoterol, in whom loss of
bronchoprotection and its acute restoration by a 1600-pg bolus

of budesonide was mirrored by changes seen in PMBC (3,-adreno-
03

ceptor density.

Hence we believe that it might not be possible to generalize the
findings of Cardet et al' to different ICS/LABA combinations,
such as fluticasone furoate and vilanterol, the latter also being a
higher-efficacy B,-agonist."
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