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Quintupling or quadrupling inhaled glucocorticoids to prevent
asthma exacerbations?

It is rare to be able to write about an important clinical question

where there are new paediatric and adult data. The New England

Journal of Medicine has recently published two papers looking at

whether quadrupling or quintupling inhaled glucocorticoids at the

start of an exacerbation can prevent the need to use a burst of

prednisolone. The methodologically stronger US study recruited 254

children aged 5-11 years with mild-to-moderate persistent asthma

and at least one severe asthma exacerbation in the previous year.1

Over a year, they were managed with maintenance low-dose inhaled

glucocorticoids (fluticasone propionate 88 mcg twice daily) and were

randomized to continue low dose or the use of a quintupled dose

for a week at the first sign of an exacerbation using a double-blind

approach. There was no significant difference in the rate of severe

asthma exacerbations between the two groups but the quintupling

group had a significantly lower growth rate (0.23 cm per year).

The UK adult study used an open design with participants qua-

drupling their usual routine inhaled corticosteroid inhaler when their

asthma control deteriorated.2 It had a pragmatic design where partic-

ipants were not swapped to the same trial medication. A total of

1922 participants with mild-to-moderate persistent asthma and a

history of a severe exacerbation in the last year were randomized

and followed for a year. The quadrupling group had significantly less

severe exacerbations (hazard ratio 0.81, 95% confidence interval

0.71-0.92).

So two similar trials giving different answers. The conclusions

from the adult study look convincing with very large numbers, nar-

row confident interval and the pragmatic design. Additionally, a sub-

group analysis suggested that both mild-to-moderate and severe

patients benefited from the intervention. The adult study though

was open, and the effect size was not as large as the investigators

expected. The paediatric trial enrolled children with less severe

asthma, and they also had much fewer exacerbations than expected.

But with 254 participants, they still had sufficient power to detect a

moderate benefit. So, it is possible that childhood and adult asthma

are behaving differently here, and a very large dose of inhaled corti-

costeroids is only effective in preventing severe exacerbations in

adults? This emphasizes the need for timely paediatric studies; treat-

ment recommendations cannot simply be made on the basis of

extrapolations from adult data.

In this month’s issue of the Journal, Reier-Nilsen et al3 assess

whether clinical or immunological factors are associated with the

threshold for reactivity at double-blind, placebo-controlled food chal-

lenge in children with peanut allergy. They found that basophil activa-

tion, peanut skin prick test diameter and the ratio of peanut-specfic

IgE/total IgE were significantly associated with the threshold of reac-

tivity (Figure 1) and lowest observed adverse events level (LOAEL).

Unfortunately, none of the factors were associated with severity—

predicting who is a risk of severe reactions is still beyond our ability.

Ruft et al4 have developed and validated a disease-specific qual-

ity of life questionnaire for cholinergic urticaria. Cholinergic urticaria

is a troublesome disease for patients.5 The researchers used an

established approach, developing a list of potential questions using

the published literature, interviews with patients and expert opinion.

The prototype questionnaire was then assessed in 88 patients with

the data being used to develop the final questionnaire. Their Cholin-

ergic Urticaria Quality-of-Life Questionnaire (CholU-QoL) demon-

strated good validity and test-retest reliability. In my experience,

these disease-specific questionnaire are very helpful in quantifying

the impact of disease on a patient and whether or not a new inter-

vention is helpful for them.
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F IGURE 1 Receiver operating characteristic curves predicting
very low threshold for allergic reaction to peanut [(see Figure 2 in
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Lastly, can I be forgiven for mentioning one of my papers? In this

issue of the Journal, we publish data on the trajectory of food allergy

across the whole of childhood and adolescence.6 We have followed up

the 1989 Isle of Wight birth cohort at 1, 2, 4, 10 and 18 years

(n = 1456). While food allergy is thought to be most prevalent in young

children, 4% of 18-year-olds had a good history of an IgE-mediated food

allergy. This is half the rate seen in the BAMSE cohort7 but we used a

more robust definition. The key food allergens in 18-year-olds in the Isle

of Wight cohort were peanuts, tree nuts, fruits, wheat, hen’s egg and

cow’s milk. We now need to look at the trajectory into adulthood where

information about food allergy at a population level is sparse.8
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