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−8.0 to −26.0). Both components of the UAS7 
(i.e., pruritus severity and wheal size) decreased 
to a similar extent. No drug-related adverse 
events were reported during the study. Similar 
efficacy results were observed in the initial study 
that assessed omalizumab (an anti-IgE antibody) 
for the treatment of chronic spontaneous urti-
caria.5 In addition, the percentage of patients who 
had a complete response in our study was simi-
lar to that in the omalizumab study.5

The prolonged clinical effect of benralizumab 
in the patients who had a complete response af-
ter discontinuation of the treatment may be ex-
plained by a modification of the biologic path-
ways that are important for promoting persistent 
cutaneous inflammation associated with chronic 
spontaneous urticaria. These observations sup-
port the use of benralizumab in the treatment of 
chronic spontaneous urticaria that is unrespon-
sive to second-generation H1-antihistamines and 
provide evidence of a pathogenic role for infil-
trating eosinophils. Therefore, a double-blind, 
placebo-controlled trial in a large patient popu-
lation is warranted.
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Amoxicillin Course Length or Use in Childhood Pneumonia  
in Underserved Areas

To the Editor: The trials by Ginsburg et al.1 and 
Jehan et al.2 (July 2 issue) question the recom-
mended treatment of nonsevere pneumonia in 
children younger than 5 years of age. The trial 
conducted by Ginsburg et al. in Malawi showed 
that a 3-day course of amoxicillin was noninfe-
rior to a 5-day course, despite the former regimen 
having been shown to be insufficient in patients 
with radiologically confirmed pneumonia in a 
previous trial in Israel.3 The other trial, con-
ducted by Jehan et al. in Pakistan (Randomized 
Trial of Amoxicillin Versus Placebo for [Fast 
Breathing] Pneumonia [RETAPP]), did not show 
noninferiority of placebo to a 3-day course of 
amoxicillin in patients with fast-breathing 
pneumonia.

More than 93% of the Pakistani children who 
had been randomly assigned to receive placebo 
recovered rapidly without relapse. The World 
Health Organization (WHO) criteria for diagnos-

ing pneumonia probably capture a high propor-
tion of viral illness,4 and both trials are limited 
by the lack of radiologic or laboratory assessment.

The identified predictors of treatment failure 
could guide new diagnostic definitions. A sub-
group analysis of treatment-failure rates among 
nonvaccinated children would also be helpful, 
given that both trials reported vaccine coverage 
that was up to 30% lower than the average na-
tional rates.5

The effect of overtreatment on the commu-
nity should not be neglected in the era of in-
creasing antimicrobial multiresistance. There-
fore, the critical question is more likely to be 
“Is this bacterial pneumonia?” than “Should the 
treatment be shortened?”
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Drs. Ginsburg and May reply: We agree with 
Pittet et al. that the WHO guidelines for diagnos-
ing pneumonia capture a high proportion of viral 
illness and that we were not able to assess this in 
our trial. We also agree that strategies to justify 
antibiotic treatment in children who are unlikely 
to have a bacterial infection are desirable.

We sought to develop a prognostic risk score 
to aid decision making about antibiotic treatment 
using a database of records from children with 
fast-breathing pneumonia (diagnosed according 
to WHO criteria) who received placebo in an-
other randomized, controlled trial that we con-
ducted in Malawi; however, the model had insuf-
ficient discrimination to be appropriate for clinical 
application.1,2 Given that the majority of children 
in our trial population had inadequate and in-
consistent vaccination documentation, we were 
unable to assess the effect of vaccination on 
pneumonia treatment failure.3

Adequate, rapid, point-of-care diagnostic tests 
are lacking for pneumonia and for differentiat-
ing viral from bacterial disease. Because treat-
ment of pneumonia is critical for saving lives 
and the emergence of antimicrobial resistance is 
not merely a threat but a reality, the appropriate 

duration of antibiotic treatment remains a criti-
cal question of global concern.
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Dr. Jehan and colleagues reply: Pittet et al. 
highlight the conundrum of pneumonia diagno-
sis in young children. There is no simple way to 
establish the cause and no reliable standard for 
imaging,1 even less so in low- and middle-income 
settings. Therefore, we took a treatment-centered 
approach in our trial (RETAPP), with the underly-
ing assumption that most infections are viral and 
treated safely without antibiotics.2,3

Approximately 61% of the children in our trial 
had received age-appropriate doses of the pneu-
mococcal conjugate vaccine, but the incidence of 
treatment failure was similar regardless of vac-
cination status (5.4% among the unvaccinated 
children vs. 4.4% among the vaccinated children 
in the placebo group [P = 0.34] and 2.1% vs. 2.8% 
in the antibiotic group [P = 0.33]). These results 
reaffirm the likelihood that mild pneumonia is 
most often viral and, thus, the likelihood that 
antibiotics constitute overtreatment.

In our trial, the presence of fever and a higher 
tertile of respiratory rate at presentation were 
predictors of treatment failure. The current col-
laboration between the WHO and the Bill and 
Melinda Gates Foundation to identify better pre-
dictors of nonsevere pneumonia may provide bet-
ter case definitions to identify the patients most 
at risk for deterioration.
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Triple Inhaled Therapy in COPD

To the Editor: In reporting the results of the 
Efficacy and Safety of Triple Therapy in Obstruc-
tive Lung Disease (ETHOS) trial, Rabe et al. (July 2 
issue)1 conclude that therapy with budesonide, 
glycopyrrolate, and formoterol was superior to 
combination therapy with glycopyrrolate–for-
moterol or budesonide–formoterol with regard 
to the annual rate of chronic obstructive pulmo-
nary disease (COPD) exacerbations, symptoms, 
and health-related quality of life among patients 
with moderate-to-very-severe COPD. We note that 
approximately 75% of the participants in this 
trial received an inhaled glucocorticoid–contain-
ing regimen. In many of the patients assigned 
to the glycopyrrolate–formoterol group, inhaled 
glucocorticoid therapy was abruptly discontin-
ued at the time of randomization (an action that 
might have led to COPD exacerbations).2,3

Thus, there are potential biases in the ob-
served end points and clinically significant 
harmful effects of withdrawal of inhaled gluco-
corticoids in many patients. Can the authors 
comment on whether this aspect of trial design 
probably resulted in a false exaggeration of ben-
efit with triple therapy as compared with glyco-
pyrrolate–formoterol?
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To the Editor: Rabe et al. found that triple 
therapy with budesonide, glycopyrrolate, and 
formoterol was associated with a lower rate of 
moderate or severe COPD exacerbations than gly-
copyrrolate–formoterol or budesonide–formoterol. 
In addition, they found that high-dose budeso-
nide–based triple therapy was associated with 
lower all-cause mortality than glycopyrrolate–
formoterol, which has been shown only in a sin-
gle previous trial.1

A high percentage of patients in the ETHOS 
trial (29.8 to 31.6%) had bronchodilator revers-
ibility. The mean bronchodilator reversibility was 
not reported in the article about the ETHOS trial, 
but in the TRINITY and TRIBUTE trials,2,3 which 
did not show a survival benefit with triple ther-
apy, the mean bronchodilator reversibility in the 
patients studied was 8 to 9%. Is the survival 
benefit with high-dose budesonide–based triple 
therapy in this trial a result of the large percent-
age of enrolled patients with bronchodilator re-
versibility?
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