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Abstract: Acute and chronic cough are common symptoms in patients with severe allergic asthma. Although asthma-related cough can be 
controlled by asthma-specific medications, both prescription and over-the-counter antitussives are often also necessary. The anti- 
immunoglobulin E monoclonal antibody omalizumab is an effective treatment for patients with moderate-to-severe asthma, but little is 
known about subsequent antitussive use patterns. This post hoc analysis examined data from the Phase 3 EXTRA study that included patients 
aged 12–75 years with inadequately controlled moderate-to-severe asthma. Baseline antitussive use was low overall (16/427, 3.7% for 
omalizumab and 18/421, 4.3% for placebo). Among patients with no baseline antitussive use (n = 411 omalizumab, n = 403 placebo), most 
patients (88.3% omalizumab, 83.4% placebo) reported not using antitussives during the 48-week treatment period. The percentage of patients 
using 1 antitussive was lower for patients treated with omalizumab than placebo (7.1% vs 13.2%), although the adjusted rate of antitussive use 
during the treatment period was similar for omalizumab and placebo (0.22 and 0.25). Non-narcotics were used more often than narcotics. In 
conclusion, this analysis found low use of antitussives in patients with severe asthma and suggests that omalizumab may have the potential to 
decrease antitussive use. 
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Introduction
Acute and chronic cough are common symptoms in patients with severe allergic asthma, and cough a significant contributor to 
overall symptom burden.1 Asthma-related cough can be controlled by standard asthma medications, such as inhaled corticos-
teroids (ICS), leukotriene receptor agonists, beta-antagonists,2 and tiotropium.3 However, both prescription and over-the- 
counter antitussives are also commonly used to control cough, especially during asthma exacerbations.4 Omalizumab, an anti- 
immunoglobulin E (IgE) monoclonal antibody, is an effective treatment for patients with moderate-to-severe allergic asthma 
and reduces the use of maintenance asthma medications and rescue medications.5–7 But there are limited data on whether 
omalizumab, or any other biologic, has an impact on cough in patients with asthma. The objective of this analysis was to assess 
whether omalizumab affects subsequent use of antitussives in patients with inadequately controlled moderate-to-severe asthma.

Methods
Study Design
This post hoc analysis examined data from EXTRA, a prospective, randomized controlled Phase 3 clinical trial 
(ClinicalTrials.gov identifier: NCT00314574). This study was conducted according to US Food and Drug 
Administration regulations, the International Conference on Harmonization E6 Guidelines for Good Clinical Practice, 
and other national requirements. All sites obtained institutional review board approval to conduct this study and obtained 
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signed informed consent from study participants before enrollment (Ethics Committees are listed in Supplementary 
Table 1). The design and results of the EXTRA study have been described in detail previously.6 Patients (aged 12–75 
years) with inadequately controlled moderate-to-severe allergic asthma who were receiving high-dose ICS (defined as 
a minimum dose of 500 mcg of fluticasone dry-powder inhaler twice daily or its ex-valve metered dose) and long-acting 
beta-2 agonists (either salmeterol 50 mcg twice daily or formoterol 12 mcg twice daily) for at least 8 weeks before 
screening with or without additional controller therapy were randomized 1:1 to additional placebo or omalizumab 
treatment for 48 weeks. Concomitant medications, including the use of antitussives, were recorded throughout the study.

Analysis
This post hoc analysis assessed the use of antitussives during the treatment period for all patients who were randomized 
and received ≥1 dose of study drug (n = 427 omalizumab, n = 421 placebo) and for a sub-group of patients with no 
baseline antitussive use (n = 411 omalizumab, n = 403 placebo). Antitussives were selected from the list of concomitant 
medications taken by study participants (see Supplementary Table 2), with a primary indication of cough symptom relief 
and not generally used to treat other conditions (such as allergic rhinitis or sinus congestion), and were defined as (i) 
over-the-counter or prescription medications and (ii) narcotic or non-narcotic. For analysis, if >1 antitussive was used at 
the same time, this was considered a single event and antitussives taken at baseline were excluded. Rate of antitussive use 
during treatment period was analyzed using Poisson regression with adjustment for antitussives at baseline, asthma 
controller use at baseline, and dosing regimen, normalized by patient-treatment period (ie, how long patients were treated 
for, which helps ensure the rates are comparable).

Results
As reported in Hanania et al, baseline demographics and clinical characteristics were generally similar across treatment 
groups.6 At baseline, antitussive use was low overall and for each treatment group (16/427, 3.7% for omalizumab and 18/421, 
4.3% for placebo), and non-narcotics were used more often than narcotics (non-narcotics - placebo, 16/421, 3.8%; omalizu-
mab, 14/427, 3.3%: narcotics - placebo, 2/421, 0.5%; omalizumab, 2/427, 0.5%). Among patients with no baseline antitussive 
use, >80% of patients reported not using antitussives during the 48-week treatment period (Table 1). The percentage of 
patients using 1 antitussive was lower for patients treated with omalizumab (29/411, 7.1%) than placebo (53/403, 13.2%). 
Antitussive use during the treatment period was similar for all patients who were randomized and received ≥1 dose of study 
drug (data not shown). The adjusted rate of antitussive use during the treatment period was similar for placebo vs omalizumab 
(Table 1). Non-narcotic–based antitussives were more commonly used than narcotics (Figure 1).

Overall safety results for EXTRA were previously reported; the incidence of adverse events was similar between 
treatment groups.6

Table 1 Antitussive Use in Patients with Severe Asthma During the Treatment Period: 
Patients with No Antitussive Use at Baseline

Number of Antitussives Used, n (%) Placebo (n = 403) Omalizumab (n = 411)

0 336 (83.4%) 363 (88.3%)

1 53 (13.2%) 29 (7.1%)
2 9 (2.2%) 10 (2.4%)

3 4 (1.0%) 7 (1.7%)

≥4 1 (0.2%) 2 (0.5%)
Adjusted rate (48 weeks)a 0.25 (0.1846, 0.3361) 0.22 (0.1570, 0.2950)

Ratio of rates (95% CI)b 0.8640 (0.5692, 1.3115)

Notes: If more than one antitussive was used at the same time this was considered a single event. aPoisson 
regression with over-dispersion model including terms for treatment, concomitant asthma medication strata at 
baseline, dosing regimen. bRate ratio: omalizumab vs placebo.
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Discussion
This report of antitussive use in patients with moderate-to-severe asthma found that antitussive use was low overall both 
at baseline and during the treatment period in both placebo- and omalizumab-treated patients in the EXTRA trial. In 
addition, antitussive use was lower in omalizumab- vs placebo-treated patients at 48 weeks. We hypothesize that 
decreased antitussive use may indicate decreased cough and reflect reduced asthma exacerbations in the patient (as 
previously suggested8), potentially translating to improved asthma control and cough-related quality of life.

Notably, cough is not routinely captured in commonly used tools that measure asthma control and is not typically 
considered as an outcome variable in clinical trials, and most studies of cough in asthma have been confined to patients 
with mild disease or cough-variant asthma.9 Indeed, the characteristics and clinical impact of cough in asthma are poorly 
understood. This is despite evidence that cough has been associated with asthma control1 and may be related to 
comorbidities, including allergic rhinitis, nasal polyps, and gastro-esophageal reflux.10,11 Further, chronic cough is 
associated with poor quality of life, loss of sleep, and impaired social, physical, and psychological well-being.12

There are several limitations of this analysis. The exploratory post hoc nature limits interpretation; the assessment of 
antitussive use was limited to reports of concomitant medication (because it was not a prespecified outcome of EXTRA); 
and an objective, subjective, or patient-reported measure of cough (such as those considered by Turner et al13) was not 
assessed. In addition, though expected to be uncommon in a clinical trial, there is a possibility of non-reported self- 
medication of antitussives. Finally, given that EXTRA was a clinical trial, antitussive use may be lower than that reported 
in the real world (4% versus 27% in a survey of regular pharmacy customers with asthma).4

In conclusion, this exploratory analysis found low overall use of antitussives in patients with moderate-to-severe 
asthma and suggests that omalizumab may have the potential to decrease antitussive use. Although antitussives in general 
have both benefits (including amelioration of parental concerns for pediatric patients with cough, reducing the risk of 
a cough-induced cough cycle, and improving quality of life) and risks (lack of evidence of efficacy, adverse events, abuse 
potential),14,15 given potential concerns over the excessive use of antitussives for asthma-related cough, a reduction in 
antitussive use may be a valuable outcome measure and may lead to real-world benefits for patients for asthma.

Abbreviation
ICS, inhaled corticosteroids.

Data Sharing Statement
Qualified researchers may request access to individual patient-level data through the clinical study data request 
platform (https://vivli.org/). Further details on Roche’s criteria for eligible studies are available here (https://vivli. 

Figure 1 Type of Antitussives Used During the Treatment Period. 
Abbreviation: OMA, omalizumab.
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org/members/ourmembers/). For further details on Roche’s Global Policy on the Sharing of Clinical Information 
and how to request access to related clinical study documents, see here (https://www.roche.com/research_and_ 
development/who_we_are_how_we_work/clinical_trials/our_commitment_to_data_sharing.htm).
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