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An alternative regimen to reduce 
risk of asthma exacerbations
This study supports the use of an ICS/LABA as needed 
for adults with intermittent, mild persistent, and 
moderate persistent asthma. 

PRACTICE CHANGER

Use an inhaled corticosteroid plus long-
acting beta-agonist (ICS/LABA) prn for in-
termittent, mild persistent, or moderate 
persistent asthma for fewer moderate and 
severe exacerbations and the same daily 
symptom control as scheduled ICS with a 
short-acting beta-agonist (SABA) prn.1 

STRENGTH OF RECOMMENDATION

A: Based on a single, good-quality, multi-
center, randomized controlled trial.1

Hardy J, Baggott C, Fingleton J, et al; PRACTICAL study team. 
Budesonide-formoterol reliever therapy versus maintenance 
budesonide plus terbutaline reliever therapy in adults with mild to 
moderate asthma (PRACTICAL): a 52-week, open-label, multicentre, 
superiority, randomised controlled trial. Lancet. 2019;394:919-928. 
Published correction appears in Lancet. 2020;395:1422.1

ILLUSTRATIVE CASE

A 37-year-old woman with moderate persis-
tent asthma, controlled on the ICS fluticasone 
(110 μg twice a day) presents to you for an 
annual exam. She uses her rescue albuterol in-
haler a few times per month. Her last exacer-
bation was 2 years ago. She has never smoked. 
She is concerned about continuing to take 
an ICS every day. What alternative regimen 
would you recommend for this patient?

According to the Centers for Disease 
Control and Prevention, asthma af-
fected 24.7 million children and 

adults in the United States in 2018, account-
ing for 9.8 million physician visits and 1.6 mil-
lion emergency department (ED) visits.2 The 

National Institutes of Health (NIH) asthma 
care guidelines, updated in 2020, recommend 
a SABA prn as step 1 for intermittent asthma, 
along with nonpharmacologic management.3 
Once a patient has persistent asthma, treat-
ment escalation to step 2 calls for use of daily 
maintenance inhalers as the preferred treat-
ment option.3 

However, the 2020 Global Initiative for 
Asthma (GINA) warns that an as-needed 
SABA does not protect patients from severe 
exacerbations, and regular use of a SABA 
alone (> 3 inhalers/year) can increase the 
risk of exacerbations.4 A meta-analysis and 
systematic review from 2018 showed that 
using an ICS/LABA—scheduled and prn for 
rescue—had lower risk of asthma exacerba-
tions compared with scheduled ICS/LABA 
with SABA prn for rescue in patients with 
moderate-to-severe persistent asthma.5 In-
terestingly, the updated 2020 NIH guidelines 
have adopted this strategy. SABA use prn is no 
longer recommended for rescue in mild and 
moderate persistent asthma, and the guide-
lines now suggest that ICS/LABA be used as 
rescue in addition to daily medication.3 

Although evidence has been mount-
ing for adding the as-needed ICS/LABA for 
rescue in patients on daily medication, the 
mainstay has been to provide a SABA prn for 
rescue use.5 Confusing matters more, evi-
dence is emerging that as-needed ICS/LABA 
for rescue alone in certain patients is safe and 
effective. The randomized controlled Novel 
START study, an open-label, parallel-group 
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study, compared ICS/LABA prn vs scheduled 
ICS with SABA prn vs SABA alone prn in adult 
patients with intermittent or mild persistent 
asthma.6 ICS/LABA prn prevented more ex-
acerbations and provided better daily control 
than as-needed SABA alone.6 In addition, 
ICS/LABA as needed resulted in fewer severe 
exacerbations but potentially poorer daily 
control than ICS with SABA as needed.6 

The PRACTICAL study investigated 
treatment of patients with intermittent, mild 
persistent, and moderate persistent asthma.1 

STUDY SUMMARY

ICS/LABA prn reduced risk  
of severe exacerbations 
The randomized controlled PRACTICAL 
study was a 52-week, open-label, parallel-
group, superiority trial in New Zealand that 
compared as-needed ICS/LABA (n = 437) 
to scheduled ICS plus as-needed SABA  
(n = 448). Patients were 18 to 75 years old, 
with a diagnosis of asthma. Applying NIH 
guideline definitions, these patients would 
fall into intermittent, mild persistent, or mod-
erate persistent asthma categories, and were 
on either as-needed SABA alone or a sched-
uled low- to moderate-dose ICS plus an as-
needed SABA in the previous 12 weeks. 

Patients on an as-needed SABA preran-
domization had to have at least 1 of the fol-
lowing: (1) asthma symptoms or need for a 
SABA at least twice in the past 4 weeks; (2) at 
least 1 nighttime awakening due to asthma in 
the past 4 weeks; or (3) a severe exacerbation 
requiring oral corticosteroids in the past year. 
Patients on scheduled ICS plus SABA prn pre-
randomization were required to have either: 
(1) low or moderate ICS dosing with partly 
or well-controlled asthma; or (2) if uncon-
trolled, poor inhaler technique or adherence. 

Patients in the ICS/LABA group were giv-
en budesonide 200 µg/formoterol 6 µg, 1 puff 
prn, and patients in the ICS plus as-needed 
SABA group were given budesonide 200 µg, 
1 puff twice daily, and terbutaline 250 µg,  
2 puffs prn. All patients received an asthma 
action plan that provided guidance on when 
to seek medical care if asthma worsened, as 
well as a log to note urgent medical visits and 
use of systemic corticosteroids. A subset of 

patients had adherence and dosing moni-
tored by electronic inhaler usage monitors. 
Patients were seen at 0, 4, 16, 28, 40, and  
52 weeks.

❚ Outcomes. The primary outcome was 
the number of severe exacerbations per pa-
tient per year, defined as treatment with oral 
corticosteroids for ≥ 3 days or ED visit or hos-
pital admission requiring systemic corticoste-
roids. Among the secondary outcomes were 
number of moderate and severe exacerbations 
per patient per year (defined as an unplanned 
medical visit: primary care, ED, hospital ad-
mission, and any duration of steroids); time 
to first severe exacerbation; assessment with 
the Asthma Control Questionnaire (ACQ-5); 
adverse outcomes; and quantity of ICS used 
(analysis done only for the subset with elec-
tronic inhaler monitoring). 

ACQ-5 takes the mean of 5 questions as-
sessing asthma control in the previous week, 
with each question ranging from 0 (no im-
pairment) to 6 (maximum impairment). The 
statistician was blinded to the primary out-
come.

❚ Results. The rate of severe exacerba-
tions per patient per year was 0.119 in the 
as-needed ICS/LABA group vs 0.172 in the 
scheduled ICS plus as-needed SABA group 
(relative rate [RR] = 0.69; 95% confidence 
interval [CI], 0.48–1.00). Time to first severe 
asthma exacerbation was longer in the as-
needed ICS/LABA group (hazard ratio = 0.60; 
95% CI, 0.40–0.91). The rate of moderate and 
severe exacerbations per patient per year 
was lower in the as-needed ICS/LABA group: 
0.165 vs 0.237 (RR = 0.70; 95% CI, 0.51–0.95). 

ACQ-5 scores were similar at all time 
points (mean difference = 0.07; 95% CI,  
–0.03 to 0.17). Adverse events were similar 
between groups (most commonly nasophar-
yngitis in both groups). Less ICS was used in 
the ICS/LABA group (difference = –126.5 µg 
per day; 95% CI, –171.0 to –81.9).

WHAT’S NEW

Study lends support  
to recent recommendations
This study represents a compelling, real-
world look at emerging asthma recommen-
dations. This was the first comprehensive 

This study 
represents a 
compelling,  
real-world look at 
emerging asthma 
recommendations. 
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study to show that as-needed ICS/LABA 
therapy prevents more moderate and severe 
exacerbations and lengthens the time to first 
severe exacerbation, compared with sched-
uled ICS plus SABA prn in intermittent, mild 
persistent, or moderate persistent asthma. 
These data have been incorporated into the 
GINA guidelines, which recommend ICS/
LABA prn for step 2. 

CAVEATS

Potential bias  
in study design
The LABA used in this study was formoterol, 
which has a quicker onset than other LABAs. 
It is likely that not all LABAs can be used 
the same way, and both the NIH and GINA 
guidelines call it out specifically. Addition-
ally, the study’s open-label design can intro-
duce bias but may be the only way to simulate 
the real-world actions of our patients. Prior 
studies used placebo inhalers to keep partici-
pants and providers blinded but then could 
not capitalize on the behavior of using only 
an inhaler prn (as with the ICS/LABA of this 
study). Finally, there is discordance between 
the NIH and GINA asthma guidelines on how 
to use these data.

CHALLENGES TO IMPLEMENTATION

Cost of ICS/LABA  
may limit its use
Cost is the largest barrier to implementation. 
Budesonide costs 6 to 10 times more than alb-

uterol per inhaler (retail price of $281-$427 vs 
$17-$92, respectively).7,8 However, cost differ-
ences are likely negated for patients already on 
a maintenance inhaler.      		                JFP
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