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The routine use of oral corticosteroids (OCS) for chronic 
obstructive pulmonary disease exacerbations offers  
limited benefit and can lead to substantial long-term harm. 
Emerging evidence supports eosinophil-guided, personalised 
treatment strategies that can be implemented in general 
practice to reduce OCS exposure without compromising 
outcomes.

General practitioners are one of the most common prescribers 
of systemic oral corticosteroids (OCS), predominantly for 
the treatment of airways disease exacerbations for conditions 

such as chronic obstructive pulmonary disease (COPD).1 These short 
courses of OCS are deeply embedded in clinical practice and viewed 
as a reliable, low-cost way to restore stability when symptoms flare. 
However, the harms of OCS exposure have been well established: 
osteoporosis, hyperglycaemia, increased infection risk, mood dis-
turbance and long-term cardiovascular complications.2 For years, 
we have assumed that universal OCS prescribing in patients with 
COPD exacerbations is the gold standard. However, are all COPD 
exacerbations the same, and is this the best we can offer patients in 
the era of evidence-based medicine?

This review revisits the key evidence behind OCS use in patients 
with COPD exacerbations, explores recent advances in biomarker- 
guided management and highlights how general practice can help 
lead the transition toward personalised and precision medicine in 
the management of COPD. 

What is the evidence for OCS in COPD exacerbations?
International and national COPD guidelines have long recommended 
systemic corticosteroids for most exacerbations.3 The rationale is 
straightforward: to hasten recovery of lung function, relieve breath-
lessness and reduce the risk of relapse or hospital admission. OCS 
(typically dosed at 30 to 50 mg daily for five days) has become standard 
first-line therapy in both primary care and hospital settings for the 
management of COPD exacerbations.4 However, the evidence base 
for this universal approach is weaker than many realise. 

A 2014 Cochrane review by Walters et al. analysed 13 randomised 
controlled trials comparing systemic corticosteroids with placebo for 
COPD exacerbations.5 Although systemic corticosteroids did shorten 
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Key points
•	Systemic oral corticosteroid (OCS) use is widespread in 

patients with chronic obstructive pulmonary disease (COPD)
exacerbations, yet the evidence for universal use is 
inconsistent.

•	Repeated short OCS courses can cause significant harm 
with long-term toxicity, including cardiovascular disease, 
diabetes and osteoporosis.

•	COPD exacerbations are biologically heterogeneous.
•	Biomarker-guided therapy in COPD can reduce patient harm.
•	Use of precision medicine for COPD is feasible in general

practice.
•	The future of COPD management will move beyond OCS

therapy alone. 

Oral corticosteroids 
for COPD  
exacerbations
One size does 
not fit all
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PERSPECTIVE  ORAL CORTICOSTEROIDS FOR COPD EXACERBATIONS  CONTINUED

has sought to prove this same theory in patients 
with COPD with evidence of type 2 inflam-
mation, ushering in an era of biomarker- 
guided precision therapy for COPD. 

Biomarker-guided precision therapy for 
COPD was first demonstrated in the land-
mark study by Bafadhel et al.12 In this trial of 
patients with moderate COPD exacerbations, 
participants were randomised to either stand-
ard care (all receiving oral prednisolone) or 
eosinophil- guided therapy. Within the  
eosinophil-guided group, participants with 
elevated blood eosinophils received oral pred-
nisolone and participants with low eosinophil 
counts received placebo. The results were 
striking: the eosinophil-guided group expe-
rienced fewer relapses needing further treat-
ment compared with the standard care group 
(5% vs 13%; 95% CI, –1 to 16; p=0.07), despite 
a 49% reduction in overall prednisolone use. 
In this well-powered study, lung function and 
symptom recovery using the Chronic Res-
piratory Disease Questionnaire (CRQ) score 
(0.8 in the standard care group vs 1.1 in the 
eosinophil-guided care group; mean differ-
ence, 0.3; 95% CI, 0.0 to 0.6; p=0.05) were 
equivalent between groups (CRQ minimal 
clinically important difference [MCID] of 0.5), 
confirming that patients without eosinophilic 
inflammation gained no measurable benefit 
from OCS.

More relevant for general practice, the 
Studying Acute Exacerbations and Response 
(STARR2) study brought this concept into 
the primary care setting for COPD exacer-
bations.13 Conducted across 14 general prac-
tices, the study used point-of-care eosinophil 
testing at the time of exacerbation to guide 
prednisolone prescribing. Eosinophil-guided 
therapy was noninferior to standard care, 
reduced prednisolone use by 33% and achieved 
a 40% lower rate of treatment failure at 30 days 
compared with standard care (relative risk, 
0.60; 95% CI, 0.33 to 1.04; p=0.07). This study 
shows that precision medicine is not confined 
to hospitals or specialist clinics – it can be 
safely and effectively implemented in every-
day general practice.

Beyond general practice: what 
else can we offer?
Although biomarker-guided OCS therapy 
marks an important step forward in COPD 

management, further innovation is on the 
horizon. The Acute exacerbations treated with 
BenRAlizumab (ABRA) trial investigated 
whether biologic therapy could perform better 
than OCS in acute eosinophilic exacerbations.14 
Patients with COPD and asthma who had 
blood eosinophils 0.3 × 109/L or greater were 
randomised to receive either oral prednisolone, 
benralizumab (an anti-interleukin-5 receptor 
monoclonal antibody) or both. Benralizumab 
significantly reduced treatment failure at 
90 days by 29%, with a number needed to treat 
of just four. Symptom improvement using the 
Visual Analogue Scale (MCID of 10 mm) was 
also greater in the benralizumab group, 
although lung function recovery and quality 
of life were similar. It should be noted that 
benralizumab is not currently licensed for use 
in acute exacerbations of COPD and that fur-
ther data are needed before this approach can 
be recommended.

The use of biologics has been well estab-
lished in the management of patients who 
experience frequent asthma exacerbations and, 
more recently, has been shown to improve 
outcomes in patients who experience recurrent 
COPD exacerbations. A pooled analysis of both 
the NOTUS and BOREAS trials evaluating the 
use of dupilumab as an add-on therapy in highly 
selected patients with moderate COPD, eosin-
ophilia and recurrent exacerbations showed that 
dupilumab reduced the annualised rate of 
moderate-to-severe COPD exacerbations 
compared with placebo (annualised exacerba-
tion rate 0.794 in the dupilumab group and 
1.156 in the placebo group; incidence rate ratio, 
0.687; 95% CI, 0.595 to 0.793; p<0.0001).15 
Furthermore, the time to the first severe 
exacerbation was reduced in the dupilumab 
group compared with placebo. For general 
practitioners, prescribing biologics is not an 
option due to Australian PBS restrictions; how-
ever, it points to a future where COPD care 
could be tailored to the underlying cause of 
inflammation rather than defaulting to OCS. 

Implementing personalised and 
precision medicine in general 
practice
Despite growing evidence for targeted treat-
ment, COPD exacerbations remain a major 
burden in patients presenting in general 
practice. Each event not only accelerates a 

recovery time and reduce early treatment fail-
ure in some studies, the overall benefits were 
inconsistent. Only two trials showed a statisti-
cally significant reduction in relapse risk at one 
month (n=415; hazard ratio, 0.78; 95% confi-
dence interval [CI], 0.63 to 0.97), and improve-
ments in quality of life and lung function were 
modest. The likely reason for this negative result 
was because the studies included in the review 
did not use eosinophil-guided treatment. The 
largest outpatient study included in the review 
showed a delay in relapse rate at day 30 and 
improved dyspnoea at day 10; however, there 
were no differences in health-related quality of 
life measures.6 Importantly, the review con-
cluded that overall corticosteroid-related adverse 
effects (including hyperglycaemia, weight gain 
and psychiatric events), were roughly twice as 
common compared with placebo in eight studies 
(n=736; odds ratio, 2.33; 95% CI, 1.59 to 3.43).

In primary care, where patients with 
COPD are often older and multimorbid, these 
adverse effects are particularly relevant. Even 
short courses of prednisolone can cause fluid 
retention, insomnia and mood changes, and 
repeated courses accelerate osteoporosis and 
diabetes progression. More concerningly, 
cumulative OCS toxicity is now recognised 
as a growing problem, with 1000 mg lifetime 
OCS exposure leading to increased risk of 
adverse effects.7 Yet despite these known 
harms, few studies have evaluated OCS use 
in the general practice setting, where most 
patients with COPD exacerbations present 
and most OCS prescriptions are written. 

Why do OCS work in some 
patients and not others?
The concept of  ‘one-size-fits-all’ treatment for 
patients with COPD exacerbations is increas-
ingly being challenged. We now know that 
COPD is a heterogeneous disease, with mul-
tiple inflammatory pathways driving exacer-
bations. About one-third of patients exhibit a 
type 2 inflammatory pattern  as shown by both 
sputum and peripheral eosinophilia.8-10 The 
relation between eosinophilia and corticoster-
oid responsiveness in airways disease was first 
described in 1958 by Brown et al., who found 
that the presence of sputum eosinophilia pre-
dicted corticosteroid responsiveness and 
improved outcomes in patients with asthma.11 
With this knowledge in hand, modern research 
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patient’s lung function decline but also increases the risk of further 
exacerbations and hospitalisation. The post-exacerbation period is a 
time of heightened vulnerability with studies showing increased risk 
of acute coronary syndrome, cerebrovascular events, heart failure and 
arrhythmia in the first 30 days after a COPD exacerbation.16 To change 
outcomes, we must move from reactive to proactive care. 

The strategies shown in the Box can be used to implement both 
personalised and precision medicine for COPD care into general 
practice.

Conclusion
The management of COPD exacerbations is entering a new era, 
one that moves beyond reflexive OCS prescribing toward tailored, 
evidence-based care. Recent studies show that eosinophil-guided 
therapy can safely reduce OCS exposure without compromising 
recovery, even in the community setting. Although the current 
COPD guidelines are yet to reflect this new and emerging evidence, 
general practitioners are ideally placed to lead this transition towards 
precision medicine once guidelines are updated. By incorporating 
biomarker testing, personalising therapy, and adopting a stewardship 
mindset, general practitioners can improve patient outcomes while 
reducing harm. The future of COPD management lies not in treating 
every exacerbation the same way, but in understanding the biological 
mechanisms that are driving each one.� RMT 
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Strategies to implement personalised and precision 
medicine for COPD care into general practice

•	 Reconsider routine prednisolone therapy. For patients with stable 
COPD presenting with mild or moderate exacerbations, assess 
blood eosinophil count at the time of exacerbation and before 
prescribing systemic corticosteroids. This can be done by rapid 
eosinophil measurement via finger-prick or laboratory testing 
to allow for real-time decision-making before prescribing 
corticosteroids.

•	 Plan a post-exacerbation follow up. Arrange a comprehensive 
review two to four weeks after an acute event to ensure that 
patients are on correct inhaler therapy, reinforce inhaler 
technique and adherence, support smoking cessation, provide 
pulmonary rehabilitation referral and check vaccination status. 

•	 Educate patients. Discuss the risks of repeated oral corticosteroid 
use and the value of biomarker-guided treatment in preventing 
unnecessary harm.

•	 Prevent the next exacerbation and refer appropriate patients 
with evidence of type 2 inflammation to COPD specialist care for 
consideration of biologic therapy (this is not currently PBS funded).

Abbreviation: COPD = chronic obstructive pulmonary disease.
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