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“One moderate” matters

ELIPSE

Hurst et al. N Engl J Med. 2010;363(12):1128-38.

Factors Associated with Increased Exacerbation Frequency in the Multivariate Model.



“One moderate” matters

• Contains medical information on over 24 million 
patients from over 1000 primary care centres 
across the UK (∼35% of the total UK population

Optimum Patient Care Research Database

Halpin et al. Eur Respir J. 2024;64(4).



Meta-analysis: Risk after one moderate exacerbation

Meta-
analysis

Rhodes et al.BMJ Open. 2025;15(7):e097006.



Meta-analysis: Mortality and hospitalization risk

Rhodes et al.BMJ Open. 2025;15(7):e097006.



Meta-analysis: Time to next exacerbation

Rhodes et al.BMJ Open. 2025;15(7):e097006.



Stolz et al. Lancet. 2022 Sep 17;400(10356):921-972.

Early intervention is crucial in patients with COPD



New concept in GOLD 2026 : Disease activity in COPD

Ø Treatment Goal : Low disease activity
• Objective : Prevent exacerbation and organ damage
• Clinical targets 

• No exacerbations

• No worsening of symptoms

• No accelerated loss of lung function

Ø Key clinical states
• Disease stability : Low disease activity state
• Disease control : Low disease activity state + low symptom impact on the patients 

GOLD 2026



Disease stability – new potential treatment goal

Singh et al. BLUE 2025;211(3):452-63.



Clinical outcome of disease stability in KOCOSS

Son et al. Chest. 2025.



Korean data



1 moderate exacerbator in KOCOSS

unpublished



1 moderate exacerbator in KOCOSS

unpublished



Triple therapy in “one moderate” group



Evidences of “1 moderate exacerbation”

Singh et al. ERJ. 2019;53(5).
Exacerbation rate

Symptomatic COPD
+ severe or very severe airflow limitation, 

+ history of one moderate exacerbation



IMPACT trial: Triple vs. dual therapy in moderate exacerbators

Halpin et al. Eur Respir J. 2020;55(5).

• A 52-week, randomised, double-blind trial, 
• FF/UMEC/VI versus FF/VI or UMEC/VI in patients with

symptomatic COPD and a history of exacerbations.

IMPACT trial



IMPACT trial: Exacerbation reduction with triple therapy

Halpin et al. Eur Respir J. 2020;55(5).

IMPACT trial

Moderate-to-severe exacerbations Severe exacerbations



IMPACT trial: Quality of life outcomes (SGRQ)

Halpin et al. Eur Respir J. 2020;55(5).

IMPACT trial

SGRQ change



Halpin et al. Eur Respir J. 2020;55(5).

One moderate exacerbations Frequent exacerbations

Severe exacerbation



RealDTC: Exacerbation patterns in Chinese COPD cohort

• This observational study was based on the cohort 
study RealDTC. 

• Data from COPD patients in China from 2017-2022. 
• GOLD A0 and B0, who had no exacerbation during 

the previous year,
• GOLD A1 and B1, who had only one exacerbation

during the previous year. 

RealDTC

Lin et al. J Glob Health. 2024;14:04202.



RealDTC: Exacerbation patterns in Chinese COPD cohort

Lin et al. J Glob Health. 2024;14:04202.



RealDTC: Risk factors for exacerbation progression

Lin et al. J Glob Health. 2024;14:04202.



RealDTC: Outcomes by exacerbation history

Lin et al. J Glob Health. 2024;14:04202.



RealDTC: Clinical implications for "one moderate" patients

Lin et al. J Glob Health. 2024;14:04202.



Should all “one moderate” with high 
eosinophil use triple?



Annual event counts can be noisy

• Exacerbation events occur randomly even with a stable underlying risk.
• Example: a patient with ~1.5 exacerbations/year may have 0–3 events
in different years by chance.
• Therefore, the frequent exacerbator classification can change 30–45% 
between consecutive years.



WISDOM trial: ICS withdrawal in stable COPD

Magnussen et al. N Engl J Med. 2014;371(14):1285-94.



SUNSET study: ICS withdrawal in stable COPD

Chapman et al. BLUE 2018;198(3):329-39.



Rethinking GOLD E

Miravitlles et al. Arch Bronconeumol. 2026.



Different group in “new” GOLD E

Miravitlles et al. Arch Bronconeumol. 2026.



Practical approach to triple therapy initiation

Miravitlles et al. Arch Bronconeumol. 2026.



Take Home Messages

1. A single moderate exacerbation is not benign.
Even one moderate exacerbation predicts a higher risk of future exacerbations, hospitalization, 
and mortality.

2. Recent GOLD updates emphasize earlier risk recognition.
The definition of high-risk exacerbators now highlights that even one moderate event may warrant 
closer therapeutic consideration.

3. Clinical trials support triple therapy benefits in one moderate exacerbator group.
Studies such as IMPACT show reductions in moderate-to-severe exacerbations and improvements
in quality of life.

4. Real-world cohort data confirm progression risk after a single exacerbation.
Observational studies demonstrate that patients with one moderate event frequently progress to
recurrent exacerbations.

5. Patient selection remains critical.
Blood eosinophil levels help identify patients most likely to benefit from ICS-containing triple
therapy. Risk factors should be considered before starting preventive treatment. 


