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BACKGROUND Figure 4. Odds ratios for comorbidities in relation to GOLD 2017 groups?
| 3.4*

 Chronic obstructive pulmonary disease (COPD) is the third leading cause of global death with 3.23 million deaths in 2019." Mental disorder 0.5 .

The Global Initiative for Chronic Obstructive Lung Disease (GOLD) classified COPD patients into four categories A to D based on risk . hy 25

and symptoms. In 2023, Groups C and D have been merged into Group E.? The groups are: Diabetes ' 3 O*

o Group A: low risk, fewer symptoms . 0.9 5 3

o Group B: low risk, more symptoms Coronary artery disease 0.3 | g '

o Group E: high risk - 15
+ GOLD guidelines grade COPD severity using post-bronchodilator forced expiratory volume in one second (FEV,) once FEV,/FVC < 0.7 Hypertension 12 1.9

is confirmed.? i} 4.9*
« However, studies on clinical burden in patients with type 2 inflammation (high eosinophil levels = 300 cells/uL) is scarce.? Heart failure | 0.0° 26

| 1.5%

OBJECT|VE Hyperlipidemia 0.8 |

« To conduct a focused literature review (FLR) on the clinical burden of patients with moderate-to-severe COPD. S| | 3.4*
eep apnea |0.0% .
METHODS ' 22"
Osteoporosis 0.4

Data sources | 1.4
- Databases such as Embase, MEDLINE, the Cochrane Library and conference abstracts were searched, as well as key websites, Hyperuricemia 1'92_1

including GOLD and the American College of Chest Physicians. The search covered publications from 2012 to 2022. | 1.4

5.8*

Study selection and data extraction Asthma 2.4 3 6*
- Studies were selected after the two-level screening process, in accordance with predefined inclusion and exclusion criteria. Study | 9 7% |

selection is further described in Figure 1. Gastrointestinal disorders 1.0 14
« The FLR identified studies that reported data on clinical burden in patients with COPD in the United States (US), Europe (France, 0 ; 0 3 4 5 6 ;

Germany, Italy, Spain and the United Kingdom [UK]), or China.

RESULTS Source: Kahnert et al. (2018).°

GOLDD GOLDC ' GOLDB

. After the t | | total of 143 articl luded th rt. Of which. 37 articl 5 t tic it t *P < 0.05, *Not estimated. 2Patients were classified into GOLD groups on the basis of CAT score.
er the two-leve Screenmg’ a total o articles were included in the report. whicn, articles ( systematic literature reviews Results presented show binary logistic regression analyses with comorbidities as dependent variables and GOLD Groups B-D as categorical independent variables, with Group A as reference.

[SLRs], meta-analyses, or large registry studies + 17 other literature reviews + 15 other additional articles) were identified with the CAT, COPD Assessment Test; COPD, chronic obstructive pulmonary disease; GOLD, Global Initiative for Chronic Obstructive Lung Disease.
clinical burden outcome (Figure 1).

Figure 1. Study selection process flow diagram « Anxiety and depression are common and often neglected comorbidities in COPD. They have a significant impact on patients’ functional
status and ability to cope with their illness.°
Potentially relevant unique records identified (N = 2,982) - Anxiety and depression symptoms were assessed using the Hospital Anxiety and Depression Scale (HADS [HADS-A and HADS-D]).
PubMed (n=1,701) Patients in GOLD Groups B and D had higher mean HADS-A and HADS-D scores (higher scores indicate higher levels of anxiety and
Embase (n = 1,275) depression) compared with GOLD Groups A and C (Figure 5).7°
Cochrane—~CDSR (n = 2) « Patients in GOLD Groups B and D also had a higher proportion of patients with elevated anxiety and depression scores (HADS-A and
Cochrane—~CENTRAL (n = 4) HADS-D 2 8; a score of = 8 indicates clinically significant anxiety or depression) (Figure 5).

Figure 5. Mean HADS scores and percentages of HADS scores 2 8 By GOLD group
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*5 SLRs, meta-analyses, or large registry studies + 17 other literature reviews from total 143 articles in the report, and additional 15 articles identified based on inflammation status.
CDSR, Cochrane Database of Systematic Reviews; CENTRAL, Cochrane Central Register of Controlled Trials; SLR, systematic literature review. B. Percentages of HADS scores > 8 By GOLD groups
« COPD is associated with substantial burden; more than 80% of patients with COPD experience a range of daily symptoms, including:
dyspnoea, cough, sputum production, wheezing, chest tightness, chest congestion, fatigue and pain.3# 100 -
« Patients in GOLD Groups B and D had higher frequency of respiratory symptoms compared with those in Groups A and C.° 90 -
« A cross-sectional study from Spain reported that patients in GOLD Groups B and D also had worse CAT (COPD Assessment Test) and
CASIS (COPD and Asthma Sleep Impact Scale) scores, indicating a greater impact of COPD symptoms on wellbeing and daily life 80 -
(CAT) and worse sleep quality (CASIS).> o 70 -
« Patients in GOLD Group D experience more exacerbations and have a higher comorbidity burden than patients in GOLD Group A. Data from 3
the UK indicate that GOLD Group D patients experience nearly three times the number of exacerbations compared with those in GOLD ‘g 60 -
Group A.% % 0 48.5
« Exacerbation rate increased by severity of COPD, ranging from 0.83 exacerbations per person-year in GOLD Group Ato 2.51 in GOLD % 43
Group D (Figure 2).6 ‘s’ 40 | 356
- The annual exacerbation rates increased significantly over time from 2011 to 2013 across all GOLD groups (Figure 3).6 :,_,’ 31.4 33.3
o 30 - 26.1
Figure 2. Exacerbation rates by GOLD 2013 group 22.6 186
20 - '
Exacerbations rate, per person-year (95% CI) Total person-years at risk Total no. of exacerbations 156 11.8
10 -
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without COPD)
GOLD B =~ 117 (1 14—1 19) 18,43771 21 ,480 HADS-A score > 8 HADS-D score > 8

Source: Weiss et al. (2023).10

GOLD C — 1.78 (1.74-1.82) 16,638.72 29.666 Note: All mean scores and percentages of scores = 8 were statistically significant across all groups (HADS-A and HADS-D, P < 0.0001).

GOLD, Global Initiative for Chronic Obstructive Lung Disease; HADS-A, Hospital Anxiety and Depression Scale, Anxiety Subscale; HADS-D, Hospital Anxiety and Depression
Scale, Depression Subscale.

GOLDD — 2.51(2.47-2.55)  23,077.24 57,893 « A cross-sectional study assessing clinical characteristics of patients with COPD by GOLD classification reported that at least 20% of
patients in each GOLD 2018 group had blood eosinophil count (BEC) = 300 cells/uL."
° [l [l [l [l . 12_14 . . [l [l [N Ll [l L] [l
All patients v 1.43 (1.42-1.45) 106.362.69 152,403 The literature review revealed existing evidence about the role of FeNO in COPD; however, its significance and interaction with

BEC in guiding COPD management and patient classification remain unclear.

» Detailed, further studies are necessary to better understand how FeNO levels and BEC influence the severity, exacerbation patterns
and characterisation of COPD patients.
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Source: Merinopoulou et al. (2016).6
Cl, confidence interval; GOLD, Global Initiative for Chronic Obstructive Lung Disease.

Figure 3. Annual exacerbation rates over time by GOLD 2013 group CONCLUSION
« This literature review elucidates the clinical burden among COPD patients in different GOLD groups, emphasising the
2013 0.97 1.33 1.88 2 61 need for improved management strategies.
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associated with most of the comorbidities (Figure 4).°

« COPD-associated comorbidities include asthma, cardiovascular disease, gastrointestinal diseases, skeletal muscle dysfunction,
diabetes, and cognitive impairment, and almost all patients with COPD (94%) report at least one comorbidity.”:8
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