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Abstract 

Background Acute exacerbation of chronic obstructive pulmonary disease (AECOPD) is a clinical syndrome with var-
ious causes. It is not uncommon that COPD patients presenting with dyspnea have multiple causes for their symp-
toms including AECOPD, pneumonia, or congestive heart failure occurring concurrently.

Methods To identify clinical, radiographic, and laboratory characteristics that might help distinguish AECOPD 
from another dominant disease in patients with a history of COPD, we conducted a retrospective cohort study of hos-
pitalized patients with admitting diagnosis of AECOPD who were screened for a prospective randomized controlled 
trial from Sep 2016 to Mar 2018. Clinical characteristics, course in hospital, and final diagnosis at discharge were 
reviewed and adjudicated by two authors. The final diagnosis of each patient was determined based on the synthesis 
of all presenting signs and symptoms, imaging, and laboratory results. We adhered to AECOPD diagnosis definitions 
based on the GOLD guidelines. Univariate and multivariate analyses were performed to identify any associated fea-
tures of AECOPD with and without other acute processes contributing to dyspnea.

Results Three hundred fifteen hospitalized patients with admitting diagnosis of AECOPD were included. Mean age 
was 72.5 (SD 10.6) years. Two thirds (65.4%) had spirometry defined COPD. The most common presenting symptom 
was dyspnea (96.5%), followed by cough (67.9%), and increased sputum (57.5%). One hundred and eighty (57.1%) had 
a final diagnosis of AECOPD alone whereas 87 (27.6%) had AECOPD with other conditions and 48 (15.2%) did not have 
AECOPD after adjudication. Increased sputum purulence (OR 3.35, 95%CI 1.68–6.69) and elevated venous pCO2 (OR 
1.04, 95%CI 1.01 – 1.07) were associated with a diagnosis of AECOPD but these were not associated with AECOPD 
alone without concomitant conditions. Radiographic evidence of pleural effusion (OR 0.26, 95%CI 0.12 – 0.58) 
was negatively associated with AECOPD with or without other conditions while radiographic evidence of pulmonary 
edema (OR 0.31; 95%CI 0.11 – 0.91) and lobar pneumonia (OR 0.13, 95%CI 0.07 – 0.25) suggested against the diagnosis 
of AECOPD alone.

Conclusion The study highlighted the complexity and difficulty of AECOPD diagnosis. A more specific clinical tool 
to diagnose AECOPD is needed.
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Introduction
Acute exacerbations of chronic obstructive pulmonary 
disease (AECOPD) are associated with increased mor-
bidity, mortality, and healthcare cost [1–3]. The 2022 
GOLD guidelines define AECOPD as an acute worsen-
ing of respiratory symptoms that results in additional 
therapy [4]. However, it is increasingly recognized that 
AECOPD is heterogenous. Exacerbations have a range of 
underlying etiologies and clinicopathological processes 
manifesting with similar syndromic phenotypes, each 
of which could have different prognosis and response to 
therapy [5]. A diagnosis of AECOPD relies on subjective 
symptoms, and non-specific clinical features, which can 
be confounded by several associated comorbidities that 
are highly prevalent in the COPD population [6]. It is not 
uncommon that COPD patients presenting with dyspnea 
receive a diagnosis of AECOPD, pneumonia, and conges-
tive heart failure all in one setting [7, 8]. This ambiguity 
leads to a broad, complex, and potentially unnecessary 
treatment regimen.

We aimed to identify clinical, radiographic, and labora-
tory characteristics that might help distinguish AECOPD 
from symptoms secondary to another dominant disease 
in patients with a history of COPD.

Methods
Study population/setting
We conducted a retrospective cohort study of patients 
identified from a prospective pilot randomized con-
trolled trial (IPRAC) that aimed to determine feasibil-
ity of monthly intravenous immunoglobulin infusions 
for one year to prevent recurrent AECOPD in hospital-
ized patients with AECOPD from Sep 2016 to Mar 2018 
[9]. The IPRAC study received institutional approval 
from the Ottawa Health Science Network Research Eth-
ics Board (Protocol 20150925-01H, 20160077-01H, and 
2017005-01H), which allowed for retrospective analy-
sis of collected data from patients screened for eligibil-
ity. For the current study, we included only hospitalized 
patients age > 40  years old with an admitting diagnosis 
of AECOPD. Patients with history of active malignancy, 
clear alternative admitting diagnosis such as failure to 
cope, documented refusal to participate in research, 
death prior to March 2018, admission only to the Emer-
gency Department but not to an Inpatient service, and 
absence of smoking history were excluded.

Data collection
The electronic medical records of patients included 
in our retrospective cohort were divided equally to 
be reviewed and extracted in a systematic manner by 
AJP, AP, and SA. AP and JC independently reviewed 

the extracted data and determined the final diagno-
sis based on discharge diagnosis and documentation 
which included a synthesis of all presenting signs and 
symptoms, imaging, and laboratory results available 
over the admission. Discrepancy of the final diagno-
sis was then discussed between AP and JC to agree on 
a final diagnosis. We categorized final diagnosis into 
AECOPD alone or AECOPD with other conditions, 
or no AECOPD. Our terminology is an elaboration of 
that published in the 2022 Gold Reports—Global Ini-
tiative for Chronic Obstructive Lung Disease (GOLD). 
AECOPD alone was considered if there was no evi-
dence of other acute or comorbid conditions that 
could have contributed to the patient’s presentation 
of acute respiratory symptoms. Of note, we included 
instances where a respiratory viral process such as 
influenza was present in the AECOPD alone group 
because the GOLD guidelines define respiratory viral 
infections as a common trigger of AECOPD and the 
symptoms experienced by the patient are generally 
due to the AECOPD and not the triggering viral infec-
tion [10]. AECOPD with other conditions was consid-
ered when dyspnea and wheezes were accompanied by 
other identifiable etiologies such as pulmonary edema, 
pulmonary embolism, or evidence of pneumonia. 
When there was clear evidence of bacterial pneumonia 
such as the presence of fever, leukocytosis, and lobar 
consolidation, we classified this as pneumonia, not 
AECOPD with pneumonia. Concomitant pneumonia 
was considered when the clinical presentations met 
AECOPD criteria but the patient also had fever, and/
or leukocytosis, and/or new radiographic infiltrations. 
Patients who did not have “acute” worsening symp-
toms of at least 2 of the following symptoms – dysp-
nea, sputum production, or cough – were classified as 
no AECOPD.

Data analysis
We described the distribution of baseline demographic 
and clinical characteristics of patients using numbers 
(proportions) and means [standard deviation (SD)], 
as appropriate. Univariable and multivariable logistic 
regression models were fit to investigate relationship 
between i) AECOPD with and without other conditions 
as the dependent variable, and potential risk factors as 
independent variables, ii) AECOPD alone as the depend-
ent variable, and potential risk factors as independent 
variables. Five independent variables (subjective increase 
in sputum purulence, venous pCO2, radiographic evi-
dence of pleural effusion, pulmonary edema, and lobar 
pneumonia) in multivariable analysis were selected based 
on univariate analysis results and clinical importance 
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agreed among study investigators. All statistical analyses 
were conducted using SAS for windows version 9.4(SAS 
Institute, Cary, NC).

Results
Study patients
There were 395 hospitalized patients with an admit-
ting diagnosis was AECOPD who were screened for 
the IPRAC trial. Of these, 32 were excluded since they 
were ineligible for the IPRAC study (9 underlying active 
malignancies, 8 clear alternative admission diagnosis 
such as failure to cope or fractures, 5 research refusal, 
4 died prior to enrolment, 3 end stage renal disease or 
significant acute kidney injury, 1 age < 40, 1 transplant 
recipient, and 1 duplication). The remaining 363 patients 
underwent electronic chart review of the hospitaliza-
tion, of whom 1 was a duplicate, and 47 did not have 
documented information on smoking history and were 
excluded. As a result, there were 315 patients available 
for the study analysis. (Fig. 1.)

The inter-observer agreement for the final diagnosis 
was 87.7% after the initial adjudication and increased to 
100% after the final adjudication. Included patients were 
classified based on the final diagnosis of AECOPD only 
(n = 180), AECOPD with other conditions (n = 87), and 
no AECOPD (n = 48). Other conditions that were asso-
ciated with AECOPD in 87 patients were pneumonia 
(77/87; 88.5%), congestive heart failure (11/87; 12.6%), 
and pulmonary embolism (2/87; 2.3%). There were 3 
patients who had both pneumonia and congestive heart 
failure. For the 48 patients who did not have AECOPD as 
the final diagnosis, 22 (45.8%) had pneumonia, 7 (14.6%) 
had congestive heart failure with or without atrial fibril-
lation. Other diagnoses included worsening pulmonary 

fibrosis, severe stable COPD without evidence of an acute 
exacerbation, lung cancer, upper airway disease, pulmo-
nary hypertension, anxiety, and pneumococcal sepsis. 
Mean age was 72.5 (SD 10.6) years. Two thirds (65.4%) 
had spirometry defined COPD while approximately a 
quarter had a history of congestive heart failure (25.7%) 
and/or coronary artery disease (29.5%). The most com-
mon presenting symptom was dyspnea (96.5%), followed 
by cough (67.9%), increased sputum (57.5%), increased 
purulence of sputum (44.8%), and chest tightness (11.7%). 
Fever was present in 25.4% of cases. O2 supplementation 
was given to 43.2% of our patient cohort during triage in 
the Emergency Department, and 62.5% had wheezes on 
examination. Bronchodilators, systemic corticosteroids 
and antibiotics were given to most patients at time of 
presentation, 94.6%, 92.1%, and 86.0%, respectively. Clini-
cal, laboratory, and radiographic parameters at the time 
of hospital admission of the entire cohort, and by final 
diagnosis are summarized (Table 1 and Additional file 1). 
There was no missing data of the laboratory parameters 
reported in Table 1.

Clinical characteristics associated with a diagnosis 
of AECOPD with or without other conditions vs. those 
without AECOPD
Univariate analysis of all extracted variables revealed 
that increased dyspnea (OR 5.05; 95% CI 1.48 – 17.24), 
increased sputum (OR 2.91; 95%CI 1.53 – 5.52), increased 
purulence of sputum (OR 2.48; 95%CI 1.26 – 4.90), and 
venous pCO2 level (OR 1.03; 95% CI 1.01 – 1.06) were 
positively associated with AECOPD, while history of 
CHF (OR 0.46; 95%CI 0.24 – 0.88), radiographic evi-
dence of pleural effusion (OR 0.28; 95%CI 0.14 – 0.57), 
and pulmonary edema (OR 0.23; 95%CI 0.10 – 0.53) 

Fig. 1 Flow chart of included study patients
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were negatively associated with AECOPD. The results of 
multivariable analysis which included the five prespeci-
fied covariates are shown in Table 2. Subjective increase 

in sputum purulence (OR 3.35; 95%CI 1.68 – 6.69), and 
venous pCO2 (OR 1.04; 95% CI 1.01 – 1.07) were predic-
tors for AECOPD while radiographic evidence of pleural 

Table 1 Clinical, laboratory, and radiographic data of included patients by group of adjudicated diagnosis at discharge

ILD Interstitial lung disease, CHF Chronic heart failure, HFrEF Heart failure with reduced ejection fraction, HFpEF Heart failure with preserved ejection fraction, CAD 
Coronary artery disease, CXR Chest x-ray

Feature Entire Cohort n = 315 No AECOPD n = 48 AECOPD present

Total n = 267 AECOPD 
alone 
n = 180

AECOPD with 
other conditions 
n = 87

Demographics Age, mean (SD) 72.5 (10.6) 75.0 (13.1) 72.1 (10.0) 71.5 (9.3) 73.3 (11.3)

Females, n (%) 189 (60.0) 31 (63.5) 158 (59.2) 115 (63.9) 43 (49.4)

Smoking history in pack 
years, mean (SD)

42.5 (28.4) 38.4 (36.7) 43.2 (26.7) 45.3 (26.7) 39.0 (26.5)

Spirometrically defined 
COPD, n (%)

206 (65.4) 26 (54.2) 180 (67.4) 130 (72.2) 50 (57.5)

Asthma, n (%) 24 (7.6) 3 (6.25) 21 (7.9) 17 (9.4) 4 (4.6)

ILD, n (%) 4 (1.3) 2 (4.16) 2 (0.7) 1 (0.6) 1 (1.2)

Oxygen supplementation 
at baseline, n (%)

81 (25.7) 10 (20.8) 71 (26.6) 51 (28.3) 20 (23.0)

O2 in L 0.73 (1.5) 0.9 (1.7) 0.7 (1.5) 0.76 (1.4) 0.7 (1.6)

History of CHF, n (%) 81 (25.7) 19 (39.6) 62 (23.2) 37 (20.6) 25 (28.7)

History of CAD, n (%) 93 (29.5) 15 (31.3) 78 (29.2) 49 (27.2) 29 (33.3)

Symptoms at presenta-
tion in ED

Increase in dyspnea, n (%) 304 (96.5) 43 (89.6) 261 (97.8) 177 (98.3) 84 (96.6)

Increase in sputum, n (%) 181 (57.5) 17 (35.4) 164 (61.4) 110 (61.1) 54 (62.1)

Increased purulence 
of sputum, n (%)

141 (44.8) 13 (27.1) 128 (47.9) 81 (45.0) 47 (54.0)

Increased Cough, n (%) 214 (67.9) 31 (64.6) 193 (72.3) 126 (70.0) 67 (77.0)

Chest tightness, n (%) 37 (11.7) 4 (8.3) 33 (12.4) 25 (13.9) 8 (9.2)

Physical exam findings SPO2% on triage, mean 
(SD)

90.3 (7.55) 90.3 (6.31) 90.3 (7.76) 90.6 (8.14) 89.6 (6.9)

O2 in triage, n (%) 136 (43.2) 9 (18.75) 127 (47.6) 91 (50.6) 36 (41.4)

Fever, n (%) 80 (25.4) 16 (33.3) 64 (24.0) 40 (22.2) 24 (27.6)

Wheeze on exam, n (%) 197 (62.5) 25 (52.1) 172 (64.4) 113 (62.8) 59 (67.8)

Treatment initiated in ED Bronchodilator given, 
n (%)

298 (94.6) 37 (77.1) 261 (97.8) 176 (97.8) 85 (97.7)

Steroid given, n (%) 290 (92.1) 32 (66.7) 258 (96.6) 175 (97.2) 83 (95.4)

Antibiotics given, n (%) 271 (86.0) 40 (83.3) 231 (86.5) 148 (82.2) 83 (95.4)

CXR findings Pneumothorax, n (%) 1 (0.3) –- 1 (0.4) –- 1 (1.2)

Pleural effusion, n (%) 53 (16.8) 17 (35.4) 36 (13.5) 18 (10.0) 18 (20.7)

Lobar pneumonia, n (%) 68 (21.6) 8 (16.7) 60 (22.5) 19 (10.6) 41 (47.1)

Atypical pneumonia, 
n (%)

12 (3.8) 4 (8.3) 8 (3.0) 4 (2.2) 4 (4.6)

Pulmonary edema, n (%) 28 (8.9) 11 (23.0) 17 (6.4) 8 (4.4) 9 (10.3)

Consider pneumonia, 
n (%)

80 (25.4) 15 (31.3) 65 (24.3) 27 (15.0) 38 (43.7)

Lab values WBC, mean (SD) 11.9 (8.0) 13.0 (5.4) 11.7 (8.4) 11.3 (9.3) 12.6 (6.0)

Blood neutrophils, mean 
(SD)

8.76 (4.3) 10.2 (4.9) 8.5 (4.1) 7.9 (3.6) 9.6 (4.8)

Eosinophils (10^9/L), 
mean (SD)

0.19 (0.3) 0.12 (0.2) 0.2 (0.3) 0.2 (0.3) 0.1 (0.2)

Venous pCO2 (mmHg), 
mean (SD)

57.1 (16.8) 51.1 (14.0) 58.2 (17.0) 59.5 (18.3) 55.4 (13.8)
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effusion suggested against AECOPD (OR 0.26; 95%CI 
0.12 – 0.56).

Clinical characteristics associated with AECOPD alone, vs 
patients with AECOPD and other conditions
Univariate analysis of all extracted variables revealed 
that female sex (OR 1.81; 95%CI 1.08 – 3.04) and spiro-
metrically defined COPD (OR 1.92; 95%CI 1.13 – 3.29) 
were positively associated with having the diagnosis 
of AECOPD alone, while blood eosinophilia (OR 0.91; 
95%CI 0.85 – 0.97), radiographic evidence of pleural 
effusion (OR 0.43; 95%CI 0.21 – 0.87), and lobar pneu-
monia on CXR (OR 0.13; 95%CI 0.07 – 0.25) were nega-
tively associated with this outcome. In the multivariable 
analysis, radiographic evidence of pulmonary edema (OR 
0.31; 95%CI 0.11 – 0.91) and lobar (OR 0.15; 95%CI 0.08 
– 0.29) was negatively associated with the diagnosis of 
AECOPD alone (Table 3).

Discussion
Our study highlights the challenge of diagnosing 
AECOPD. The data indicates a limited utility of clini-
cal and/or laboratory findings to distinguish classical 
AECOPD from AECOPD associated with other acute 
processes/illnesses. Among the 3 symptoms listed in the 
clinical criteria of AECOPD diagnosis, all were associated 

with AECOPD in univariate analysis. However, none 
of the clinical symptoms analyzed could differentiate 
AECOPD alone from AECOPD with other acute process. 
Not surprisingly, our study found that elevated venous 
pCO2 was associated with a diagnosis of AECOPD 
while radiographic findings of pleural effusion suggested 
against AECOPD, and radiographic evidence of pulmo-
nary edema or pneumonia suggest against AECOPD only 
diagnosis. This is consistent with existing literature [11, 
12]. Evidence of pneumonia on imaging strongly suggests 
that the AECOPD is likely related to lower respiratory 
tract infection [11].

Interestingly, approximately 12% of patients in our 
study did not have AECOPD by our adjudication criteria 
but were labeled as such on admission. Unfortunately, 
there is limited literature available on the incidence of 
misdiagnosis of exacerbation, but this does highlight 
the challenge of making a diagnosis of AECOPD. One 
reason the diagnosis of AECOPD can be so challenging 
may be related to frequency of misdiagnosis of COPD 
in the general population. In Ontario, only one third of 
patients in the general population labeled with COPD 
have received spirometry to confirm the diagnosis [13]. 
Current literature suggests a third to over half of patients 
identified as having COPD in the primary care set-
ting may be misdiagnosed [14, 15]. Although we might 
expect this to be decreased in the setting of hospitalized 
patients given their increased contact with the health-
care system and likely more severe disease, literature 
suggests that a third of these patients are also misdiag-
nosed with COPD [16]. Even among frequent exacerba-
tors with diagnosed asthma and COPD, a quarter were 
found to be misdiagnosed [17]. As for our study, despite 
a third of our study patients not having spirometry-
defined COPD, many received a diagnosis of AECOPD 
and were treated as such. As a result, the prevalence of 
misdiagnosis in hospitalized patients and the general 
population make it even more challenging to identify 
characteristics unique to AECOPD to help distinguish it 
from other underlying etiologies.

Our determination of whether a patient’s presentation 
of AECOPD was accompanied by another condition was 
potentially limited by subjectivity since a reference stand-
ard is lacking in the field. The manifestations of AECOPD 
are protean, non-specific, and could represent a variety 
of non-AECOPD conditions. The GOLD report recom-
mends that differential diagnoses are excluded before 
making a diagnosis of AECOPD [4], which is often 
impractical especially considering that AECOPD and 
other etiologies can present concurrently. A superior def-
inition would align a specific criteria-based diagnosis of 
AECOPD with prognosis and response to therapy, yet no 
such standard exists at this time.

Table 2 Association between clinical features and AECOPD

a adjusted for age, subjective increase in sputum purulence, venous pCO2, CXR 
findings of pleural effusion, and pulmonary edema

Feature Univariate analysis 
OR, 95%CI

Multivariate 
 analysisa OR, 
95%CI

Subjective increase in sputum 
purulence

2.48 (1.26 – 4.90) 3.35 (1.68 – 6.69)

Venous pCO2 1.03 (1.01 – 1.06) 1.04 (1.01 – 1.07)

CXR—pleural effusion 0.28 (0.14 – 0.57) 0.26 (0.12 – 0.58)

CXR—pulmonary edema 0.23 (0.01 – 0.53) 0.47 (0.18 – 1.24)

CXR—lobar pneumonia 1.45 (0.64 – 3.26) 1.83 (0.76 – 4.46)

Table 3 Association between clinical features and AECOPD 
alone

Feature Univariate analysis 
OR, 95%CI

Multivariate 
analysis OR, 
95%CI

Subjective increase in sputum 
purulence

0.70 (0.42 – 1.16) 0.86 (0.47 – 1.56)

Venous pCO2 2.66 (0.74 – 9.62) 1.01 (0.99 – 1.03)

CXR—pleural effusion 0.43 (0.21 – 0.87) 0.53 (0.23 – 1.18)

CXR—pulmonary edema 0.40 (0.15 – 1.08) 0.31 (0.11 – 0.91)

CXR—lobar pneumonia 0.13 (0.07 – 0.25) 0.13 (0.07 – 0.25)
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Increased sputum purulence was shown to be associ-
ated with the presence of bacteria in the lower respiratory 
tract [18]. A recent systematic review and meta-analysis 
also showed a moderate level of evidence that sputum 
purulence is associated with a significantly higher proba-
bility of potentially pathogenic bacteria [19]. Although we 
did not examine if increased sputum purulence was asso-
ciated with presence of bacteria in the lower respiratory 
tract, we found that increased sputum purulence might be 
associated with AECOPD with co-existing other condi-
tion, not with AECOPD only, which is in keeping with the 
existing literature. A prospective non-randomised inter-
ventional pilot study applying a sputum purulence-guided 
strategy of antibiotic treatment reported no difference in 
treatment failure between those with purulent sputum 
treated with antibiotics versus those with non-purulent 
sputum not treated with antibiotics [20]. The 2020 GOLD 
highlights the importance of sputum purulence in the 
decision to prescribe antibiotics for AECOPD. In our 
cohort, antibiotics were often deployed as part of treat-
ment (86%). Their use was the highest in patients deemed 
to have AECOPD with other conditions present (95.4%), 
which includes patients diagnosed with concurrent bacte-
rial pneumonia. Yet, antibiotic use remained high in those 
patients deemed to be presenting with AECOPD only 
(82.2%), despite only a fraction of the individuals present-
ing with evidence of bacterial infection such as purulent 
sputum (45%). Moreover, sputum purulence in this study 
was reported by patients, not assessed by health-care 
providers, which can be less sensitive and specific for the 
presence of bacteria [21]. Hence, antibiotic overuse maybe 
more than we expected. Our finding further highlights the 
complexity of AECOPD diagnosis.

The study’s major limitation was the small sample size 
which limited our ability to fit many variables in the 
multivariate analysis. Other limitations include the sub-
jective adjudication of definition based on clinical pres-
entation and retrospective nature of the study which did 
not allow for assessment of detailed time course of clini-
cal symptoms and laboratory parameters. Additionally, 
some laboratory parameters such as C-reactive protein, 
procalcitonin, BNP, or D-dimer which could help dis-
cern AECOPD from AECOPD with other acute pro-
cesses/illnesses were not included because these tests 
were not consistently measured in all study patients.

This study highlighted the difficulty of AECOPD diag-
nosis. We identified increased sputum purulence and 
venous pCO2 to be predictors for AECOPD, but pleu-
ral effusion on chest radiographs suggested against 
AECOPD. A more accurate and specific clinical tool to 
diagnose AECOPD with different phenotypes is needed.

Supplementary Information
The online version contains supplementary material available at https:// doi. 
org/ 10. 1186/ s12890- 023- 02587-1.

Additional file 1. File 1 Study Raw Data. Study raw data used for the anal-
ysis was organized into 4 spreadsheets. The first sheet contains data for 
267 patients diagnosed with AECOPD as their final diagnosis. The second 
sheet contains data for 180 patients diagnosed solely with AECOPD. The 
third sheet contains data for 87 patients diagnosed with both AECOPD 
and other conditions. Lastly, the fourth sheet contains data for 48 patients 
who do not have a final diagnosis of AECOPD.

Acknowledgements
We thank Dr. Sara Abdallah for assisting with the data extraction.

Authors’ contributions
JC conceptualized and designed the study, coordinated and supervised data 
analysis, interpreted study results, reviewed and revised the manuscript. AJP 
collected, analyzed data, and drafted the initial manuscript. AP collected, ana-
lyzed data, interpreted study results, reviewed and revised the manuscript. 
SM, SDA, and VL interpreted study results, reviewed, and revised the manu-
script. THZ, XB, and MK analyzed data, reviewed, and revised the manuscript. 
All authors read and approved the final manuscript.

Funding
The authors received no specific funding for this work.

Availability of data and materials
The dataset supporting the conclusions of this article is available within the 
paper and Supplementary File 1.

Declarations

Ethics approval and consent to participate
The study was conducted in accordance with the Declaration of Helsinki. 
Included patients in this study were identified from a prospective pilot 
randomized controlled trial (IPRAC) that aimed to determine feasibility of 
monthly intravenous immunoglobulin infusions for one year to prevent 
recurrent AECOPD in hospitalized patients with AECOPD from Sep 2016 
to Mar 2018 [9]. The IPRAC study received institutional approval from the 
Ottawa Health Science Network Research Ethics Board (Protocol 20150925-
01H, 20160077-01H, and 2017005-01H), which allowed for retrospective 
analysis of collected data from patients screened for eligibility. Written 
informed consent was obtained from participants who were eligible to the 
prospective IPRAC trial.

Consent for publication
Not applicable.

Competing interests
JC received honoraria from GSK, Merck, Sanofi Genzyme, Takeda, CSL 
Behring, Biogen unrelated to this work. MK is a consultant for VIDA Diag-
nostics Inc. (Coralville, IA, USA). AJP, AP, TZ, VL, XB, SM, SDA do not have 
competing interests.

Author details
1 Department of Medicine, University of Ottawa, Ottawa, ON, Canada. 2 Division 
of Infectious Diseases, Department of Medicine, University of Ottawa, Ottawa, 
ON, Canada. 3 Clinical Epidemiology Program, The Ottawa Hospital Research 
Institute, Ottawa, ON, Canada. 4 Division of Respirology, Department of Medi-
cine, University of Ottawa, Ottawa, ON, Canada. 5 Department of Physics, 
Toronto Metropolitan University, Ottawa, ON, Canada. 

Received: 14 May 2023   Accepted: 28 July 2023

https://doi.org/10.1186/s12890-023-02587-1
https://doi.org/10.1186/s12890-023-02587-1


Page 7 of 7Pratt et al. BMC Pulmonary Medicine          (2023) 23:298  

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

References
 1. Hoyert DL, Xu J. Deaths: preliminary data for 2011. Natl Vital Stat Rep. 

2012;61(6):1–51.
 2. Mathioudakis AG, Sivapalan P, Papi A, Vestbo J. The DisEntangling Chronic 

Obstructive pulmonary Disease Exacerbations clinical trials NETwork 
(DECODE-NET): Rationale and vision. Vol. 56, European Respiratory Jour-
nal. European Respiratory Society; 2020. Available from: https:// doi. org/ 
10. 1183/ 13993 003. 00627- 2020. [Cited 2020 Dec 2].

 3. Halbert RJ, Natoli JL, Gano A, Badamgarav E, Buist AS, Mannino DM. 
Global burden of COPD: systematic review and meta-analysis. Eur Respir 
J. 2006;28(3):523–32. Available from: https:// pubmed. ncbi. nlm. nih. gov/ 
16611 654/. [Cited 2023 Apr 10].

 4. Venkatesan P. GOLD report: 2022 update. Lancet Respir Med. 
2022;10(2):e20.

 5. Zhou A, Zhou Z, Zhao Y, Chen P. The recent advances of phenotypes 
in acute exacerbations of COPD. Int J Chron Obstruct Pulmon Dis. 
2017;12:1009–18. Available from: http:// www. ncbi. nlm. nih. gov/ pubmed/ 
28392 685. [Cited 2017 Nov 13].

 6. Cavaillès A, Brinchault-Rabin G, Dixmier A, Goupil F, Gut-Gobert C, 
Marchand-Adam S, et al. Comorbidities of COPD. European Resp Rev. 
2013;22:454–75.

 7. Beghé B, Verduri A, Roca M, Fabbri LM. Exacerbation of respiratory symp-
toms in COPD patients may not be exacerbations of COPD. European 
Resp J. 2013;41:993–5.

 8. Celli BR, Fabbri LM, Aaron SD, Agustí A, Brook RD, Criner GJ, et al. Dif-
ferential Diagnosis of Suspected COPD Exacerbations in the Acute Care 
Setting: Best Practice. Am J Respir Crit Care Med. 2023 Jan 26; Available 
from: https:// pubmed. ncbi. nlm. nih. gov/ 36701 677/. [Cited 2023 Apr 10].

 9. Cowan J, Mulpuru S, Abdallah SJ, Chopra A, Purssell A, Mcguinty M, et al. 
A randomized double-blind placebo-control feasibility trial of immuno-
globulin treatment for prevention of recurrent acute exacerbations of 
COPD. Int J Chron Obstruct Pulmon Dis. 2021;2021:3275–84. https:// doi. 
org/ 10. 2147/ COPD. S3388 49.

 10. Mallia P, Message SD, Gielen V, Contoli M, Gray K, Kebadze T, et al. 
Experimental rhinovirus infection as a human model of chronic 
obstructive pulmonary disease exacerbation. Am J Respir Crit Care Med. 
2011;183(6):734–42.

 11 Hurst JR. Consolidation and Exacerbation of COPD. Med Sci. 2018;6(2):44.
 12. Trethewey SP, Hurst JR, Turner AM. Pneumonia in exacerbations of COPD: 

what is the clinical significance? ERJ Open Res. 2020;6(1):00282–2019.
 13. Gershon AS, Hwee J, Croxford R, Aaron SD, To T. Patient and physician fac-

tors associated with pulmonary function testing for COPD: a population 
study. Chest. 2014;145(2):272–81.

 14 Zwar NA, Marks GB, Hermiz O, Middleton S, Comino EJ, Hasan I, et al. 
Predictors of accuracy of diagnosis of chronic obstructive pulmonary 
disease in general practice. Med J Aust. 2011;195(4):168–71. Available 
from: https:// onlin elibr ary- wiley- com. proxy. bib. uotta wa. ca/ doi/ full/ 10. 
5694/j. 1326- 5377. 2011. tb032 71.x.

 15. Walters JA, Walters EH, Nelson M, Robinson A, Scott J, Turner P, et al. 
Factors associated with misdiagnosis of COPD in primary care. Prim Care 
Respir J J Gen Pract Airways Gr. 2011;20(4):396. Available from: https:// 
pubmed. ncbi. nlm. nih. gov/ 21687 918/.

 16. Spero K, Bayasi G, Beaudry L, Barber KR, Khorfan F. Overdiagnosis 
of COPD in hospitalized patients. Int J Chron Obstruct Pulmon Dis. 
2017;12:2417.  Available from: https:// pubmed. ncbi. nlm. nih. gov/ 28860 
736/.

 17. Jain VV, Allison DR, Andrews S, Mejia J, Mills PK, Peterson MW. Misdi-
agnosis among frequent exacerbators of clinically diagnosed asthma 
and COPD in absence of confirmation of airflow obstruction. Lung. 
2015;193(4):505–13. Available from: https:// pubmed. ncbi. nlm. nih. gov/ 
25921 015/. Cited 2023 Apr 10.

 18 Stockley RA, O’Brien C, Pye A, Hill SL. Relationship of sputum color to 
nature and outpatient management of acute exacerbations of COPD. 
Chest. 2000;117(6):1638–45.

 19. Chen K, Pleasants KA, Pleasants RA, Beiko T, Washburn RG, Yu Z, et al. A 
Systematic Review and Meta-Analysis of Sputum Purulence to Predict 
Bacterial Infection in COPD Exacerbations. Vol. 17, COPD: Journal of 
Chronic Obstructive Pulmonary Disease. 2020.

 20. Soler N, Esperatti M, Ewig S, Huerta A, Agusti C, Torres A. Sputum 
purulence-guided antibiotic use in hospitalised patients with exacerba-
tions of COPD. Eur Respir J. 2012;40(6):1344–53.

 21. Daniels JMA, de Graaff CS, Vlaspolder F, Snijders D, Jansen HM, Boersma 
WG. Sputum colour reported by patients is not a reliable marker of the 
presence of bacteria in acute exacerbations of chronic obstructive pul-
monary disease. Clin Microbiol Infect. 2010;16(6):583–8. Available from: 
https:// pubmed. ncbi. nlm. nih. gov/ 19681 947/. [Cited 2020 Dec 2].

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

https://doi.org/10.1183/13993003.00627-2020
https://doi.org/10.1183/13993003.00627-2020
https://pubmed.ncbi.nlm.nih.gov/16611654/
https://pubmed.ncbi.nlm.nih.gov/16611654/
http://www.ncbi.nlm.nih.gov/pubmed/28392685
http://www.ncbi.nlm.nih.gov/pubmed/28392685
https://pubmed.ncbi.nlm.nih.gov/36701677/
https://doi.org/10.2147/COPD.S338849
https://doi.org/10.2147/COPD.S338849
https://onlinelibrary-wiley-com.proxy.bib.uottawa.ca/doi/full/10.5694/j.1326-5377.2011.tb03271.x
https://onlinelibrary-wiley-com.proxy.bib.uottawa.ca/doi/full/10.5694/j.1326-5377.2011.tb03271.x
https://pubmed.ncbi.nlm.nih.gov/21687918/
https://pubmed.ncbi.nlm.nih.gov/21687918/
https://pubmed.ncbi.nlm.nih.gov/28860736/
https://pubmed.ncbi.nlm.nih.gov/28860736/
https://pubmed.ncbi.nlm.nih.gov/25921015/
https://pubmed.ncbi.nlm.nih.gov/25921015/
https://pubmed.ncbi.nlm.nih.gov/19681947/

	Complexity in clinical diagnoses of acute exacerbation of chronic obstructive pulmonary disease
	Abstract 
	Background 
	Methods 
	Results 
	Conclusion 

	Introduction
	Methods
	Study populationsetting
	Data collection
	Data analysis

	Results
	Study patients
	Clinical characteristics associated with a diagnosis of AECOPD with or without other conditions vs. those without AECOPD
	Clinical characteristics associated with AECOPD alone, vs patients with AECOPD and other conditions

	Discussion
	Anchor 17
	Acknowledgements
	References


