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Purpose: Heterogeneous nature of Chronic Obstructive Pulmonary Disease (COPD) must

be comprehensively addressed. It is unclear if integrative multidisciplinary disease manage-

ment (IMDM) can optimize clinical outcomes of patients with COPD.

Methods: A single-center, retrospective cohort observational study with a historical inter-

vention was conducted in a clinic specialized for COPD care. Patients with a confirmed

diagnosis of COPD were administered IMDM with measurement of BODE score on initial

and follow-up visits. Primary outcomes were dynamic changes in BODE quartiles after

receiving IMDM.

Results: Of 124 patients, 21% were misdiagnosed with COPD. Patients with a confirmed

diagnosis of COPD were 50% female, median age 64 years (IQR 57–70), 43% actively

smoking and initial visit median BODE quartile 2 (IQR 1–3). Three subgroups were

identified based on the changes in BODE quartiles: worsened (21%), unchanged (55%)

and improved (24%). At baseline, mMRC (median [IQR]) was higher in improved subgroup

vs worsened and unchanged subgroup (3 [3, 4] vs 2 [1, 2] vs 2 [1, 3], p value 0.002)

respectively. Drop in all components of BODE score was noted in worsened group, but

significant improvement in mMRC with preservation of spirometry values was noted in the

improved group. The incidence of smoking cigarettes changed from 39% to 26% during

follow-up.

Conclusion: Our study demonstrates that IMDM can be potentially effective in a subgroup

of COPD patients. In others precipitous drop in lung function, activity tolerance, and

subjective symptoms seems inevitable with worsening BODE quartiles.

Keywords: BODE, integrative multidisciplinary disease management, clinical outcome,

outpatient care

Introduction
Chronic obstructive pulmonary disease (COPD) is the third leading cause of death

in the United States.1,2 Of the five leading causes of death, COPD is the only

disease with increasing mortality and health care cost.1,2 Significant economic and

healthcare burden due to COPD have led to a number of initiatives to improve

COPD-associated outcomes and to reduce healthcare expenditure. However, com-

plexity associated with pathology, diagnosis, and treatment of COPD has hampered

optimal management of patients with COPD in outpatient clinic settings.

Two of the most challenging aspects in caring for COPD patients are to establish

an accurate diagnosis of COPD and to manage complex physiologic derangement

associated with COPD.3–8 Even though Global Obstructive Lung Disease initiative

(GOLD) has established irreversible airflow limitation measured by spirometry as
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a minimal diagnostic criterion, diagnosis of COPD is still

made inconsistently.9,10 Only 30–60% of smokers develop

COPD, and sporadic use of spirometry has shown to cause

highly prevalent misdiagnosis of COPD, thus, leading to

inappropriate and ineffective therapeutic interventions.2,11

As COPD becomes more severe, a number of pathologic

derangements start to contribute to mortality that are not

reflected by forced expiratory volume in 1 s (FEV1)

alone.12–16 BODE index, composed of four clinically rele-

vant and modifiable variables, body mass index (BMI),

FEV1, modified medical research council (mMRC) dys-

pnea scale, and 6 min walk distance (6MWD), has been

shown to predict survival of patients with COPD by cap-

turing complex pathophysiology.17,18 Severity of symp-

toms has been found to be weakly correlating with

airflow limitation, and two distinctive clinical sub-

phenotypes of patients with COPD, ones experiencing

frequent exacerbation and severe symptoms vs others

with infrequent exacerbations and less symptom, have

been appreciated in recent GOLD statements.19 These

findings are clearly in line with the fact that the activity

tolerance and subjective symptomatology reflect the

pathology of COPD that is not easily captured by spiro-

metry alone. Exercise capacity reflects respiratory and

systemic manifestations of COPD, with decline in

6MWD reflecting worsening physical function.20,21 The

mMRC score has been shown to have a clear relationship

with health status impairment.22 In line with this realiza-

tion, the latest GOLD guidelines added the COPD

Assessment Test (CAT) and mMRC to calculate the sever-

ity of COPD.19

Building upon this development, it is clear that admin-

istration of pharmacologic agents alone is grossly inade-

quate to treat patients with COPD. Instead a number of

non-pharmacologic interventions are required to comple-

ment pharmacologic options. Unfortunately, administering

comprehensive pharmacologic and non-pharmacologic

interventions is time-consuming and requires substantial

resources. This has led to integrated multidisciplinary dis-

ease management (IMDM) as a potential solution.

Evaluating efficacy of IMDM has been limited due to

lack of consensus definition of IMDM, lack of consistent

application in various healthcare settings, and comparison

made to “standard of care” without defining it.23 Our study

evaluates the impact of the comprehensive IMDM pro-

gram at a tertiary care center by using dynamic changes

in BODE score as a surrogate marker of therapeutic

impact made by COPD-specific IMDM. We hypothesize

that coordinated IMDM care improves clinically signifi-

cant outcomes in patients with COPD.

Materials and Methods
Study Population and Method
A single-center, retrospective observational cohort study

was conducted with patients referred to the University of

Virginia (UVA) COPD clinic. This study was approved

by institutional review board at the University of

Virginia. All data used in this study were collected as

a part of the outcomes measures which were determined

under the Joint Commission Certification for the

advanced COPD clinic. Performance outcomes data

were collected as a part of a quality improvement project.

Therefore, this protocol was considered an exempt proto-

col without need for consent. All patient data confidenti-

ality was protected and in compliance with the

declaration of Helsinki. These patients were referred

with a pre-existing diagnosis of COPD. A diagnosis of

COPD was established by GOLD criterion (post-

bronchodilator FEV1/FVC<0.7) according to the institu-

tional standard clinical guideline which is in complete

agreement with GOLD recommendations and with

minor additional criteria unique to the UVA COPD clinic

(Supplemental Figure 1). Patients who did not have at

least one follow-up BODE score were excluded. Patients

with a confirmed diagnosis of COPD during the initial

and follow-up clinic visits were administered IMDM

corresponding to treatments based on GOLD

A-D classifications (Supplemental Figure 1). The

IMDM team and interventions consisted of evaluation

and standard education by a physician, a dedicated

COPD nurse, and a respiratory therapist, individualized

selection of pharmacologic agents after assessing inhaler

use technique and competency, determination of socio-

economic status related to the individual ability to obtain

pharmacologic and non-pharmacologic care, social ser-

vice intervention for financial and emotional support, and

other standardized intervention based on COPD clinic

protocol (mandatory referral to pulmonary rehabilitation

and smoking cessation programs). During the follow-up

visits, compliance to treatment, smoking status, inhaler

technique, ability to access prescribed therapeutic inter-

ventions and competency of disease management were

evaluated. Same IMDM was administered during the

follow-up clinic visits to target the deficiencies as needed

(Supplemental Figure 3).
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Study Variables
Variables collected during the study were age, sex, smok-

ing status, BMI, mMRC, 6MWD, BMI, Spirometry, treat-

ment medications and duration between the initial and

follow-up visits. To assess the change in BODE quartiles,

consecutive BODE quartile assessment of each patient was

performed during each visit. Assessment during the initial

visit served as their baselines (V1=control) as compared to

the assessments during the last visit to COPD clinic

(V2=post IMDM). During V1 assessment all patients

were using their inhalers according to the education they

received from providers prior to the IMDM. Patients were

specifically instructed to take their maintenance inhalers in

the morning of the V2 visit in order to assess the thera-

peutic effects included in their management.

Statistical Analysis
Empirical frequencies and percentages were used to sum-

marize nominal-scaled categorical patient characteristics and

nominal-scaled categorical outcome metrics. The median

and interquartile range (IQR) of the distribution were used

to summarize all ordinal and continuous scaled patient char-

acteristics and all ordinal and continuous scaled outcome

metrics because the underlying distributions of the ordinal

and continuous scaled patient characteristics could not rea-

sonably be assumed to be Gaussian (i.e. Normal). With

regard to hypothesis testing, nonparametric analytical

method was used to test null hypotheses related to between-

group comparisons and to test null hypotheses related to

within-group comparisons. More specifically, the Mann–

Whitney U-test was used to compare patient characteristics

between patients with confirmed COPD diagnosis and mis-

diagnosed patients, as well as to compare patient character-

istics between COPD patients with complete follow-up

visits and patients without follow-up visits. The Wilcoxon

Sign Rank test was used to compare BODE quartiles

between initial and follow-up visits, and to compare V1

lung function and quality of life metrics to V2 lung function

and quality of life metrics. The Kruskal–Wallis test was used

to compare the V1 to V2 changes in lung function and

quality of life metrics between 3 groups of subjects defined

by changes in BODE quartiles (improved, worsened or

unchanged). In terms of hypothesis test type I error rate

control, only when the global null hypothesis for between-

group differences was rejected based on the Kruskal–Wallis

test, was the 2-sample Wilcoxon Rank Sum test was used to

conducted pairwise between-group comparisons. Chi-square

test was used to analyze any differences among groups

regarding gender or smoking status. A two-sided p≤0.05

decision rule was used as the null hypothesis test rejection

criterion for all global and pairwise between-group compar-

isons and a two-sided p≤0.05 decision rule was used as the

null hypothesis test rejection criterion for all within-group

comparisons.

Results
Baseline Characteristics of Patients with

Misdiagnosis and Confirmed Diagnosis of

COPD
One hundred and twenty-four patients were evaluated

with a pre-existing diagnosis of COPD (Figure 1). Of

Patients seen for 
COPD
n=124

Confirmed 
diagnosis of 

COPD
79%, 98/124

Follow up 
BODE not 
available

37%, 36/98 

Initial and 
follow up BODE 

available
63%, 62/98

Misdiagnosed of 
COPD

21%, 26/124

Asthma
53.8%, 14/26

Other
46.2%, 12/26

Figure 1 Study population section and numbers.
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these patients, 26 patients (21%) were misdiagnosed with

COPD. Alternative diagnoses were asthma, interstitial

lung disease, congestive heart failure, physical condition-

ing or no lung disease identified (Figure 1). Baseline

median FEV1, median percent predicted FEV1 (%

FEV1), median percent predicted FVC (%FVC), and

median FEV1/FVC ratios of the misdiagnosed patients

were significantly higher as compared to patients with

COPD (Table 1). Of 98 patients with a confirmed diag-

nosis of COPD, 50% were female, the median age was 63

yrs (IQR: [57, 70]) and 44% of COPD patients were

actively smoking cigarettes at the time of initial visit

(Table 1). Of the 98 patients with a confirmed diagnosis

of COPD, initial and follow-up visit BODE scores were

available for 62 (63%) COPD patients, but follow-up

BODE scores were not available for 36 (37%) COPD

patients – mostly due to being electively discharged

back to the referring physicians with mild symptoms or

patient preference (Figure 1). Baseline characteristics

during the initial visit were not significantly different

between COPD patients with and without follow-up

visits. A lower percentage of females and a higher per-

centage of smokers were without follow-up, but the

chi-square analysis showed no significant difference

(Table 2). Baseline spirometry values were also compar-

able between these two groups of COPD patients.

Similarly, median BODE quartile and numbers of

patients in each quartile at the time of initial visit were

comparable between these two groups of COPD patients

(Table 2).

Characteristics of the Three Groups

Defined by Changes in BODE Quartiles

Before and After IMDM
Three subgroups of COPD patients (worsened, unchanged,

and improved) were identified based on dynamic changes

in BODE scores from the initial to follow-up visits; 21%

with worse BODE quartile, 55% unchanged, and 24%

improved (Table 3). These three groups had similar length

of follow-up; median time between the initial and the last

follow-up visits, worse (16.0, IQR: [9.5, 42.5]) vs

unchanged (12.0, IQR: [6.0, 25.75]) vs improved (18.0,

IQR: [5.0, 26.0]). The baseline demographics of these

three groups at V1 are shown (Table 3). All baseline

(IV) spirometry, 6MWD, and BMI were similar, but the

median mMRC score was significantly higher in the

improved groups as compared to the unchanged and wor-

sened groups (median 3; IQR: [3, 4] vs median 2; IQR:

[1, 3] vs median 2 IQR: [1, 2], respectively, p=0.002)

(Table 3). The numbers of the subjects with clinically

significant positive bronchodilator response per ATS cri-

teria were similar among the three groups, 31% (worsened

group), 26% (unchanged group) and 33% (improved

group). Sixteen patients quit smoking from V1 (24

patients, 39%) to V2 (16 patients, 26%), but chi-square

analysis showed no significant difference. A higher

Table 1 Confirmed COPD Patients vs Misdiagnosed

Total Patients (n) COPD Patients (98) Misdiagnosed COPD (26) P value

Age (Median [IQR]) 63 [57, 70] 64 [53, 74] 0.97

Sex 0.73

Male (%) 49 (50%) 14 (54%)

Female (%) 49 (50%) 12 (46%)

Active smoker (%) 43 (44%) 11 (42%) 0.89

Initial visit BODE quartile (Median [IQR]) 2 [1, 3] n.a.

IV spirometry post BD (Median [IQR])

FVC (Liter) 2.79 [1.97, 3.54] 3.02 [2.37, 3.74] 0.27

%FVC (% predicted) 78 [66, 89] 83 [75, 102] 0.017

FEV1 (Liter) 1.35 [0.93, 2.02] 2.23 [1.78, 2.87] <0.001

%FEV1(% predicted) 54 [39, 66] 87 [74, 98] <0.001

FEV1/FVC 0.53 [0.42, 0.61] 0.76 [0.73, 0.80] <0.001

Note: P value was generated by Mann–Whitney U-test.
Abbreviations: IQR, interquartile range; IV, initial visit; BD, bronchodilator; FVC, forced vital capacity; %FVC, percent predicted FVC; FEV1, Forced expiratory volume in 1

s; %FEV1, percent predicted FEV1.
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percentage of patients with worsened BODE quartiles quit

smoking as compared to patients with unchanged or

improved BODE quartiles, but chi-square analysis showed

no significant difference.

Longitudinal Changes from Initial to

Follow-Up Visits
Changes in spirometry were assessed by comparing the

spirometry between V1 and V2. Significant reduction in

absolute FVC was noted in all 3 groups (worsened: med-

ian Δ = −0.37 L; 95% CI: [−0.71, −0.27], p=002,

unchanged: median Δ = −0.27 L; 95% CI: [−0.41,-0.09],
p=<0.001, and improved: median Δ = −0.12 L; 95% CI:

[−0.31,-0.02], p=0.013) (Table 4, Figure 2). All other

spirometry parameters were stably maintained in the

improved group while the worsened and unchanged

groups experienced significant declines in %FVC, absolute

FEV, and %FEV1 (Table 4, Figure 2). Stepwise drops in

6MWD from V1 to V2 were noted with significant drop in

the worsened group (median Δ = −53 m, 95% CI: [−92,
−7], p=0.012) as compared to minimal changes in the

unchanged group (median Δ = −1 m, 95% CI: [−25, 50],
p=0.92) and insginifcant increase in the improved group

(median Δ = +43 m, 95% CI: [−53, 67], p=0.23). Similar

patterns of changes in mMRC from V1 to V2 were noted

with significant increase in the wosened group (median

Δ = +1, 95% CI: [0, 1], p=0.031) as compared to

unchanged (median Δ = 0, 95% CI: [0, 0], p=0.48).

However, mMRC was significantly reduced in the

improved group (median Δ = −1, 95% CI: [−1, 0],

p=0.016) (Table 4, Figure 2).

Discussion
Our study has attempted to determine the therapeutic

effects of IMDM on dynamic changes in BODE scores

and components of BODE score for patients diagnosed

with COPD. First, our study demonstrates that

a significant percentage of patients who are referred for

COPD actually do not have COPD. Second, of those with

a confirmed diagnosis of COPD, three specific subgroups

emerge depending on how their BODE score quartiles

evolve after being intervened with IMDM. Third, patients

Table 2 Demographics of COPD Patients

Total Patients (n = 98) COPD Patients with Complete IV

and FV (n = 62)

COPD Patients Without Complete IV

and FO (n = 36)

P value

Age average (Median [IQR]) 61 [55, 67] 66 [58, 71] 0.07

Sex 0.09

Male (%) 27 (44%) 22 (61%)

Female (%) 35 (56%) 14 (39%)

Active smoker (%) 24 (39%) 19 (53%) 0.18

IV BODE quartile (Median [IQR]) 2 [1, 3] 2.5 [2, 3] 0.61

IV BODE quartiles

First (%) 18 (29%) 8 (22%)

Second (%) 14 (23%) 10 (28%)

Third (%) 19 (31%) 10 (28%)

Fourth (%) 11 (18%) 8 (22%)

IV spirometry post-BD, (Median [IQR])

FVC (Liter) 2.84 [2.05, 3.54] 2.74 [1.82, 3.62] 0.47

FVC (% predicted) 79 [71, 90] 75 [62, 87] 0.19

FEV1(Liter) 1.40 [1.00, 2.00] 1.30 [0.83, 2.02] 0.81

FEV1(% predicted) 54 [40, 66] 55 [38, 70] 0.89

FEV1/FVC 0.52 [0.42, 0.59] 0.57 [0.40, 0.64] 0.49

6 MWD in meters (Median [IQR]) 281 [227, 327] 249 [150, 316] 0.11

mMRC (Median [IQR]) 2 [1, 3] 2 [1, 3] 0.95

BMI < 21 (%) 8 (13%) 2 (6%) 0.25

Note: P value was generated by Mann–Whitney U-test.
Abbreviations: IQR, interquartile range; IV, initial visit; BD, bronchodilator; FV, follow-up visit; FVC, Forced Vital Capacity; %FVC, percent predicted FVC; FEV1, forced

expiratory volume in 1 s; %FEV1, percent predicted FEV1.
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who continue to worsen in BODE scores have precipitous

decline in %FEV1, 6MWD, and mMRC score. Fourth,

patients who experience significant improvement in

BODE score quartiles have most of their improvements

occurring in the subjective dyspnea and activity tolerance

measured by mMRC and 6MWD rather than the airflow

capacity measured by FEV1.

There are several potentially clinically significant find-

ings worth mentioning in our study. First, a retrospective

chart review in US from 1999 to 2008 reported that only

55% patients diagnosed with COPD had completed

spirometry.3,24 Similarly, in Sweden, retrospective chart

review between 2000 and 2003 showed that of the patients

with a new diagnosis of COPD, only 59% were evaluated

with spirometry; of patients who completed spirometry,

only 30% met GOLD criteria for the diagnosis of

COPD.4 Similar to these studies, our study confirms the

longstanding problems with accurately establishing the

diagnosis of COPD based on the “irreversible airflow

limitation” as a primary criterion. Strength of our study

is the accurately characterized COPD diagnosis, pheno-

types and severity.

Second, characteristics of COPD patients in our study

are quite comparable to other studies involving IMDM. Our

literature review discovered 25 clinical trials in a Cochrane

review of IMDM interventions for the patients with COPD.

These studies include 2997 patients with mean age 68 years,

mean FEV1% predicted 44% (range 28–66%) and ranges of

follow up from 3 to 24 months.12 While this review shows

significant improvement in health-related quality of life,

6MWD, respiratory-related hospital admissions and all-

cause hospital days per patient, other prospective trials

Table 3 Demographics on Initial Visit by Change in BODE Quartile

Bode Quartile (n) Worsened (13) Stable (34) Improved (15) P value

Age (Median [IQR]) 57 [55, 71] 61 [57, 67] 60 [57, 71] 0.89

Sex 0.26

Male (%) 4 (31%) 18 (53%) 5 (33%)

Female (%) 9 (69%) 16 (47%) 10 (67%)

Active smoker (%) 7 (54%) 9 (26%) 8 (53%) 0.093

Medication

SABA 12 (92%) 30 (86%) 14 (93%) NA

SAMA 1 (8%) 8 (23%) 5 (33%) NA

LABA 6 (46%) 22 (63%) 10 (67%) 0.45

LAMA 9 (69%) 18 (51%) 9 (60%) 0.59

ICS 10 (77%) 22 (63%) 11 (73%) NA

Theophylline 0 1 (3%) 0 NA

Leukotriene modifier 0 1 (3%) 0 NA

OCS 3 (23%) 1 (3%) 1 (7%) NA

Duration of follow-up (Months (Median [IQR])) 16 [10, 43] 12 [6, 26] 18 [5, 26] 0.63

IV spirometry Post BD (Median [IQR])

FVC (Liter) 2.76 [2.00, 3.58] 2.90 [2.22, 3.71] 2.51 [1.97, 3.33] 0.56

FVC (% predicted) 79 [74, 94] 79 [65, 90] 80 [71, 84] 0.73

FEV1(Liter) 1.26 [1.03, 1.95] 1.51 [0.88, 2.14] 1.33 [1.05, 1.68] 0.84

FEV1(% predicted) 54 [40, 64] 55 [38, 74] 51 [45, 61] 0.91

FEV1/FVC 0.52 [0.42, 0.58] 0.5 [0.41, 0.60] 0.52 [0.45, 0.58] 0.94

6 MWD in meters (Median [IQR]) 300 [246, 325] 268 [224, 354] 276 [215, 300] 0.58

mMRC (Median [IQR]) 2 [1, 2] 2 [1, 3] 3 [3, 4] 0.002

BMI < 21 (%) 0 (0%) 5 (15%) 2 (14%) NA

Notes: P value was generated by Kruskal–Wallis test. NA= Unable to perform Chi-square calculations since it did not meet criteria of expected values being greater than

1.0 and at least 20% of the expected values to be greater than 5.

Abbreviations: IQR, interquartile range; SABA, short-acting β-agonist; SAMA, short-acting muscarinic antagonist; LABA, long-acting β-agonist; LAMA, long-acting

muscarinic antagonist; ICS, inhaled corticosteroid; OCS, oral corticosteroid; IV, initial visit; BD, bronchodilator; FV, follow-up visit; FVC, Forced Vital Capacity; %

FVC, percent predicted FVC; FEV1, Forced Expiratory Volume in 1 s; %FEV1, percent predicted FEV1; 6MWD, six-minute walk distance; mMRC, modified Medical

Research Council dyspnea scale; BMI, body mass index.
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with IMDM show no changes in primary outcomes (health-

related QOL) and secondary outcomes (MMRC, smoking

behaviors, and health care usage including COPD exacer-

bations and admissions).12,13 Our study, while small in size,

provides more insights into the reasons for these conflicting

reports. It is likely that patients with COPD may have

individually defined paths to their clinical courses regard-

less of the IMDM. However, IMDM optimizes the chances

of those patients with COPD who have potentials to

improve.

Third, since imputed variables for BODE scores are

modifiable, BODE score can be used as a tool to evaluate

the effectiveness of therapeutic interventions.21

Effectiveness of bronchodilator and anti-inflammatory

therapies can be construed from improvement in FEV1

between pre- and post-IMDM. Therapeutic effectiveness

in this aspect will reflect establishing a correct diagnosis,

optimally selecting bronchodilator and/or anti-inflammatory

inhalers, and consistent and effective teaching for inhaler

techniques. It is possible that bronchodilator responsiveness

may predict the potential magnitude of therapeutic effects in

FEV1 but our data do not suggest that. Numerous studies

have reported poor inhaler technique is present in up to two-

thirds of patients with COPD.25–29 Experience in our COPD

clinic past 10 years indicates that the prevalence of poor

inhaler technique is well above 90% regardless of socio-

economic and/or educational background. Repeated and

dedicated education is required to make clinically signifi-

cant differences. The improved group experienced the smal-

lest decrease in FVC between V1 and V2 without statistical

significance. This relation indirectly suggests that these

patients may be able to better maintain their respiratory

mechanics and strength. However, our study was not

designed to probe these questions. Changes in 6MWD are

an important predictive parameter, but may only be possible

when comprehensive optimization of the clinical manage-

ment is achieved with IMDM.20 Changes in mMRC are

a bit difficult to explain, but it seems to correlate with

improvement in 6MWD distance and stable FEV1. There

may be positive psychologic impact as these patients

Table 4 Change Between Initial Visit and Follow-Up Visit Within Each BODE Quartile Group

Change Between IV and FV BODE Quartile Group Median [95% CI] P value

FVC Change (Liter) Worsened −0.37 [−0.71,-0.27] 0.002a

Unchanged −0.27 [−0.41,-0.09] <0.001a

Improved −0.12 [−0.31,-0.02] 0.013a

FVC Change (% Predicted) Worsened −14 [−27, −4] 0.011a

Unchanged −5 [−7, −1] 0.003a

Improved −2 [−5, 3] 0.40a

FEV1 Change (Liter) Worsened −0.16[−0.49, −0.08] <0.001a

Unchanged −0.13[−0.28,-0.05] <0.001a

Improved −0.04[−0.23, 0.17] 0.2a

FEV1 Change (% Predicted) Worsened −6[−17, 0] 0.007a

Unchanged −3.5[−9, 0] 0.003a

Improved −1[−7, 6] 0.86a

FEV1/FVC Change Worsened −0.01[−0.08, 0.03] 0.44a

Unchanged −0.02[−0.04, 0.01] 0.062a

Improved 0.03[−0.03, 0.7] 0.37a

6 MWD Change (Meters) Worsened −53[−92, −7] 0.012a

Unchanged −1[−25, 40] 0.92b

Improved 43[−53, 67] 0.23b

mMRC Change Worsened 1[0, 1] 0.031a

Unchanged 0[0, 0] 0.48b

Improved −1[−1, 0] 0.016c

Notes: P value was generated by Wilcoxon Rank Sum test. Groups with the same superscript (a, b or c) accompanying the 95% confidence interval for the median change

from V1 to V2 indicate that the between group comparison for the median change was not statistically different at the p<0.05 significant level.

Abbreviations: CI, confidence interval; FVC, forced vital capacity; %FVC, percent predicted FVC; FEV1, forced expiratory volume in 1 s; %FEV1, percent predicted FEV1;

6MWD, six-min walk distance; mMRC, modified Medical Research Council dyspnea scale; BMI, body mass index.
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receive personal counseling of their disease management

with concrete descriptions of “possible items to improve”;

FEV1 with better choice of medications, technique, and

adherence; 6MWD with completion of pulmonary rehabili-

tation; adherence to medical therapy; and smoking cessa-

tion. Instead of continually hearing the “terminal nature” of

COPD prior to coming to our clinic, presentation of con-

crete road-map to “get better” during our IMDM may have

provided positive impact on their psychologic state.

Fourth, our study has substantially benefited from stan-

dardizing outcomes and organizational structure under the

Joint Commission certified COPD program. This has forced

our clinic to establish clinically relevance metrics to moni-

tor in outpatient clinic settings. As a part of this effort,

EMR-based monitoring of BODE scores has been estab-

lished in addition to mandatory consideration for a standard

diagnostic algorithm and pulmonary rehabilitation during

the initial visit, coordinated counseling and education for

inhalers, disease management and cigarette smoke cessa-

tion, and other IMDM packages. The IMDM was clearly

defined and distributed to all COPD clinic team members,

so that the IMDM program has been consistently adminis-

tered over past 12 years. Therefore, IMDM in our study has

been highly organized and standardized with experienced

personnel as a part of routine clinical care, which is differ-

ent than some of the larger-scale studies in the past.

Fifth, one of the most important components of our

IMDM is the commitment to patient education and persis-

tent follow-up. Three important areas of the educational

interventions are inhaler use techniques, self-disease man-

agement to monitor disease status at home, and smoking

cessation. Inhalers use techniques have been poorly taught

in an outpatient care setting, and routinely more than 50%

of IMDM education time was used repeatedly during initial

and follow-up visits for this deficit. Ability to self-manage

COPD can also be quite challenging due to numerous

Figure 2 Change between V1 and V2 within each BODE quartile group (A-G). Groups with the same superscript (* and n.s.) accompanying the 95% confidence interval for

the median change from V1 to V2 indicate that the between group comparison for the median change was not statistically different at the p<0.05 significant level. *p<0.05.

Abbreviation: n.s., not significant.
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factors. Creation of simple color-coded assessment tool

(Supplemental Figure 2) and repeated education were

necessary to empower patients to manage their COPD bet-

ter. Rate of smoking cessation is confounded due to the fact

that our patients are highly motivated to quit due to their

severity. However, 33% quit rate seems still impressive and

again likely due to repeated multidisciplinary interventions

managed by COPD clinic navigators.

There are also several limitations of our study which

merit discussion. First, the size of the study is small.

Therefore, careful interpretation and conclusion of our

primary findings are warrantied; discovery of three

COPD phenotypes based on their responsiveness to

IMDM. Second, IMDM interventions are individualized

based on patients’ unique needs. While all components of

the IMDM are consistently administered to each patient,

durations, and intensity for each IMDM component are not

strictly set due to our understanding that individualized

needs for each patient may be different. This flexibility in

how the IMDM is administered is a potential weakness of

our study as a source of confounding factors. However,

this kind of flexible IMDM is also what we probably need

to make real impact on the care for patients with COPD.

Third, we have a number of patients who did not complete

follow-up evaluation. While this is a potentially confound-

ing factor, subjects with and without follow-up are com-

parable at the time of their initial visits. Fourth, our study

is a single-arm, historical observational study with an

intervention. Having a placebo arm would have enhanced

the quality of our data, but we also believe that clear

separation of our patients based on their trajectory of the

BODE quartile demonstrates potentially clinically signifi-

cant impact on the outcomes of COPD patients with

IMDM. This is also a study conducted in a single tertiary

academic center. Therefore, generalizability may need to

be carefully weighted. Our program has received signifi-

cant institutional support in personnel and organization

under the Joint Commission certification processes over

past 12 years. While this is a desirable circumstance,

similar resources may not be available or can be dupli-

cated in a smaller clinical setting. Finally, while we use

BODE scores and quartiles to suggest potential survival

impact of our IMDM, obviously this is less desirable than

actual mortality.

Conclusion
Our study demonstrates that an IMDM program with well-

trained, -organized, -funded and flexible components could

be potentially highly effective in altering clinical outcomes

of a subset of patients with COPD. These changes can

have clinically meaningful impact based on changes in

BODE scores. These improvements, however, seems

improbable in other subsets of patients regardless of how

intense the clinical intervention is. Future studies are

necessary to determine the factors that can differentiate

these subgroups because such information can be useful in

managing patients with COPD.

Abbreviations
COPD, chronic obstructive pulmonary disease; GOLD,

global obstructive lung disease initiative; FEV1, forced
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ical research council; CAT, COPD assessment test;
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IQR, interquartile range; %FEV1, percent predicted FEV1;

%FVC, percent-predicted FVC; BMI, body mass index.

Acknowledgments
The authors thank following organizations and people to

make our IMDM possible; University of Virginia Health

System, Joint Commission, University of Virginia

Department of Respiratory Therapy PFT lab. This manu-

script is supported by NIH/NHLBI 1R01132177 (YMS)

and NIH/NHLBI 1R01132287 (YMS). Sahar Mansoor and

Zaid Obaida are co-first authors for this work.

Disclosure
The authors report no conflicts of interest in this work.

References
1. Izquierdo-Alonso JL, Rodriguez-Gonzalezmoro JM, de Lucas-ramos

P, et al. Prevalence and characteristics of three clinical phenotypes of
chronic obstructive pulmonary disease (COPD). Respir Med. 2013;107
(5):724–731. doi:10.1016/j.rmed.2013.01.001

2. Raherison C, Girodet PO. Epidemiology of COPD. Eur Respir Rev.
2009;18(114):213–221. doi:10.1183/09059180.00003609

3. Fernandez-Villar A, Soriano JB, Lopez-Campos JL. Overdiagnosis of
COPD: precise definitions and proposals for improvement. Br J Gen
Pract. 2017;67(657):183–184. doi:10.3399/bjgp17X690389

4. Gershon A, Mecredy G, Croxford R, et al. Outcomes of patients with
chronic obstructive pulmonary disease diagnosed with or without
pulmonary function testing. CMAJ. 2017;189(14):E530–E538. doi:10.
1503/cmaj.151420

5. Hangaard S, Helle T, Nielsen C, Hejlesen OK. Causes of misdiagnosis
of chronic obstructive pulmonary disease: a systematic scoping review.
Respir Med. 2017;129:63–84. doi:10.1016/j.rmed.2017.05.015

6. Spero K, Bayasi G, Beaudry L, Barber KR, Khorfan F. Overdiagnosis
of COPD in hospitalized patients. Int J Chron Obstruct Pulmon Dis.
2017;12:2417–2423. doi:10.2147/COPD

Dovepress Mansoor et al

International Journal of Chronic Obstructive Pulmonary Disease 2020:15 submit your manuscript | www.dovepress.com

DovePress
41

https://www.dovepress.com/get_supplementary_file.php?f=225156.docx
https://doi.org/10.1016/j.rmed.2013.01.001
https://doi.org/10.1183/09059180.00003609
https://doi.org/10.3399/bjgp17X690389
https://doi.org/10.1503/cmaj.151420
https://doi.org/10.1503/cmaj.151420
https://doi.org/10.1016/j.rmed.2017.05.015
https://doi.org/10.2147/COPD
http://www.dovepress.com
http://www.dovepress.com


7. Cazzola M, Calzetta L, Rogliani P, Matera MG. The challenges of
precision medicine in COPD. Mol Diagn Ther. 2017;21(4):345–355.
doi:10.1007/s40291-017-0266-z

8. Rodrigo GJ, Neffen H, Plaza V. Asthma-chronic obstructive pulmon-
ary disease overlap syndrome: a controversial concept. Curr Opin
Allergy Clin Immunol. 2017;17(1):36–41. doi:10.1097/ACI.0000000
000000326

9. Arne M, Lisspers K, Stallberg B, et al. How often is diagnosis of
COPD confirmed with spirometry? Respir Med. 2010;104
(4):550–556. doi:10.1016/j.rmed.2009.10.023

10. Nishi SP, Wang Y, Kuo YF, Goodwin JS, Sharma G. Spirometry use
among older adults with chronic obstructive pulmonary disease:
1999–2008. Ann Am Thorac Soc. 2013;10(6):565–573. doi:10.1513/
AnnalsATS.201302-037OC

11. Skinner TR, Scott IA, Martin JH. Diagnostic errors in older patients:
a systematic review of incidence and potential causes in seven pre-
valent diseases. Int J Gen Med. 2016;9:137–146. doi:10.2147/IJGM.
S96741

12. Centers for Disease C, Prevention. Chronic obstructive pulmonary
disease among adults–United States, 2011. MMWR Morb Mortal
Wkly Rep. 2012;61(46):938–943.

13. Corlateanu A, Covantev S, Mathioudakis AG, Botnaru V, Cazzola M,
Siafakas N. Chronic obstructive pulmonary disease and stroke.
COPD. 2018;1–9.

14. Lofdahl CG. COPD and co-morbidities, with special emphasis on
cardiovascular conditions. Clin Respir J. 2008;2(Suppl 1):59–63.
doi:10.1111/j.1752-699X.2008.00085.x

15. Urbano FL, Pascual RM. Contemporary issues in the care of patients
with chronic obstructive pulmonary disease. J Manag Care Pharm.
2005;11(5Suppl A):S2–S13; quiz S14–S16. doi:10.18553/jmcp.20
05.11.s5-a.1

16. van den Berg ME, Stricker BH, Brusselle GG, Lahousse L. Chronic
obstructive pulmonary disease and sudden cardiac death: a systematic
review. Trends Cardiovasc Med. 2016;26(7):606–613. doi:10.1016/j.
tcm.2016.04.001

17. Cote CG, Pinto-Plata VM, Marin JM, Nekach H, Dordelly LJ,
Celli BR. The modified BODE index: validation with mortality in
COPD. Eur Respir J. 2008;32(5):1269–1274. doi:10.1183/09031936.
00138507

18. Celli BR, Cote CG, Marin JM, et al. The body-mass index, airflow
obstruction, dyspnea, and exercise capacity index in chronic obstruc-
tive pulmonary disease. N Engl J Med. 2004;350(10):1005–1012.
doi:10.1056/NEJMoa021322

19. Initiative G. Global Strategy for the Diagnosis, Management, and
Prevention of Chronic Obstructive Pulmonary Disease (2018
Report). Available from: https://goldcopd.org/wp-content/uploads/
2017/11/GOLD-2018-v6.0-FINAL-revised-20-Nov_WMS.pdf
Accessed December 31, 2019.

20. Enfield K, Gammon S, Floyd J, et al. Six-minute walk distance in
patients with severe end-stage COPD: association with survival after
inpatient pulmonary rehabilitation. J Cardiopulm Rehabil Prev.
2010;30(3):195–202. doi:10.1097/HCR.0b013e3181c565e4

21. Celli BR. Predictors of mortality in COPD. Respir Med. 2010;104
(6):773–779. doi:10.1016/j.rmed.2009.12.017

22. Jones PW, Adamek L, Nadeau G, Banik N. Comparisons of health
status scores with MRC grades in COPD: implications for the GOLD
2011 classification. Eur Respir J. 2013;42(3):647–654. doi:10.1183/
09031936.00125612

23. Kruis AL, Smidt N, Assendelft WJ, et al. Integrated disease manage-
ment interventions for patients with chronic obstructive pulmonary
disease. Cochrane Database Syst Rev. 2013;10:CD009437.

24. Nardini S, Annesi-Maesano I, Simoni M, Ponte AD, Sanguinetti CM,
De Benedetto F. Accuracy of diagnosis of COPD and factors asso-
ciated with misdiagnosis in primary care setting. E-DIAL (Early
DIAgnosis of obstructive lung disease) study group. Respir Med.
2018;143:61–66. doi:10.1016/j.rmed.2018.08.006

25. Baral MA. Knowledge and practice of dry powder inhalation among
patients with chronic obstructive pulmonary disease in a regional
hospital, Nepal. Int J Gen Med. 2019;12:31–37. doi:10.2147/IJGM.
S165659

26. Price D, Keininger DL, Viswanad B, Gasser M, Walda S,
Gutzwiller FS. Factors associated with appropriate inhaler use in
patients with COPD - lessons from the REAL survey. Int J Chron
Obstruct Pulmon Dis. 2018;13:695–702. doi:10.2147/COPD.S14
9404

27. Liang CY, Chen YJ, Sheu SM, Tsai CF, Chen W. Misuse of inhalers
among COPD patients in a community hospital in Taiwan.
Int J Chron Obstruct Pulmon Dis. 2018;13:1309–1316. doi:10.21
47/COPD.S158864

28. Han MK, Hanania NA, Martinez FJ. Confronting the challenge of
COPD: what is new in the approaches to diagnosis, treatment, and
patient outcomes. Chest. 2018;154(4):984–985. doi:10.1016/j.chest.
2018.08.1024

29. Gregoriano C, Dieterle T, Breitenstein AL, et al. Use and inhalation
technique of inhaled medication in patients with asthma and COPD:
data from a randomized controlled trial. Respir Res. 2018;19(1):237.
doi:10.1186/s12931-018-0936-3

International Journal of Chronic Obstructive Pulmonary Disease Dovepress
Publish your work in this journal
The International Journal of COPD is an international, peer-reviewed
journal of therapeutics and pharmacology focusing on concise rapid
reporting of clinical studies and reviews in COPD. Special focus is
given to the pathophysiological processes underlying the disease, inter-
vention programs, patient focused education, and self management

protocols. This journal is indexed on PubMed Central, MedLine
and CAS. The manuscript management system is completely online
and includes a very quick and fair peer-review system, which is
all easy to use. Visit http://www.dovepress.com/testimonials.php to
read real quotes from published authors.

Submit your manuscript here: https://www.dovepress.com/international-journal-of-chronic-obstructive-pulmonary-disease-journal

Mansoor et al Dovepress

submit your manuscript | www.dovepress.com

DovePress
International Journal of Chronic Obstructive Pulmonary Disease 2020:1542

https://doi.org/10.1007/s40291-017-0266-z
https://doi.org/10.1097/ACI.0000000000000326
https://doi.org/10.1097/ACI.0000000000000326
https://doi.org/10.1016/j.rmed.2009.10.023
https://doi.org/10.1513/AnnalsATS.201302-037OC
https://doi.org/10.1513/AnnalsATS.201302-037OC
https://doi.org/10.2147/IJGM.S96741
https://doi.org/10.2147/IJGM.S96741
https://doi.org/10.1111/j.1752-699X.2008.00085.x
https://doi.org/10.18553/jmcp.2005.11.s5-a.1
https://doi.org/10.18553/jmcp.2005.11.s5-a.1
https://doi.org/10.1016/j.tcm.2016.04.001
https://doi.org/10.1016/j.tcm.2016.04.001
https://doi.org/10.1183/09031936.00138507
https://doi.org/10.1183/09031936.00138507
https://doi.org/10.1056/NEJMoa021322
https://goldcopd.org/wp-content/uploads/2017/11/GOLD-2018-v6.0-FINAL-revised-20-Nov_WMS.pdf
https://goldcopd.org/wp-content/uploads/2017/11/GOLD-2018-v6.0-FINAL-revised-20-Nov_WMS.pdf
https://doi.org/10.1097/HCR.0b013e3181c565e4
https://doi.org/10.1016/j.rmed.2009.12.017
https://doi.org/10.1183/09031936.00125612
https://doi.org/10.1183/09031936.00125612
https://doi.org/10.1016/j.rmed.2018.08.006
https://doi.org/10.2147/IJGM.S165659
https://doi.org/10.2147/IJGM.S165659
https://doi.org/10.2147/COPD.S149404
https://doi.org/10.2147/COPD.S149404
https://doi.org/10.2147/COPD.S158864
https://doi.org/10.2147/COPD.S158864
https://doi.org/10.1016/j.chest.2018.08.1024
https://doi.org/10.1016/j.chest.2018.08.1024
https://doi.org/10.1186/s12931-018-0936-3
http://www.dovepress.com
http://www.dovepress.com/testimonials.php
http://www.dovepress.com
http://www.dovepress.com

