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Abstract

Rationale: Clinical trials outside of the United States have assessed whether pulmonary rehabilitation
(PR) decreases readmission rates for chronic obstructive pulmonary disease (COPD). We investigated if
PR was associated with lower readmission risk for Medicare patients hospitalized for COPD.

Methods: We identified adults enrolled in Medicare hospitalized for COPD exacerbation from a random
sample of 5 million Medicare beneficiaries (2010-2012). Patients received PR if they attended >1
outpatient session. A cohort was identified to study non-elective, 30-day all-cause readmissions; a
subcohort was identified to study 1-year all-cause readmissions. We used stabilized inverse probability
weights to balance groups by patient demographics, comorbidities, frailty, smoking status, and long-term
oxygen use. We performed cause-specific regression with death as a competing risk.

Results: Of 1,839,827 hospitalizations from 2011-2012, we identified 78,074 for COPD. The 30-day
cohort contained 7825 COPD index hospitalizations, of which 235 (3%) received PR; thel-year cohort
contained 3401, of which 108 (3%) received PR. The median number of PR sessions was 3 (interquartile
range 1-11) for both cohorts. The hazard ratio for 30-day readmission was 0.47 (95% confidence interval
[CI] 0.33-0.68, P<0.0001). The hazard ratio for 1-year readmission was 1.45 (95% CI 1.19-1.76, P<0.001).
Conclusions: This is one of the first studies of PR and readmissions in Medicare patients. We found that
PR was associated with a lower risk of 30-day all-cause readmissions but a higher risk of 1-year all-cause
readmission.

Abbreviations: pulmonary rehabilitation, PR; chronic obstructive pulmonary disease, COPD; interquartile range, IQR; International
Classification of Diseases—9t™® Edition, ICD-9; stabilized inverse probability weights, SIPW; Centers for Medicare and Medicaid Services,
CMS; confidence interval, CI
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This article contains an online supplement

Introduction

Hospitalizations for acute exacerbation of chronic
obstructive pulmonary disease (COPD) are common
and costly.!”? Based on Medicare data, approximately
20% of index hospitalizations for COPD result in a
readmission within 30 days.® Strategies to reduce
readmissions are important, not only because
readmissions are associated with a higher long-
term risk of death,® but also because of more recent
financial penalties for institutions with patients
readmitted within 30 days of discharge for COPD.”?

Pulmonary rehabilitation (PR) is a supervised
program that includes exercise training, health
education, and breathing techniques for patients
with lung conditions.!® It has been shown to
decrease hospitalizations for COPD in some
prospective trials' 1% but not all trials.!>!® Several
international guidelines have recommended that PR
be started within 3-4 weeks of hospital discharge
after an exacerbation.!”’!® A recent retrospective
analysis using Medicare data showed improved
survival at 1-year if PR was initiated within 90 days
of a hospitalization for a COPD exacerbation.'®

Since 2010, Medicare has covered the cost of PR for
elderly Americans with moderate to severe COPD,
although most prospective PR trials have been
performed abroad.?? A gap exists as to whether PR is
associated with lower risk of hospital readmission in
the Medicare population in the United States, given
the known differences in health care delivery and
PR programs between countries.?! We hypothesized
that patients receiving at least 1 PR session after
a COPD hospitalization would be less likely to be
readmitted within 30 days.

Methods

Study Design

This is a retrospective cohort study using a random
sample of 5 million fee-for-service Medicare
beneficiaries. The Partners Institutional Review
Board approved this study (2015P001947).

Data Source
We used Medicare Research Identifiable Files from
the Centers for Medicare and Medicaid Services

(CMS) between 2010-2012. This time period is
after Medicare began covering PR but before CMS’
enactment of financial penalties for 30-day all-cause
COPD readmissions. We chose this time period
because post-discharge care might have changed
after the penalty was enacted in a way that we could
not account for using administrative data. To identify
all Medicare beneficiaries hospitalized for COPD,
we used fee-for service inpatient files that contain
institutional claims covered under Medicare Part A
and encrypted beneficiary identifiers, admission and
discharge dates, and International Classification of
Disease-9th edition (ICD-9) diagnosis and procedure
codes. The Master Beneficiary Summary Files
include encrypted beneficiary identifiers, dates of
birth and death, sex, race/ethnicity, and information
about program eligibility and enrollment. The
encrypted beneficiary identifier was used to link
inpatient files to the following data sources: Master
Beneficiary Summary files, Institutional Outpatient
files, Carrier or Non-Institutional Outpatient files,
Durable Medical Equipment files and Chronic
Conditions Files, the latter of which includes 27
Chronic Condition Data Warehouse flags.??

Study Sample

We identified patients (aged >65 years) who were
hospitalized with a primary discharge diagnosis
of COPD using the ICD-9-Clinical Modification
diagnostic codes. Patients could have: (1) a primary
diagnosis of COPD or, (2) a primary diagnosis of
respiratory failure with a secondary diagnosis of
COPD (eTable 1 in the online supplement). We used
these codes specifically because they were used in
CMS’ Hospital Readmissions Reduction Program.’
The Medicare population is appropriate to study
COPD readmissions because COPD is more common
in older adults.?3 We created the following 2 cohorts:
one that was a 30-day readmission cohort and the
other that was a 1-year readmission cohort. To be
eligible to enter each cohort, patients had to have
had the appropriate follow-up time, either through
active Medicare enrollment or a known death. We
report results of the 2 patient cohorts separately.
If multiple encounters for a single patient met the
inclusion/exclusion criteria, all encounters were
considered eligible.
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Cohort Formation

We considered only the first non-elective readmission
within 30 days of discharge to be a readmission. The
readmission did not have to be at the index hospital.
Subsequent readmissions within the same 30-day
period were not counted as readmissions or index
hospitalizations. However, hospitalizations after
the 30-day post-discharge window were counted
as index hospitalizations if they met the inclusion
criteria, which has been done in previous studies
on readmissions.?* The same approach was used to
form a subcohort of patients to examine longer term
outcome events, such as readmissions occurring in
the 1 year after discharge.

We excluded patients who had PR <1 year prior to
the index admission to simulate a new user design.?®
We excluded patients who left the hospital against
medical advice or were transferred between hospitals
as evidenced by claims at different hospitals from
the same day. We also excluded patients without
continuous enrollment in Medicare fee-for-service
(part A and B) for 1 year before the date of the index
hospitalization.

Exposure

The exposure was receipt of >1 outpatient PR session
after discharge. Given previous reports of low PR
participation rates in the Medicare population,?®
we started with a low threshold for inclusion in the
exposed group.

The period between hospital discharge and the first
receipt of outpatient PR was considered immortal
person-time and was not counted as exposed time in
the time-to-event analysis. The observation period
for the PR group started at the time of the first PR
session. The observation period for the non-PR
group started at the time of the index discharge date.
We identified PR sessions using the codes listed in
eTable 2 in the online supplement.

We performed 2 sensitivity analyses for the
exposure definition and timing. We assessed the
association after requiring that the PR group have:
(1) at least 2 sessions and (2) at least 3 sessions
instead of only 1. We also included the time between
index discharge date and first PR session as a fixed
effect to further address the issue of immortal time.

Outcomes
The primary outcome was all-cause, non-elective

readmission within 30 days of a hospital discharge
for COPD.2” This outcome was studied given
the focus of COPD in the Hospital Readmissions
Reduction Program. The shorter term outcome
was chosen to be the primary outcome because
the subsequent hospital penalties for higher-than-
expected COPD readmissions are based on the 30-
day timepoint and this timepoint has been the focus
of many studies for comparison. The longer term
outcome was examined because of evidence showing
more benefit with longer exposure to PR and simply
the feasibility of studying longer term outcomes in
Medicare claims data, which is not possible in many
other data sources.?829 Ag secondary outcomes, we
examined 30-day COPD-related readmission as well
as 1-year all-cause, non-elective and COPD-related
readmission.

Covariates Used for Risk Adjustment

Patient demographics (age, sex, race/ethnicity,
geographic region) were obtained from Master
Beneficiary Summary files. Chronic conditions
were identified as described in the CMS COPD
Readmissions Methodology Report.3% The codes for
the chronic conditions are listed in eTable 3 in the
online supplement. The following relevant variables
were also included as covariates: smoking status and
long-term oxygen use in the year prior to admission.
Smoking was identified by present on admission
flags. Patients were considered to be on long-term
oxygen if it was prescribed any time in the year
prior to admission. The codes used for identifying
long-term oxygen are listed in eTable 4 in the online
supplement. Patient frailty was also included as part
of risk adjustment, because higher frailty has been
associated with higher risk of hospitalization in
COPD patients.3! We employed an administrative
definition of frailty that uses present on admission
variables and has been validated in Medicare data
that looks back over the year prior to admission.>?
Administrative codes used for frailty are listed in
eTable 5 in the online supplement.

Statistical Analyses

Baseline characteristics of the 30-day and 1-year
cohorts were described using frequencies with
percentages for categorical variables and medians
with interquartile range (IQR) for continuous
variables. We compared exposure groups using
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standardized differences, calculated as a difference
in means or proportions divided by standard error.
Compared to traditional significance testing,
standardized differences are not as sensitive to
sample size. Imbalance is defined>> as absolute value
>0.10. Given the potential for confounding, in which
younger, healthier patients attended PR, we used
stabilized, inverse probability weighting. Weights
are estimated from a treatment selection model,
using logistic regression with receipt of PR as the
dependent variable without covariates, divided by a
model with baseline characteristics as independent
variables. Stabilized weights are preferred over
regular weights as they produce robust estimates
with smaller variance. We show the balance of the
baseline characteristics between exposure groups
before and after weighting (Table 1 for 30-day cohort
and Table 2 for 1-year cohort).

We described the outcomes by comparing the
unweighted cumulative incidence of each outcome
at 30 days and 1 year, including death as the
competing event. Gray tests were used to assess
differences between groups by PR status (Table 3).
For mortality, the Kaplan-Meier method was used to
estimate cumulative incidence with log-rank tests to
evaluate differences between groups.

To estimate the association of PR with each
outcome, we developed unweighted and weighted
cause-specific and Fine-Gray regression®* models
in both 30-day and 1-year cohorts accounting for
death as a competing risk (Table 4 and Table 5).
We reported both cause-specific and Fine-Gray
competing risk regression model results, because
the 2 methods calculate the risk set differently
and produce complementary results.®®> Fine-
Gray regression produces subdistribution hazard
ratios, which are less interpretable than cause-
specific hazard ratios. We tested the assumption of
proportional hazards, and there was no violation.

All analyses were conducted using SAS9.4 (SAS
Institute, Cary, North Carolina). Significance tests
and confidence intervals for model estimates were
based on robust standard errors to account for
clustering within participants. A 2-tailed P<0.05 was
considered statistically significant.

Results

Of 1,839,827 hospitalizations, we identified 78,074
for COPD. The 30-day cohort contained 7825 index
hospitalizations that met inclusion criteria, of which
235 (3%) had >1 PR session and 7590 (97%) who
did not (Table 1). The 1-year cohort, which was a
subcohort of the 30-day cohort, contained 3401
index hospitalizations, of which 108 (3%) received
>1 PR session and 3293 (97%) did not (Table 2). The
median number of PR sessions was 3 (IQR 1-11) in
both cohorts.

Patients who received PR were older in the 30-day
cohort (median 81, IQR 74-85 versus 79, IQR 73-85,
standardized difference=0.17) but not in the 1-year
cohort (median 81, IQR 75-85 versus 80, IQR 73-85,
standardized difference=0.10). We did not observe
differences in sex by PR status in either cohort.
There were few statistically significant differences
in the comorbidities between groups, such as
percentage of patients who did and did not receive
PR with congestive heart failure, vascular disease,
diabetes, or renal failure in either cohort even prior
to weighting (Table 1 and Table 2). There was no
difference in length of hospital stay by PR status in
the 30-day cohort, but there was a shorter length of
stay in the PR group (median 4, IQR 3-7) compared
to the group that did not receive PR (median 5,
IQR 3-7, standardized difference=-0.15) in the
1-year cohort.

In the 30-day cohort, there were fewer patients
(53%) on long-term oxygen who received PR
compared to patients who did not receive PR (60%,
standardized difference=-0.16). There were also
fewer current/former smokers (38%) who received
PR compared to those who did not receive PR (46%,
standardized difference=-0.17). Median frailty score
was higher in the PR group (7, IQR 5-9 versus 6,
IQR 4-8, standardized difference=0.30). The same
pattern of baseline characteristics was also seen
in the 1-year cohort. For example, there were fewer
patients (46%) on long-term oxygen who received PR
compared to patients who did not receive PR (56%,
standardized difference=-0.20). There were also
fewer current/former smokers (35%) who received
PR compared to those who did not receive PR (44%,
standardized difference=-0.18). Median frailty score
was higher in the PR group (7, IQR 5-8 versus 6,
IQR 4-8, standardized difference=0.26). Importantly,
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Table 1. Baseline Characteristics of Index Hospitalizations for Chronic Obstructive Pulmonary
Disease for 30-Day Readmissions Outcome, 2011-2012

Before Application of SIPW After Application of SIPW

No Pulmonary Outpatient StandardizedNo Pulmonary Outpatient Standardized
Rehabilitation Pulmonary Difference® Rehabilitation Pulmonary Difference?

(n=7590) Rehabilitation (n=7590) Rehabilitation
(n=235) (n=235)
n(%) n(%) n(%) n(%)

Age, median (IQR) 79 (73-85) 81 (74-89) 0.17 79 (73-89) 81 (73-8Y5) 0.12
265 and <74 2466 (32) 59 (25) 0.16 2449 (32) 70 (30) 0.09
275 and <84 3113 (41) 108 (46) 3124 (41) 91 (39)

285 2011 (27) 68 (29) 2017 (27) 71 (31)

Sex
Male 3414 (45) 99 (42) 0.06 3408 (45) 98 42) 0.05
Female 4176 (55) 136 (58) 4182 (55) 134 (58)

Race/Ethnicity
Non-Hispanic White 0645 (88) 193 (82) 0.17 6633 (87) 207 (89) 0.06
Non-Hispanic Black 530 (7) 26 (11) 539 (7) 13 (0)

Hispanic 130 (2) <11 131 (2) <11
Other 285 (4) 13 (6) 287 (4) <11

Geographic Region

Northeast 1360 (18) 49 (21) 0.26 1367 (18) 43 (19) 0.07
Midwest 1912 (25) 80 (34) 1932 (25) 59 (25)
South 3341 (44) 78 (33) 3316 (44) 96 (41)
West 977 (13) 28 (12) 963 (13) 34 (15)
Guam, Puerto Rico <11 <11 12 (0.15) <11
& Virgin Islands

Hospital Length of Stay, 4 (3-7) 4 (3-6) -0.09 4 (3-7) 4 (3-0) -0.04
median (IQR)
<4 days 2648 (35) 95 (40) -0.11 2660 (35) 85 (37) -0.03
>4 days 4942 (65) 140 (60) 4930 (65) 147 (63)

Total Number of PR NA 3(1-11) NA NA NA NA

Sessions, median (IQR)

Comorbidities
History of Mechanical 884 (12) 209 -0.10 877 (12) 21(9) -0.08
Ventilation
Sleep Apnea 629 (8) 17 (7) -0.04 627 (8) 20 (9) 0.02
Congestive Heart Failure 3382 (45) 105 (45) 0.002 3383 (45) 103 (44) -0.005
Chronic Atherosclerosis 2690 (35) 94 (40) 0.09 2700 (36) 84 (36) 0.01
Arrhythmias 2016 (27) 69 (29) 0.06 2022 (27) 60 (20) -0.02
Other and Unspecified 221 (3) <11 0.05 223 (3) <11 -0.006
Heart Disease
Vascular or Circulatory 1234 (16) 38 (16) -0.002 1233 (16) 40 (17) 0.03
Disease
Fibrosis of Lung and Other 558 (7) 12 (9) -0.09 553 (7) 16 (7) -0.01
Chronic Lung Disorders
Pneumonia 1499 (20) 49 (21) 0.03 1502 (20) 43 (19) -0.03
Lung, Upper Digestive Tract, 549 (7) <11 -0.27 536 (7) 13 (0) -0.05

and Other Severe Cancers
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Diabetes 278 4) <11 -0.04 276 4) <11 -0.04
Major Psychiatric Disorders 255 (3) <11 0.05 257 (3) <11 0.009
Depression 1060 (14) 36 (15) 0.04 1063 (14) 34 (15) 0.02
Anxiety Disorders 112 (1) <11 -0.02 112 (1) <11 0.009
Renal Failure 653 (9) 19 (8) -0.02 652 (9) 19 (8) -0.007
Dementia or Senility 1023 (13) 44 (19) 0.14 1035 (14) 31 (14) -0.003
Metastatic Cancer and 276 (4) <11 -0.19 270 (4) <11 0.02
Acute Leukemia

Protein-Calorie Malnutrition 640 (8) 15 (6) -0.08 635 (8) 17 (7) -0.04

Other Conditions or Measures

Long-term Oxygen Use 4587 (60) 124 (53) -0.16 4570 (60) 143 (62) 0.03
Former or Current Smoker 3513 (46) 89 (38) -0.17 3494 (46) 113 (49) 0.06
Frailty Score, median (IQR) 6 (4-9) 7(5-9) 0.30 6 (4-8) 6 (5-8) 0.09

Stay level data presented as n (%) unless otherwise specified. Percentage totals may not equal 100% due to rounding. Cells with <11

indicate fewer than 11 observations per CMS cell suppression policy.

2Standardized difference is the difference in means or proportions divided by standard error. Imbalance is defined as absolute value >0.10.

SIPW=stabilized inverse probability weights; IQR=interquartile range; CMS=Centers for Medicare and Medicaid Services

there were fewer statistically significant differences
in baseline characteristics after application of
stabilized inverse probability weights.

There were fewer deaths in the PR group in both
the 30-day cohort (9 versus 18 per 100 patients
at risk, P<0.001) and 1-year cohort (<11 versus 36
per 100 patients at risk, P<0.001). The 30-day, all-
cause readmission rate accounting for death as a
competing risk was 21 per 100 patients at risk in the
PR group compared to 36 per 100 patients at risk
(P<0.001, Table 3). The 1-year, all-cause readmission
rate accounting for death as a competing risk was 94
per 100 patients at risk in the PR group compared to
64 per 100 patients at risk (P<0.001).

We report the hazard ratios and 95% ClIs of the
unweighted and weighted survival models for the
30-day cohort in Table 4. The hazard ratio for the
weighted cause-specific 30-day readmission cohort
was 0.47 (95% CI 0.33-0.68, P<0.001) for all-cause
readmission and 0.27 (95% CI 0.14-0.55, P<0.001)
for COPD-related readmission. eFigure 1 in the
online supplement shows the event probability curve
over the 30-day period depending on PR exposure.
Panel A shows the curve for all-cause, non-elective
readmission, while Panel B shows the curve for
COPD-related readmissions. The Fine-Gray model,
which produces the subdistribution hazard function,
showed results similar to the cause-specific
regression model for the 30-day cohort; eFigure 2
in the online supplement shows the cumulative
incidence curve over the 30-day period derived from

the Fine-Gray analysis. Panel A shows the curve for
all-cause, non-elective readmissions, while Panel B
shows the curve for COPD-related readmissions.
We report the hazard ratios and 95% ClIs of the
unweighted and weighted survival models for
the 1-year cohort in Table 5. The hazard ratio for
the weighted cause-specific 1-year readmission
cohort was 1.45 (95% CI 1.19-1.76, P<0.001) for
all-cause and 1.26 (95% CI 0.76-2.09, P=0.29) for
COPD-related readmission. eFigure 3 in the online
supplement shows the unweighted event probability
over the 1-year period depending on PR exposure.
Panel A shows the curve for all-cause, non-elective
readmissions, while Panel B shows the curve
for COPD-related readmissions. The Fine-Gray
model showed results similar to the cause-specific
regression model for the 1-year cohort; eFigure 4
in the online supplement shows the cumulative
incidence curve over the 30-day period derived from
the Fine-Gray analysis. Panel A shows the curve for
all-cause, non-elective readmission, while Panel B
shows the curve for COPD-related readmissions.

Sensitivity Analyses

The results of the 2 sensitivity analyses were
similar. When at least 2 or at least 3 PR sessions
were required for patients to be counted in the PR
group, the hazard ratio for 30-day readmissions was
0.57 (95% CI 0.37-0.88, P=0.01) and 0.42 (95% CI
0.24, 0.72, P=0.002), respectively. Additionally, after
including the time between index discharge date
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Table 2. Baseline Characteristics of Index Hospitalizations for Chronic Obstructive Pulmonary
Disease for 1-Year Readmissions Outcome, 2011-2012

Before Application of SIPW After Application of SIPW

No Pulmonary Outpatient StandardizedNo Pulmonary Outpatient Standardized
Rehabilitation Pulmonary Difference? Rehabilitation Pulmonary Difference?

(n=3293) Rehabilitation (n=3293) Rehabilitation
(n=108) (n=108)
n(%) n(%) n(%) n(%)

Age, median (IQR) 80 (73-85) 81 (75-89) 0.10 80 (73-89) 82 (74-87) 0.19
265 and <74 982 (30) 26 (24) 0.17 976 (30) 31 (27) 0.24
275 and <84 1385 (42) 54 (50) 1393 (42) 38 (34)
>85 926 (28) 28 (20) 924 (28) 43 (38)

Sex
Male 1463 (44) 53 (49) -0.09 1468 (45) 51 (46) -0.02
Female 1830 (56) 55(51) 1825 (55) 61 (54)

Race/Ethnicity
Non-Hispanic White 2903 (88) 90 (83) 0.20 2898 (88) 101 (90) 0.07
Non-Hispanic Black 223 (7) 14 (13) 229 (7) <11
Hispanic 53 (2) <11 53 (2) <11
Other 114 (3) <11 113 (3) <11

Geographic Region

Northeast 575 (17) 22 (20) 0.38 578 (18) 17 (15) 0.11
Midwest 832 (25) 41 (38) 845 (26) 27 (24)
South 1467 (45) 36 (33) 1455 (44) 53 (48)
West 419 (13 <11 410 (12) 15 (13)
Guam, Puerto Rico <11 <11 <11 <11
& Virgin Islands

Hospital Length of Stay, 5(3-7) 4 (3-7) -0.15 5B-7) 4 (3-6) -0.17
median (IQR)
<4 days 1138 (35) 45 (42) -0.15 1145 (35) 33 (30) 0.11
>4 days 2155 (65) 63 (58) 2148 (65) 79 (70)

Total Number of PR NA 3(1-11) NA NA NA NA

Sessions, median (IQR)

Comorbidities
History of Mechanical 334 (10) <11 -0.13 330 (10) <11 -0.09
Ventilation
Sleep Apnea 249 (8) <11 0.03 250 (8) <11 -0.05
Congestive Heart Failure 1454 (44) 45 (42) -0.05 1452 (44) 40 (36) -0.17
Chronic Atherosclerosis 1125 (34) 46 (43) 0.17 1134 (34) 33 (30) -0.10
Arrhythmias 852 (26) 31(29) 0.06 855 (20) 29 (26) -0.007
Other and Unspecified 82 (2) <11 0.02 82 (2) <11 -0.04
Heart Disease
Vascular or Circulatory 484 (15) 12 (11) -0.11 480 (15) 15(13) -0.05
Disease
Fibrosis of Lung and Other 250 (8) <11 -0.17 246 (7) <11 -0.03
Chronic Lung Disorder
Pneumonia 648 (20) 20 (19) -0.03 647 (20) 18 (16) -0.10
Diabetes 115 (3) <11 0.01 115 @3) <11 -0.10
Major Psychiatric Disorders 100 (3) <11 0.08 102 (3) <11 -0.001
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Depression 406 (12) <11 -0.13 402 (12) 15 (14) 0.04
Anxiety Disorders 39(1) <11 0.06 40 (1) <11 -0.02
Renal Failure 296 (9) 11 (10) 0.04 298 (9) 11 (10) 0.02
Dementia or Senility 445 (14) 18 (17) 0.09 448 (14) 22 (20) 0.16
Protein-Calorie Malnutrition 267 (8) <11 -0.29 260 (8) <11 0.03
Other Conditions or Measures
Long-term Oxygen Use 1844 (56) 50 (46) -0.20 1834 (56) 67 (60) 0.09
Former or Current Smoker 1447 (44) 38 (35) -0.18 1438 (44) 59 (53) 0.19
Frailty Score, median (IQR) 6 (4-8) 7 (5-8) 0.26 6 (4-8) 6 (5-9) 0.06

Stay level data presented as n (%) unless otherwise specified. Percentage totals may not equal 100% due to rounding. Cells with <11
indicate fewer than 11 observations per CMS cell suppression policy.

aStandardized difference is the difference in means or proportions divided by standard error. Imbalance is defined as absolute value >0.10.

SIPW=stabilized inverse probability weights; IQR=interquartile range; CMS=Centers for Medicare and Medicaid Services

Table 3. Cumulative Incidence of Mortality and Readmission

Event Pulmonary Rehabilitation after Discharge P value
No Yes
All-cause Mortality Within 30 Days 1343 (18) 21(9) <0.001
All-cause Mortality Within 1 Year 1194 (36) <11 <0.001
All-cause Readmission or Death Within 30 Days 2710 (36) 50 (21) <0.001
All-cause Readmission or Death Within 1 Year 2099 (64) 101 (94) <0.001
COPD-related Readmission or Death Within 30 Days 855 (11) 12 (5) 0.003
COPD-related Readmission or Death Within 1 Year 577 (18) 26 (24) 0.07

Values are expressed as number of events (cumulative incidence per 100 patients at risk). Cells with <11 indicate fewer than 11
observations per CMS cell suppression policy.

COPD=chronic obstructive pulmonary disease

Table 4. Effect of Pulmonary Rehabilitation on Readmissions Within 30 Days After
Hospitalization for Chronic Obstructive Pulmonary Disease

Unweighted and Weighted® Models Hazard Ratio 95% CI P value
Lower Upper
All-cause Readmissions

Unweighted Model

Outpatient Rehabilitation vs No Rehabilitation 0.51 0.38 0.68 <0.001
Weighted Competing Risk Model (Cause-specific)

Outpatient Rehabilitation vs No Rehabilitation 0.47 0.33 0.68 <0.001
Weighted Competing Risk Model (Fine & Gray)

Outpatient Rehabilitation vs No Rehabilitation 0.52 0.36 0.75 <0.001

COPD-related Readmissions

Unweighted Model

Outpatient Rehabilitation vs No Rehabilitation 0.39 0.22 0.69 0.001
Weighted Competing Risk Model (Cause specific)

Outpatient Rehabilitation vs No Rehabilitation 0.27 0.14 0.55 <0.001
Weighted Competing Risk Model (Fine & Gray)

Outpatient Rehabilitation vs No Rehabilitation 0.31 0.15 0.61 <0.001

aStabilized inverse probability weights

ClI=confidence interval; COPD=chronic obstructive pulmonary disease
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Table 5. Effect of Pulmonary Rehabilitation on Readmissions Within 365 Days After
Hospitalization for Chronic Obstructive Pulmonary Disease

Unweighted and Weighted® Models Hazard Ratio 95% Cl P value
Lower Upper
All-cause Readmissions

Unweighted Model

Outpatient Rehabilitation vs No Rehabilitation 1.53 1.28 1.84 <0.001
Weighted Competing Risk Model (Cause-specific)

Outpatient Rehabilitation vs No Rehabilitation 1.45 1.19 1.76 <0.001
Weighted Competing Risk Model (Fine & Gray)

Outpatient Rehabilitation vs No Rehabilitation 1.85 1.52 2.26 <0.001

COPD-related Readmissions

Unweighted Model

Outpatient Rehabilitation vs No Rehabilitation 1.42 0.97 2.09 0.07
Weighted Competing Risk Model (Cause specific)

Outpatient Rehabilitation vs No Rehabilitation 1.26 0.76 2.09 0.38
Weighted Competing Risk Model (Fine & Gray)

Outpatient Rehabilitation vs No Rehabilitation 1.29 0.76 2.18 0.35

2Stabilized inverse probability weights

ClI=confidence interval; COPD=chronic obstructive pulmonary disease

and first PR session as a fixed effect to account for
immortal time, the 30-day association held (hazard
ratio 0.27, 95% CI 0.17-0.42, P<0.000 1).

Discussion

PR is an intervention that has been tested in
several prospective studies in Europe, Asia, and
Oceania. However, the association between PR and
readmissions has not been studied in a Medicare
cohort from the United States. Given that PR
regimens vary so much between providers, health
systems, and countries,>® we investigated the
association in the Medicare population after CMS
began reimbursing for PR but before hospitals were
penalized for COPD readmissions. Using stabilized
inverse probability weighting to limit the effect of
confounding, we detected an association between
PR and lower risk of short-term readmissions
(both all-cause and COPD-related), yet higher risk
of long-term all-cause readmissions. The results
were consistent using 2 different competing risk
regression analyses (cause-specific and Fine-Gray).
The benefit observed in the short-term readmission
cohort cannot be explained by patients having lower
comorbidity burden or frailty in the PR group. The
median frailty score for patients receiving PR was
actually higher. We were able to detect the potential

benefit of PR even with a relatively small sample size
(n=7825). These findings support the notion that PR
in the month after hospitalization for COPD may be
associated with lower risk of readmission.

The later timepoint produced somewhat
unexpected results. The association between PR and
all-cause readmissions reversed direction at 1 year,
with PR associated with higher risk of readmission.
We suspect that this is due to patients not continuing
to attend PR sessions. The median number of PR
sessions of patients in both cohorts was the same,
which indicates that PR was occurring early in the
post-discharge period without additional sessions
over the course of the year. This is consistent
with prior literature by Spitzer et al showing that
Medicare patients have low PR participation
percentages (2.7%),%® which was approximately
the participation percentage in both of our cohorts.
However, Spitzer et al reported the median number of
sessions to be 16, which is considerably higher than
ours (approximately 3). An alternative explanation
for the higher readmission risk at 1 year is that
patients who receive PR are more engaged in their
care and have pulse oximeters at home, for example,
to trigger calls to their physicians and ultimately
rehospitalizations. Given that the rate of death was
lower in the PR group, it’s possible that readmission
does not necessarily signal a “bad” outcome, which
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is typically how readmissions are portrayed in the
literature. Further analyses using full Medicare
samples, not random samples, might be able to tease
apart the type of regimen associated with benefit,
such as duration of regular attendance and intensity
(number of sessions per week).

The differing associations of PR with all-cause
versus COPD-related readmission at the later
timepoint were curious. Respiratory readmissions
are the most common cause of readmission after a
COPD hospitalization,®” so we might expect that
COPD-related readmissions would also increase
if all-cause readmissions increased. However, we
attribute this finding to the multimorbidity in
COPD that can evolve over the course of a year.3*3
We report comorbidities that were present only on
the index admission. A previous study showed that
incident congestive heart failure in COPD patients
is associated with a 3-fold increase in mortality
at 1 year.* It is possible that patients developed
a cardiac comorbidity that required an inpatient
stay, thus contributing to all-cause readmissions
but not to COPD-related readmissions. We caution
overinterpretation of the results at the later timepoint
given the relatively small sample size (n=3401),
which could also produce spurious results. Further
research is needed to understand the optimal timing
of PR initiation, the minimal number of sessions
needed to observe a decrease in readmissions and
what other factors impact all-cause readmissions
in the COPD Medicare patient population over the
course of a year.

The fact that death rates are lower in the PR
groups at both timepoints is reassuring. We
observed this phenomenon despite worse frailty
scores in the PR group. Previous literature has
shown that when patients do participate in PR, they
have lower mortality in a dose-response way,'? so
this observation about death is generally consistent
with previous literature. We used robust methods to
address death as a competing risk.

We designed the study to limit the effect of
confounding. Previous studies have shown that
younger, healthier, and wealthier people receive
PR.*S If less ill patients attended PR and were less
likely to be readmitted, PR may appear beneficial
when the effect is an artifact of the patients who
were able to attend, but we showed that patients in
the PR group were more frail. Methodologically, we

used stabilized inverse probability weighting to first
model the probability of receiving PR and then did
2 types of competing risk regression. While no post-
hoc analytic method can account for unmeasured
confounding, stabilized inverse  probability
weighting simulates prospective data by addressing
measured confounding. Importantly, there were few
univariate differences in the groups after application
of the weights. Beyond the use of stabilized inverse
probability weighting, we also adjusted for as many
confounders as available in administrative data,
including smoking status, long-term oxygen use,
the administrative definition of frailty, and need for
mechanical ventilation.

This study extends current work in the field
of COPD readmissions and PR.>11"1%:2846-50 g
systematic review by Puhan et al*® examined 8
randomized controlled trials and reported moderate
evidence that PR decreases 1-year hospital
readmissions with an odds ratio of 0.21 to 0.91.
The results were heterogeneous (12=77%) and all
studies were performed abroad.*? Ours is one of the
first studies to examine the association of PR and
readmission rate of Medicare patients with COPD.

The mechanism of pulmonary rehabilitation
impacting readmission as an outcome is plausible.
Patients hospitalized for COPD lose muscle mass®!
and exercise tolerance.’? These parameters can
respond to rehabilitation therapy. It is possible that
patients learn tangible techniques such as pursed
lip breathing, tripoding, or airway clearance during
only a few visits, which could produce a therapeutic
effect. Research is ongoing to identify the optimal
combination of exercise in PR, such as endurance
training, interval exercise training, strength training,
and breathing training.

Guidelines have been developed by different
academic societies to address the question of
whether PR should be initiated after hospitalization
for COPD exacerbation. A combined consensus
statement from the American Thoracic Society/
European Respiratory Society published in 2013
described PR that starts within 3 weeks of discharge
from the hospital for an exacerbation as safe, feasible,
and effective.!>17:29:49,53 Hgyvever, a later guideline
from the same group published in 2016 made only
a conditional recommendation for PR to begin as
an inpatient or within 3 weeks of discharge.’* A
different combined consensus statement from the
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American College of Chest Physicians/Canadian
Thoracic Society published in 2015 recommended
PR within 1 month of an exacerbation for patients
with moderate to very severe COPD.!8 PR remains
only a conditional recommendation by the American
Thoracic Society!” because of 1 study that showed
potential harm if PR was initiated in the hospital.>*

The results of this study should be interpreted
in the context of the design. Using large scale
administrative data does not provide insight into
the quality of PR available, the physician referral
patterns for PR, or the socioeconomic/geographic
barriers in accessing PR. Previous work has shown
a positive correlation between density of available
PR programs and participation in PR but only for
non-Hispanic Whites, not Blacks.®® Our study does
not provide insight into referral patterns or why
patients did not attend PR even if they obtained a
referral - e.g., they were too short of breath to attend
the session; they did not anticipate it being useful;
or they did not have transportation. Studies using
data other than administrative data are necessary
to provide these insights. Because we do not have
access to pulmonary function test data, we also
cannot describe the severity of obstruction of
patients in the cohort and use it for additional risk
adjustment. Medicare reimbursement rules require
that patients have moderate obstruction in order
to qualify for PR, so we assume most have forced
expiratory volume in 1 second of <50% of predicted.
Lastly, the benefit of PR could be heterogeneous
across patients, so further work is needed to identify
patients who might benefit the most, such as those
with multiple exacerbations in a short period of time
or patients with severe respiratory symptoms.

Strengths of the current study include strict,
rigorous inclusion/exclusion criteria, use of data
priortothe CMS readmission penalties were enacted,
inclusion of the administrative definition of frailty for
risk adjustment, use of stabilized inverse probability
weighting to limit measured confounding, inclusion
of death as a competing risk in 2 complementary
survival analyses, and examination of both all-cause
and COPD-related outcomes at 2 time points.

Conclusions

In summary, we demonstrate that exposure to at
least 1 PR session is associated with a lower risk of
all-cause and COPD-related readmission at 30 days,
even in older, more frail patients, but a higher risk
of all-cause readmission at 1 year. We suspect the
inverse association at 1 year was because patients
did not attend additional PR sessions beyond the first
30 days. Given the burden of COPD readmissions
across the United States and the lack of studies on
PR for COPD in the Medicare population,!?26:5°
it is important to better understand interventions,
such as PR, that may decrease the likelihood of
readmission. Further research is needed about the
optimal timing, dose, and patient population that
benefit most from PR.
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