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Abstract

Rationale: Frailty represents an increased vulnerability to adverse
health outcomes. The frailty phenotype conceptual model (three
or more patient attributes of wasting, exhaustion, low activity,
slowness, and weakness) is associated with increased morbidity and
mortality in geriatric populations.

Objectives: Our objective was to describe the risks associated with
frailty in patients with chronic obstructive pulmonary disease.

Methods: Data from the National Emphysema Treatment Trial
(NETT) were retrospectively analyzed. The frailty phenotype conceptual
model was operationalized as three or more frailty parameters (a body
mass index decrease of =5% over 12 months, self-reported exhaustion,
low 6-minute walk distance, or physical activity or respiratory muscle
strength in the lowest quartile). Frail participants were compared with
participants with two or fewer frailty parameters. Participants were
followed starting 12 months after NETT randomization (to minimize
surgical effect) for 24 months. Univariate, multivariate, Kaplan-Meier,
and Cox proportional hazard analyses were performed, adjusting for
treatment arm, age, modified Medical Research Council dyspnea scale,
sex, and baseline forced expiratory volume in 1 second (FEV;). Multiple
imputation was used for missing values.

Results: The participants (N = 902) were predominantly white
(94.5%) males (59.5%), with a median age of 67 years (interquartile
range, 63-70 yr) and a median FEV,% predicted of 26 (interquartile
range, 20-33). Six percent of the participants (95% confidence interval
[CI], 4.5 to 7.6) were frail. The incidence rate of frailty was 6.4 per 100
person-years. Frail participants reported significantly worse disease-
specific and overall quality of life by St. George’s Respiratory
Questionnaire total score (mean difference of 11.6; 95% CI, 7.6 to 15.6;
P < 0.001), mental composite on Medical Outcomes Survey Short Form-
36 (mean difference —6.8; 95% CI, —10.0 to —3.6; P < 0.001), and
physical composite scores on Medical Outcomes Survey Short Form-36
(mean difference —16.7; 95% CI, —21.3 to —12.1; P = 0.001). Frail
participants had an increased rate of hospitalization (adjusted hazard
ratio, 1.6; 95% CI, 1.1 to 2.5; P = 0.02) and an adjusted increase in hospital
use of 8.0 days (95% CI, 4.4 to 11.6; P < 0.001) compared with nonfrail
participants. Frail participants had a higher mortality rate (adjusted
hazard ratio, 1.4; 95% CI, 0.97 to 2.0; P = 0.07).

Conclusions: Among adults with chronic obstructive pulmonary
disease, our measure of frailty (modified from the Fried frailty
phenotype) was associated with incident and longer-duration
hospitalization, and with poor quality of life.

Keywords: frailty; COPD; survival; hospitalizations; quality of life

(Received in original form March 12, 2018; accepted in final form November 14, 2018)

*A complete listing of the NETT Research Group members is provided in the online supplement.

Supported by a Mayo Clinic Department of Medicine Research Career Development Award (Pl: C.C.K.) and the National Institutes of Health (K23 HL128859,
Pl: C.C.K.; and 5R01HL094680-05, PI: R.P.B.). The National Emphysema Treatment Trial was supported by contracts with the National Heart, Lung, and
Blood Institute (NO1HR76101, NO1HR76102, NO1HR76103, NO1HR76104, NO1HR76105, NO1HR76106, NO1HR76107, NO1HR76108, NO1HR76109,
NO1HR76110, NO1HR76111, NO1HR76112, NO1HR76113, NO1HR76114, NO1HR76115, NO1HR76116, NO1HR76118, and NO1HR76119), the Centers for
Medicare and Medicaid Services, and the Agency for Healthcare Research and Quality.

Author Contributions: C.C.K.: Project conception and hypothesis, designed the data analysis, wrote the first draft of the manuscript, revised the manuscript, and
approved final version to be published. P.J.N.: Assisted with design of data analysis, wrote and revised statistical portion of the manuscript and approved final
version to be published. N.K.L.: Assisted with design of data analysis, revised the manuscript, and approved the final version to be published. R.AW. and F.C.S.:
Revised the manuscript and approved the final version to be published. R.P.B.: Assisted with project conception and hypothesis, assisted with design of data
analysis, revised the manuscript, and approved the final version to be published. C.C.K. and R.P.B. had full access to the data and takes responsibility for the
integrity of the data and the accuracy of the data analysis, and assumes full responsibility for the integrity of the submission as a whole.

Correspondence and requests for reprints should be addressed to Roberto P. Benzo, M.D., The Mindful Breathing Laboratory, Division of Pulmonary and Critical
Care Medicine, Mayo Clinic, 200 First Street SW, Rochester, MN 55905. E-mail: benzo.roberto@mayo.edu.
This article has an online supplement, which is accessible from this issue’s table of contents at www.atsjournals.org.

Ann Am Thorac Soc Vol 16, No 2, pp 217-224, Feb 2019
Copyright © 2019 by the American Thoracic Society

DOI: 10.1513/AnnalsATS.201803-1750C

Internet address: www.atsjournals.org

Kennedy, Novotny, LeBrasseur, et al.: Frailty in Chronic Obstructive Pulmonary Disease 217


mailto:benzo.roberto@mayo.edu
http://www.atsjournals.org
http://10.1513/AnnalsATS.201803-175OC
http://www.atsjournals.org

ORIGINAL RESEARCH

Chronic obstructive pulmonary disease
(COPD) is the third leading cause of death
in the world, and is associated with high
clinical and financial burdens (1, 2).
COPD is a heterogeneous disease; some
patients with COPD have certain
attributes that others do not (e.g., frequent
exacerbations) that influence outcomes
(3). Further research into COPD
prognostic factors is necessary to
improve the care and counseling of
patients (4-6).

Frailty is a syndrome of vulnerability
due to physiologic dysfunction and
decline. It is commonly described as an
increased susceptibility to adverse health
outcomes. Frailty is associated with
increased morbidity and mortality in
geriatric and certain chronic-disease
populations (7-14). Frailty is often
assessed according to the Fried frailty
phenotype (7). First described in
geriatric individuals, the conceptual model
of the frailty phenotype consists of a
constellation of three or more frailty
parameters (wasting, exhaustion,
decreased physical activity, slowness, and
weakness) (7). Patients with respiratory
impairment are at an increased risk for
frailty (15, 16). In fact, the prevalence of
frailty by the Fried frailty phenotype in
elderly patients with COPD is 10.2%,
roughly twice that observed in patients
without COPD (16). In patients with
COPD, frailty is a risk factor for
noncompletion of pulmonary
rehabilitation (17). Maddocks and
colleagues attributed this risk to
hospitalizations and acute exacerbations
in frail patients (17). Interestingly, frailty
in lung transplant candidates (a significant
proportion of whom are patients with
COPD) is associated with both pre- and
post-transplant mortality (13, 14). Further
study is needed to determine the
importance of the frailty phenotype in
COPD.

Our primary objective was to
determine whether the frailty phenotype
was associated with mortality in COPD.
Our secondary objectives were 1) to
determine whether the frailty phenotype
was associated with the timing and extent of
hospitalizations in COPD, 2) to examine
quality of life in the context of frailty, and 3)
to describe the prevalence and incidence of
frailty in our cohort.

This work was presented in poster form
at the annual meeting of the International
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Society of Heart and Lung Transplantation,
Nice, France, 2015 (18).

Methods

Inclusion/Exclusion

This study used data from the previously
published NETT study, a large, randomized
controlled trial that was conducted over 4.5
years and compared lung volume reduction
surgery with medical management in
patients with COPD (19, 20). The NETT
was conducted in accordance with the
amended Declaration of Helsinki. Local
institutional review boards approved the
NETT protocol and written informed
consent was obtained from participants
(19, 20). Participants from 17 centers
were included if they were nonsmokers
(abstinent = 6 mo) with moderate to severe
COPD. Subjects were excluded if they had
=10% weight loss in the prior 90 days or
a 6-minute walk distance (6MWD) of
<140 m after pulmonary rehabilitation
(20). Prospective collection of patient-
reported outcomes, 6MWD, pulmonary
function tests, and Medicare claims

data was performed (21). In addition to
annual visits, participating sites phoned
participants every 3 months to collect
exercise and healthcare use data. Our study
included NETT participants 12 months
after randomization (our study’s baseline
to minimize surgical effects) and followed
participants an additional 24 months
(using the participants’ annual study
visits and telephonically collected data).
Mortality was recorded as of September 30,
2008.

Definitions

We used the conceptual model of the Fried
frailty phenotype to define frailty (7). All
baseline parameters were measured 12
months after NETT study enrollment.
Participants were considered “frail” if they
had three or more of the following frailty
parameters: wasting, exhaustion, low
physical activity, slowness, and weakness
(Figure 1) (7). Participants with one or two
parameters present were “prefrail” and those
with none were “nonfrail.” Wasting was
defined as a decline in measured body mass
index (BMI) of =5% over the past year, a
modification of Fried’s criteria to place the
weight loss in the context of the height
and baseline weight of the participant.
Exhaustion was defined as feeling worn out

“all” or “most” of the time in the past 4
weeks, a patient-reported measure of the
Medical Outcomes Survey Short Form-36
(SF-36) in lieu of the two exhaustion
questions from the Chronic Epidemiologic
Studies of Depression Questionnaire
(these data were not collected during the
NETT study) (22). Low physical activity
was defined as <60 minutes of lower-
extremity exercise per week (the lower
quartile of activity for this cohort), as
assessed telephonically during the NETT
study. This was in substitution for the
short Minnesota Leisure Time Activity
Questionnaire used by Fried and
colleagues (7). Slowness was defined as a
6MWD = 770 ft if the subject was short
(=173 cm for men; <159 cm for women)
or <900 ft if the subject was tall (>173 cm
for men; >159 cm for women) (7). These
cutoffs were derived from the lowest
quintile for gait speed in men and women
used by Fried and colleagues (7). Grip
strength was not collected during NETT.
Prior studies have demonstrated maximal
respiratory pressures correlates with grip
strength (r = 0.7) and differs between frail,
prefrail, and nonfrail individuals (23).
Weakness was defined as a maximal
inspiratory pressure (MIP) < 60% or a
maximal expiratory pressure (MEP) <
50% predicted, the lower quartile for this
cohort (24).

Predictors and Outcomes

Our primary predictor of interest was
the presence or absence of the frailty
phenotype as a dichotomous variable
comparing frail with nonfrail/prefrail.
Our primary outcome of interest was
all-cause mortality. Secondary outcomes
of interest included time to first
hospitalization and the number of hospital
days. We also evaluated frailty prevalence
and associations with quality of life as
measured by St. George’s Respiratory
Questionnaire (SGRQ) and the SF-36
(22, 25).

Statistical Analysis

Participant characteristics were summarized
using medians and interquartile ranges
(IQRs) for continuous variables, and
counts and percentages with standard
deviations (SDs) for categorical variables.
Differences between groups were tested
using Wilcoxon rank-sum and chi-square
tests as appropriate. Spearman correlation
coefficients were used to assess the

AnnalsATS Volume 16 Number 2| February 2019



ORIGINAL RESEARCH

1. Exhausted? Do you feel worn

—_— i —> Else 0 points
out most or all of Yes 1 point P
the time?
2. Inactive? Lower extremity Yes —>» 1 point —> Else 0 points
excercise < 60
minutes/week?
ing?
3. Wasting? BMicurrent <095 Yes —>» 1point —>» Else 0 points
BMI one year ago
) 6 MWD < 770
4. Slow? Height <159 4
cm feet > 1 point
Q Height >159
= om 6 MWD < 900
+ feet —>» 1point —> Else 0 points
Height >173
cm
d — 6 MWD < 770 )
Height <173 t feet —>» 1 point
cm
5. Weakness? MIP <60% Yes —>» 1 point —> Else 0 points
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Figure 1. Frailty phenotype in chronic obstructive puimonary disease (COPD). “Frail” was defined as
the presence of three or more of the following parameters: wasting, exhaustion, low physical activity,
slowness, or weakness. Participants with one or two parameters present were “prefrail” and those with
none were “nonfrail/normal.” Wasting was defined as a decline in body mass index (BMI) of =5% over
the past year. Exhaustion was defined as feeling worn out “all” or “most” of the time in the past 4 weeks.
Low physical activity was defined as <60 minutes of lower-extremity exercise per week (the lower
quartile for this cohort). Slowness was defined using the 6-minute walk distance (BMWD): <770 ft
if the subject was short (<173 cm for men; <159 cm for women) and <900 ft if the subject was tall
(>173 cm for men; >159 cm for women). Weakness was defined as a maximal inspiratory pressure
(MIP) < 60% or a maximal expiratory pressure (MEP) < 50% predicted (the lower quartile for this

cohort).

strength of associations between variables.
Changes in frailty over time were
determined using the percent frail at each
time point and tested using chi-square
tests. Person-years of frailty were
calculated as the number of frail cases
divided by the total time the participants
were at risk for frailty. Statistical analyses
were performed using SAS software
version 9.4 (SAS Institute, Inc.). P values
< 0.05 were considered significant.

All of the primary models used frailty as
a binary indicator variable that compared
the frail group with the group that combined
nonfrail and prefrail subjects. All time-
related variables were calculated as the
time from our study’s baseline (the
NETT evaluation 12 months after
randomization). Time to death and time to
first hospitalization were modeled using
Cox proportional hazards models. Kaplan-
Meier curves and log-rank tests were also
used for these time-to-event endpoints.
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The number of days in the hospital was
modeled using linear multivariable
regression models. All of the models were
checked to verify that the modeling
assumptions were met. We adjusted for
components of the ADO index (age,
modified Medical Research Council
[mMRC] scale, and baseline forced
expiratory volume in 1 second [FEV,]) (26)
sex, and lung volume reduction surgery.
Missing data values were imputed via the
Markov chain Monte Carlo method with 25
multiple imputations. All models were
validated using bootstrapping. One
thousand bootstrapped samples were
selected from the original study population.
Lasso models were selected from each

of the bootstrapped samples, and the
percent of time each variable was
selected for the model was calculated.
Variables that were selected in >70% of
the samples were considered stable
predictors (27).

Results

Demographics

Acknowledging that frail patients are less
likely to provide Month 12 data than
nonfrail patients due to early deaths
and drop outs, we performed a
landmark analysis comparing frail and
nonfrail patients 12 months after NETT
randomization. Of the original 1,218 NETT
participants, 902 had data 12 months after
randomization, allowing for inclusion.
Included participants did not differ from
excluded subjects by age or BMI, but did
have small, but statistically significantly
better, mMRC (mean difference 0.1 = 0.05)
and FEV % predicted (mean difference 1.4% *
0.41%) values. Because a low 6MWD after
pulmonary rehabilitation was an exclusion
criterion, it was not surprising that excluded
patients also had lower 6MWD values
(mean difference 38 = 6 m). No data were
missing for age, sex, or treatment allocation
arm. mMRC scores were missing for 36
participants (4%), and FEV, was missing for
113 patients (13%). Baseline characteristics
are included in Table 1. The participants
were predominantly white (94.5%), male
(59.5%), and married (65.2%), with a
median age of 67 (IQR, 63-70) and a median
FEV,% predicted of 26 (IQR, 20-33).
Comparisons of baseline characteristics

by frailty categorization are provided in
Table 1. Frail participants were more likely
to be in the nonsurgical arm of the study
(P =0.02) and had less education (P = 0.02).
Over the course of our study, 298 of the 902
participants died and 304 hospitalizations
occurred.

Prevalence and Incidence
The prevalence of frailty was 6% (95%
confidence interval [CI], 4.5-7.6%). This
reflects the percentage of participants
who were frail 12 months after NETT
randomization, our study’s baseline. At this
baseline, the majority of participants were
prefrail (n = 547), 282 were nonfrail, 57 were
frail, and 16 did not have available frailty
data. Of the frail participants, 31 had
wasting, 37 were slow, 28 were exhausted, 31
had decreased physical activity, 25 had a low
MIP, and 47 had a low MEP.
Interestingly, the number and
percentage of frail participants did not vary
much between baseline (6%), 12 months
(7%), and 24 months of follow-up (4%). The
incidence rate (the percentage of patients
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Table 1. Participant characteristics

Frail Prefrail or
Normal
Treatment, n (%)
Lung volume reduction therapy 20 (35.1) 428 (51.6)
Medical therapy 37 (64.9) 401 (48.4)
Age, years median (IQR) 69 (64-71) 67 (63-70)
Male, n (%) 34 (59.6) 529 (59.7)
Race, n (%)
White (not Hispanic) 52 (91.2) 785 (94.7)
African American (not Hispanic) 3 (6.3) 30 (3.6)
Hispanic 1(1.8) 4 (0.5)
Asian or Pacific Islander 0 (0) 8 (1.0)
Other 1(1.8) 2 (0.2
Marital status, n (%)
Single, never married 0 (0.0) 25 (3.0)
Separated 0 (0.0) 15 (1.8)
Divorced or annulled 8 (14.0) 119 (14.4)
Widowed 8 (14.0) 132 (15.9)
Married 41 (71.9) 538 (64.9)
Education, n (%)
Did not complete high school 19 (33.3) 153 (18.5)
Completed high school 11 (19.3) 272 (32.8)
Some college or post high school 20 (35.1) 280 (33.8)
Bachelor degree or higher 7 (12.3) 124 (15.0)
Economic status, n (%)
<$15,000 10 (17.5) 145 (17.7)
$15,000-$29,999 24 (42.1) 293 (35.7)
$30,000-$49,999 14 (24.6) 219 (26.7)
=$50,000 9 (15.8) 163 (19.9)
Questionnaires
St. George’s Respiratory Questionnaire 60.3 (52.8-69.1) 48.7 (35.7-60.2)
composite, median (IQR)
SF-36, physical functioning median (IQR) 15 (5-30) 30 (15-50)
SF-36, physical composite, median (IQR) 25.1 (21.3-31.6) 30.1 (23.9-38.8)
SF-36, mental composite, median (IQR) 46.0 (37.2-56.3)  57.3 (47.4-61.7)
Pulmonary function testing
Forced expiratory volume in 1 s, % predicted, 23 (18.5-29.0) 26 (20-34)
median (IQR) mMMRC, median (IQR) 4 (3-4) 3 (2-4)
Total lung capacity, % predicted, median IQR 122 (106-134) 119 (107-130)
Laboratory testing
Albumin abnormal 1.8% 5.2%
White blood cell count, median (IQR) 8.5 (6.4-10.1) 8.0 (6.6-9.9)

Definition of abbreviations: IQR = interquartile range; SF-36 = Medical Outcomes Short Form-36;

mMRC = modified Medical Research Council.

The data show the number of participants, with percentage in parentheses, unless the medians and

|IQRs are indicated.

who were not frail at one evaluation but
were frail at the next evaluation) for new
frailty phenotype in 1 year was 5.9%, with an
incident rate per 100 person-years of 6.4
(95% CI, 5.5-7.4). Of those who were
nonfrail at baseline, 50% stayed nonfrail,
43% became prefrail, 2% became frail, and
6% died (with 28 lost to follow-up). Of those
who were prefrail at baseline, 23% improved
to nonfrail in 12 months, 63% remained
prefrail, 9% became frail, and 5% died (43
lost to follow-up). This gives an incidence of
frailty in the prefrail category of 9% (95% CI,
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6-11%) per year, or greater than four times
that observed in nonfrail participants (2%;
95% CI, 1-5%). Of those who were frail at
baseline, 8% died and 14% remained frail. Of
the others, 64% became prefrail and 14%
became normal (with 7 lost to follow-up).

Frailty Phenotype and Prefrailty

Frail participants had significantly worse
survival by Kaplan-Meier survival analysis
(see Figure 2). The 2-year event rate for
mortality was 36% (29.2 per 100 person-
years) for frail participants versus 16% for

prefrail or nonfrail participants (13.4 per
100 person-years; see Table 2). After
adjustment, frail participants had a hazard
ratio (HR) of 1.4 (95% CI, 0.97-2.0; P =
0.07) for mortality. In addition, the frailty
phenotype was associated with an 8.0-day
increase in hospital length of stay (CI, 4.4-
11.6 d; P < 0.0001) and increased incidence
of hospitalization (adjusted HR [aHR], 1.6;
CI, 1.1-2.5; P = 0.02) after adjustment
(Figure 3).

A post hoc sensitivity analysis was
performed using the frailty phenotype score
as a continuous variable, with minimal
impact on the results. A one-point increase
in the frailty phenotype score resulted in an
estimated increase of 1.7 days in the hospital
(95% CI, 0.7-2.7 d; P < 0.0001), an aHR of
1.2 (95% CI, 1.1-1.4; P < 0.01) for time to
hospitalization, and an aHR of 1.1 (95% CI,
0.9-1.2; P = 0.25) for survival. Prefrail (as an
additional indicator variable in the adjusted
models) was not significantly related to days
in the hospital, time to hospitalization, or
survival time (see Table 2).

Quality of Life

Frail patients reported a worse quality of life.
The total SGRQ score for frail patients was
60.3, with higher scores indicating more
impairment (25). The mean difference was
11.6 (95% CI, 7.6-15.6; P < 0.0001)—nearly
three times the reported minimum clinically
important difference for SGRQ of 4 (28).
Likewise, frail patients reported consistently
lower scores (indicating worse functioning)
than the other patients for SF-36 physical
functioning (mean difference —16.7; 95%
CI, —21.3 to —12.1; P < 0.0001) and
physical composite (mean difference —5.5;
95% CI, —7.6 to —3.4; P = 0.0001) scores.
When the frailty phenotype score was used
as a continuous variable, the Spearman
correlation coefficients were —0.26 and
—0.29 for SF-36 physical composite and
physical function scores, respectively (P <
0.001). Frail participants also reported a
lower (worse) SF-36 mental composite score
(mean difference —6.8; 95% CI, —10.0 to
—3.6; P < 0.0001) (22).

Discussion

Given the association of frailty with
important health outcomes in geriatric
patients and those with other chronic
diseases, we postulated that frailty would be
an important predictor in patients with
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Figure 2. Kaplan-Meier curves for time to death stratified by the frailty phenotype. The curves
demonstrate survival of normal (solid green line), prefrail (dashed blue line), and frail (dotted red line)
participants. Cl = confidence interval; HR = hazard ratio.

COPD (7, 14, 29-32). Based on the initial
work of Fried and colleagues and
subsequent frailty studies, we used the
conceptual paradigm of the frailty
phenotype to measure frailty in COPD and
assess relevant outcomes.

We found the prevalence of frailty in
COPD to be 6%. This is lower than the
10.2% frailty prevalence (by the Fried frailty
phenotype) in elderly patients with COPD
(median age 75 yr) described by Lahousse
and colleagues (16). Our lower prevalence
likely reflects the different frailty
measurements used, the younger cohort
used in the current study, and the rigorous
screening process of NETT (whereby
subjects with baseline weight loss,
pulmonary rehabilitation noncompleters,
or those with a low 6MWD despite
rehabilitation were excluded). The
persistence of an association of frailty with
increased hospitalization despite this
screening and pulmonary rehabilitation, we
believe, strengthens the importance of the
association. It is similar to previous findings
in lung-transplant studies, which showed
that heavily scrutinized and selected
candidates, who often underwent
pretransplant pulmonary rehabilitation, still
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demonstrated an increased risk of pre- and
post-transplant mortality when they were
frail (13, 14). In our study, prefrail
patients had a greater than fourfold
increased risk of developing frailty. Prior
studies of the pathogenesis of frailty support
this finding. Frailty is often described as

a “cycle of decline,” in which impairment
in one parameter, such as low physical
activity, leads to declines in other frailty
parameters (33).

We have demonstrated a possible
association of the frailty phenotype with
increased mortality in patients with COPD
as frail patients. The “frail” designation had
an HR of 1.4 in this cohort, after controlling
for ADO index, sex, and treatment
allocation arm (P = 0.07). This expands
upon the work of Vaz Fragoso and
colleagues, who identified an increased
risk of mortality in patients with both
respiratory impairment by spirometry and
frailty compared with those without either
(15). This finding is also consistent with
findings in frail lung-transplant candidates.
Singer and colleagues demonstrated that
frail candidates are at increased risk of a
composite endpoint of death or delisting
(14). In addition, Wilson and colleagues

demonstrated that pretransplant frailty is
associated with increased post-transplant
mortality (13).

Mittal and colleagues previously
showed that frail pulmonary rehabilitation
attendees (both with and without COPD)
were more likely to self-report a
hospitalization in the previous 12 months
than nonfrail patients (34). Furthermore,
Maddocks and colleagues demonstrated that
frail patients with COPD were less likely to
complete pulmonary rehabilitation, in part
due to hospitalizations (17). Our work
confirms and expands upon these prior
findings. We have also demonstrated a
significant association of the frailty
phenotype with decreased time to first
hospitalization (aHR, 1.6). In addition, frail
patients with COPD had a median increase
of 8 days in the hospital.

COPD Phenotype

Recent work in COPD has focused on
describing clusters of patients with similar
attributes that are associated with prognosis
and important clinical outcomes termed
phenotypes (3). Previous works have
described the emphysema-hyperinflation,
COPD-asthma overlap, and frequent-
exacerbator COPD phenotypes (35). The
recognition of such phenotypes allows
clinical screening for a unique population
at risk and allows for tailored medical
regimens. We believe that the frailty
phenotype similarly identifies a unique
population at risk for increased
hospitalizations, death, and poor quality
of life. Based on the preliminary work by
Maddocks and colleagues, pulmonary
rehabilitation may offer unique benefits to
this population (17). Although pulmonary
rehabilitation is already recommended for
symptomatic COPD, further studies to
clarify whether pulmonary rehabilitation
significantly improves frailty and frailty
parameters are desired. An exercise intervention
may be the best intervention to reverse the
frailty syndrome. This notion is supported by
preliminary studies in geriatric individuals
and patients with COPD that demonstrated
improvement of frailty parameters after
exercise intervention (36, 37).

Implications for Clinical Practice

We believe this study has immediate
implications for clinical practice. Given
the use of multicenter recruitment and the
large number of participants in this study,
we expect our findings to be widely
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Table 2. Associations of frailty with mortality and hospitalization in this cohort

Frailty Phenotype Score
0-5 (Continuous Variable)

Frail (Score = 3)

Mortality
Number of subjects 882 57
Number of deaths 291 37
Rate per 100 person-years 29.2
Two-year event rate (95% ClI) 36% (24-51)

Crude hazard ratio (95% CI)* 1.2 (1.1-1.4) 1.9 (1.3-2.8)

Adjusted hazard ratio (95% CI)* 1.1(0.91.2) 1.5 (0.96-2.4)
Hospitalizations

Number of subjects 799 51

Number of hospitalizations 257 27

Rate per 100 person-years 47.4

Two-year event rate (95% ClI) 68% (50-84)

Crude hazard ratio (95% CI)* 1.3 (1.2-1.5) 2.2 (1.4-3.4)

Adjusted hazard ratio (95% CI)* 1.2 (1.1-1.4) 1.8 (1.1-2.9)

Prefrail (Score 1-2)

Nonfrail (Score 0)

547 278
169 85
13.4 13.4
16% (13-20) 16% (11-21)
1.0 (0.8-1.4) —
1.0 (0.7-1.3) —
498 250
163 67
27.0 21.4
40% (35-45) 32% (26-40)
1.3 (0.9-1.7) —
1.1 (0.8-1.5) —

Definition of abbreviation: Cl = confidence interval.
*Hazard ratios are calculated compared with the nonfrail group.

generalizable to patients with moderate to
severe COPD. Even after adjustment for
known prognostic factors, participants with
a frailty phenotype had a decreased time
to first hospitalization and an increased

duration of hospitalization by a median of
8 days, suggesting a large burden of morbidity
and costs associated with frailty. Assessing
the frailty phenotype will assist clinicians
to counsel their patients about the risks

100 A
Frail Phenotype: 12 Months:Final Events/Total Median (95% ClI) HR (95% ClI)
904 — Normal 67/250 NE (2.8-NE) Reference
-—=- Pre-Frail 163/498 2.8 (2.3-NE) 1.25 (0.94-1.66)
L {0J QE— Frail 27/51 1.5 (1.0-NE) 2.18 (1.39-3.41)
Logrank P-value: 0.002
709
T 60 -
N
< |
5 %0+
[72]
c |
T 40 -
c
8
5 30 A
o
20 A
10
0

0 1 2
Years
Patients-at-Risk
Normal 250 155 63
Pre-Frail 498 288 121
Frail 51 27 6

Figure 3. Cumulative incidence of time to first hospitalization stratified by the presence or absence of
the frailty phenotype. The curves demonstrate time to first hospitalization for normal (solid green line),
prefrail (dashed blue line), and frail (dotted red line) participants. Cl = confidence interval; HR = hazard
ratio; NE = not evaluable.

222

and prognosis associated with frailty. In
addition, emerging literature in geriatrics
suggests that exercise-based frailty
interventions may improve frailty (37).
Furthermore, Altenburg and colleagues
have demonstrated that patients with
advanced COPD and lower exercise
capacity and strength at baseline have
greater improvement after pulmonary
rehabilitation (36). Finally, although it was
powered as a prevalence study, the work by
Maddocks and colleagues suggested that
completion of pulmonary rehabilitation is
beneficial for frail patients with COPD (17).
Further studies are needed to determine
whether the benefits of such interventions
are sustained, and whether relapses of frailty
can be treated with similar interventions.
Currently, measurement of the frailty
phenotype is not the standard of care.
However, with a simple stepwise approach,
frailty assessments should only minimally
increase clinic visit times and testing.

Implications for Future Research

This study has described the importance of
the frailty phenotype in COPD. A further
understanding of how the COPD frailty
phenotype can be modified or treated,

and whether modification improves
hospitalization, mortality, and quality of life
outcomes are key topics for future research.

Strengths and Limitations

The strengths of this study include
multicenter recruitment, a large sample size,
and the rigorous prospective methodology
of the NETT database.
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This study has several limitations.
Although we used the previously described
frailty phenotype paradigm from the
geriatric literature (wasting, slowness, low
physical activity, weakness, and exhaustion)
(7), we also used practical clinical measures
that were available in the NETT database
and are likely available in clinical settings.
For example, in lieu of gait speed, we used
the 6MWD to measure slowness. We believe
this is justifiable because gait speed is
strongly correlated with the 6 MWD (r =
0.77-0.80); however, further comparisons
may be needed to avoid misclassifications
(38). In lieu of grip strength, which was
unavailable in the NETT database, we used
respiratory muscle strength. Respiratory
muscle strength is strongly correlated with
grip strength (r = 0.7) and has been
demonstrated to differ significantly between
frail and nonfrail subjects (23). Respiratory
muscle strength is also more likely to be
clinically available than grip strength.
However, respiratory muscle strength has
the disadvantage that it may also be affected
by worsening pulmonary disease. Finally, we
did not use the Minnesota Leisure Time
Activity Questionnaire, as used in the
original geriatric cohort by Fried and
colleagues, and instead used self-reported
lower-extremity physical activity (7).
However, Baldwin and colleagues
demonstrated that the Minnesota Leisure
Time Activity Questionnaire had a
substantial floor effect in a population with
respiratory disease (39). Although it was
done for pragmatic reasons of data
availability, translating the Fried frailty
phenotype into clinically available measures
might be seen as a strength of this study.

Our study was conducted in a
population of patients with COPD who were
prescreened for inclusion in a clinical trial. The
influence of comorbidities on frailty was not
explored. The selection criteria excluded
patients with unintentional weight loss or a
low 6MWD after pulmonary rehabilitation.
Although our cohort began 1 year later, frailty
prevalence may have been underestimated.

Missing data is another limitation.
Sixteen participants lacked data on all frailty
data points. In addition, the 6MWD was only
measured at our study’s baseline (12 months
after randomization) and 1 year later.
However, we found that the overall 6MWD
declined by only 60 ft, or 4%, from the initial
measurement to the follow-up measurement
12 months later. If we were to assume another
4% decline in the 6MWD in the subsequent

Kennedy, Novotny, LeBrasseur, et al.: Frailty in Chronic Obstructive Pulmonary Disease

12 months, we may have underestimated the
number of frail participants at our 24-month
follow-up by four subjects, or 0.4%. Given the
small effect on frailty categorization, we did
not believe it was necessary to use an imputed
value for the 24-month 6MWD. Finally, there
was an 8.6% loss to follow-up between our
baseline and 12-month follow-up data.

Additionally, the NETT study involved
a largely white population, and it is unknown
whether our work can be extrapolated to
nonwhite patients.

Conclusions

Frailty is a state of increased susceptibility
to adverse health outcomes. In this study,
frailty was associated with decreased time to
first hospitalization and increased days in
the hospital compared with subjects who
were not frail. In addition, frail patients
reported a worse quality of life. Il
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