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BACKGROUND: The Sarcopenia Definitions and Outcomes
Consortium (SDOC) sought to identify cut points for muscle
strength and body composition measures derived from dual-
energy x-ray absorptiometry (DXA) that discriminate older
adults with slow walking speed. This article presents the core
analyses used to guide the SDOC position statements.
DESIGN: Cross-sectional data analyses of pooled data.

SETTING: University-based research assessment centers.
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PARTICIPANTS: Community-dwelling men (n = 13,652)
and women: (n = 5,115) with information on lean mass by
DXA, grip strength (GR), and walking speed.
MEASUREMENTS: Thirty-five candidate sarcopenia vari-
ables were entered into sex-stratified classification and
regression tree (CART) models to agnostically choose vari-
ables and cut points that discriminate slow walkers
(<0.80 m/s). Models with alternative walking speed out-
comes were also evaluated (<0.60 and <1.0 m/s and walk-
ing speed treated continuously).

RESULTS: CART models identified GR/body mass index
(GRBMI) and GR/total body fat (GRTBF) as the primary dis-
criminating variables for slowness in men and women,
respectively. Men with GRBMI of 1.05 kg/kg/m?” or less were
approximately four times more likely to be slow walkers than
those with GRBMI of greater than 1.05 kg/kg/m?*. Women
with GRTBF of less than 0.65 kg/kg were twice as likely to be
slow walkers than women with GRTBF of 0.65 kg/kg or
greater. Models with alternative walking speed outcomes
selected only functions of GR as primary discriminators of
slowness in both men and women. DXA-derived lean mass
measures did not consistently discriminate slow walkers.
CONCLUSION: GR with and without adjustments for
body size and composition consistently discriminated older
adults with slowness. CART models did not select DXA-
based lean mass as a primary discriminator of slowness.
These results were presented to an SDOC Consensus Panel,
who used them and other information to develop the SDOC
Position Statements. J] Am Geriatr Soc 68:1419-1428, 2020.
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here has been considerable effort to operationally

define sarcopenia—the age-related loss of muscle mass
and/or strength. Over the past 20 years, both public and
private entities have partnered to better characterize the sar-
copenia phenotype for identifying the most appropriate at-
risk population for evaluating a growing number of inter-
ventions available to promote muscle health in older adults.
The first approach, put forth by Baumgartner in 1998,
operationally defined sarcopenia as the occurrence of
appendicular lean mass (ALM) 2 SDs below the mean for
healthy young adults that is analogous to T-scores for oste-
oporosis diagnosis. Since then, the European Working
Group on Sarcopenia in Older People (EWGSOP) in 2010,
the Foundation for the National Institutes of Health (FNIH)
Sarcopenia Project in 2014,% the International Working
Group on Sarcopenia in 2011,> the Asian Working Group
for Sarcopenia in 2013,* and the Society of Sarcopenia,
Cachexia, and Wasting Disorders in 2014° have proposed
various conceptual and operational definitions of sar-
copenia. In 2019, the EWGSOP issued a revision of its
2010 operational definition.® Most of these definitions were
based on expert opinion and existing knowledge in the liter-
ature. However, the FNIH Sarcopenia Project identified
dual-energy x-ray absorptiometry (DXA)-based lean mass
and grip strength (GR) cut points based on an a priori con-
ceptual model on a pooled sample of relatively healthy
older adults.

As described previously,” in 2016, the National Insti-
tute on Aging and the FNIH funded the Sarcopenia Defini-
tions and Outcomes Consortium (SDOC) to develop an
evidence-based definition of sarcopenia. The primary aim of
the SDOC project was to develop evidence-based diagnostic
cut points for lean mass and/or muscle strength that identify
people who are more likely to have slowness. The effort
also extends the work of the FNIH Sarcopenia Project by
enhancing the racial/ethnic and geographic diversity of the
analytic sample and including a wider range of self-reported
mobility limitations. Slow walking speed (<0.80 m/s) served
as an anchor to operationally define sarcopenia because
muscle and neuromuscular function are important compo-
nents of ambulatory movement.®? It is also strongly associ-
ated with a myriad of adverse health consequences in older
adults.''2 Its use as an outcome for SDOC ensures the cut
points are relevant to a geriatric-centric health condition,
but should not be conceived as a replacement of walking
speed as a viable clinical measure. Additionally, as dis-
cussed in other linked articles, the SDOC aimed to validate
cut points in clinical populations and against incident clini-
cal outcomes, such as mortality, falls, and fractures, and
assessed their performance characteristics (sensitivity, speci-
ficity, and predictive value) in population-based studies. ">

This article describes the analytical approach and
results of the SDOC analyses to establish cut points for lean
mass and strength variables to ultimately define a sar-
copenia phenotype. The approach is akin to formulating a
diagnostic model whereby predictors are combined to esti-
mate the probability that a certain condition or disease is
currently present (or absent). Such an approach follows
guidelines set forth by the “Transparent Reporting of a
Multivariable Prediction Model for Individual Prognosis or
Diagnosis” or otherwise known as the TRIPOD Initiative.'*

The SDOC used a combination of receiver operating char-
acteristic (ROC) curves and empirical nonparametric
machine-learning methods to select specific variables and
respective cut points from a comprehensive pool of avail-
able sarcopenia variables as potential discriminators of
slowness. Variables included age, anthropometrics, GR,
DXA-derived body composition, and their respective com-
binations. This is a major departure from previous heuristic
consensus approaches.>*¢ It differs from the FNIH Sar-
copenia Project that followed a conceptual model of muscle
weakness originating from low lean mass and then applying
decision analytics to determine relevant cut points. The
SDOC approach allows muscle-related variables to directly
compete and interact with each other to discriminate those
with and without slowness. This analytic approach empiri-
cally determines which subgroups, defined by a specific
muscle-related variable or combination of variables, are
most discriminative of slowness. As a result, the approach
considers DXA lean mass and GR by themselves and their
interactions to comprehensively evaluate an operational def-
inition for sarcopenia. The information herein and the rela-
tion of the cut points to clinical outcomes reported
separately'® represent the core analyses that informed the
SDOC position statements and recommendations for an
operational definition of sarcopenia.'®

METHODS

Study Population

We used data from eight cohort studies of community-
dwelling older adults (Supplementary Table S1). These stud-
ies have been described elsewhere.” Analyses were limited
to those aged 65 years or older with data on DXA-derived
body composition, GR, walking speed, and reported mobil-
ity function. Data from the baseline visit of each study was
used, except for Health, Aging, and Body Composition
Study, where the year 7 (visit 8) was used to enrich the sam-
ple with reports of mobility limitations; the Study of Osteo-
porotic Fractures year 10 (visit 6); and the Cardiovascular
Health Study year 6 data, where measures of interest were
conducted simultaneously.

Grip Strength

GR was assessed with handheld dynamometry; protocol
details for each cohort are summarized in Supplementary
Table S2. The maximum value from either hand was used
in the analysis.

Walking Speed

Walking speed was assessed as the participant’s usual pace.
Five cohorts used in the analyses performed the walk speed
test over 6 m and others at different distances, as described
in Supplementary Table S2 (range = 2.4-20 m). To account
for slower walking speeds over shorter distances due to less
acceleration when initiating movement, walking speed on
the 2.4-m course was converted to an equivalent speed that
would have been observed over 4 to 6 m using equations
previously published by Guralnik et al.'® Slowness was
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defined as walking speed less than 0.80 m/s because of its
strong association with health outcomes in older persons
and its historical use in the literature.'®'” The SDOC inves-
tigators also considered other walking speed cut points of
less than 1.0 and less than 0.60 m/s. Walking speed was
also treated as a continuous variable. These were performed
as sensitivity analyses and to address the variability of walk
speed cut points noted in the literature.!”2%!

Body Size and Composition

Body height and weight were measured using standardized
procedures in a clinic for all cohorts, and body mass index
(BMI) was calculated as weight (kg)/height* (m?). Body sur-
face area was calculated with the following equation:
0.20247 x height™"* x weight’***.** Lean mass and fat
mass of the total body, arms (both right and left), and legs
(both right and left) were determined by DXA. Appendicu-
lar body composition was calculated by summing the right
and left arms and legs.

It is known that even within the same manufacturer,
different scanners and software could influence “raw” body
composition values across studies. To examine this influ-
ence, we adjusted data from the scanner and software ver-
sions from each cohort to a common standard using a
normative data set from the National Health and Nutrition
Examination Survey (the “NHANES” standard). Sufficient
information for harmonization was available from six of

the eight cohorts (18,767 participants; 13,652 men and
5,115 women). Following harmonization, we reestimated
statistical models for discrimination of slowness (gait speed
<0.8 m/s) as a function of lean mass and/or strength cut
points to provide an empirical assessment of the influence
of standardization. Harmonization to the NHANES stan-
dard reassigned approximately 5% of lean mass and/or
bone mineral content estimates to fat mass compartment.
Predictive models developed to assess association between
lean mass and strength measures and slow gait were not
meaningfully affected by harmonization. Since results were
robust to harmonization, analyses on original non-
harmonized values are therefore presented in this article
and the series of articles, to preserve correspondence to
cohort-specific results previously published.

Statistical Analysis

Cross-sectional analyses were stratified by sex because there
are clear sex differences in walking speed, strength, and
body size. First, we computed ROC curves for each of the
candidate sarcopenia variables on walking speed less than
0.8 m/s. This approach characterizes the discriminant capa-
bility of each variable entered into the classification and
regression tree (CART) analyses. We calculated the area
under the ROC curve (AUC) and the Youden index (sensi-
tivity + specificity — 1), which provides an optimal cut point
value for each candidate variable,>®> which summarizes each

Table 1. Characteristics of Participants With and Without Slowness in Men and Women

Men (N = 13,652)

Women (N = 5,115)

<0.8 m/s 0.8 m/s <0.8 m/s 20.80 m/s
(N =1,251) (N =12,401) PValue (N =1,445) (N =3,670) PValue
Characteristic

Age, y 78.06 + 6.08 74.25 + 5.19 <.001 77.05 + 5.8 74.85 + 5.45 <.001
Height, m 1.68 + 0.08 1.72 + 0.08 <.001 1.55 + 0.07 1.55 + 0.07 .6351
Total body weight, kg 76.03 £+ 15.11 78.98 + 14.12  <.001 66.95 + 16.73 62.38 + 13.41 <.001
BMI, kg/m? 26.9 +4.45 26.56 + 3.85 .0097  27.68 +5.95 25.72 + 4.66 <.001
Body surface area, m? 1.85+0.2 1.92 £ 0.19 <.001 1.65 £+ 0.21 1.61 £0.18 <.001
Total fat mass, kg 21.71 £ 8.28 21.05 £ 7.31 .0067 26.39 + 11.05 23.41 £ 857 <.001
Total percentage fat mass, % 28.22 + 6.52 26.46 + 5.75 <.001 38.38 + 7.93 36.82 + 6.72 <.001
Appendicular lean mass, kg 21.88 + 3.95 23.55 + 3.58 <.001 16.34 + 3.71 15.63 + 2.85 <.001
Arm lean mass, kg 5.84 + 1.36 6.27 £1.12 <.001 412 £1.13 3.87 £ 0.83 <.001
Appendicular lean mass/height?, 7.72 +1.14 7.91 £0.92 <.001 6.74 £1.29 6.45 £ 0.98 <.001
kg/m?

Grip strength, kg 32.94 + 8.34 40.38 + 8.52 <.001 20.97 + 5.57 22.63 + 5.26 <.001
Grip strength/BMI, kg/kg/m? 1.25 £ 0.33 1.54 £ 0.35 <.001 0.78 £ 0.23 0.9 +£0.24 <.001
Usual paced walk speed, m/s 0.68 + 0.11 1.21 £0.22 <.001 0.64 +0.13 1.03 £ 0.15 <.001

Race, No. (%)

White 881 (70.42) 9,814 (79.14) <.001 554 (38.34) 1,389 (37.85) <.001
Black 130 (10.39) 446 (3.6) <.001 476 (32.94) 691 (18.83) <.001
Asian 234 (18.71) 1,951 (15.73) <.001 414 (28.65) 1,588 (43.27) <.001
Other 6 (0.48) 190 (1.53) <.001 1 (0.07) 2 (0.05) <.001
Leg lean mass, kg 16.04 £ 2.77 1728 £ 2.6 <.001 12.22 +£2.72 11.76 £ 2.12 <.001
Appendicular fat mass, kg 8.67 + 3.57 8.16 + 3.08 <.001 13.34 £ 6.21 11.47 £ 4.78 <.001
Grip strength/weight, kg/kg 0.44 £ 0.11 0.52 £ 0.11 <.001 0.33 £0.1 0.37 £ 0.1 <.001

Note: Values are pooled means + SD, unless otherwise noted, from cohorts listed in Supplementary Table S2. Variable units are presented without cancella-

tion for clarity.

Abbreviation: BMI, body mass index.
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candidate’s ability to discriminate slowness. The Youden
index ranges from 0 (poor diagnostic accuracy) to 1.0 (per-
fect accuracy) and was used to evaluate the global test per-
formance as it equally weights sensitivity and specificity.**
Geometrically speaking, the Youden index is the maximum
vertical distance from the ROC curve to the 45° diagonal
line. It represents a specific cut point that optimizes sensitiv-
ity and specificity. This process was repeated for walking

speed cut points of less than 0.60 and less than 1.0 m/s.
The following are reported from these analyses: the ROC
AUC; Youden index (0-1.0); and the cut point that simulta-
neously maximizes both sensitivity and specificity based on
the Youden index.

The SDOC chose CART because it is empirical, is non-
parametric, and produces interpretable results. CART uses
recursive partitioning to reduce a large number of candidate

Table 2. Area Under the Receiver Operating Characteristic Curve and the Youden Index for Slowness (Walk Speed
<0.80 m/s), According to Measures of Body Anthropometry, DXA Lean Mass, and GR in Men and Women

Men Women
Area Under the Youden Optimal Cut Point From Area Under the Youden Optimal Cut Point From
Variable Curve Index Youden Index Curve Index Youden Index
Age, y 0.68 0.13 78.90 0.61 0.33 79.00
BMI, kg/m? 0.68 0.10 30.06 0.64 0.30 27.55
TBF, kg 0.68 0.09 23.72 0.64 0.32 30.21
AFM, kg 0.69 0.10 9.53 0.64 0.33 15.93
ARMLM, kg 0.69 0.10 5.80 0.63 0.32 4.71
ALM
ALM, kg 0.70 0.10 22.36 0.62 0.31 18.01
ALM/height, kg/m 0.69 0.10 13.04 0.63 0.32 11.55
ALM/BMI, kg/kg/m? 0.73 0.10 0.84 0.62 0.30 0.56
ALM/TBF, kg/kg 0.68 0.10 1.02 0.61 0.30 0.55
ALM/weight, kg/kg 0.69 0.11 0.28 0.61 0.30 0.24
ALM/height?, kg/m? 0.68 0.10 7.44 0.63 0.31 7.14
ALM/body surface 0.69 0.10 11.64 0.61 0.30 10.45
area, kg/m?
ALM/percentage fat, 0.71 0.11 0.80 0.61 0.29 0.50
kg/o/o
ALM/AFM, kg/kg 0.69 0.10 2.75 0.61 0.30 1.27
LLM
LLM, kg 0.70 0.10 16.09 0.62 0.31 13.27
LLM/weight, kg/kg 0.69 0.10 0.21 0.62 0.29 0.18
LLM/height, kg/m 0.69 0.09 9.71 0.62 0.30 8.22
LLM/height?, kg/m? 0.68 0.10 5.52 0.63 0.32 5.53
LLM/BMI, kg/kg/m? 0.73 0.10 0.62 0.62 0.31 0.41
LLM/TBF, ka/kg 0.69 0.10 0.72 0.61 0.30 0.43
LLM/body surface 0.70 0.10 8.66 0.61 0.29 7.98
area, kg/m?
Maximum GR
GR, kg 0.76 0.12 34.00 0.63 0.32 19.00
GR/ALM, kg/kg 0.73 0.10 1.60 0.65 0.29 1.36
GR/weight, kg/kg 0.74 0.11 0.45 0.66 0.30 0.34
GR/BMI, kg/kg/m? 0.76 0.11 1.33 0.67 0.31 0.78
GR/height, kg/m 0.75 0.08 22.00 0.63 0.30 13.13
GR/height?, kg/m? 0.74 0.10 12.13 0.63 0.31 8.25
GR/TBF, kg/kg 0.71 0.11 1.66 0.64 0.31 0.82
GR/body surface 0.75 0.11 18.70 0.65 0.30 12.82
area, kg/m?
GR/LLM, kg/kg 0.72 0.10 217 0.64 0.29 1.81
GR/percentage fat, 0.75 0.11 0.64 0.30 0.57
kg/%
GR/AFM, kag/kg 0.72 0.12 3.98 0.64 0.33 1.44
GR/ARMLM, kg/kg 0.73 0.09 6.08 0.65 0.30 5.37

Note: Full abbreviations are defined in Supplementary Table S3. Variable units are presented without cancellation for clarity. The Youden Index is a global

test of accuracy performance—it ranges from 0 (poor diagnostic accuracy) to 1.0 (perfect accuracy).?* The optimal cut point represents the value that opti-
mizes both sensitivity and specificity. The Youden Index values for body weight and height were not calculated due to their overlap with BMI.
Abbreviations: AFM, appendicular fat mass; ALM, appendicular lean mass; ARMLM, arm lean mass; BMI, body mass index; DXA, dual-energy x-ray

absorptiometry; GR, grip strength; LLM, leg lean mass; TBF, total body fat.
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variables (possibly collinear) and identify interactions that
can improve discrimination.”* As such, the method has
multiple advantages for identifying potential target areas
for additional confirmation studies and/or pursuing future
interventions. Sex-stratified CART models were performed
with 10-fold cross-validation to choose variables and spe-
cific cut points that optimally discriminated those with and
without slowness. Thirty-five candidate predictors, listed in
Supplementary Table S3, were included simultaneously.
These predictors included measures of body size (height,
weight, BMI); body composition (total fat, percentage fat);
total lean mass, ALM (leg and/or arm lean mass); lean mass
variables standardized to measures of body size or fat; and
GR standardized to measures of body size, fat, and arm
lean mass. All analyses were repeated for alternative walk
speed outcomes (<0.6 and <1.0 m/s). We also evaluated
CART models with walk speed as a continuous measure

that was not possible for ROC and Youden analyses. Ana-
lyses were performed in SAS Version 9.4, and CART
models in R software (version 3.1.2) using the command
rpart.

RESULTS

Baseline Characteristics of the Pooled Cohorts

The pooled SDOC cohorts included n = 13,652 men and
n = 5,115 women. Characteristics of the participants by
slowness group (<0.80 m/s) are reported in Table 1.
Women (28.2%) had higher rates of slowness than men
(9.2%). Slowness was more common in blacks (22.6% in
men; 40.8% in women) and less common in women of
Asian descent (20.7% vs 28.2% overall). Both men and
women with slowness had slightly larger body sizes than

13,652 Males
1,251 (9.2%) < 0.80 m/s

GRBMI < 1.05

1,242 (9.1% of sample)
377 (30.4%) <0.80 m/s

Age <835y Age>835y

1,064 (7.8% of sample) ‘

280 (26.3%) < 0.80 m/s 97 (54.5%) < 0.80 m/s

178 (1.3% of sample) J

ARMLM < 4.55

GRBMI > 1.05

1,2410 (90.9% of sample)
874 (7.0%) < 0.80 m/s

ARMLM > 4.55

53 (0.38% of sample)
40 (75%) < 0.80 m/s

125 (0.91% of sample)
57 (45.6%) <0.80 m/s

GRTBF < 0.65

854 (16.7% of sample) ’

[ 426 (49.9%) < 0.80 m/s

ALMAFM <0.79

1,445 (28.3) <0.80 m/s

[ 5,115 Females ’

ALMAFM > 0.79

153 (3.0% of sample)
109 (66.5%) < 0.80 m/s

701 (13.7% of sample)
317 (45.9%) < 0.80 m/s

GRTBF > 0.65

4,261 (83.3% of sample)
1,019 (23.9%) <0.80 m/s

Age <805y Age>805y

ARMLM < 5.24

3,460 (67.6% of sample)
712 (20.6%) < 0.80 m/s

801 (15.7% of sample)
307 (38.3%) <0.80 m/s

ARMLM > 5.24

Age <86.5y Age >86.5y

529 (10.3% of sample)
(53.8%) < 0.80 m/s

172 (3.6% of sample)
107 (62.2%) < 0.80 m/s

710 (13.8% of sample)
246 (34.6%) < 0.80 m/s

91 (1.8% of sample)
61 (67%) < 0.80 m/s

TBF <27.7

TBF >27.7

384 (7.5% of sample)
250 (65.1%) < 0.80 m/s

145 (2.8% of sample)
83 (57.2%) < 0.80 m/s

Figure 1. Classification and regression tree model for discriminating objective mobility limitation (gait speed <0.8 m/s). A, Men. B,
Women. Soft edge rectangles represent continuing nodes, and hard edge rectangles represent terminal nodes. ARMLM, arm lean
mass; GRBMLI, grip strength/body mass index; GRTBF, grip strength/TBF; TBF, total body fat.
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those without slowness—they had higher average BMI,
total fat mass, and percentage fat. However, those with
slowness had lower GR than those without slowness.

In Table 2, ROC AUC and Youden index for slowness
(<0.80 m/s) are presented for each candidate variable. For
men, the AUCs ranged from 0.68 to 0.76, indicating a “suf-
ficient” to “good” diagnostic accuracy. The AUCs for mea-
sures of ALM and body composition performed only
slightly better than or similar to the AUC for age alone
(AUC = 0.68). In contrast, AUCs for measures of GR were
approximately 5% to 10% higher than the AUC for age
alone. For women, the AUCs ranged from 0.61 to 0.67,
which were numerically lower than men. As with men,
AUG:s for body composition variables were only marginally
better than the AUC for age alone, while GR measures pro-
vided a 5% to 8% higher AUC. The Youden index was
consistently low for both men (average = 0.10) and women
(average = 0.31). Optimal cut points generated by the
Youden index are presented in Table 2. Supplementary
Tables S4 and S5 contain ROC AUCs and Youden indexes
for slowness defined as less than 0.60 and less than 1.0 m/s,
respectively.

For slowness defined as walking speed less than
0.80 m/s, CART analyses identified GR/BMI (GRBMI
<1.05 kg/kg/m?) and GR/total body fat (GRTBF <0.65 kg/
kg) as the primary nodes for men and women, respectively
(Figure 1A,B for CART decision trees). Men with GRBMI
of 1.05 kg/kg/m? or less were approximately four times
more likely to have slowness than those with GRBMI
greater than 1.05 kg/kg/m”. Women with a GRTBF of less
than 0.65 kg/kg were approximately twice as likely to have
slowness than women with GRTBF of 0.65 kgkg or
greater. In men, a secondary node of age 83.5 years or older

and a tertiary node of arm lean mass (ARMLM) less than
4.55 were split from GRBMI, although selection into these
tertiary nodes was uncommon. There were only 53 men
(0.38% of the sample) who had GRBMI of less than 1.035,
were83.5 years old or older, and had ARMLM of 4.55 kg
or less. In women, a secondary node identified 153 women
(3% of the sample) with low ALM/appendicular fat mass
(ALM/AFM <0.79) who had elevated risk of slowness.
There were two additional nodes—ARMLM of 5.24 kg or
greater and TBF of less than 27.7 kg—under ALM/AFM
0f0.79 or greater that represented an approximately 15%
higher prevalence of slowness compared to the initial split
at GRTBF of less than 0.65. Table 3 provides a summary of
primary and secondary nodes for all walk speed outcomes.
CART sensitivity analyses were conducted on alterna-
tive slowness definitions and continuous walking speed.
CART decision trees are presented as supplemental figures
for walking speed of less than 1.0 m/s (Supplementary Fig-
ure S1), walking speed of less than 0.60 m/s (Supplementary
Figure S2), and walking speed as a continuous variable
(Supplementary Figure S3). A summary of the CART pri-
mary and secondary nodes for all the models is listed in
Table 3. For men, no variables were selected for walking
speed of less than 0.60 m/s, but the primary node of GR
less than 35.5 kg was selected for walking speed of less than
1.0 m/s, and GRBMI of less than 1.46 kg/kg/m* was
selected for continuous walk speed. In women, GR/arm lean
mass of less than 3.26 kg was identified for walk speed of
less than 0.60 m/s, GRBMI of less than 0.79 kg/kg/m”> was
identified for walk speed of less than 1.0 m/s, and GR/body
weight of less than 0.337 was identified for walk speed as a
continuous variable. Secondary nodes included GRBMI
(<1.09 in men, walk speed <1.0 m/s), GR (<31.25 in men,

Table 3. Summary of Primary and Secondary Cut Points Identified by CART Models With Various Gait Speed

Outcomes
Slowness No. (%) Below Cut No. (%) With
Outcome Node Cut Point Point? Slowness
Men 0.6 m/s NA No variables or cut points chosen NA NA
0.8 m/s 1° Grip/BMI <1.05 1,242 (9.1) 377 (30.4)
0.8 m/s 2° Age =835y 178 (1.3) 97 (54.5)
1.0 m/s 1° Grip strength <35.5 kg 4,203 (30.8) 1,878 (44.7)
1.0 m/s 2° Grip/BMI <1.09 kg/kg/m? 1,449 (10.6) 814 (56.2)
Continuous 1° Grip/BMI <1.46 6,289 (46.1) NA
Continuous 2° Grip (max) <31.25 2,150 (15.7) NA
Women 0.6 m/s 1° Grip/arm lean mass <3.26 231 (4.5) 82 (35.5)
0.6 m/s 2° Body height <1.5 m 22 (0.4) 6 (72.7)
0.8 m/s 1° Grip/total body fat <0.65 854 (16.7) 426 (49.9)
0.8 m/s 2° Appendicular lean mass/appendicular fat mass <0.79 153 (3.0) 109 (66.5)
1.0 m/s 1° Grip/BMI <0.79 kg/kg/m? 1,983 (38.8) 1,507 (76)
1.0 m/s 2° No secondary node identified NA NA
Continuous 1° Grip/body weight <0.337 2,142 (41.9) NA
Continuous 2° Grip/arm lean mass <4.1 659 (12.9) NA

Note: NA indicates that no cut points or nodes were identified and where the prevalence is unattainable for the continuous walk speed model. Variable units

are presented without cancellation for clarity.

Abbreviations: BMI, body mass index; CART, classification and regression tree; max, maximum; NA, not applicable.
*Values indicate the prevalence of those categorized below the cut point identified. Prevalence was determined as function of the sex-specific total sample.
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walk speed continuous), body height (<1.5 m in women for
walk speed <0.60 m/s), and GR/arm lean mass (<4.1 in
women for walk speed continuous).

SDOC investigators examined the influence of race and
ethnicity as well as accuracy of cross-validations. First, we
evaluated the importance of having black race and Chinese
as variables in the final CART models. These variables did
not alter the CART variable selection and were not listed in
the variable importance list. Second, the cross-validation
predictive accuracy [(root node error * cross-validation
error) * 100] for walking speed of less than 0.80 m/s was
90.9% and 72.3% in men and women, respectively. For
walking speed of less than 1.0 m/s, it was 75% for men and
64.1% for women. For walking speed of less than 0.60 m/s,
it was 90.9% in women (CART did not select variables for
men). Last, for continuous walking speed CART models,
cross-validation accuracy was high at 94.0% in men and
95.3% in women.

DISCUSSION

This study demonstrated that maximal GR, with and with-
out adjustment for body size or composition, consistently
discriminated community-dwelling older men and women
with slowness from those without. Although DXA-derived
lean mass has traditionally been viewed as an important
component of the sarcopenia definition, it did not emerge
as a potent discriminator of slowness.

The approach taken by the SDOC differs from work
done by FNIH and EWGSOP groups, but resembles others
who either verified or originated new grip and/or ALM cut
points.*®*” First, in both men and women, AUC ROC
results demonstrate the accuracy of tests for leg lean mass
and ALM is fair to poor (<~0.70) and is similar to accuracy
of age alone. While we did not statistically compare all
AUC measures with each other, it is clear that GR deriva-
tives provided a slight numeric increase in accuracy, with
findings generally stronger in men than women. This is con-
sistent with results from the FNIH Sarcopenia Project and
when considered alone that muscle-related factors are more
relevant for walking speed in men than women.”® While the
AUC ROC analyses provided a relatively simple approach
for understanding accuracy, the approach is not sufficient
for variable selection. CART approaches are useful for
selecting variables and are robust to collinearity between
variables. As such, the SDOC approach had the most com-
monly considered sarcopenia variables compete as discrimi-
nators of slowness. This yielded consistency in choosing the
primary variable—namely, GR, but there was some vari-
ability in choice of secondary and tertiary nodes. Overall,
the work provides new knowledge regarding to how differ-
ent expressions of sarcopenia-related variables are associ-
ated with slowness in a large and diverse pooled cohort.

When the primary outcome of slowness was defined by
walking speed of less than 0.80 m/s, approximately 30% of
males with a GRBMI of less than 1.05 kg/kg/m* and 50%
of women with GRTBF of less than 0.65 were slow. In men
with GRBMI of less than 1.05 kg/kg/m?, an additional node
that partitioned the data at age 83.5 years or older identi-
fied a subsample with an even higher prevalence of slowness
(55%). However, the subsample comprised only 1.3% of
the total sample, which questions its practical utility and

potential overfitting of the model, despite the internal cross-
validation employed. For women, there was an additional
node that identified women with low ALMAFM (<0.79)
who had approximately 16% higher likelihood of slowness.
Then, two additional nodes were identified in women with
ALMAFM of 0.79 or greater that ended with a chance of
slowness of approximately 60%—which was similar to
women with weakness and low ALMAFM. Similar findings
were noted with other slowness outcomes. The practical
utility of these nodes is dependent on both the increase in
likelihood of slowness and the total sample. As such, nodes
that reflect small subsamples are not expected to yield sig-
nificant benefit when considering the potential overall
impact of additional time required for screening.

In men, the variables selected and cut points identified
in the current work have some similarities and differences
with those reported elsewhere. The SDOC analyses consis-
tently chose a form of GR as the CART primary node
(GRBMI <1.05, GR <35.5 kg, GRBMI <1.46). GR of less
than 35.5 kg is more consistent with cut points derived
from more representative data in the Health and Retirement
Survey (white men <35 kg; black men <40 kg)*® than GR
from the FNIH Sarcopenia Project (<26 kg), EWGSOP2
(<27 kg), or Woo et al (<27 kg).>®** Interestingly, CART
selected GRBMI of less than 1.05, which was similar to the
FNIH Sarcopenia Project alternate weakness measure of
GRBMI of less than 1.0. Previous research on this topic
also recommended variables and cut points for ALM (or
ALM/BMI, ALM/height?), which were not selected by the
SDOC analyses as primary or secondary nodes in men. The
forced selection of lean mass into models from previous
efforts (but not the SDOC) constitutes a major difference
between the SDOC analysis and others in the field.

In women, the SDOC analyses reliably chose GR as the
primary node, with different denominators (arm lean mass,
total body fat, BMI, and body weight). The variability in
choice of denominators is the result of increased probability
of slowness that a particular GR denominator provides in
the CART analyses. For example, GR/total body fat of less
than 0.65 identified 17% of women with approximately
double the likelihood of slowness (50% vs 24% with slow-
ness). Only 4.5% of women had GR/arm lean mass of less
than 3.26, but they had a fourfold higher probability of
walking slower than 0.6 m/s than women with greater than
3.26 (35.5% vs 7.9%). For the 1.0-m/s outcome, there was
a high prevalence of women (39%) with GRBMI of less
than 0.79 and the chance of slowness was only slightly ele-
vated (76% vs 55% of the sample with slowness). Last,
with continuous walking, women with GR/body weight of
less than 0.34 represented a large proportion of the sample,
at 42%. The only direct comparison to the literature is from
the FNIH Sarcopenia Project, which chose GRBMI of less
than 0.56 as an alternative measure of muscle weakness.
This value is significantly lower than the current analysis,
which chose a value of less than 0.79 to dichotomize
women with slowness defined as walking less than 1.0 m/s.
In women, ALM was only selected as secondary or tertiary
node when components of fat mass were also included,
suggesting that fatness or adiposity rather than lean mass
may be an important factor to consider for women.

Measures of DXA-based lean mass were not selected as
primary nodes in men nor women. While this might be
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unexpected, for the past decade, accumulating evidence sug-
gests that DXA-based lean measures are poorly correlated
with functional and medical outcomes.®>® Technically,
DXA uses a three-compartment model of body composition
by directly measuring the differential absorption of two
photon energies of fat and bone.*' Lean mass, which
includes muscle tissue, water, organ weight, and all other
nonbone (fibrous tissue) and nonfat soft tissue, is derived
by subtraction from the total mass. As such, a lack of direct
association may reflect inaccuracy in estimating muscle
mass with DXA and not necessarily the true associations
between muscle mass and outcomes, as recently found by
Cawthon et al*? and argued by others.?*>*

There are several strengths and some limitations of the
current work. The SDOC followed guidelines established by
the TRIPOD Initiative that used analytic results to guide
decisions for defining the sarcopenia phenotype. Addition-
ally, the SDOC performed multiple sensitivity analyses to
evaluate and compare output from four different slowness
outcomes. Additional analyses reported in an article in this
issue of the journal describe the relation of low GR and tra-
ditional DXA-based lean mass measures with health-related
outcomes, such as falls, hip fracture, and mortality."?
Another strength is the geographic and racial diversity of the
pooled cohorts that aids in generalizability of the selected
variables and associated cut points. As for limitations, the
cohorts included only a small proportion of Hispanics. We
note that other methodological approaches could have been
used for decision tree definitions that have different optimiza-
tion criteria than CART and that variable selection could dif-
fer. The comparison of other variable selection methods
would be a topic for future sarcopenia research. Slowness
was the only outcome evaluated for potential cut points.
CART models will choose variables even if they slightly out-
perform others in the pool and will not take practicality into
consideration. Last, GR measurement requires a high degree
of volitional effort—it can be affected by mental status,
arthritis of the hand, pain, and patient motivation and effort.

Using empirical results in a large and diverse sample of
older adults, the SDOC analyses suggest that GR with and
without adjustments for body composition and anthropo-
metrics consistently identifies older adults with higher preva-
lence of slowness. These findings were presented to the
SDOC Consensus Panel, who used them and other informa-
tion to develop the SDOC Position Statement that muscle
weakness, as defined by low GR, should be included in the
definition of sarcopenia. Additionally, lean mass and other
body composition metrics by themselves were not selected
for identifying slow walking older adults, but they may serve
as adjustment factors for GR. Efforts to operationally define
or create diagnostic guidelines for sarcopenia should recon-
sider the utility of lean mass by DXA as a hallmark measure
for risk stratification. Overall, this work guided the forma-
tion of the SDOC position statements and supports the inclu-
sion of GR measures alone to define sarcopenia.'®
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SUPPORTING INFORMATION

Additional Supporting Information may be found in the
online version of this article.

Supplementary Figure S1: CART model for discrimi-
nating objective mobility limitation (walk speed <1.0 m/s).

Soft edge rectangles represent continuing nodes, and hard
edge rectangles represent terminal nodes.

Supplementary Figure S2: CART model for discrimi-
nating objective mobility limitation (gait speed <0.6 m/s).
Soft edge rectangles represent continuing nodes, and hard
edge rectangles represent terminal nodes.

Supplementary Figure S3: CART model for discrimi-
nating different levels of gait speed (continuous outcome).
A, Men. B, Women. Soft edge rectangles represent continu-
ing nodes, and hard edge rectangles represent terminal
nodes.

Supplementary Table S1: Participant Characteristics of
Included Cohorts

Supplementary Table S2: Grip Strength and Walk
Speed Protocols Between Included Cohorts

Supplementary Table S3: Candidate Sarcopenia Predic-
tors of Slowness Passed to Classification of Regression Tree
(CART) Models

Supplementary Table S4: Area Under the Receiver
Operating Characteristic Curve and Youden Index for
Walk Speed <0.6 m/s, According to Measures of Body
Anthropometry, DXA Lean Mass, and Grip Strength in
Men and Women

Supplementary Table S5: Area Under the Receiver
Operating Characteristic Curve and Youden Index for
Walk Speed <1.0 m/s, According to Measures of Body
Anthropometry, DXA Lean Mass, and Grip Strength in
Men and Women
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