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Preface to “Physical Activity, Physical Fitness, and
Exercise Interventions for Preserving Human Health
and Preventing and Treating Chronic Conditions
across the Lifespan”

Increasing global physical activity levels is one of the most important public health goals of
the 21st century. Physically active individuals present better sleep patterns, increased wellbeing and
quality of life, as well as better physical function and fitness levels. In addition, physical activity might
stimulate brain function and improve both cognition and mental health. The risk of many chronic
diseases is also reduced in physically active individuals, and physical activity might counteract the
detrimental metabolic effects of long sedentary periods.

Physical fitness is not only a key marker of health in healthy individuals, but in people with
chronic conditions. Compelling evidence indicates that low levels of both cardiorespiratory fitness
and muscular strength are associated with an increased risk of morbidity and premature mortality for
a variety of causes, including cardiovascular diseases and cancer. Consequently, preserving fitness
levels throughout life is a major clinical and public health interest.

Exercise interventions represent the most efficient form of physical activity to enhance physical
fitness and improve health outcomes at all ages and chronic statuses. However, exercise prescription
in many populations is underdeveloped and further insights are needed for practitioners and the
research community to understand how exercise should be administered, depending on the health
and clinical status of different populations.

This Special Issue focuses on the influence of fitness and physical activity and the effects of
exercise interventions on human health- and disease-related outcomes. This includes, but is not

restricted to, the following article types:

¢ Observational studies assessing the association of physical fitness (alone or in combination with

other risks/protective factors) with health- and disease-related outcomes.

* Observational studies assessing the association of physical activity (alone or in combination
with other lifestyle behaviors) with health- and disease-related outcomes. This includes studies

assessing physical activity through either objective or subjective means.

e Experimental studies assessing the effects of exercise interventions (alone or in combination

with other interventions) on health- and disease-related outcomes across the lifespan.

® Systematic reviews and meta-analyses on the above-mentioned topics are also welcome.

Alberto Soriano-Maldonado
Editor
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Abstract: Previous research indicates that high intensity training (HIT) is a more effective exercise
modality, as opposed to moderate intensity training (MIT), to improve disability and physical
performance in persons with chronic nonspecific low back pain (CNSLBP). However, it is unclear
how well benefits are maintained after intervention cessation. This study aimed to evaluate the
long-term effectiveness of HIT on disability, pain intensity, patient-specific functioning, exercise
capacity, and trunk muscle strength, and to compare the long-term effectiveness of HIT with MIT in
persons with CNSLBP. Persons with CNSLBP (1 = 35) who participated in a randomized controlled
trial comparing effects of an HIT versus MIT intervention (24 sessions/12 weeks) were included for
evaluation at baseline (PRE), directly after (POST), and six months after program finalization (FU) on
disability, pain intensity, exercise capacity, patient-specific functioning, and trunk muscle strength. A
general linear model was used to evaluate PRE-FU and POST-FU deltas of these outcome measures
in each group (time effects) and differences between HIT and MIT (interaction effects). Ultimately,
twenty-nine participants (mean age = 44.1 year) were analysed (HIT:16; MIT:13). Six participants were
lost to follow-up. At FU, pain intensity, disability, and patient-specific functioning were maintained
at the level of POST (which was significant from PRE, p < 0.05) in both groups. However, HIT led to
a greater conservation of lowered disability and improved exercise capacity when compared with
MIT (p < 0.05). HIT leads to a greater maintenance of lowered disability and improved exercise
capacity when compared to MIT six months after cessation of a 12-week supervised exercise therapy
intervention, in persons with CNSLBP.

Keywords: chronic low back pain; exercise therapy; high intensity training

1. Introduction

Chronic nonspecific low back pain (CNSLBP) is a common musculoskeletal disorder
affecting many individuals worldwide [1]. It is characterized by fluctuating pain and high
levels of functional disability, and consequently has a major impact on activities of daily
living, work, and social interactions [2]. As it is thought to have a multi-factorial origin at
its base [3], guidelines for CNSLBP highlight the need for a multimodal therapy design [4].
Exercise therapy (ET) is hereby consistently advocated as an important component in man-
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agement [5,6]. However, while it is presented as the best-evidenced approach, treatment
effect sizes in CNSLBP remain only modest [7].

In this regard, a novel ET method, i.e., high intensity training (HIT), has recently been
proven to be a feasible and more effective therapy modality than training protocols at
moderate intensity in CNSLBP [8,9]. It produces notably greater decreases in functional
disability and improves exercise capacity more in the short term [9]. Also, different HIT
protocol modalities have been shown to be equally effective to each other in CNSLBP [10].
Indeed, HIT might be better adapted on a physiological level to increase the physical
fitness levels in this population [5,11]. Furthermore, these outcomes are in line with studies
in other musculoskeletal disorders such as spondyloarthritis or chronic neck pain using
various HIT protocols to improve disease specific outcomes such as pain intensity and
physical functioning [12,13].

However, CNSLBP by nature often fluctuates over longer periods [14]. As such, recur-
rences of gradual pain or episodes with increased pain are very common [15,16]. It is thus
necessary to obtain a better insight into how exercise-induced benefits directly measured
at the cessation of an intervention are retained [17]. While minimal to moderate improve-
ments are observed consistently upon completion of various exercise interventions, these
improvements are typically lost over time [18]. Considering this, the ability to maintain the
long-term impact of exercise interventions for CNSLBP remains a challenge [18].

The long-term effectiveness of HIT on specific outcomes has been studied in other
musculoskeletal populations, such as improving walking speed in persons with knee
osteoarthritis and aerobic fitness and functional ability in rheumatoid arthritis [19,20].
However, currently, no data are available on retention effects of HIT on therapy outcomes
in rehabilitation of persons with CNSLBP. Because of the better short-term results by HIT
on disability and exercise capacity versus MIT, it is expected that HIT leads to a better
retaining of these benefits after cessation of intervention in the long-term, when compared
with MIT.

Therefore, the aim of this study is (1) to evaluate long-term effectiveness of HIT on
disability, pain intensity, patient-specific functioning, exercise capacity, and trunk mus-
cle strength, and (2) to compare long-term effectiveness of HIT with MIT in persons
with CNSLBP.

2. Materials and Methods
2.1. Trial Design

This exploratory study is part of a larger trial that evaluated the effects of training
intensity and training mode in CNSLBP rehabilitation through a prospectively registered,
five-arm, RCT organized at REVAL (Hasselt University, Diepenbeek, Belgium). The current
article evaluates the effectiveness of HIT in comparison to MIT at six months of follow-
up. A comprehensive research design flowchart is displayed in Figure 1. This project
was approved by the Medical Ethics Committee of Jessa Hospital (Hasselt, Belgium) and
registered at clinicaltrials.gov as NCT02911987.

2.2. Participants and Recruitment

Participants were recruited through local study advertisements in Limburg (Belgium).
To be eligible, persons had to speak Dutch, be 25-60 years old, and have medically diag-
nosed CNSLBP [21,22]. Persons were excluded when they had a history of spinal fusion,
had a musculoskeletal disorder aside from CNSLBP that could affect the execution of
the therapy program, had co-morbidities (e.g., paresis and/or sensory disturbances by
neurological causes), were pregnant, had ongoing compensation claims and/or a work
disability >six months, had followed an exercise intervention for low back pain in the
past three months, or were not able to attend regular therapy appointments. Interested
persons received a patient information letter and were invited for an intake session. During
that session, the information letter was reviewed, study inclusion and exclusion criteria
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were evaluated, the informed consent was signed, and a study specific screening form
concerning red flags for low back pain rehabilitation was filled out.

(—_Enrollment ) | Persons with CNSLBP

seeking care

Assessed for eligibility Excluded (n = 47)
(n=147) + Due to inclusion criteria ( n = 41)
+ Other reasons (n = 6)

Pre-treatment

easurements
ime point PRH

| Randomized |
(n=100)

A

Allocated to other groups (n = 62)
Analysed in phase 2 of this study

Allocated to HIT (n = 19) Allocated to MIT (n = 19)

T v

24 sessions in 12 weeks 24 sessions in 12 weeks
Received allocated intervention ( n = 18)| | Received allocated intervention (n = 19)
Discontinued intervention (n=1) Discontinued intervention ( n = 2)
Analysed (n = 18) Analysed (n=17)
Excluded from analysis ( n=0 Excluded from analysis ( n =0)
Measurements
Time point POST
A Y
Analysed (n=16) Analysed (n=13)
Lost to follow-up ( n = 2) Lost to follow-up ( n = 4)
Measurements
Time point FU

Figure 1. CONSORT flowchart of the research design. Abbreviations: CNSLBP: chronic nonspecific
low back pain; HIT: High intensity training; MIT: moderate intensity training.

2.3. Randomization and Blinding

Participants were randomly assigned to an experimental group (‘HIT’) performing a
high intensity training program, or a control group (‘MIT’) performing the same training
program at moderate intensity. To ensure concealment of allocation, a research assistant not
involved in the study picked a sealed, opaque envelope containing the allocated group for
each participant. Given the nature of the exercise intervention it was not possible to blind
the participants and physiotherapists for group assignment. To limit the performance bias
of the participants, the study was described to the participants as ‘a comparison between
different modes of exercise therapy treatment’.

2.4. Interventions

Participants of both groups were enrolled in a 12-week exercise therapy program
consisting of 24 supervised individual therapy sessions (2 x 1.5 h/week). The training
protocols have been published more extensively previously [9].

Experimental group (‘HIT’): This group performed a protocol consisting of cardiorespi-
ratory training, general resistance training, and core muscle training, all at high intensity
(see also Table 1).
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Cardiorespiratory training consisted of an interval protocol on a cycle ergometer
containing five high intensity one-minute bouts (110 revolutions per minute (RPM) at 100%
of the VO, max workload achieved during the maximal cardiopulmonary exercise test,
separated by one minute of active recovery (75 RPM at 50% of the same VO, max workload).
High intensity bouts increased every two sessions by 10”. Recovery time between bouts
remained stable. This protocol was repeated from session 13 to 24 with an updated
workload, based on the results from a complementary cardiopulmonary exercise test.

General resistance training consisted of three upper and three lower body exercises ex-
ecuted on fitness devices. A one repetition maximum (1 RM) testing [23] was performed for
each exercise. One set of a maximum of twelve repetitions was performed at 80% 1 RM for
each exercise. Researchers progressively increased the exercise weight when the participant
was able to perform more than 10 repetitions on two consecutive training sessions.

Core strength training consisted of six static core exercises. Exercises were chosen as a
function of their ability to load the core muscles at an intensity of at least 40-60% of the
maximum voluntary contraction [24]. Participants performed one set of ten repetitions
of a ten second static hold. Participants were encouraged to hold the last repetition as
long as possible. Exercises were made more difficult by increasing the static hold time and
progressing to a more demanding posture when they were executed with a stable core
posture for the indicated time by the participant on two consecutive training sessions.

Control group (‘MIT’): This group performed a protocol consisting of cardiorespiratory
training, general resistance training, and core muscle training, all at moderate intensity
(see also Table 1).

Cardiorespiratory training consisted of a continuous training protocol on a cycle
ergometer containing 14 min of cycling (90 RPM at 60% VO, max workload). Duration
increased every two sessions with 1 min 40 s up to 22 min 40 s. This protocol was re-
peated from sessions 13 to 24 with an updated workload, extracted from a complementary
cardiopulmonary exercise test.

General resistance training was identical to the HIT protocol with the exception of the
exercise intensity. One set of 15 repetitions was performed at 60% of 1 RM.

Core training was identical to the HIT protocol with the exception of the exercise
intensity. Participants performed one set of 10 repetitions of a 10 s static hold. Exercises
were made more difficult when they were executed with a stable core posture for the
indicated time by increasing the time of the static hold each six sessions.

Table 1. Overview of the content of the intervention program for the experimental (HIT) and control
(MIT) group.

Training Modalities

HIT

MIT

Cardiorespiratory protocol

General resistance protocol

Core strength protocol

Interval cycling protocol at
100% VO, max
Three upper and three lower
body exercises at 80% 1 RM
Six static core exercises at an
intensity of at least 40-60%
MVC until failure

Continuous cycling protocol
at 50-60% VO, max
Three upper and three lower
body exercises at 60% 1 RM

Six static core exercises at an
intensity of up to 40% MVC

Abbreviations: VO, max: maximal oxygen uptake; 1 RM: one repetition maximum; MVC: maximum volun-

tary contraction.

2.5. Testing Procedure and Outcomes

The following baseline participant characteristics were collected: gender, age (years),
weight (kg), and height (cm), to calculate BMI, time of onset of CNSLBP (years, months),
fear of movement (Tampa Scale for Kinesiophobia), and physical activity (Physical Activity
Scale for Individuals with Physical Disabilities) [25,26]. Outcome measures are described
below and were collected at baseline (‘PRE’), at the end of the intervention program
(‘POST’), and six months after cessation of the intervention program (‘FU’). At POST,
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participants were only advised to stay active and were not assisted or tracked in any way.
They were not aware they would be invited for a test six months later.

Disability level—The Modified Oswestry Disability Index (MODI) evaluates CNSLBP-
related disability and consists of 10 items scored on a five-point scale [27]. Total score
is expressed in percentage of disability (higher is more) and displays a degree of func-
tional limitation.

Pain intensity—The Numeric Pain Rating Score (NPRS) evaluates average pain inten-
sity in the previous six-week period by choosing a number of the 0-10 scale (0 means no
pain and 10 means worst pain imaginable) [28].

Patient-specific functioning—The Patient-Specific Functioning Scale (PSFS) evaluates
individual-specific functioning [29]. Participants state three to five of the most relevant
activities compromised due to physical disability and rate them on a 0-10 numeric rating
scale (0 means unable to perform and 10 means able to perform at preinjury level). An
overall mean percentage is calculated.

Exercise capacity—A maximal cardiopulmonary exercise test (75 RPM) on an electron-
ically braked cycle ergometer (eBike Basic, General Electric GmbH, Frankfurt am Main,
Germany) evaluates exercise capacity through maximal oxygen uptake (VO, max) and
maximal workload through cycling time (min.) [30]. Participants started at a low work-
load that gradually increased each minute (": 30 W + 15 W/min, 9: 20 W + 10 W/min).
Supplementary, respiratory exchange ratio (RER) and heart rate were determined through
breath-by-breath gas exchange analysis (MetaMax 3B, Cortex Medical, Leipzig, Germany)
and heartrate monitoring (Polar, Kempele, Finland).

Trunk muscle strength—A maximal isometric muscle strength test of the trunk flexors
and extensors using an isokinetic dynamometer (System 3, Biodex, Enraf-Nonius [31])
evaluates peak torque of trunk flexors and extensors during three maximal repetitions of
isometric trunk flexion and trunk extension [32]. Peak torque was expressed in Newton
meter (Nm) and normalized to bodyweight (Nm/kg).

2.6. Data Analysis

JMP Pro (12.0, SAS Institute Inc., Cary, NC, USA) was used for data analysis. A sample
size calculation was performed to detect differences in the primary outcome measure
(disability measured by the MODI) between the groups at POST in the primary analysis [9],
resulting in a total needed amount of n = 34 (n = 17 per group). A post-hoc observed
power analysis was performed to confirm the specific power for each evaluated outcome
measure in the current analysis. Descriptive statistics were used to display baseline group
characteristics. Normality and homoscedasticity of each primary outcome were checked
by fitting a general linear model of the PRE-FU and POST-FU deltas and plotting the
residuals to look for equal variance, symmetry, and identify possible outliers. A general
linear model (MANOVA) was used to evaluate the PRE-FU and POST-FU deltas of each
outcome measure in each group and the differences between the HIT and MIT group
(interaction effect). An alpha level of 0.05 (two-tailed) was used. Percentage improvement
of PRE-FU deltas was calculated to evaluate minimal clinically important differences [33].
Regarding the drop-outs, no imputation of data was performed, under the assumption
that data were missing at random. However, to check for selective drop-out, differences
between participants completing the trial and drop-outs were examined (independent
t-tests, Mann-Whitney U tests, X2 tests).

3. Results
3.1. Recruitment and Baseline Data

Thirty-eight participants were included in the initial PRE-POST analysis (HIT: n = 19,
MIT: n = 19). Significantly more women (69%) were included. Mean age was 44.1 years
(SD = 9.8) and mean pain onset was 11.7 years (SD = 7.7). Both study groups had similar
demographics, clinical characteristics, and outcome measures at baseline (p > 0.05), except
for trunk extensor strength (higher in the HIT group). Nonetheless, all treatment effects
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were adjusted for these baseline estimates. An overview of the patient characteristics at
baseline is displayed in Table 2.

Table 2. Demographic and clinical characteristics of participants at baseline (1 = 38).

Variables HIT (n=19) MIT (1 =19) p-Value
Gender (m/f) 6/13 6/13 1.000
Age (y) 44.3 (8.8) 44.0 (11.0) 0.769
Symptom duration (y) 11.8 (8.4) 10.3 (7.1) 0.268
BMI (kg/m?) 25.6 (4.0) 25.9 (3.6) 0.609
PASIPD, 0-199 16.5 (10.6) 14.9 (11.7) 0.637
TSK, 17-68 32.0 (6.0) 347 (7.2) 0.218

Categorical variables are expressed as number, continuous variables are expressed as mean (SD). Abbreviations:
m/f: male/female; y: years; kg: kilograms; m: meters; PASIPD: The Physical Activity Scale for Individuals with
Physical Disabilities; TSK: Tampa Scale for Kinesiophobia.

3.2. Intervention and Follow-Up Drop-Outs

During the intervention phase, three drop-outs were noted (HIT: n =1, MIT: n = 2.8%
of all participants from PRE to POST). During the six-month follow-up phase, another six
drop-outs (HIT: n = 2, MIT: n = 4.17% of all participants from POST to FU) were noted. Of
these, three participants reported practical issues and three participants did not report any
reason for drop-out. No differences in baseline characteristics were found between drop-
outs with or without reasons, or drop-outs and other participants. Finally, 29 participants
were included in the FU analysis (corresponding to a 24% drop-out in total). No adverse
events were noted during this study.

3.3. Outcomes at the 6-Month Follow-Up Assessment

An overview of the results is presented in Table 3.

MODI outcomes remained significantly lower compared to PRE in both groups
(—13.0 points, 62% improvement in HIT; —5.8 points, 36% improvement in MIT). No
significant difference was found from POST to FU in either group. A significant difference
of 3.6 points was found in the deltas of PRE to FU between groups.

NPRS outcomes remained significantly lower compared to PRE in both groups
(—3.3 points, 59% improvement in HIT; —2.7 points, 54% improvement in MIT). A sig-
nificant decrease was also found from POST to FU in MIT, but not in HIT. No significant
difference was found in the deltas of PRE to FU between groups.

PSFS outcomes remained significantly higher compared to PRE in both groups (+26%,
+57% improvement in HIT; +36%, +90% improvement in MIT). No significant difference
was found from POST to FU in either group nor in the deltas of PRE to FU between groups.

VO, max remained significantly higher compared to PRE in HIT (3.1 mL/kg/min,
10% improvement), but not in MIT (no improvement at FU). No significant difference was
found from POST to FU in either group. A significant difference of 3.2 mL/kg/min was
found in the deltas of PRE to FU between groups.

Abdominal muscle strength did not improve compared to PRE in both groups (0.05 Nm/kg,
4% improvement in HIT; 0.03 Nm/kg, 2% improvement in MIT). Back muscle strength
remained significantly better compared to PRE in in MIT (0.34 Nm/kg, 13% improve-
ment), but not in HIT (0.19 Nm/kg, 6% improvement). No significant difference was
found from POST to FU in either group nor in the deltas of PRE to FU between groups in
both outcomes.
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Table 3. Results of the outcome measures collected from participants at PRE, POST, and FU together with between group
differences and post hoc power calculations at FU).

n=29 HIT (1 =16) MIT (n = 13) Interaction at FU (T0-FU)
Outcome Measures PRE POST FU PRE POST FU DOD Power
Primary
Disability
MODY, % 209 (8.7) 7.5(5.4)* 7.9 (8.4)* 16.2 (8.2) 10.6 (3.0) * 10.4 (9.6) * 3.6 ** 0.52
Pain intensity
NPRS, 0-10 5.6 (1.5) 2.6 (1.3)* 23(1)* 5.0 (1.7) 35(1.7)* 23 (1.1) " 0.5 0.09
Secundary
Function
PSFS, % 46 (18) 71 (15) * 72 (13) * 40 (14) 67 (17) * 76 (15) * 10 0.22
Exercise capacity
VO, max, mL/kg/min 30.6 (6.8) 35.7 (6.8) * 33.7(6.5) * 31.6 (7.6) 32.5(6.3) 31.6(7.2) 3.2%* 0.61
Relative Muscle strength
Abdominal, Nm/kg 1.38 (0.28) 1.43 (0.31) 1.43(0.24) 1.26 (0.37) 1.29 (0.33) 1.29 (0.37) 0.02 0.06
Back, Nm/kg 3.28 (0.82) 3.53(0.86)*  3.47(0.84) 2.58 (0.61)  2.87(0.76)*  2.92(0.91)* 0.15 0.11

Values in HIT and MIT are reported as mean (standard deviation) and represent results of the Numeric Pain Rating Scale (NPRS), Modified
Oswestry Disability Index (MODI), Patient-Specific Functioning Scale (PSFS), a cardiopulmonary exercise capacity test, and a maximum
isometric muscle strength test of the abdominals and back, before (PRE) and after (POST) 24 sessions of high intensity training (HIT, 100%
VO, max interval cardio training + >80% 1 RM general resistance training + >60% MVC core strength training) or moderate intensity
training (MIT, 50-60% VO, max cardio training + 60% 1 RM general resistance training + 20-40% MVC core strength training). Delta
displays the post-pre difference. Abbreviations: DOD: difference of deltas of PRE to FU in HIT compared to MIT; CI: 95% confidence
interval. * p < 0,05 compared to PRE. T p < 0.05 compared to POST. ** p < 0.05 HIT compared to MIT.

4. Discussion

This study was the first to evaluate the long-term effects of HIT in CNSLBP. Results
show that initial positive therapy effects at the finalization of the therapy program were
retained for all outcomes until at least six months later, as no differences could be found
between POST and FU results. Furthermore, improvements since baseline on disability
level and exercise capacity remained clinically relevant and remained significantly larger
in the HIT than in the MIT group at FU [27,34]. These results corroborate the effectiveness
of HIT as a working therapeutic modality in the rehabilitation of CNSLBP.

The evaluation of long-term effects of ET studies in CNSLBP has been incorporated in
systematic review analyses [5,7]. However, there is still a paucity of pooled data due to
heterogeneous ET protocols. Furthermore, FITT-VP principles of exercise prescription (i.e.,
frequency, intensity, time, and type—volume and progression [35]) are often insufficiently
defined, making it even more difficult to evaluate the impact of these program methodology
characteristics on therapy success [5]. Only three other studies were found with a clear
description of training intensity and a comparison between ET protocols in CNSLBP. Firstly,
Michaelson et al. (2016) depicted no differences between a high and low load training
program at 12 or 24months follow-up [36]. However, in this article, the magnitude of the
load was actually based on an analysis of volume rather than intensity. Besides, an indirect
estimation of intensity was made, and no clear objective test was performed to show the
actual percentage (e.g., 1 RM testing). Secondly, both Harts et al. (2004) and Helmhout
et al. (2008) evaluated the difference between a high and low intensity lumbar extensor
program [37,38]. Neither found differences between exercise intensities in the short nor the
long term. However, these studies reflected on the use of a very specific strength training
mode focused solely on the rationale of restoring back muscle function. Also, training
volume was significantly lower, and the high intensity protocols that were used (ranging
from 35% 1 RM to max. 70% 1 RM in the HIT group) did not meet the standards used in
the present analysis (80% 1 RM strength training).

In the current study, significant differences were noted between PRE and FU in both
the experimental HIT and the control MIT group, indicating the effective longevity of ET
as a therapy modality. However, no additional improvements from POST to FU were
found in either group. This result supports the outcomes of previous research showing
that patients who present with low back pain often improve markedly in the first six weeks
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of rehabilitation therapy. After that, improvement often slows down [18]. This process can
even be magnified after cessation of the therapy program. Low to moderate levels of pain
and disability are frequently still present at one year after cessation of therapy, especially
in the cohorts with persistent pain [39]. It should be noted that the sample in our study
already showed low pain intensity (HIT: 2.6/10; MIT: 3.5/10) and disability level (HIT:
7.5/100; MIT: 10.6/100) at POST, which would make further significant improvements very
hard to achieve. The only significant difference found from POST to FU was a pain intensity
decrease in MIT (3.5/10 to 2.3/10), but not in HIT (2.6/10 to 2.3/10). Thus, while at first
glance this might look like an important outcome to support the long-term application
of MIT, this difference was actually due to the faster decrease in HIT already achieved at
POST (i.e., during the therapy phase). As such, HIT seems to be able to lower pain intensity
more quickly. As this was only evaluated with a subjective measure in this study, future
research could try to incorporate more objective measures to improve our understanding
of pain and pain processing such as pain pressure thresholds through quantitative sensory
testing [40,41].

As participants did still display residual pain at FU, adaptations to further optimize
the HIT modality should also be investigated. Following current clinical guidelines [6],
the authors believe HIT should be incorporated in a multimodal therapy design, as this
might stimulate the impact on other factors related to CNSLBP [6]. As such, HIT can be
coupled with other important therapy modalities such as delivery of (pain) education and
evaluation of and adaptation of therapy to individual therapy goals [42,43]. In addition,
further research towards the predictors for therapy success is needed.

4.1. Limitations

Limitations of the initial RCT methodology have been discussed previously [9].
Nonetheless, some limitations specifically related to this follow-up analysis should be
mentioned. Firstly, because the follow-up analysis was a secondary analysis, study group
sample sizes were not initially designed for long-term follow-up. However, even with low
power (as measured in a post-hoc analysis), significant results were found in this study,
supporting its outcomes. Furthermore, the depicted MODI and VO, max outcomes were
still in line with the results from the short-term analysis (that were fully powered). As such,
we believe these outcomes to give a fair representation of the expected outcomes in a fully
powered sample. Secondly, a follow-up of only six months was performed, which might
be low for evaluating the effects of an intervention on long term health behavior. Other
research has shown that, up to two years, the same outcomes might be expected but later a
regression might occur if behaviors are not changed [44]. However, as this was the first
study to evaluate HIT at follow-up, we chose a measurement point at which we expected
loss to follow-up would still be manageable (to ensure proper statistical analysis). It is
not yet clear whether continuing to perform HIT protocols after a rehabilitation program
is needed to retain results beyond six months. Thirdly, physical activity might be a con-
founder in the maintaining of results during the period between POST and FU. The absence
of any longitudinal data related to physical activity performed by the participants might
therefore have caused a performance bias when comparing between participants. Indeed,
keeping up regular physical activity and adhering to specific exercise programs after the
rehabilitation phase have been noted to support therapy success and prevent reoccurrence
of chronic low back pain in the long term [45,46]. Besides, multiple psychosocial factors
such as perceived stress, self-efficacy, and patients’ perceptions about back pain have also
been found to predict development and chronification of low back pain [47,48]. As such,
future research should emphasize more on incorporating these factors and evaluating their
mediating effects. Fourthly, nine participants dropped out during the course of the protocol
from PRE to FU. Results of these persons might have been less favorable. However, no
significant differences in baseline characteristics were found between these drop-outs and
the included patients. Moreover, no claims with regard to a CNSLBP-related cause to abort
the protocol were made by any participant.
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4.2. Future Recommendations

To be able to provide guidelines, better insights on the working mechanism of this
therapy modality are needed. It is still unclear whether HIT improves outcomes due to its
increased physical demands and the accompanied physiological factors such as improved
muscle characteristics and anti-inflammatory factors, or other non-physiological factors
such as increased self-efficacy or fear of movement [49,50].

5. Conclusions

High intensity training is an effective therapy modality to decrease disease-specific
and physical performance related outcomes in the long term in CNSLBP. Moreover, at six
months after cessation, HIT shows greater improvements in disability and exercise capacity
than an equal exercise therapy program performed at moderate intensity. Future research
is needed to evaluate the exact working mechanisms of this therapy modality and optimize
therapy protocols.
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Abstract: Physical fitness is an indicator for children’s public health status. Therefore, the aim of
this study was to examine the construct validity and the criterion-related validity of the German
motor test (GMT) in Egyptian schoolchildren. A cross-sectional study was conducted with a total of
931 children aged 6 to 11 years (age: 9.1 4 1.7 years) with 484 (52%) males and 447 (48%) females in
grades one to five in Assiut city. The children’s physical fitness data were collected using GMT. GMT
is designed to measure five health-related physical fitness components including speed, strength,
coordination, endurance, and flexibility of children aged 6 to 18 years. The anthropometric data
were collected based on three indicators: body height, body weight, and BMI. A confirmatory factor
analysis was conducted with IBM SPSS AMOS 26.0 using full-information maximum likelihood.
The results indicated an adequate fit (x? =112.3, df = 20; p <0.01; CFI = 0.956; RMSEA = 0.07). The
x2-statistic showed significant results, and the values for CFI and RMSEA showed a good fit. All
loadings of the manifest variables on the first-order latent factors as well as loadings of the first-order
latent factors on the second-order superordinate factor were significant. The results also showed
strong construct validity in the components of conditioning abilities and moderate construct validity
in the components of coordinative abilities. GMT proved to be a valid method and could be widely
used on large-scale studies for health-related fitness monitoring in the Egyptian population.

Keywords: physical fitness; construct validity; schoolchildren

1. Introduction

Physical fitness (PF) is classified as a public health indicator affecting physical, mental,
and psychological aspects [1-5]. In addition, PF is also suggested to play a vital role in
brain functions and learning performance [6-8]. Thus, to effectively combat numerous
public health problems, especially childhood obesity, there is a critical need for increasing
PF levels among children [9]. In this context, PF should be ideally promoted at a young age
in order to avoid long-lasting health problems and possibly improve cognitive functions
and mental health [10].

Alow level of PF and insufficient physical activity are associated with greater somatic
and psychological problems [1,2]. Therefore, increased levels of PF, specifically muscular
strength, could have significant benefits for the psychological health of overweight/obese
children [11]. In addition, high PF levels are associated with less unfavorable body com-
position among children with elevated school stress [12]. Moreover, PF is also related to
social health, such that the school environment is more conducive to the development of
PF for promoting the students’ social health [5].

Indeed, PF is usually determined in school-aged children using health-related PF
batteries (e.g., field tests) [13]. Therefore, having good criteria for collecting PF data among
children and youths is useful for identifying problems or optimizing performances in
order to provide intervention programs that develop children’s status [14-16]. Indeed, the
assessment of PF became a necessary topic in epidemiological studies, since a reduction in

13

Int. ]. Environ. Res. Public Health 2021, 18, 8341. https:/ /doi.org/10.3390/ijerph18168341

https:/ /www.mdpi.com/journal/ijerph



Int. J. Environ. Res. Public Health 2021, 18, 8341

PF is directly associated with the incidence of obesity, coronary heart diseases, diabetes,
and hypertension in adults [17-19].

Motor Performance Abilities (MPA)

There is a large body of historical work on the differentiation of motor abilities [20-27].
All approaches are based on the idea that the motor system is a complex, multidimensional
construct that cannot be adequately described by one single characteristic. Differentiations
of motor abilities are mostly based on the assumption of so-called basic qualities [28] or ma-
jor forms of physical performance [29] and allow for a sufficiently accurate initial diagnosis
and orientation for controlling the exercise load in physical education in the basic training
of competitive sports but also in health and rehabilitation sports. However, differentiations
according to ability categories are not sufficiently precise for performance explanations and
prognoses, for training control at a high performance level, for sport-specific description
models, or for disease-specific questions in rehabilitation. Here, diagnoses require a more
process- and function-oriented approach with the help of sports-medicine or biomechanical
measurement methods.

According to Bos and Mechling [30], MPA is on a first level differentiated according to
the poles of energy and information into physical (energetic) and coordinative (information-
oriented) abilities. On a second level, there is a breakdown into the much-cited “basic motor
qualities” of endurance, strength, speed, coordination, and flexibility. The assignment of
endurance and strength abilities to the energetically determined functional processes results
from the distinction between the cardiovascular system and the skeletal muscles as central
systems of energy production and energy transport in the human organism. The extent,
the mass, and the structure of skeletal muscle are considered prerequisites for strength
performance. The performance of the cardiovascular system represents determining and
limiting variables for endurance performance.

In this context, the German motor test (GMT) [31] was developed as an objective tool
to measure a complete fitness profile involving speed, endurance, strength, coordination
under precision demands, coordination under time pressure, and flexibility [32,33]. The test
battery was designed to be easily used in sports gym for physical examination. The content-
related validity of all test items was consistently rated as good in terms of significance and
feasibility based on expert ratings.

In Egypt, the health-related fitness components of schoolchildren were not sufficiently
studied in recent decades, which negatively affects any intervention strategies, plans, or
programs. Currently, it is useful for educational settings, parents, clinicians, and sports
organizations to have valid and reliable health-related fitness data about children. In this
context, this test could be used in Egypt as a data-collection tool for identifying problems or
excellent performance in the field of public health, talent identification, exercise pediatric,
and epidemiological studies [9,11,14-16].

Indeed, providing a valid and reliable tool for measuring health-related fitness com-
ponents is very helpful for long-term and sustainable development of sport and health
ecosystems in Egypt. Therefore, the aim of this study was to examine the construct validity
and the criterion-related validity of the German motor test in Egyptian children aged 6 to
11 years.

2. Materials and Methods
2.1. Study Design and Sampling

A cross-sectional study was conducted between 2014 and 2017 at 13 public primary
schools in the city of Assiut, which is the largest town in upper Egypt and is located
about 234 miles south of Cairo. The size of the primary-school student population aged
6 to 11 years in Assiut is about 76,334 students. The total number of public schools is 69,
distributed in 7 districts. The final sample was randomly selected from the chosen schools
and consisted of 931 children aged 6 to 11 years (age: 9.1 &= 1.7 years) with 484 (52%) males
and 447 (48%) females in grades 1 to 5 of primary schools in Assiut.
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Precisely, the test development was based on an international expert survey involving
40 selected fitness experts in 25 European countries who were asked about the relevance of
the test contents and requirements in sport-motor tests with respect to MPA documenta-
tion [34]. Subsequently, 13 experts evaluated the significance and the practicality of the
study exercises on a scale of 1 (very good) to 5 (very bad). The evaluations in both regions
were found to be within a good range (Msignificance = 1.9; Mpracticality = 1.7). To determine
test-retest reliability, the motor tests were performed twice within 4 days on the same
children using the same test situation and the same study investigator. All in all, there
were good test—retest reliability coefficients (Rmin = 0.74 to Rmax = 0.96).

2.2. Data Collection
2.2.1. Anthropometric Characteristics Data

Assessment of the anthropometric characteristics of the children was based on three
indicators: body height, body weight, and BMI. The instruments were calibrated accord-
ing to the standard preparation prior to measurement. Measurements were taken with
schoolchildren wearing light clothing and no shoes. Body weight was measured with a
beam balance to the nearest 0.1 kg. Body height was measured with a stadiometer to the
nearest 0.5 cm. BMI was defined as the ratio of body weight to body height squared, ex-
pressed in kg/m. Subjects were classified as underweight, normal weight, and overweight
(i.e., overweight and obese) according to the published standards by the International
Obesity Task Force based on age and sex difference characteristics [35].

2.2.2. Physical Fitness Data

The German motor test (GMT) was used to measure five health related-physical fitness
components of children aged 6 to 18 years [36]. To determine test—retest reliability in the
Egyptian sample, the test was performed twice within 7 days with the same children
using the same test situation and the same study investigator. Good test-retest reliability
coefficients were obtained (R-values between 0.68 and 0.94). The test items were described
and performed according to Limmle et al. [37] and Abdelkarim et al. [38] as the following:

Speed: The 20 m sprint test is used to measure speed ability. The child must cover a
distance of 20 m in as short a time as possible in two trials; the best trial is evaluated. The
time required for the sprint is measured to the nearest tenth of a second using a stopwatch
(the start is from a standing position).

Coordination: Balancing backwards (BB) is used to measure coordination under
precision demands. The child must walk backwards over three beams of approximately
the same length (300 cm) but different widths (6 cm, 4.5 cm, and 3 cm) in two valid trials
while maintaining balance. The goal is to stay on each of the beams, i.e., not miss, during
the course of two valid trials. A total of six successful trials are evaluated. The number of
steps taken while walking backwards is counted. The variable used for the analysis is the
sum of the steps taken during all six trials while walking backwards. Side jumping (JS)
is used to measure whole-body coordination under time pressure, speed, and muscular
endurance of the lower extremities. The child must jump sideways across the center line
of the carpet mat with both legs at the same time as fast as possible without exceeding
the given field size (50-100 cm). Two trials of 15 s each are performed. The recovery time
between the trials is 1 min. The number of jumps made during the two trials is evaluated,
and the average of the two trials is analyzed.

Strength: Push-ups (PU) and sit-ups (SU) are used to measure dynamic muscular
endurance of the upper extremities and the abdominal muscles, respectively. The child
is asked to perform as many push-ups or sit-ups as possible in two trials of 40 s each.
The starting position of the push-ups is the lying position with hands clasped behind the
back. The second position is the raised position of the standard push-up (i.e., with arms
extended). In the third position, one hand touches the top of the hand of the supporting
arm before returning to the starting position. The average of the two attempts is used.
The standing long jump (SLJ) test is used to measure the jumping strength and the spring
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strength of the leg muscles. The test person jumps with both legs and tries to reach the
greatest possible distance. The propulsion may only be increased by swinging the arms,
but it is not allowed to reach back with one or both hands. The distance (in cm) from the
starting line to the heel of the foot behind when landing is measured. The best of two
jumps is used for analysis.

Endurance: A six-minute running test is used to measure aerobic endurance. The child
is asked to run around a volleyball court as many times as possible within six minutes. The
measurement for each child is the distance in meters covered within six minutes. The length
of the path is the number of laps (1 lap = 54 m) plus the distance covered in the last lap.

Flexibility: The stand-and-reach (SR) test is used to measure trunk flexibility and the
elasticity of back and leg muscles. The test person stands on a wooden box and slowly
bends forward at the waist. The arms and the hands must reach down as far as possible
with the legs extended. The better of two trials is noted in centimeters.

2.3. Statistical Analysis

A confirmatory factor analysis was conducted with IBM SPSS AMOS 26. (IBM Corp.:
Armonk, NY, USA) [39] using full-information maximum likelihood, which has the advan-
tage that, when models with missing values are computed, the estimates are less biased
than when classical methods such as listwise deletion, pairwise deletion, or mean impu-
tation are used to handle missing values [40]. A five-factor structure with a global factor
of physical fitness was assessed. The assessment of global goodness-of-fit was based on
several fit indices. First, a non-significant p-value in the x?-statistic indicates a good model
fit [41]. However, this test depends on the sample size, and even minor differences between
the implied model and the observed covariance matrix led to significant results [42].

Second, the comparative fit index (CFI) shows the relative fit improvement by com-
paring the proposed model with the baseline model. Cut-off values for CFI are desirable
above 0.95 and adequate above 0.90 [43]. Third, the root mean square error of approxima-
tion (RMSEA) describes the error of approximation in the population. RMSEA values are
adequate below 0.08 and desirable below 0.05 [44]. To examine criterion-related validity,
the relationship between physical fitness and children’s BMI was assessed using bivariate
correlations. For that purpose, a dummy variable was created to compare children who are
classified as overweight or obese with those not classified as such [35]. Separate models
were estimated for each calculation of bivariate correlations between the dummy variable
and the latent variables.

3. Results
3.1. Descriptive Statistics

Table 1 contains raw score means, standard deviations, and correlations between all
test indicators. The correlation coefficient between test items was easily demonstrated.
The highest correlation coefficient values were shown between the 20 m sprint test and
the long jump test (R = —0.67). On the other hand, the lowest correlation coefficient was
demonstrated between the 6 min run and flexibility (R = 0.08), which is classified as a
passive system of energy transfer. However, significant correlations between the 6 min run
test and the test items related to strength ability were shown (Rpushup =0.30, Rsjtyp = 042,
and Ryongjump = 0.46). There was also a strong correlation between the test item for the 20 m
sprint and the test items for push-ups (R = 0.39), sit-ups in 40 s (R = 0.50), and the long
jump (R = —0.67), respectively. The test items measuring coordination ability (jumping
sideways, balancing backwards) showed a moderate significant correlation with the test
items measuring sprint and strength ability. High correlations were shown between the
jumping sideways test item and the 20 m sprint (R = —0.51), the long jump (R = 0.47), the
push-ups (R = 0.43), and the sit-ups in 40 s (R = 0.40).
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Table 1. Descriptive statistics.

M SD Run Spr Pup Sit Lgj Jsw Bbw Fbt

Run 7840.19 1690.42 1

Spr 40.66 00.63 —0.43 ** 1

Pup 90.77 40.64 0.30 ** —0.39 ** 1

Sit 140.54 70.44 0.42 ** —0.50 ** 0.46 ** 1

Lgj 1110.12 260.06 0.46 ** —0.67 ** 0.42 ** 0.54 ** 1

Jsw 230.16 70.48 0.36 ** —0.51** 0.43 ** 0.40 ** 0.47 ** 1
Bbw 260.66 110.04 0.26 ** —0.27 ** 0.25 ** 0.27 ** 0.38 ** 0.26 ** 1

Fbt —20.90 60.76 0.08 * —0.12** 0.15** 0.16 ** 0.18 ** 0.13 ** 0.20 ** 1

*p <0.05; ** p < 0.01; M = mean; SD = standard deviation; run = 6-min run; spr = 20-m-sprint; pup = push-ups; sit = sit-ups in 40 s;
Igj = long jump; jsw = jumping sideways; bbw = balancing backwards; fbt = forward bending.

3.2. Construct Validity

Bos and Mechling’s model [30] was presented in (Figure 1) as a structural equation
model. The dimensions of endurance, coordination under time pressure, coordination with
precision demands, and flexibility were operationalized with one item each. The strength
dimension included four indicators. The superordinate dimension was motor performance
ability (see Figure 2). The results of the model indicated an adequate fit (x% = 112.3, df = 20,
p < 0.01; CFI = 0.956; RMSEA = 0.07). Although the x?-statistic showed significant results,
the values of CFI and RMSEA showed a good fit. All loadings of the manifest variables
on the first-order latent factors and the loadings of the first-order latent factors on the
second-order superordinate factor were significant.

Motor Performance Abilities oy
Passive

system of
energy
transfer

Energetically determined Information oriented
(Conditioning) Abilities (Coordinative) Abilities

Endurance Strength Speed Coordination Flexibility

AE AnE ME MS SS AV SR cT CpP B

Figure 1. Motor performance abilities [30]. AE = aerobic endurance; AnE = anaerobic endurance;
ME = muscular endurance; MS = maximum strength; SS = speed strength; AV = action velocity;
SR = speed of response; CT = coordination under time pressure; CP = coordination with precision
demands; F = flexibility.
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-0.77 056 0.67 0.81 0.43 0[6
f f f jsw bbw fbt
Figure 2. MPA = motor performance ability; E = endurance; S = strength; CT = coordination

under time pressure; CP = coordination with precision demands; F = flexibility; run = 6 min run;
spr = 20 m sprint; pup = push-ups; sit = sit-ups in 40 s; Igj = long jump; jsw = jumping sideways; M;
fbt = forward bending of the trunk.

3.3. Criterion-Related Validity

Regarding BMI, we used a variable comparing children classified as overweight or
obese with those not classified as such. This variable correlated significantly with en-
durance (R = —0.22, Z =— 4.58, p < 0.01), coordination with precision demands (R = —0.40,
Z =—-5.98, p <0.01), and overall motor performance ability (R = —0.16, Z = —4.66, p < 0.01)
but not with flexibility (R = 0.04, Z = 0.34, p = 0.73) or strength (R = —0.04, Z = —1.51,
p = 0.13). Interestingly, contrary to our expectations, the results showed that time pressure
was positively correlated with BMI (R =0.17, Z = 4.19, p < 0.01).

4. Discussion

Construct validity and criterion-related validity of the German motor test (GMT)
were studied in Egyptian schoolchildren. The results of the confirmatory factorial analysis
showed a good fit of Bés and Mechling’s model [30] for the structure of motor performance
abilities with good values for CFI and RMSEA. The criterion validity coefficient was ac-
ceptable for the majority of the test items. GMT showed strong construct validity in the
components of energetically determined (conditioning) abilities including cardiorespiratory
capacity (endurance), muscle strength, and speed. However, the test showed moderate con-
struct validity in the components of information-oriented (coordinative) abilities including
coordination with precision demands and coordination under time pressure.

The results showed a good construct validity with high significant values for the
loading of the test items. The second-order factor was based on the five first-order factors
of endurance, strength, coordination under time pressure, coordination with precision
demands, and flexibility. The results suggested comparable results to other studies using
the same test battery [36,45]. In addition, the current results confirmed the previous
results of another test battery consisting of a combination of speed, endurance, strength,
coordination, and flexibility that were shown to be valid, functional, and easy to administer
for measuring children’s physical fitness in different European populations in the same
age groups [16,46].

The results also showed high loadings for the test items for strength, coordination
with precision demands, and coordination under time pressure. These high loadings point
to the potential of these test items as indicators of performance level [37]. In contrast, the
loading of flexibility showed the lowest loading value. This confirmed the assumption that
flexibility is a rather independent dimension (passive system of energy transfer). Moreover,
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flexibility shows a general deterioration in performance with age growing in both genders,
especially in girls [47].

Indeed, the validity of the German motor test (GMT) in Egyptian children confirms
the importance of measuring the levels of PF based on quantitative measurements such
as anthropometric data and health-related fitness batteries [48,49]. These types of mea-
surements are more practical, motivating, and provide an accurate overview of fitness
levels, especially in the child population. In addition, the association between physical
fitness and body mass index was shown to provide an indication of test validity, especially
in prepubertal school children [38,50]. However, greater effort and logistical support are
needed for data collection in large-scale studies [17,51,52].

This study provides an economical and objective data collection tool to increase the
possibility of national representative studies for health-related physical fitness in Egypt. The
tests included in the tool can help to provide an overview about Egyptian children’s rate of
involvement in physical activity. PF provides objective data which could predict the rate of
participation in physical activity. Guthold et al. [53] point out that nationally representative
data for physical activity using scientific measurements, such as accelerometers, are only
available for high-income countries. Low-income countries, mainly in the Middle East
and North Africa, had a very low proportion of available data with the estimated overall
percentage of insufficient physical activity reaching 32%. Here, the WHO recommendation
on physical activity and sedentary behavior should be strongly considered to achieve
benefits in children and adolescents for improved physical fitness (cardiorespiratory and
muscular fitness), cardiometabolic health (blood pressure, glucose, and insulin resistance),
bone health, cognitive outcomes (academic performance, executive function), mental health
(reduced symptoms of depression), and reduced obesity [54].

5. Conclusions

The German motor test (GMT) was shown to be a valid method for measuring PF in
children in Egypt. This valid tool for data collection opens a large window for researchers
to use in large-scale studies monitoring health-related fitness components in the fields
of epidemiology, talent identification, and health-related educational studies. However,
larger and representative samples are needed to establish reference standards in Egyptian
children to correctly interpret the results of such tests by generating sex- and age-specific
normative percentile values to be available for comparative studies and to establish a
national database and fitness profile for the Egyptian population.
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Abstract: This study aimed to examine the association of relative handgrip strength (rHGS) with
cardiometabolic disease risk factors in women with systemic lupus erythematosus (SLE). Methods:
Seventy-seven women with SLE (mean age 43.2, SD 13.8) and clinical stability during the previous
six months were included. Handgrip strength was assessed with a digital dynamometer and rHGS
was defined as absolute handgrip strength (aHGS) divided by body mass index (BMI). We measured
blood pressure, markers of lipid and glucose metabolism, inflammation (high sensitivity C-reactive
protein [hs-CRP]), arterial stiffness (pulse wave velocity [PWV]), and renal function. A clustered
cardiometabolic risk index (z-score) was computed. Results: Pearson’s bivariate correlations revealed
that higher rHGS was associated with lower systolic blood pressure (SBP), triglycerides, hs-CRP, PWYV,
and lower clustered cardiometabolic risk (rrange = from —0.43 to —0.23; all p < 0.05). Multivariable
linear regression analyses adjusted for age, disease activity (SLEDAI), and accrual damage (SDI)
confirmed these results (all p < 0.05) except for triglycerides. Conclusions: The findings suggest that
higher rHGS is significantly associated with lower cardiometabolic risk in women with SLE.

Keywords: autoimmune disease; cardiovascular risk; muscle strength; body mass index; metabolism;
cardiovascular disease; lupus; risk factors

1. Introduction

Systemic lupus erythematosus (SLE) is a chronic autoimmune disease marked with
a wide variety of organ system dysfunctions, such as damage to joints, lungs, heart,
kidneys, brain, blood vessels or skin [1,2]. The SLE prevalence rates are 20 of every
100,000 women [3], and it affects women at a rate of 10:1 more than men [4]. Due to
improved diagnostic methods and treatments [5], mortality in SLE patients continues
to improve. However, cardiovascular and metabolic diseases are still one of the biggest
causes of mortality in SLE [6], and common risk factors cannot fully explain the increased
cardiometabolic risk in this population [7].

Traditional cardiometabolic risk factors including hypertension, diabetes, dyslipi-
demia, and smoking [8,9], and non-traditional cardiometabolic risk factors including
abdominal obesity, insulin resistance, lipid profile, arterial stiffness, renal markers, and
high-sensitivity C-reactive protein (hs-CRP; as a marker of inflammation [10,11]) lev-
els [8,12,13] are both expensive and difficult to measure outside a clinical environment [14].
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Furthermore, patients with SLE are usually treated with corticosteroids, which at high
doses interfere with lipid and glycemic metabolism [15].

Muscular strength is reduced in women with SLE [16,17], and low strength levels
are associated with higher fatigue, worse quality of life [18], and higher risk of cardio-
vascular disease and mortality [19,20]. Handgrip strength, a simple and quick method
to assess upper body muscular strength, is inversely associated with coronary heart dis-
ease [19,21], inflammation (which appears very often in SLE) [22], and mortality risk [23]
in the general population. In women with SLE, handgrip strength is negatively related to
obesity [13,17,19], and positively associated with quality of life [24].

Relative handgrip strength (rHGS), defined by the summation of both hands’ strength
divided by body mass index (BMI), is an easy instrument for measuring relative mus-
cular strength in clinical practice and public health [25] and has been recommended in
recent research to address the increased strength due to body mass [25-28]. Handgrip
strength and BMI have both been linked to cardiometabolic disease risk in the general
population [29-32], although the evidence regarding the association of rHGS with car-
diometabolic risk in women is scarce [26]. Since rHGS is cost- and time-efficient, it is
of clinical interest to understand the extent to which it might be associated with car-
diometabolic risk factors in a population at high risk of cardiometabolic diseases, such as
women with SLE.

The primary purpose of the current study was to examine the association of rHGS
with biomarkers of cardiometabolic disease risk in women with SLE.

2. Materials and Methods
2.1. Design and Participants

In this cross-sectional study, a total of 172 Caucasian patients with SLE were invited
to participate. Inclusion criteria were: (i) women aged between 18 and 60 years with
(ii) >4 SLE classification criteria provided by the American College of Rheumatology [33];
(iil) a minimum follow-up of one year at our unit; and (iv) clinical stability (i.e., the absence
of changes in the systemic lupus erythematosus disease activity index (SLEDAI) and/or
treatment) during the previous 6 months. Exclusion criteria were: (i) not being able to
read, understand, and/or sign the informed consent; (ii) having cancer; (iii) history of
clinical cardiovascular disease and/or lung disease in the last year; and (iv) receiving
doses of biological treatment higher than 10 mg/d of prednisone (or equivalent) in the
previous 6 months. All participants received detailed information about the study aims
and procedures and signed informed consent before being included in the study.

2.2. Measurement of Relative Handgrip Strength

Muscular strength was assessed through the handgrip strength test. The handgrip
strength test [34] was assessed using a digital dynamometer (Model T.K.K.540%; Takei
Scientific Instruments Co., Ltd., Niigata, Japan) with a precision to the nearest 0.1 kg.
Participants performed the trial in a standing position, with the elbow fully extended and
the arm relaxed in a neutral position and were encouraged by the evaluators to exert to their
maximal effort during a couple of seconds, alternating between the two hands. Participants
performed the test twice with a one-minute break between the two attempts of each hand.
The aHGS was summed from the best score of each hand. The rHGS was defined as aHGS
divided by BMI [25]. Height (cm) was measured using a stadiometer (SECA 222, Hamburg,
Germany) and weight (kg) with a bioimpedance device (InBody R20, Biospace, Seoul,
Korea). BMI was calculated as weight (kg) divided by height squared (m?).

2.3. Measurement of Cardiometabolic Risk Factors

Systolic blood pressure (SBP), diastolic blood pressure (DBP), and resting heart rate
were measured using the Mobil-O-Graph® 24 h pulse wave analysis monitor (IEM GmbH,
Stolberg, Germany) in a sitting position according to the European Society of Hyperten-
sion [35], after 5 min of rest.
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Arterial stiffness was indirectly assessed through the pulse wave velocity (PWV) [36].
The test was performed in a sitting position after 5 min of rest, using the Mobil-O-Graph®
24 h pulse wave analysis monitor, the operation of which is based on oscillometry recorded
by a blood pressure cuff placed on the brachial artery. This instrument is validated for
clinical practice [36]. PWV was obtained from a single measurement. The coefficient
of variation (CV) of the Mobil-O-Graph for consecutive PWV analyses is 3.4%, and its
intraclass correlation coefficient is 0.98 (0.96-0.99) [37].

Venous fasting blood samples were collected in the morning with heparin as the anti-
coagulant. Blood was centrifuged at 3500 rpm for 15 min to separate the plasma, which was
subsequently removed. Plasma triglycerides, high-density lipoprotein cholesterol (HDL-c),
low-density lipoprotein cholesterol (LDL-c), total cholesterol, glucose, urea, albumin and
creatinine concentrations were analyzed enzymatically with an autoanalyzer (Olympus
Diagnostic, Hamburg, Germany). Insulin was measured with an enzyme immunoassay
kit, and the homeostasis model assessment of insulin resistance (HOMA-IR) was calcu-
lated [(fasting insulin (uIU/mL) X fasting glucose (mg/dL))/405]. Apolipoproteins A
and B, hs-CRP, and glycosylated hemoglobin were determined by immunoturbidimetry
(HORIBA-ABX Diagnostics, Japan) with an autoanalyzer (PENTRA-400, HORIBA-ABX
Diagnostics, Japan). The albumin-creatinine ratio was measured from a first-morning urine
sample. Values above or equal to 30 mg/g in women were considered pathological. The
estimated glomerular filtration rate was determined by the modification of diet in renal
disease (MDRD) equation [38]: (GFe (MDRD)):

175 x SCr — 1.154 x age — 0.203 x 0.742
SCr: serum creatinine

2.4. Other Measurements

All participants filled out a sociodemographic and clinical data questionnaire to gather
information, such as age, disease duration, current medication (including antidiabetics
and corticosteroids), and tobacco consumption. The systemic lupus erythematosus disease
activity index (SLEDAI) was included to assess disease activity [39], considering the
presence or absence of several clinical and analytical manifestations in the preceding
10 days. The final score ranges from 0 to 105, where a higher score indicates a higher degree
of disease activity. The degree of tissue damage from the onset of the disease was evaluated
by the International Collaborating Clinics/ American College of Rheumatology’s systemic
lupus damage index (SLICC-SDI) [40]. The score ranges from 0 to 40, where a higher score
indicates greater damage produced by SLE in the last 6 months.

2.5. Sample Size

The sample size was calculated for a clinical trial evaluating the effects of aerobic
exercise on arterial stiffness, inflammation, and fitness, which was published earlier [41].
We recruited 58 participants for that trial, although a larger sample (n = 77) was used to
perform baseline evaluations for cross-sectional analyses.

2.6. Statistical Analysis

The descriptive characteristics of the study participants are presented as means and
standard deviations for continuous variables, and as frequencies and percentages for cat-
egorical variables, unless otherwise indicated in Table 1. Due to the presence of outliers,
hs-CRP was winsorized. Normality was assessed through histograms, the Kolmogorov—-
Smirnov Test, and Q-Q plots, with muscular strength and cardiometabolic risk factors
showing a normal distribution. Pearson’s bivariate correlations were used to explore
the raw association between rHGS and cardiometabolic risk factors, and we additionally
assessed the crude association of aHGS and BMI with cardiometabolic risk factors. Regres-
sion models were built including each cardiometabolic risk factor as dependent variables
in separate models. rHGS, age, SLEDAI, and SDI were entered as independent variables
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in all models (enter method). Age, SLEDAI, and SDI were entered as covariables due to
their potential role as confounders [42]. Menopause, statins or corticosteroids were initially
included, but they did not alter the coefficients, and thus they were not included in final
models to avoid overfitting [43].

Table 1. Descriptive characteristics of the study participants (1 = 77).

Mean SD
Age (years) 43.2 1.57
Weight (kg) 65.1 1.27
Height (cm) 160.1 0.77
Body Mass Index (kg/m?) 25.5 0.51
Absolute Handgrip Strength (kg) 47.2 1.24
Relative Handgrip Strength (kg/BMI) 1.89 0.05
SLEDAI 0.6 0.17
Duration of SLE (years) 13.9 1.15
Systolic Blood Pressure (mmHg) 118 1.29
Diastolic Blood Pressure (mmHg) 76.5 1.18
Pulse Wave Velocity (m/s) 6.47 0.17
Fasting Glucose (mg/dL) 76.3 217
Glycosylated Hemoglobin (%) 5.31
High Density Lipoprotein (mg/dL) 57.8 157
Low Density Lipoprotein (mg/dL) 100.7 2.88
Total Cholesterol (mg/dL) 177.5 3.56
Triglycerides (mg/dL) 93.6 4.85
Homeostatic Model Assessment 1.45 0.09
hs-CRP (mg/L) 2.73 0.17
Glomerular Filtration (mL/min/1.73 mz) 92.6 3.33
Microalbuminuria (%) 28
Cumulative Prednisone dose (mg) 2875 2677
Daily Prednisone dose (mg) 3.99 0.57
Prednisone use (%) 65
Immunosuppressants (%) 45
Antimalarials (%) 89

For absolute and relative handgrip strength the total sample size was n = 75 due to missing data. SLEDAIL:
systemic lupus erythematosus disease activity index; hs-CRP: high-sensitivity C-reactive protein.

A clustered cardiometabolic risk index (z-score) [12] was created using the mean
of the standardized scores [(value-mean)/standard deviation] for SBP, fasting glucose,
triglycerides, HOMA-IR, total cholesterol/HDL-c, and hs-CRP. Statistical significance was
set at p < 0.05.

3. Results

The flowchart of the study participants is presented in Figure 1. From a total of
172 patients initially invited, 81 refused to participate (41 patients reported living very far
from the hospital, 36 were not able to find time to perform the evaluations, and 4 were not
interested), 12 patients did not present clinical stability during the previous 6 months to
the beginning of the study, and 2 patients had cardiovascular disease during the previous
year. A total of 77 women with SLE (mean age 43.2, SD 13.8) complied with the inclusion
criteria, agreed to participate, and were assessed in two waves (49 women in October 2016
and 28 women in February 2017). Both evaluations were identical. Two women did not
perform the handgrip strength test due to a wrist injury.
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Participants with SLE initially contacted (n =172)

Refused to participate (n = 81)

- Lived too far from the hospital (n = 41)

- Unavailable (1 = 36)

- Not interested (1 =4)

A 4

Patients with SLE that agreed to participate (n =91)

Excluded due to inclusion criteria (n =14)

- Did not present clinical stability during the 6
months prior to the beginning of the study (n =12)

- Had cardiovascular diseases during the previous
year (n=2)

A 4

Patients with SLE eligible for the study (n=77)

/\

Sample with complete data in the 1st wave Sample with complete data in the 2nd wave

(n=49) (n=21)

Final sample
(n=77)

Figure 1. Flow diagram of the inclusion of women with systemic lupus erythematosus (SLE) for the present study.

The descriptive characteristics of the study participants are presented in Table 1.
The average BMI was 25.5 (SD 0.51) kg/mz. The average aHGS was 47.2 (SD 1.24) kg
and for rHGS was 1.89 (SD 0.05) units. Regarding cardiometabolic risk variables, the
average SBP was 118 (SD 1.29) mmHg, the average DBP was 76.5 (SD 1.18) mmHg, and
the average fasting glucose levels were 76.3 (SD 2.17) mg/dL. Average total cholesterol
was 177.5 (SD 3.56) mg/dL, the average hs-CRP levels were 2.73 (SD 0.35) mg/L and the
average PWV was 6.47 (SD 0.17) m/s.

Table 2 represents the raw association of rHGS, aHGS, and BMI with cardiometabolic
risk factors. rHGS was negatively associated with SBP, triglycerides, hs-CRP, PWYV, and
z-score (frange = from -0.43 to —0.23; all p < 0.05). aHGS was negatively associated
with triglycerides and PWYV (rrange = from —0.34 to —0.23; all p < 0.05). Finally, BMI
was positively associated with SBP, DBP, fasting glucose, HOMA-IR, PWYV, and z-score
(trange = from 0.23 to 0.44; all p < 0.05). A graphic representation of the crude association
of rHGS and cardiometabolic risk factors is presented in Figure 2. The linear regression
models evaluating the association of rHGS and cardiometabolic risk factors are presented
in Table 3. rHGS was inversely associated with SBP (unstandardized coefficient (B) = —6.58;
95% confidence interval (CI) —11.91 to —1.26; p = 0.016), hs-CRP (B = —1.67; 95% CI —3.11
to —0.23; p = 0.023), PWV (B = —0.34; 95% CI —0.58 to —0.09; p = 0.007) and z-score
(B =—-0.30; 95% CI —0.54 to —0.06; p = 0.014). These results were consistent even when
statins and corticosteroids were included as covariates.
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Table 2. Pearson’s bivariate correlations analysis evaluating the raw association between relative
handgrip strength, absolute handgrip strength and body mass index with cardiometabolic risk
components in women with systemic lupus erythematosus.

rHGS (n =75) aHGS (n =75) BMI
SBP —0.34 ** —0.15 0.40 **
DBP —0.13 0.01 0.32 **
Fasting Glucose —0.06 0.08 0.23*
Glycosylated
Hemoglobin —0.13 —0.07 0.11
HDL 0.04 0.08 0.04
LDL 0.04 0.04 —0.00
Total Cholesterol 0.01 0.03 0.04
Triglycerides —0.28* —0.23* 0.15
HOMA-IR —0.15 0.11 0.43 **
hs-CRP —0.23* —0.15 0.17
PWV —0.43 % —0.34 ** 0.24*
Glomerular Filtration 0.11 0.08 —0.10
Microalbumin 0.05 —0.04 —-0.15
z—score —0.32 ** —0.09 0.44 **

SBP: systolic blood pressure; DBP: diastolic blood pressure; HDL: high-density lipoprotein; LDL: low-density
lipoprotein; HOMA-IR: homeostatic model assessment of insulin resistance; hs-CRP: high-sensitivity C-reactive
protein; PWV: pulse wave velocity. Notes: * p < 0.05; ** p < 0.01.

Table 3. Multivariable linear regression analysis evaluating the association of relative handgrip strength with cardiometabolic
risk components in women with systemic lupus erythematosus (1 = 75).

Beta B Std Error 95% CI 14 R?
SBP —0.29 —6.58 2.67 ~1191 ~1.26 0.016 0.20
DBP ~0.10 ~2.02 2.63 ~7.27 3.23 0.445 0.03
Fasting ~0.09 ~3.58 5.00 ~13.55 6.39 0.476 0.01
Glucose
Glycosylated —0.02 —0.02 0.11 —0.25 0.20 0.846 0.10
Hemoglobin
HDL 0.10 2.77 3.56 ~4.33 9.89 0.438 0.02
LDL 0.16 8.06 6.08 —4.06 2020 0.189 0.14
Total
Cholsterol 0.15 9.03 7.25 —5.44 2350 0.218 0.18
Triglycerides ~023 ~19.41 10.50 ~4035 1.52 0.069 0.12
HOMA-IR ~0.19 —034 0.22 ~0.79 0.10 0.127 0.03
hs-CRP ~0.29 ~1.67 0.72 -311 ~023 0.023 0.09
PWV ~0.11 —034 0.12 ~0.58 ~0.09 0.007 091
Glomerular ~0.14 ~7.68 5.75 ~19.16 3.80 0.187 0.37
Filtration
Microalbumin ~ —0.11 ~0.01 0.11 -023 0.21 0.925 0.10
z-score ~0.30 ~0.30 0.12 ~0.54 ~0.06 0.014 0.15

B: unstandardized coefficient; SBP: systolic blood pressure DBP: diastolic blood pressure; HDL: high-density lipoprotein; LDL: low-density
lipoprotein; HOMA-IR: homeostatic model assessment of insulin resistance; hs-CRP: high-sensitivity C-reactive protein; PWV: pulse wave
velocity. All regression models were adjusted for age, SLEDAI, and SDI. Regression models were built including each cardiometabolic risk
factor as dependent variables in separate models. Relative handgrip strength was entered as the independent variable in all models (enter
method) where age, SLEDAI, and SDI were entered as confounders in order to adjust the independent variable. Statistically significant
associations (p < 0.05) are highlighted in bold.
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Figure 2. Graphic representation of the crude association of rHGS and cardiometabolic risk factors.

4. Discussion

The main finding of this study is that a higher rHGS was associated with lower
SBP, triglycerides, hs-CRP, PWYV, and clustered cardiometabolic risk index (z-score) in
women with SLE. Furthermore, rHGS could be an alternative to aHGS when evaluating
cardiometabolic risk. Our results were consistent despite adjusting for multiple potential
confounders such as age, SLEDAI, SDJ, statins, menopause, smoking or corticosteroids.
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The association of aHGS and cardiometabolic risk has been previously studied in the
general population. Lee et al. [27] found that a higher aHGS was associated with lower car-
diovascular risk in older Korean adults. Similar findings were described by Leong et al. [21],
who found that aHGS was inversely associated with all-cause death in a prospective co-
hort study with 140,000 men and women. However, Gregorio-Arenas et al. [44] found
no association of aHGS with cardiometabolic risk in a sample of 228 perimenopausal
women. In line with this, Gubelmann, Vollenweider and Marques-Vidal [45] observed no
association between aHGS and cardiovascular risk in healthy adults. Regarding rHGS,
previous studies have assessed its association with cardiometabolic risk, although not in
rheumatological or autoimmune populations. Choquette et al. found that rHGS could be
an indicator of cardiometabolic risk in 1793 community-dwelling men and women [25].
Moreover, Lawman et al. [28] found that higher rHGS was significantly associated with
lower SBP, triglycerides, glucose, and higher HDL in both healthy men and women. Finally,
Campa et al. [46] demonstrated that resistance training is effective in improving both
cardiometabolic risk factors and rHGS in obese women, but improvements regarding rHGS
are only achieved if training frequency is high and prolonged over time [47]. Our results
are overall in line with these findings derived from other populations and extend current
knowledge on potential indicators of cardiometabolic risk in SLE, as well as agreeing with
recent literature.

The novel approach of this study is the concurrent analysis of the association of rHGS,
aHGS and BMl itself with cardiometabolic risk factors. Although no statistical test can
compare the strength of their independent association with the outcomes, these analyses
provide the opportunity to determine which of these markers of risk is more worthwhile in
clinical practice. Overall, rHGS and BMI were clearly better indicators of cardiometabolic
risk than aHGS. However, when comparing BMI with rHGS, the results were less clear.
While BMI was associated with markers of insulin resistance and the association with the
clustered cardiometabolic risk score was stronger than with rHGS, rHGS was more strongly
associated with arterial stiffness and, more importantly, with hs-CRP. As inflammation
is a hallmark of autoimmune diseases including SLE, these results should not be taken
into consideration when deciding whether to include the assessment of handgrip strength
in clinical practice. The relatively low sample size precludes making strong arguments
either in favor of or against this, although further research on this topic seems warranted.
In practical terms, it is obvious that BMI is the simplest way to obtain a strong marker of
cardiometabolic risk. However, it must be considered that adding a handgrip strength
assessment takes approximately 2 min (including double assessment of both hands), which,
depending on the context, might be feasible or not.

This study has potential limitations. Although other widely used tools to measure CV
risk have been proposed, these tools could underestimate CV risk in patients with SLE. Our
study provides a greater knowledge of CV risk using individual factors and a cluster score.
The cross-sectional design precludes the establishment of causal relationships; therefore,
our results must be corroborated in future prospective and experimental research. The
sample size was relatively small, and we do not know whether these results apply to men
or to women with medium or high disease activity, as only women with mild disease
activity were included.

5. Conclusions

The findings suggest that higher rHGS is significantly associated with lower car-
diometabolic risk in women with SLE. Although assessing rHGS might add relevant informa-
tion regarding the potential cardiometabolic risk of SLE patients, BMI alone is a rather good
indicator of cardiometabolic risk that might be preferred under time-constrained situations.
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Abstract: Obesity and cardiorespiratory fitness exhibit negative and positive impacts, respectively,
on executive function. Nevertheless, the combined effects of these two factors on executive function
remain unclear. This study investigated the combined effects of obesity and cardiorespiratory fitness
on response inhibition of executive function from both behavioral and neuroelectric perspectives.
Ninety-six young adults aged between 18 and 25 years were recruited and assigned into four groups:
the high cardiorespiratory fitness with normal weight (NH), high cardiorespiratory fitness with
obesity (OH), low cardiorespiratory fitness with normal weight (NL), and low cardiorespiratory
fitness with obesity (OL) groups. The stop-signal task and its induced P3 component of event-related
potentials was utilized to index response inhibition. The participants with higher cardiorespiratory
fitness (i.e., the NH and OH groups) demonstrated better behavioral performance (i.e., shorter
response times and higher accuracy levels), as well as shorter stop-signal response times and larger
P3 amplitudes than their counterparts with low cardiorespiratory fitness (i.e., the NL and OL groups).
The study provides first-hand evidence of the substantial effects of cardiorespiratory fitness on the
response inhibition, including evidence that the detrimental effects of obesity might be overcome by
high cardiorespiratory fitness.

Keywords: body mass index; fitness; executive control; event-related potential

1. Introduction

The obesity epidemic is increasingly regarded as a global pandemic, as more than
13% of people aged 18 years and over were of excessive weight in 2016 [1]. Obesity is not
only linked to a broad range of long-term medical complications, such as cardiovascular
disease, type II diabetes, and several types of cancers [2], but is also considered to be a
risk factor for healthy lifestyle habits [3] and psychiatric conditions [4], such that it has
profound economic consequences.

Obesity also has negative effects on various aspects of executive function (EF) [5],
such as inhibition. Inhibition refers to the ability to override a planned, prepotent response
or to stop already initiated responses (i.e., response inhibition) [6]. Several studies have
utilized a highly theoretically driven cognitive task, the stop-signal task (SST) [7], to assess
the efficiency of response inhibition. During the SST, the person being tested is required
to response quickly to the go stimuli. Occupationally, the person needs to launch the
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stop-process induced by the stop stimuli to inhibit the go-process induced by the go
stimuli, with that stoppage involving the top-down initiation of the aphasic inhibitory
process [7]. Notably, the excessive weight has been attributed to failures to inhibit impulsive
or prepotent responses [8]. For instance, individuals with higher BMI scores required longer
duration of the reaction time to stop the ongoing response (i.e., stop-signal response time,
or SSRT) compared to individuals with normal BMI scores [9]. Similarly, obese young
adults have been reported to exhibit greater difficulties in response inhibition, as reflected
by having longer SSRTs than normal-weight individuals [10], suggesting a relationship
between less efficient response inhibition and obesity in the adult population.

Cardiorespiratory fitness (CRF) may also affect various aspects of EF [11,12]. Cross-
sectional research has revealed a positive relationship between CRF and the performance
of the tasks involving interference aspect of inhibition in late-middle-aged [13] and older
adults [14]. Similarly, studies using laboratory-based and filed-based CRF assessments
have indicated positive associations between CRF and task performance involving response
inhibition in preadolescent children [15] and young adults [16,17]. Finally, similar positive
links between CRF and working memory [11,18] and shifting [18,19] aspects of EF have
been reported.

The potential effect of CRF on the association between obesity and EF has been further
suggested by the “fat-but-fit” paradigm. Specifically, the fat-but-fit paradigm suggests
that higher levels of physical activity or CRF might alleviate some of the adverse effects
of obesity (i.e., its effect on all-cause mortality) [20,21]. The fat-but-fit paradigm has been
extended to attenuation of the adverse effects of obesity on cognitive function. For instance,
Song, et al. [22] compared the performance of interference aspect of inhibition in relation to
levels of CRF and BMI, and reported no significant differences in behavioral performance
among young adults with high CRF, regardless of their weight status, on the neutral condi-
tion of the Stroop task, suggesting that CRF might alleviate the adverse effects of obesity on
basic information processing. In another study, Ross, et al. [23] measured CREF, % of body
fat, waist-height ratio, and cognitive function in adolescents, and found that the association
between obesity and visual working memory was partially mediated by CRE. These studies
have explored the interrelationships between CREF, obesity, and various aspects of EF (i.e.,
the interference aspect of inhibition and working memory), and have provided initial
evidence supporting the conclusion that CRF might act to modulate, attenuate, or possibly
offset the detrimental effects of obesity in some aspects of EE. Nevertheless, to the best
of our knowledge, no research has investigated the interrelationship between CRF and
obesity, in terms of their combined effects on response inhibition.

Event-related potential (ERP), a noninvasive measure of brain electrical activity, may
provide more insights regarding how response inhibition is associated with CRF and obesity.
ERPs represent time-locked neuroelectric activities with sensitive temporal resolution,
providing the opportunity for direct and detailed examinations of the neural mechanisms
of mental processes [24]. In previous studies, individuals with higher CRF demonstrated
larger P3 amplitudes along with shorter response times (RTs) and/or higher response
accuracy levels [22,25,26]. Given that the P3 amplitude is regarded as a reflection of
the amount of attentional resources allocated [27], such results suggest that higher CRF
levels might support the recruitment of attentional resources and contribute to superior
behavioral performance. Meanwhile, decreased P3 amplitudes and impaired response
inhibition have been reported during the auditory discrimination task paradigm [28] and
the Go/NoGo task [29] in obese and/or overweight children.

Taken together, the above findings indicate that obesity and CRF are negatively and
positively associated with inhibition, respectively. Nevertheless, the combined effects of
CRF and excessive weight on response inhibition remain unknown. The present study was
thus conducted to investigate how CRF and excessive weight are simultaneously associated
with response inhibition, as assessed by the SST, from both behavioral and neuroelectric
perspectives. Given the negative impacts of obesity and the positive effects of CRF reported
previously, it was hypothesized that individuals with high CRF and normal weight would
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exhibit superior response inhibition-related performance and that obese individuals with
low CRF would exhibit worse response inhibition-related performance, both in terms of
behavioral and neuroelectric measures.

2. Materials and Methods
2.1. Participants

Healthy males aged 18 to 25 years who met the following criteria were recruited:
(a) normal or corrected-to-normal vision; (b) no color blindness; (c) no history of neurologi-
cal disorders, psychiatric disorders, or any brain injury; (d) no current substance abuse;
(e) able to complete a CRF assessment based on the Physical Activity Readiness Question-
naire (PAR-Q); (f) body mass index (BMI) within the normal-weight (BMI = 18.5-24 kg/m?)
or within the obese range (BMI > 27 kg/m?) based on the normative BMI data for Tai-
wanese adults published by the Ministry of Health and Welfare of Taiwan; (g) CRF level
either above the 65th percentile or below the 35th percentile, as reflected by the maximal
oxygen uptake (VOymay) index, based on the norms provided by the American College
of Sports Medicine [30]; and (h) right-handed. The experimental protocol for the study
was approved by the Institutional Review Board of National Taiwan University. Following
an initial screening, 92 eligible participants were grouped into four mutually exclusive
groups: the high CRF with normal weight (NH, n = 23) group, high CRF with obesity (OH,
n = 23) group, low CRF with normal weight (NL, n = 23) group, and low CRF with obesity
(OL, 1 = 23) group. The demographic data and working memory aspect of the intelligence
quotient of each participant, as assessed by the Forward and Backward Digit Span Test of
the Wechsler Adult Intelligence Scale-Third Edition [31], were collected.

2.2. Submaximal Cardiorespiratory Fitness Assessment

All of the participants completed the YMCA cycling test [32], which is a submaximal
CREF test and has been described as effective in predicting VOsmax [33]. The test consists
of three consecutive 3-min cycling stages. For each participant, the test began with a
3-min warm-up stage involving exercising on a braked cycle ergometer (Ergoselect 100/200
Ergoline GmbH, Germany) at 150 kpm/min (25 W) and pedaling at a constant speed
of 50 rpm. The subsequent stages of power output progression were determined by the
given participant’s steady-state HR recorded during the last 15-30 s of the initial 3-min
warm-up stage. An additional 3-min stage was added if the participant’s target HR (i.e.,
85% of the individual’s age-predicted HRmax) was not achieved. The result for the Borg
Rating of Perceived Exertion (RPE) scale [34] was recorded at the end of every 3-min stage
during the exercise period. Finally, each participant’s VOopnay was predicted using the
extrapolation method.

2.3. Stop-Signal Task (SST)

The SST conducted using the e-prime software was adopted from Johnstone, et al. [35].
The go-trials of the SST consist of leftward- or rightward-pointing black arrows (<« or —)
with 196 x 42 pixels (hereafter referred to as go stimuli). The probability of a leftward-
or rightward-pointing arrow occurring for any trial was 50%. A plus sign was presented
as the fixation for 500 ms at the beginning of each trial. Following the plus sign, a blank
screen (100 ms) and the go stimuli (500 ms) were presented sequentially. Participants were
instructed to press the response button on the response box corresponding to the direction
of each presented arrow (that is, they were asked to press the left response button for a
leftward-pointing arrow and the right response button for a rightward-pointing arrow) as
quickly and accurately as possible.

When presented, the stop stimulus (i.e., a red square superimposed on the go stimulus)
was displayed with a certain delay (i.e., the stop-signal delay, SSD) following the go stimu-
lus onset. The given participant was asked to withdraw their response when they detected
the presence of the stop-signal stimulus (with each trial involving the stop-signal stimulus
hereafter referred to as a stop-trial). The SSD was initially set to 200 ms, and dynamically
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varied between 50 ms and 450 ms according to each participant’s ongoing performance.
Specifically, the SSD was increased by 50 ms if the participant could successfully withdraw
their response during the previous stop-trial and decreased by 50 ms if the participant
failed to withdraw their response during the previous stop-trial. With the dynamic tracking
algorithm, success in withholding the response was achieved for approximately 50% of the
stop-trials. Presentation of the go- and stop-trials was randomized to prevent subjective
expectancy. A low proportion of stop signals (i.e., 25%) was chosen for the trials in order to
increase the strength of the conflicting stimuli. Finally, the SSRT of each participant was
calculated by subtracting the participant’s average SSD from their average response time
during the go-trial (i.e., the mean go-trial RT).

2.4. Psychophysiological Recording and Data Analysis

For each participant, the brain electrical activity was recorded continuously from
32 Ag/AgCl scalp electrodes of the international 10-20 system inserted in an elastic cap
(Quick-Cap, NeuroScan Inc.) and referenced to the left and right mastoids. The horizontal
electrooculogram (HEOG) was recorded from two electrodes attached laterally to each eye
to monitor horizontal eye movements. Vertical eye movements and blinks (the VEOG) were
recorded from two electrodes attached above and below the left eye. The electrode located
on the mid-forehead was used as the ground electrode. The impedance of all the electrodes
throughout the recording period was maintained below 10 kQ). The online EEG signal was
digitized at a rate of 500 Hz and amplified by a SynAmps EEG amplifier filtered with a
bandpass between 70 Hz and 0.05 Hz and with a 60-Hz notch filter to remove additional
electrical noise with the NeuroScan equipment (NeuroScan Inc., El Paso, TX, USA).

The offline EEG data was then analyzed using the Scan software (NeuroScan Inc., E1
Paso, TX, USA, v4.5). Only the successfully inhibited and corrected response trials were
included for further analysis. The offline EEG data was initially processed by correcting
the eye movements and blinks using the algorithm proposed by Semlitsch, et al. [36], and
an epoch of 1300 ms was segmented starting 100 ms prior to the onset of the go stimulus
and lasting until 1200 ms after the go stimulus onset for each trial. The average artifact-free
epoch waveforms were computed for both go-trials and stop-trials. The data was then
digitized and filtered with a bandpass filter between 0.05 and 30 Hz (12 dB/Oct). The EEG
data from poorly recorded channels and trials for which the amplitude exceeded + 85 Vv
was excluded from further analysis.

ERP averages were then computed for the successful stop-trials and the correct go-
trials for each individual. The initial time windows for the go-P3 (200-700 ms) component
during the go-trials were determined based on the grand average waveforms of the four
groups. The time windows for the stop-ERP components were determined from the average
stop-signal onset time with the consideration of variation in each individual’s SSD. That is,
the final lower and upper time windows for each participant were equal to the smallest
SSD plus the lower limit of the average stop-signal onset time and the largest SSD plus the
upper limit of the average stop-signal onset time, respectively. Finally, for each individual
P3 time window, the P3 amplitude, defined as the most positive value within the window,
was identified by means of an automatic pick-picking program using the Scan software
(NeuroScan, v4.5). In a similar manner, the N2 amplitude, which was defined as the most
negative value within the final time window, was also identified.

2.5. Experimental Procedure

The participants were required to visit the laboratory located on the National Taiwan
Sport University campus individually on two occasions separated by less than seven days
from each other. In order to measure the body-weigh accurately, all participants were
instructed to avoid having any food for 8 h prior their body-weight measurements. Ad-
ditionally, they were informed not to consume any food or drink containing caffeine or
alcohol and to avoid engaging in any strenuous exercise for 12 h prior to second experi-
mental session in an effort to reduce any effect of stimuli on the cardiovascular system.
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During the first visit, the experimental procedure was introduced by the researchers
conducting the experiment, and informed written consent was obtained from the given
participant. After the informed consent was completed, information regarding the partici-
pant’s health/physical condition was acquired by filling out the demographic and PAR-Q
questionnaires. The participant’s BMI was then calculated based on their weight (kg) and
height (m), and the participant’s score on the Digit Span Test was recorded. Following
confirmation that the health condition and BMI status of the participant met the inclusion
criteria, the participant was fitted with a Polar heart rate monitor (Sport Tester PE 3000,
Polar Electro Oy, Kempele, Finland) and instructed to perform the YMCA cycling test at a
room temperature of 20 °C. The resting HR (HR rest) of the participant was measured after
the participant sat still for 5 min. The participant’s HR during the exercise was recorded
every 2 min. Those participants who met the inclusion criteria were invited to return for
the second experimental session.

During their second visit, each qualified participant was seated comfortably in a chair
in a dimly lit, sound-attenuated, air-conditioned, and electrically shielded room where they
then completed the SST. The viewing distance between the participant and the computer
screen was set at 70 cm. During the SST, the participant was instructed to focus on a central
fixation cross on the screen and to avoid making any body movements during the EEG
recording. Prior to being tested with the experimental blocks of the SST, the participant
responded to a practice block of 10 trials that allowed the participant to become familiar
with the task so that they could keep in mind that they should inhibit their response when
the stop signals appeared in the stop-trials. Furthermore, the importance of responding
quickly to the go stimuli was emphasized, and the participant was told not to sacrifice
response speed by waiting for the occurrence of the stop signals. Time was taken to ensure
that each participant clearly understood the test prior to the experimental blocks being
presented. After the practice block, two experimental blocks, each containing 200 trials,
were presented. A 5-min break was taken halfway through each block, and a 15-min
break was taken between the two blocks. EEG recordings were taken throughout the task
performance period. The duration of the experiment was about 1.5 h. Each participant
received a payment of approximately US $30 for travel expenses incurred.

2.6. Statistical Analysis

The demographic data was analyzed using the one-way analysis of variance (ANOVA)
among the four groups (i.e., the NH, OH, NL, and OL groups). For behavioral data, the
ANOVA was also conducted for the go RTs, which were defined as the time intervals
between the onsets of the go stimuli and the correct responses made by the participants; the
accuracy of the go-trials; and the SSRTs. For electrophysiological data, a separate ANOVA
was also conducted for the go- and stop-P3 amplitudes at the parietal region (the averaged
ERP from the P3, Pz, and P4 electrode locations). Finally, post-hoc Tukey HSD and multiple
t-test comparisons with Bonferroni correction were conducted where appropriate. All
statistical analyses were carried out using SPSS (version 21.0, IBM, Corp., Armonk, NY,
USA). Mean and standard error (SE) values were presented.

3. Results
3.1. Participant Characteristics

The demographic background data of the participants is summarized in Table 1. The
ANOVA revealed that there were no significant differences among the four groups in terms
of age (years), height (cm), or working memory performance.
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Table 1. Demographic and cardiorespiratory fitness for participants (means + SD).

Variables NH (n = 23) OH (n =23) NL (n = 23) OL (n =23)
Age (years) 2052 + 1.65 20.70 £ 2.16 21.47 + 2.00 21.04 £ 2.16
Height (cm) 173.43+ 4.86 177.26 + 7.63 175.91 + 4.74 174.30 + 6.27
Weight (kg) 63.91 & 5.28 91.78 + 14.54 b 66.65 -+ 5.36 102.43 +19.932

BMI (kg/m?) 21.25 £1.38 29.08 4 250 21.53 £1.23 33.63 &+ 5.932

Digit span: 14.50 + 1.30 14.00 + 1.43 14.68 + 1.32 14.14 + 1.08

Forward
Digit span: 8.82 +3.10 8.23 +2.10 9.60 + 2.67 8.55 + 2.76

Backward

VOamax 55.19 & 4.73 2 53.28 + 4292 41.66 + 9.60 36.04 =+ 3.63
(mL/kg/min)

NH = High cardiorespiratory fitness (CRF) with normal weight; OH = high CRF with obesity; NL = low CRF with
normal weight; and OL = low CRF with obesity. @ and ® = p < 0.05.

In terms of weight status (kg), significant differences between the groups were ob-
served (ps < 0.05). Follow-up analyses indicated that the OL group was significantly heavier
than all three other groups (ps < 0.05), while the OH group was significantly heavier than
the NH and NL groups (ps < 0.01). Meanwhile, no difference in weight status between the
NL and NH groups was observed. In terms of BMI scores, significant differences between
the groups were observed (ps < 0.05). Follow-up analyses indicated that the OL group
had significantly higher BMI scores than the other three groups (ps < 0.01), while the OH
group had higher BMI scores than the NL and NH groups (ps < 0.01). No differences were
observed, meanwhile, between NL and NH groups.

With regard to the CRF levels, significant differences in VOppax scores were observed
among the groups (ps < 0.05). Follow-up analysis indicated that both the NH group and
the OH group had higher VO, scores than the NL group, and that the OL group had
the smallest VOyax SCOTES.

3.2. Behavioral Data

Response time: One-way ANOVA analysis revealed a main effect of group [F (3, 88) = 12.78,
p <0.01] (Figure 1a). The follow-up analysis revealed that both the NH group (493.54 + 26.39 ms)
and the OH group (514.27 £ 20.99 ms) had significantly shorter RTs than the NL and OL groups
(683.00 £ 27.87 ms and 631.54 £ 26.58 ms, ps < 0.05). No significant differences were ob-
served, however, between the NH group and the OH group, or between the NL group and the
OL group.
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Figure 1. A comparison of the (a) response time (RT) and the (b) accuracy (means + SE) on the Stop-Signal task during
go-trials for the four groups. NH = High CRF with normal weight; OH = high CRF with obesity; NL = low CRF with normal
weight; and OL = low CRF with obesity. * p < 0.05.
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Accuracy: One-way ANOVA analysis revealed a main effect of group [F (3, 88) = 4.41,
p < 0.01] (Figure 1b). The follow-up analysis revealed that the NH group (97 & 0.75 %) had
a significantly higher accuracy rate than the NL and OL groups (90 & 2.1 % and 91 + 1.9,
ps < 0.05). No other significant differences among the OH, the NL, and the OL groups were
observed (p > 0.05).

SSRT: One-way ANOVA analysis revealed a main effect of group [F (3, 88) =14.648,
p < 0.01] (Figure 2). The post-hoc analysis revealed that both the NH group (223.55 & 5.31 ms)
and the OH group (235.15 + 5.98 ms) exhibited shorter SSRTs than the NL and OL groups
(300.55 +£ 13.91 ms and 280.82 + 10.42 ms, ps < 0.05). Furthermore, the mean SSRT of the OH
group (235.15 + 5.98 ms) was also significantly shorter than the mean SSRTs of the OL and

NL groups (p < 0.05).
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Figure 2. Comparisons of the stop-signal response time (SSRT) across the four groups (means =+ SE).
NH = High CRF with normal weight; OH = high CRF with obesity; NL = low CRF with normal
weight; and OL = low CRF with obesity. * p < 0.05.

3.3. ERP Data: P3 Amplitudes

Regarding the go-P3 amplitude, one-way ANOVA analysis revealed a main effect
of group [F (3, 88) = 4.02, p < 0.05], with the NH group (7.05 & 0.94 uV) having a signif-
icantly larger mean amplitude than the OH (4.34 + 0.64 uV), NL (4.34 £ 0.64 nV) and
OL (3.99 £ 0.56 V) groups. There was no significant difference among the OH, NL, and
OL groups (p > 0.05). Regarding the stop-P3 amplitude, a main effect of group was also
revealed [F (3, 88) = 5.71, p < 0.01], with the NH group (16.68 £ 1.26 uV) having a signifi-
cantly larger mean amplitude than those observed for the NL (11.18 + 0.79 uV) and OL
(10.13 4 1.28 uV) groups. No significant difference between the NH group and the OH
group (12.55 4= 1.40 uV) group was observed. The topographic distributions of the P3
amplitude of go- and stop-trials across four groups was also presented in Figure 3.
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Figure 3. The topographic distributions of the P3 amplitude of (a) go- and (b) stop-trials across four groups. NH = High
CRF with normal weight; OH = high CRF with obesity; NL = low CRF with normal weight; and OL = low CRF with obesity.

4. Discussion

The purpose of the current study was to examine the interrelationship between CRF
and excessive weight in terms of their combined effects on response inhibition induced
by the SST from both behavioral and ERP perspectives. Our primary behavioral findings
revealed that the participants with high CRF levels, regardless of their normal or excessive
weight status, had superior response inhibition in comparison to the participants with low
CRF levels. Furthermore, the individuals with normal weight and high CRF demonstrated
a higher accuracy rate than the other three groups. With regard to ERP indices, the
individuals with normal weight and high CRF exhibited significantly larger go- and
stop-P3 amplitudes than the obese individuals with low CRF levels, while no significant
differences in the P3 amplitudes were observed among the other three groups.

4.1. Behavioral Performance

Superior performance under time pressure reflected by faster response times (in terms
of go RTs) was observed among the participants with high CRF (i.e., the NH and OH
groups) in comparison to the participants with low CRF (i.e., the NL and OL groups).
These findings are consistent with those of prior research reporting that young adults with
higher fitness levels had shorter go RTs during the neutral condition of the Stroop task [22],
and the congruent condition of the Erickson flanker task [37]. However, similar go RTs
for active and non-active young adults have also previously been observed [16,17], which
is somewhat inconsistent with our findings in the present study. This inconsistency may
be linked to the categories of CRF levels used in the different studies. Specifically, the
average CREF levels for the non-active participants in the study by Padilla and colleagues
were 44.43 and 48.00 mL/kg/min, respectively, which were higher than those of the low-
fitness participants in the current study (35.79 and 36.45 mL/kg/min for the NL and OL
groups, respectively). That is, our findings might represent the influence of relatively low
CREF levels on the go RT. Given that go RT reflects the time required for the generalized
processing needed for stimulus identification, stimulus discrimination, response choice,
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and response execution [38], CRF may have a positive influence on the general processing
speed relative to the weight status during the SST.

Our SSRT results revealed that one difference between the high- and low-fitness
participants was in response inhibition ability, with the shorter SSRTs of the participants
with high CRF indicating their superior response inhibition compared to their low CRF
counterparts. Such superior inhibition on the part of the high CRF participants was in line
with previous studies regarding CRF. For example, previous studies have reported that
active individuals demonstrated shorter SSRTs in the more executive control-demanding
version of the SST compared to their inactive counterparts [16,17]. Other studies using the
Erickson flanker task also found that higher CRF is associated with outcomes indicating
superior inhibition, such as smaller flanker effects in older adults [39,40], better ability to
maintain response accuracy across task conditions [25], and less response variability [41]
in children. Consistent with this positive association, prior research has further reported
superior performance in the incongruent condition of the Stroop task among older [42] and
young adult [22] populations with higher fitness levels.

The covert behavioral response of SST (i.e., success or failure to withhold the on-going
go-process) could be interpreted by the “horse-race” model [7], which indicates that the stop
performance is determined by the “race” between the go-process and stop-process; that is,
a participant will not be able to withhold or terminate their pre-potent response if the “go”
process finishes the race before the "stop" process does (i.e., when go RT < (SSRT + SSD)) [7].
Accordingly, successful withholding of the ongoing go-process could be achieved by
decreasing the tendency toward executing covert behavioral responses, through either or
both of slowing the go RT and shortening the SSRT, for a given SSD [43]. Notably, although
faster general cognitive processing speed (i.e., shorter go RTs) observed in individuals with
higher CRF (i.e., NH and OH group) might imply a higher tendency toward executing the
ongoing go-process, the superior response inhibition (i.e., shorter SSRTs) in the NH and OH
groups might suggest greater effects of CRF on the processing of stop-signal detection and
the initiating of the response inhibition. Additionally, the higher accuracy rates and shorter
go RTs demonstrated by the NH group further indicate that this superior performance was
not caused by a speed-accuracy trade-off during the task performance. Taken together,
and in addition to the prior findings indicating a positive association between CRF and
inhibition, the data collected in the current study thus provide further evidence indicating
a beneficial effect of CRF on response inhibition.

Contrary to our predictions, however, our results revealed no differences in response
inhibition across weight categories in terms of SSRT performance. While negative associa-
tions between the standard SSRT and obesity in adults [10,44] and children [45-47] have
previously been reported, non-significant differences in SSRT between normal weight and
obese individuals have also been observed [44,48-50]. These inconsistent findings might
result from the types of stimuli used [51], as well as the association between obesity and EF
being altered by CRE. For instance, Edwards, Dankel, Loenneke and Loprinzi [21] reported
that lower executive performance was only related to the present inactivity of older adults,
regardless of individuals” past and current weight statuses. Our previous findings also
suggested that the inhibition levels assessed by the Stroop task were similar for high-fitness
participants with normal weight and high-fitness participants with obesity [22]. As such,
the results of the present study extend the current understanding of the interrelationship
between CRF and obesity in terms of their combined effects on EF, as well as further
supporting the fat-but-fit paradigm in relation to response inhibition.

4.2. ERP

Larger stop-P3 and go-P3 amplitudes were observed in the participants in this study
with normal weight and high fitness (i.e., the NH group) than in those with normal weight
and low fitness and those with obesity and low fitness (i.e., the NL and OL groups).
This observation of a fitness-related difference in P3 amplitudes corroborates the current
literature regarding fitness and response inhibition in young adult populations. Specifically,
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larger P3 amplitudes were previously observed for normal-weight young adults with high
CREF levels than for their low-fitness counterparts, along with superior performance across
both the neutral and incongruent conditions of the Stroop task [22]. A similar pattern
has been reported in preadolescent children, that is, larger P3 amplitudes and superior
behavioral performance have been seen in high-fitness as compared to low-fitness healthy
preadolescent children [25,26].

Stop-P3 amplitude has previously been reported to be related to the active inhibitory
processing of motor responses released by the stop signal [52,53]. Based on the reduced P3
amplitudes in children with attention deficit/hyperactivity disorder during the Erickson
flanker task [54] and during the SST [55], it has been suggested that stop-P3 amplitudes
involve monitoring of the outcomes of the inhibitory process and its efficiency. In conse-
quence, the larger stop-P3 amplitudes among individuals in the NH group in the current
study might reflect a surplus in cognitive control abilities affecting overall performance
monitoring. This hypothesis is supported by a previously reported positive association
between CRF and the volume of the anterior cingulate cortex (ACC) and reduced ACC
activity reflecting better conflict monitoring after aerobic exercise interventions [40,56],
as well as studies linking ACC activity with the monitoring of go and stop performance
in response inhibition [43]. Therefore, the enhanced modulation of the P3 component
observed in the NH group in this study may result from functional and structural changes
of the ACC.

P3 amplitude has also been associated with the amount of attentional resources
allocated during a cognitive task [27] as well as enhanced go response processing [53]. As
a result, the larger stop- and go-P3 amplitudes observed in the NH group might reflect a
superior ability to allocate larger amounts of attentional resources, less impulsivity, and
faster processing speed for go signals. Given the shorter go RTs and SSRTs, as well as
the findings regarding P3 amplitudes, observed for the NH group, it is conceivable that
the higher fitness levels of this group cooperated with their normal weight statuses to
provide superior abilities in terms of several neuroelectrical processes related to both
overall processing speed as well as inhibition.

It is important to note that, while the individuals in the NH group demonstrated
the largest P3 amplitudes compared to the participants in the low-fitness groups, the P3
measure itself partly consisted of behavioral performance; that is, despite the OH group
demonstrating similar overt stopping performance compared to the NH group, the mean
P3 amplitude of the OH group was attenuated and did not differ significantly from those of
the NL and OL groups. This finding might indicate that the OH group had, in comparison
to the NH group, less attentional resource allocation and /or weaker activation levels that
were not observable through their overt behavior alone. Additionally, the finding of no
difference in P3 amplitudes for the NL group compared with OH and OL groups was
partially consistent with of our prior study [22], in which no difference in behavioral results
and P3 amplitudes between NL, OH, and OL groups was reported. However, the findings
from both studies might suggest that young adults with normal weight and low CRF
levels have lower levels of response inhibition, at least from the neuroelectrical perspective,
similar to those of the obese population.

There are several potential mechanisms through which higher CRF might alleviate
the adverse effects associated with obesity. Firstly, the reduction of cerebral blood flow
associated with obesity [57] might be countered by the improved cerebral blood flow regu-
lation resulting from exercise and/or higher CREF, as both exercise and higher CRF have
been associated with better cerebral blood flow regulation in young adults [58] and older
adults [59]. Another mechanism might be related to the ameliorating effects of CRF on
the chronic systematic inflammation associated with obesity [60]. This systematic inflam-
mation might lead to neuroinflammation in certain brain regions (i.e., the hypothalamus),
and inflammatory biomarkers (i.e., interleukin-1 beta) have also been associated with the
suppression of brain-derived neurotrophic factor signaling [61], which has vital importance
in neuronal repair, neuronal survival, neurogenesis, and neuroplasticity [62]. In contrast,
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CREF has been associated with reduced levels of inflammatory biomarkers and enhanced
BDNEF levels [63]. Therefore, CRF might alleviate the adverse effects of obesity and ul-
timately enhance cognitive function. Finally, prior research has also provided evidence
of an association between higher CRF with larger brain volumes (i.e., prefrontal cortex,
basal ganglia, and caudate nucleus volumes) and superior cognitive function [64-66]. This
might also contribute to alleviation of the negative impacts of obesity on brain volumes
and cognitive function [67-69].

4.3. Limitations and Future Directions

Due to various limitations, the findings of the current study should be interpreted
with some caution. Firstly, the study’s cross-sectional design prevents any interpretations
regarding causality [70]. However, the current study took an initial step in identifying the
interrelationships among CRF, obesity, and response inhibition, thereby providing a basis
from which to determine the associated cause-effect relationships. Another limitation of
this study, meanwhile, is related to its generalizability in terms of population given that
only young male adults were recruited. Females have been demonstrated to have superior
behavioral inhibitory performance, as well as shorter latencies and larger amplitudes in
several ERP components, than males [71], implying that gender differences should also
be taken into consideration. Finally, the establishment of obesity status in this study was
based only on BMI scores, and although BMI scores have been widely utilized in studies of
obesity, BMI is a measure of body fatness rather than exact body fat. As such, measures of
body composition or biochemical indices might provide more accurate classifications of
obesity and reveal different results [72].

5. Conclusions

The current study provides empirical evidence regarding the interrelationships among
CRE, obesity, and response inhibition. Additionally, by employing ERPs, it allowed us
to further identify the potential underlying neuronal mechanisms. In brief, young adults
with higher levels of CREF, regardless of their weight status, were found to exhibit superior
performance in terms of response inhibition. Moreover, the high CRF participants were
also observed to have superior attentional resource allocation and inhibitory processing
speeds, as well as higher efficiency in terms of the executive control system. Future research
employing randomized controlled trials is thus warranted to examine how CRF and weight
status changes might be related to the degree of EF benefits achieved.
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Abstract: Background: Internally Displaced Persons (IDPs) are people who have been forced to flee
their homes due to disasters. Depressive symptoms, at over 31-67%, are prevalent in IDPs in Africa.
Despite the evidence for the benefits of the promotion of dance interventions on psychological
health, supporting information is needed to outline the benefits of an African Circle Dance (ACD)
intervention for IDPs in Africa. Methods: A quasi-experimental design (pre-/post-test) was employed.
Two IDP camps were randomized into the intervention group (psychoeducation and ACD interven-
tion) and the control group (psychoeducation). Adults aged >18 years, living in an IDP camp, able
to perform brisk walking, and who scored >10 on a depressive symptoms subscale were recruited.
The intervention group received an 8-week ACD dance intervention and two 1-h psychoeducation
sessions on stress management; the controls only received the psychoeducation sessions. Outcomes
were depressive symptoms, stress, and anxiety. Data were collected at baseline (T0), immediately
after the intervention at week 8 (T1), and at week 12 (T2) at the post-intervention and follow-up
session. A generalized estimating equation was used to test the effects of the ACD intervention,
with a 0.05 significance level. Results: 198 IDPs completed the study (Neontrol = 98; Nintervention =
100). The intervention group reported significantly greater improvements in depressive symptoms
(v=0.33, p <0.001) and stress (v = 0.15, 0.008) than did the control group. Conclusions: ACD could be
a valuable complementary intervention in health promotion but more research is needed.

Keywords: internally displaced persons; African circle dance; stress; anxiety; depressive symptoms

1. Introduction

Internally Displaced Persons (IDPs) are defined as people who are forced by disasters
to flee their places of residence and go elsewhere within the borders of their country [1].
The internal displacement of people through violence is a globally prevalent issue that
affects approximately 45.7 million people, equivalent to around 0.6% of the world’s popula-
tion [2]. They are more frequently found in several countries, including Syria, Democratic
Republic of Congo, Ethiopia, Burkina Faso, and Afghanistan [2]. A majority of them are
African [3]. Displaced people face numerous challenges, including psychological trauma;
however, mental health problems (e.g., stress, anxiety, and depressive symptoms) are
commonly neglected [4].

Traumatic experiences are inevitable throughout human life [5]. Traumatic experi-
ences in some populations are often the result of disasters such as conflicts, tsunamis,
and earthquake [6]. Recently, internal displacement as a result of conflicts is increasingly
prevalent [7]. In general, evidence has shown that victims of traumatic experiences were
prone to psychoemotional problems such as anxiety and depressive symptoms [8].

Depressive symptoms are the manifestation of sadness, disruptive patterns of sleep,
poor appetite, depressed mood, loss of pleasure or interest, and low self-worth or feelings
of guilt, resulting in impaired functioning or psychological distress [9]. Stress is strongly
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associated with the development of depressive symptoms [10]. When left unmanaged,
stress could cause anxiety [11]. Depressive symptoms are found in 5-80% of globally
dispersed IDPs [12], with 31-67% in Africa, and 80.3% in Asia [3,13]. Such symptoms are
associated with functional impairment, low quality of life, short life expectancies, substance
abuse, reduced work productivity, and suicidal deaths [14].

To date, conventional treatments for depressive symptoms had depended on pharma-
cological approaches, despite the known association between the use of drugs and adverse
effects, including erectile dysfunction, anxiety, and insomnia [15]. Non-pharmacological
approaches are arguably preferable because of their limited adverse effects [16]. Non-
pharmacological strategies involving psychological health interventions such as psy-
chotherapy (e.g., cognitive behavioural therapy), physical health interventions (e.g., Tai
Chi), physical activity (e.g., moderate-to-vigorous intensity aerobic exercise) and digi-
tal health and dietary health interventions have been shown to be effective at reducing
depressive symptoms [17-20]. However, many of the interventions require cultural adapta-
tions if they are to be practiced [21]. The implementation of certain non-pharmacological
interventions (e.g., psychotherapy) might be compromised because these interventions
demand highly trained specialists. Systematic reviews showed that exercise is effective
to reduce depressive symptoms in many populations, including older people [22], adoles-
cents [23], people with various chronic illnesses, such as major depressive disorder [24],
and neurologic disorder [25]. In particular, aerobic exercises demonstrated a larger effect
compared to other forms of exercises (e.g., stretching) [26]. The benefits of physical activity
demands intensive physical activities, but adults with depression have barriers against
exercises, most commonly exemplified by their lack of motivation, exhaustion, and lack of
access to adequate exercising environments [27], plausibly explaining their high attrition
rates [28]. However, psychoeducation can help people strengthen their coping strategies
which are needed to manage stress and preserve mental health. A systematic review
with a meta-analysis indicated that psychoeducation is both effective in reducing stress
(d =0.27) [29], and in helping people to manage stress due to trauma. There is a need
to develop a cost-effective and culturally-adapted non-pharmacological intervention for
African IDPs. A dance intervention refers to the use of body movements in response to
musical sounds [30]. The intervention can be performed individually with a dance partner
or in a group. Dance interventions have been proven to strengthen empowerment, accep-
tance and embodied self-trust [31], and to effectively reduce depressive symptoms [30].
Dance interventions have been found to effectively reduce depressive symptoms in adult
populations [31]. A circle is frequently used in the profession of dance/movement ther-
apy, and a circle dance may be using healing elements of dance/movement therapy [32].
An African Circle Dance (ACD) is an African traditional dance that is performed cere-
monially as well as on other occasions, where a group of people dance in a circle with
the accompaniment of drums [33,34]. ACD may be more readily acceptable to the general
African population than other forms of using dance as a therapy [33,34].

Dance interventions have been shown in the literature to have favourable effects on
many mental health symptoms (e.g., depressive symptoms) [30,35]. Dance intervention
for the disadvantaged adults with depression was found to be acceptable (e.g., with
opportunity to connect with others, subjects do not want it to stop) [36]. African dance is
a conduit of individual and community healing as Africans conceptualize illness and health
as an integration of the social, physical and mental realms: which all of these could be
impacted by trauma [37]. Because of its potential healing effect, it is adopted and modified
purposefully as a therapeutic modality to treat mental health symptoms in African people
facing adversity. ACD is not novel as a ceremonial activity, but its effect on treating mental
health symptoms in African IDP is novel. However, its healing effects on mental symptoms
have never been examined among IDPs.

Folkman and Lazarus’ stress and coping theory is widely used and was chosen to
guide this study because it is able to guide the development of many creative arts in-
terventions for the management of stress and related emotional outcomes (e.g., anxiety
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and depression) [38,39]. Many research indicated that dancing intervention is effective
in addressing moderate and mild depression but they are limited to high attrition rate
in some studies [40]. IDPs often experience anxiety and stress from having to deal with
unfamiliar environments, a loss of family, and previous trauma. Stress is known to be
associated with negative affections (e.g., symptoms of anxiety and depression) [41]. Coping
is an individual’s effort to manage internal /external demands by marshalling available
resources [42]. When confronted by this stressor (e.g., displacement), IDPs choose available
measures to decrease their stress and enhance their ability to cope. In this study, ACD
was chosen as the intervention component because (a) it is widely accepted in IDP peo-
ple, (b) could be applied to people with a traumatic experience, and (c) is in line with
the needs for psychological rehabilitation in trauma-informed care as it evokes abnormal
responses [40]. In this study, we employed psychoeducation and an ACD intervention
as components to promote the psychological wellbeing of IDPs [43]. Psychoeducation is
evidently an effective strategy to enhance psychological wellbeing [44]. For the content,
we included the essential knowledge of daily stress management tips and available re-
sources to seek necessary help to enhance the IDPs’ coping skills in the camps. Suggestions
on positive health behaviour such as physical activities, environmental management, self-
care, and other coping techniques were also made to enhance their psychological wellbeing
(The contents of the psychoeducation will be further described below).

In the ACD intervention, dancing processes were employed to cope with the stressors.
ACD comprises two major therapeutic components, which are body movement and music.
They interplay with one another through dancing (e.g., tapping the rhythm of music) to
stimulate interoception, which is the process of sensory information inside the body being
transmitted and communicated to the brain and other body structures that occurs with
or without conscious attention [45]. Interoception acts as distractors to shift a person’s
attention away from the negative experience and replace it with positive thoughts [46].
This shifting of attention serves as one of the emotion-focused coping strategies allowing
the person to cope with stress. As a result, stress and negative emotions could be healed [46].
There is evidence showing that dance interventions, including African dance, reduce
physiological stress, perceived stress, and negative affect in various populations (e.g., older
people and college students) [47,48].

2. Methods

A quasi-experimental design was adopted. Two IDP camps of similar size and run
under the same government were chosen and randomised into an intervention group
and a control group. This study was reported using the Transparent Reporting of Evalua-
tions with Non-randomized Designs (TREND) reporting guideline [49] (Supplementary
Material). The study was conducted between 7th December 2019 and 15th March 2020.

2.1. Ethical Considerations

Ethical approval was obtained from The Hong Kong Polytechnic University (HSEARS-
20190802005), the Borno State Ministry of Health (MOH/GEN/6679/1), and the State
Emergency Management Agency (BO/SEMA /56/VOL.IL/33). After being given an expla-
nation of the study, eligible clients were invited to participate, giving their signed written
consent. The participation of the clients was voluntary, and they were well-informed about
the purpose, nature, and procedure of the study. The anonymity of the participants and
confidentiality of their data were closely monitored.

2.2. Participants

Subjects were recruited using convenience sampling. All participants were recruited
from their respective camp of residence. With the approval of the camp management office,
the officers of the psychosocial support units of the IDP camps approached the potential
participants and the officers refer them to the research assistants for eligibility screening.
The principal researcher placed the information leaflet about the programme in places
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between the two centres in order to invite people to come for a dance programme screening.
Potential participants were told about the ACD programme, potential risks and benefits,
as well as their ethic rights (e.g., rights to withdraw) as stipulated on the consent form.
The criteria for inclusion in the study were those: (1) aged >18 years, (2) who lived in one
of the two IDP camps, (3) exhibited depressive symptoms, as defined by a Depression
Anxiety Stress Scale (DASS-21) score of >20 [50], and (4) had good mobility, as defined by
a score of 7 in the modified Functional Ambulatory Classification (mFAC) [51]. Exclusion
criteria were those (1) with a history of disabling diseases such as chronic arthritis, primary
pulmonary diseases (requiring long-term oxygen therapy), and cardiac diseases (e.g., end-
stage heart failure), which might limit their ability to participate in dancing, and (2) who
were unable to communicate in the Nigerian Hausa language.

The displaced individuals involved in this study lived with their family members
in the Muna Garage and Teachers Village IDP camps [52,53]. They fled their homes be-
cause of an on-going ethno-religious crisis, and a significant proportion of them suffered
from mental distress (e.g., depressive symptoms, stress [54]. The two camps each held
between 31,019 and 39,560 people [53,55]. Both camps were managed by the State Emer-
gency Management Agency (SEMA) and supported by Non-Governmental Organizations
(NGOs).

2.3. Interventions
2.3.1. Development of Psychoeducation Talks

Since psychoeducation has proven to be an effective strategy to help people cope
with stress [29], we adopted it as the standard care for stress management. It was pro-
vided to both groups to ensure that subjects who were identified as having depressive
symptoms would receive an evidence-based intervention to manage their psychological
symptoms [56].

Psychoeducation was delivered by adopting the teaching contents of “10 stress
Busters” developed by the National Health System because they were developed for
laypeople to self-practice [57]. It does not require healthcare professionals, which are
in shortage in IDP camps, to deliver. These items were grouped into (a) Positive health
behaviour which includes: (1) avoid unhealthy habits, (2) work smarter, not harder, (3) chal-
lenge yourself, (4) be active, and (5) take control. (b) To provide support on how to cope
and adjust their daily life in IDPs camp using the resources available: (1) connect with
people, (2) have some ‘me time’, (3) help other people, (4) try to be positive, and (5) accept
the things you can’t change [57]. They were also advised to seek professional help in terms
of sickness or counselling using the camp clinic. To adapt these educational contents for
people who might struggle with literacy, we incorporated pictures and posters to guide
the teaching process. A mental health nurse delivered psychoeducation at the IDP camps
to groups of 20-50 participants. We verbally met camp officers and told them our study
plans (protocol plan for intervention, schedule of the programme and psychoeducational
contents) were presented.

2.3.2. Development of the ACD Dance Protocol

The ACD programme was developed through a two-stage process: (1) a systematic
review of randomised controlled trials and (2) a Delphi process. In the systemic review,
trials (n = 25) examining the effect of a dance intervention on depressive symptoms in vari-
ous populations (e.g., dementia, breast cancer) were identified. Guided by the template
for intervention description and replication (TIDieR) checklist (e.g., materials, dosage),
components of the interventions were extracted from the identified articles [58]. System-
atic reviews showed that an effective dance intervention is comprised of the following
features: (1) administered by a dance therapist or specialist, (2) delivered face-to-face,
(3) the dance load of each session >30 min, (4) 1-4 sessions per week, (5) and with a du-
ration of 6-12 weeks [59,60]. We subsequently consulted a panel of experts and potential
participants (1 = 8), including professors with experience in designing a study with music
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or educational intervention (1 = 2), a dance specialist (n = 1), a nurse (1 = 1), a psychologist
(n = 1), a psychiatrist (n = 1), and IDPs (n = 2). Finally, we revised the intervention protocol
according to the panel’s comments and finalized the intervention protocol after achieving
a full consensus in the second round of consultations through a Delphi process [61].

2.3.3. Intervention Group

The participants of the intervention group received the same psychoeducation, in ad-
dition to a 75-min ACD session weekly for eight weeks. Table 1 showed the details of
the ACD session: a 5-min briefing session, subjects were given the opportunity to introduce
themsleves briefly, after which the day activity was introduced. At this stage, the physical
condition of the subjects was seen, followed by a 10-min warm-up session of stretching
exercises. A 50-min ACD session was then led by a dance specialist. During the dancing
period, a band of musicians (i.e., two drummers and one flautist) employed Ganga Kura
drums and an Algaita (i.e., a traditional African flute) to play the African music. The partic-
ipants danced alongside the music in a circle made up of a group of participants. The dance
type was called Maliki, which is a popular Kanuri (i.e., name of a tribe in North-Eastern
Nigeria) traditional dance. The dance movements began at a point of a circle and it ended
at the same point of the circle. The participants partnered with another participant of
the opposite sex and danced together in the circle. The dancing movements involved
multiple body parts (i.e., legs, hands, heads, fingers and torso). The rhythm is key to
the dance movements and the participants dance in response to the music that it is like
a conversation between the participants and music, and vice-versa. A 10 min cool-down
session was followed. In this phase, the musical rhythm and dancing movement faded
gradually towards the end. The same set dancing procedures (i.e., dancing pattern and
music) repeated every week. A dance specialist is an expert with a definitive knowledge of
a particular dance that is required by others, and was able to show essential dance stan-
dards by act demonstration [62]. The dance specialist, who is registered at the Borno State
Ministry of Art and Culture, Nigeria, delivered the ACD intervention for the intervention
group for the whole eight weeks. Eight sub-group sessions with 12-13 participants were
conducted according to the protocol.

Table 1. ACD Programme.

Time Session Name Contents

Psychoeducation (60-min)

5 min Check-in session Self-introduction, activity introduction
Lecture on facts relating to the psychological
effect of stress, how to cope in an IDP camp,

40 min Education session resources available in the IDP camp, and coping
skills depicted on the “10 stress Busters” [57].
5 min Clarification session Answer questions raised by the participants
10 min Oral quiz session Evaluate the participants’ knowledge
Dance intervention (75-min)
5 min Check-in session Self-introduction, activity introduction
10 min Warm-up session Preparation for the dance
. . D i h hi
50 min ACD session ance exercise under the teaching and

supervision of a dance specialist
10 min Cool-down session Preparation to end the dance

ACD: African Circle Dance.

2.3.4. Control Group

The participants in the control group received psychoeducation only. As shown
in Table 1, each session lasted for 60 min, including a 5-min check-in process, a 40-min
educational session, a 5-min clarification session, and a 10-min oral quiz session. The psy-
choeducation delivered by the mental health nurse was conducted on week 1 and week 4
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(Table 2). The week 4 materials were the same as those of week 1 and were for the purpose
of reinforcement.

Table 2. Trial Process of the ACD programme.

Baseline Treatment Phase Follow-Up
Tasks Week
—2to0 1 2 3 4 5 6 7 8 9to12
Informed consent X
Obtain participant’s X
Assent
Intervention
ACD Dance X X X X X X X X
Psychoeducation X X
Control
Psychoeducation X X
Outcomes
#Depression X X X
#Anxiety X X X
#Stress X X X
Process monitoring
Compliance X X X X X X X X
Reasons for withdrawal X X X X X X X X
Adverse events/safety X X X X X X X X

ACD: African Circle Dance, #measured by Depression, Anxiety Stress Scale (DASS-21).

2.3.5. Trial Process

The whole ACD programme lasted for a period of 12 weeks, excluding two weeks
baseline period. Eight weeks was used as the treatment phase, and four weeks follow-
up period (Table 2). At week 1 and 4, psychoeducation was delivered. Outcomes were
assessed at baseline, week 8 and 12. During the treatment phase, compliance, withdrawals,
and adverse events/safety were assessed.

2.4. Objective

The objective of this study was, therefore, to evaluate the effects of ACD on the de-
pressive symptoms, anxiety, and stress of IDPs who display depressive symptoms. We hy-
pothesised that depressive symptoms, stress and anxiety reduce more in the intervention
group than in the control group.

2.5. Outcomes

Demographic data (i.e., age, gender, education, employment, marital status, use of
anti-depressive drugs) and clinical data (i.e., depressive symptoms, stress, anxiety, social
support, and coping) were collected at TO. The primary outcome of this study was depres-
sive symptoms, and the secondary outcomes were anxiety and stress. Trained research
assistants collected data at baseline (T0), in the week immediately after the completion of
the 8-week intervention (T1), and four weeks after the completion of the intervention (T2).

A Hausa-language version of the Depression Anxiety Stress Scale—short form (DASS-
21) was employed to measure the three outcome variables because it comprises of three
constructs (i.e., depression, anxiety, and stress) and 21 items [63]. Each construct is mea-
sured by seven items and each item assessing an emotional state is quantified using
a 4-point scale (i.e., 0 = never, and 3 = almost always). Each subscale score of DASS-21
ranged from 0 to 21. To obtain a score similar to the DASS—full form which is comprised
of 42 items, each DASS-21 subscale score was doubled so that each subscale score ranged
from 0 to 42 [64]. The depression subscale score was interpreted as normal (0-9), mild
(10-13), moderate (14-20), severe (21-27), and extremely severe (28+); the anxiety sub-
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scale score was interpreted as normal (0-7), mild (8-9), moderate (10-14), severe (15-19),
and extremely severe (20+); the stress subscale score was interpreted as normal (0-14), mild
(15-18), moderate (19-25), severe (26-33), and extremely severe (34+) [65]. DASS-21 was
found to have good internal consistency (« = 0.82-0.93) and inter-rater reliability (ICC =
0.82-0.86) [66]. With regards to convergent and discriminant validity, the DASS-21 has
a positive correlation with Beck’s Anxiety Inventory (BAI) and Beck’s Depression Inventory
(BDI) (r = 0.5-0.8) [67]. It is negatively associated with positive affectivity and positively
correlated with negative affectivity scales [68]. The DASS-21 scale has an inverse correlation
with quality of life measures [69]. The concurrent validity of the DASS-21 is good as it
shows adequate discrimination of both clinical and non-clinical samples and other specific
groups [70]. This tool was translated into the Hausa African language, culturally adapted,
and psychometrically tested. It was found to have an overall internal consistency of 0.8,
and 0.7 for stress, depression, and anxiety, respectively [63].

2.6. Sample Size

The sample size was estimated using GLIMMPSE, based on an a priori power analysis
employing a general linear mixed model [71]. We estimated the effect size from a similar
study that evaluated the effect of a dance intervention on depression in the intervention
group at TO (mean = 16.00, SD = 12.35) and T1 (mean = 8.76, SD = 9.64); and in the control
group at TO (mean = 18.62, SD = 11.98) and T1 (mean = 16.92, SD = 9.74) [72]. Given that
the attrition rate of a similar study was about 10% at 3 months [72], the minimum total
sample size needed was 182 at a 0.05 level of significance and 0.8 power.

2.7. Assignment Methods

This study was conducted in two IDP camps: Muna Garage and Teacher’s Village,
North-Eastern Nigeria. One camp was assigned to one single group to prevent effect
contamination within the same venue. The group assignment was determined by simple
randomisation using the coin flipping method [73]. Muna Garage camp was assigned as
the intervention group and Teacher’s Village camp as the control group.

2.8. Blinding

The outcome assessors were only blinded to the group label of the study because
it was not possible to blind the interventionist and participants. Due to the nature of
the intervention, it was difficult to blind the participants and the interventionists.

2.9. Unit of Analysis

Groups of individuals were assigned to study conditions. (i.e., intervention and
control groups). The analyses were performed at the group level, where mixed effects
models (via generalised estimating equations) were employed to account for random
subject effects within each group.

2.10. Statistical Methods

We used IBM SPSS statistical software version 20 (IBM Corp, Armonk, NY, USA) to
analyse the data. The demographic and clinical profiles of the participants at baseline were
described using mean with standard deviation and frequency with percentage according
to their level of measurement. The balance of the baseline characteristics was compared
through either a Chi-square or independent t-test according to their level of measurement.
Outcomes at different time points were described by groups using mean and standard
error.

To evaluate the effects of the ACD programme, generalized estimating equations (GEE)
were employed. The dependent variables were depressive symptoms, stress, and anxiety.
The independent variables were groups (i.e., intervention vs control), time (i.e., base-
line, week 8, and week 12), and group x time. All equations were adjusted for potential
confounding factors, which were determined by two principles:
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(1) Demographic variables that are known to be associated with dependent variables
in the literature (i.e., age, gender, education, marital status, and employment) [74],
and

(2) Outcome variables (i.e., depression, anxiety, and stress) that were not balanced be-
tween groups at baseline because they are known to be associated [75].

The results of both adjusted values were reported. Due to unbalanced characteristics
between groups, we adjusted the equations because this was not a randomised controlled
trial in which potential confounding factors could alter the effects of the intervention on
the outcomes. We set the level of significance at 0.05. The effect size was reported using
the Cramer’s V [76]. The score was interpreted as very weak (0-0.04), weak (0.05-0.09),
moderate (0.10-0.14), strong (0.15-0.25), and very strong (>0.25) [77]. Missing data were
handled using an inverse-probability weight GEE if the assumption of missing-at-random
was fulfilled [78].

3. Results
3.1. Participant Flow

As can be seen in Figure 1, 280 subjects were approached for screening. Fifteen of
them were not eligible, and 67 declined to participate. In the end, 198 participants were
recruited and allocated to either the experimental (n = 100) or the control (1 = 98) group.
The recruitment rate was 70.7% (i.e., 198/280). All of the subjects received the interventions
and data collection was completed at T1. The attrition rate was 17% (n = 17) for the inter-
vention group and 10.2% (1 = 10) for the control group at T2. All the eight dance subgroups
have completed their sessions 100%. However, subjects did not attend to all the sessions.
Therefore, the average dance attendance per subject in the intervention group was 79.5%;
and the overall attendance rate for the intervention group is 74.9%. For the control group
with only psychoeducational intervention, all subjects attended the two sessions at week 1
and 4 (i.e., 100%). We only have missing data at T2 in twenty-seven subjects on the outcome
variables. The reasons for the loss of follow-up were “change of camp” (1 = 25) and “being
arrested” (n = 2). The analysis included all subjects as assigned to the intervention and
control groups, respectively.

3.2. Recruitment

The recruitment period was during 21st November 2019 to 5th December 2019 and
the follow-up period was during 9th to 15th March 2020.

3.3. Baseline Data
Demographic and Clinical Profiles at Baseline

As shown Table 3, the majority of participants were 18-29 years of age (n = 102,
51.5%), female (n = 127, 64.1%), unemployed (n = 184, 92.9%), uneducated (n = 147, 74.2%),
and married (1 = 114, 57.6%). Less than 10% of the subjects were taking an anti-depressant
(n=19,9.6%).
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Enrolment

Allocation

Follow-up

Assessed for eligibility (n=280)

Excluded (n=82)
-Did not meet the inclusion criteria (n=15)
-Declined to participate (n=67)

Non-randomly allocated (n=198)

Allocated to the control group (n=98)
-Received the allocated intervention (n=98)
-Did not receive the allocated intervention (n=0)

!

Lost to follow-up at T1 (n=0)
-Discontinued the intervention (n=0)

Lost to follow-up at T2 (n=10)
-Relocated to another camp (n=8)
-Under trial with security forces (n=2)

]

Analysed (n=98)

Analysed

Figure 1. Flowchart.

Allocated to the intervention group (n=100)
-Received the allocated intervention (n=100)
-Did not receive the allocated intervention (n=0)

'

Lost to follow-upat T1 (n=0)
-Discontinued the intervention (n=0)

Lost to follow-up at T2 (n=17)
-Relocated to another camp (n=17)

l

Analysed (n=100)

Table 3. Demographic and clinical characteristics.

All

Control

Intervention

Participants’ Characteristics (1 = 198) (1 = 98) (1 = 100) p-Value
Age, n (%)
18-29 years 102 (51.5) 60 (61.2) 42 (42.0) 0.195
30-49 years 80 (40.4) 32(32.7) 48 (48.0)
50 years above 16 (8.1) 6(6.1) 10 (10.0)
Gender, n (%) 0.582
Male 71 (35.9) 37 (37.8) 34 (34.0)
Female 127 (64.1) 61 (62.2) 66 (66.0)
Education, n (%)
No formal education 147 (74.2) 65 (66.3) 82 (82.0) 0.038 *
Primary education 19.0 (9.6) 13 (13.3) 6 (6.0)
High school or above 32.0 (16.2) 20 (20.4) 12 (12.0)
Marital status, n (%) <0.001 **
Married 114 (57.6) 49 (50.0) 65 (65.0)
Widowed 25 (12.6) 9(9.2) 16 (16.0)
Divorced 22 (11.1) 10 (10.2) 12 (12)
Never married 37 (18.7) 30 (30.6) 7 (7.0)
Employment, n (%) 0.174
Employed 8 (4.0) 5(5.1) 3(3.0)
Unemployed 184 (93.0) 88 (89.8) 96 (96.0)
Retired 6(3.0) 5(5.1) 1(1.0)
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Table 3. Cont.

All Control Intervention

Participants’ Characteristics (1 = 198) (1 = 98) (1 = 100) p-Value
Anti-depressant, n (%) 0.774
Yes 19 (9.6) 10 (10.2) 9(9.0)
No 179 (90.4) 88 (89.8) 91 (91.0)
Retired 6(3.0) 5(5.1) 1(1.0)
DASS-21, mean (SD)
Depression 26.5(4.1) 25.2 (3.6) 27.7 (4.2) <0.001 **
Anxiety 23.4 (6.9) 23.2(8.1) 23.6 (5.6) 0.645
Stress 21.5 (6.5) 21.8 (6.8) 21.2(6.1) 0.532

*p <0.05, ** p < 0.001; DASS-21 scale: Depression Anxiety Stress Scale-21 SD: Standard Deviation.

3.4. Baseline Equivalence

The baseline group differences were assessed using the Chi-square test and indepen-
dent t-test for categorical and continuous variables. The groups were not balanced in terms
of education (p = 0.038), marital status (p < 0.001), and depression (p < 0.001). However,
there was no group differences for gender (p = 0.582), age (p = 0.195), employment status
(p = 0.174), and use of anti-depressant (p = 0.774) (Table 3).

3.5. Numbers Analysed

The analysis of ACD effects included all subjects that completed the interventions at
T1. Although we lost 27 subjects at follow-up, they were all included in the analysis (i.e.,
100 for the intervention group and 98 for control).

3.6. Outcomes and Estimation
Effects of the ACD Intervention

As shown in Table 4, in the adjusted model, the depressive symptoms reduced after
the completion of the intervention at both T1 and T2 significantly in both groups. The re-
duction of depression in the intervention was larger than that of the control group with
a very strong group*time interaction effect (v = 0.33, p < 0.001). The reduction was greater
in the intervention group than in the control group at both T1 ( = —6.6, 95% CI = —8.73,
—4.41) and T2 (B = —3.4, 95% CI = —5.46, —1.39). The interpretation of results did not
differ between the adjusted and unadjusted models.
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Table 4. Effects of the ACD intervention on depression, anxiety, and stress.

Control (n = 98)

Intervention (n = 100)

GXT Interaction Effects

Variables Time Mean (SE) Mean (SE) B (95% CI) p-Value

Depressive symptoms—Unadjusted

TO 25.2(0.4) 27.7 (0.4)

T1 13.8 (0.7) * 9.7(0.7)* —6.6 (—8.73, —4.41) <0.001

T2 12.7 (0.8) * 11.6 (0.4) * —3.5(-5.51, —1.47) 0.001
Depressive symptoms—Adjusted

T0 24.8(2.7) 26.1(2.6)

T1 13.4(2.7)* 81(2.7)* —6.6 (—8.73, —4.41) <0.001

T2 12.3 (2.7)* 10.2 (2.8) * —3.4 (—5.46, —1.39) 0.001
Anxiety—Unadjusted

TO 23.2(0.8) 23.6 (0.6)

T1 13.9 (0.8) * 15.8 (0.7) * 1.4 (—1.53, 4.26) 0.355

T2 12.4(0.8) * 14.9 (0.6) * 2.0(—0.74,4.71) 0.153
Anxiety—Adjusted

TO 21.3 (4.4) 21.5 (4.3)

T1 12.1 (4.5)* 13.6 (4.3) * 1.4 (—1.53, 4.26) 0.355

T2 10.5 (4.5) * 12.7 (4.4)* 2.0 (—0.69, 4.75) 0.143
Stress—Unadjusted

TO 21.8(0.7) 21.2(0.6)

T1 55(0.3)* 3.0(0.3)* —1.9(-3.94,0.11) 0.064

T2 9.6 (0.5) * 5.7(0.4)* —3.3 (—5.46, —1.15) 0.003
Stress—Adjusted

T0 21.4 (3.6) 20.5 (3.7)

T1 52(3.6)* 2.6(3.5)* —1.9(-3.94,0.11) 0.064

T2 9.3 (3.6)* 53 (3.6)* —3.3 (545, -1.14) 0.003

* Significant; M: Mean; SE: Standard Error; 3 (Beta coeficient); GxT: Group*Time; CI: Confidence Interval.

As shown in Table 4, in the adjusted model, the anxiety reduced after the completion
of the intervention at both T1 and T2 significantly in both groups. However, the reduction
of anxiety in the intervention was not significantly different from that of the control group
with a very weak group*time interaction effect (v = 0.08, p = 0.315). The interpretation of

the results did not differ between the adjusted and unadjusted models.

As show in Table 4, in the adjusted model, the stress reduced after the completion of
the intervention at both T1 and T2 significantly in both groups. The reduction of stress
in the intervention was larger than that of the control group with a strong group*time
interaction effect (v = 0.15, p = 0.008). The reduction was greater in the intervention
group than in the control group at T2 (§ = —3.3, 95% CI = —5.45, —1.14), but not at T1.
The interpretation of results did not differ between the adjusted and unadjusted models.

3.7. Adverse Events

No adverse effects (e.g., injuries and falls) were reported.
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4. Discussion
4.1. Interpretation

To the best of our knowledge, this is the first study to investigate on the effects of an
ACD programme (i.e., ACD in addition to psychoeducation) on mental health outcomes
(i.e., depressive symptoms, stress, and anxiety) among African IDPs. It is also the first study
to enquire whether ACD would enhance the effects of psychoeducation. This study showed
that the intervention could reduce depressive symptoms from severe to mild level, reduce
anxiety from extremely severe to moderate level, and reduce stress from moderate level to
normal. The effects in the intervention group were very strong in depressive symptoms,
and strong in stress than those in the control group. However, the effect in anxiety was
very weak.

ACD is a form of dance intervention. The literature suggests that dancing, including
African dance, is effective in reducing stress, as measured by perceived stress and salivary
cortisol [79]. Previous studies revealed that a reduction in stress is strongly associated with
a reduction in depressive symptoms [75]. The findings of this study provide preliminary
support for the view that ACD possibly reduces stress and depressive symptoms through
a mechanism different from that employed in psychoeducation, since this study showed
that ACD yields effects beyond psychoeducation. In addition, the music component has
the ability to adjust emotional states and promote mind-body interactions and is widely
accepted for promoting relaxation in healthcare. As an exercise with moderate intensity,
dance movements may release endorphins that help people feel relaxed after exercise [80].
The mechanism for stress and emotional adjustment could be that the dance and music
elements might regulate states of emotions through mind-body interactions which occur
due to the effects of the released neurotransmitters making participants feel entertained
and happy [81-83]. Interoception is another critical maturational element of dance whose
effects might play a role in mood regulation and the promotion of the emotional state [46].
ACDs’ elements of music and body movement stimulate interoception and act as distractors
to shift a person’s attention away from negative experiences and replace them with positive
thoughts [40,41,84]. The group element of the dance on its own also has a positive curative
effect on the participants while moving in a circle; the therapeutic factors of the group
might advance exchange, universality, instillation of hope on an individual, activates
collective unconsciousness, corrective recapitulation and mirror reaction [32]. The group
effect was found to have a short-term effect on the global values which fosters social
integration [32,85]. Another possible explanation for stress reduction in the current study is
that the ACD intervention was undertaken in the social environment [85]. Further studies
should purposefully examine the mediation effect of stress between dancing and depressive
symptoms. Clinically, an ACD programme (i.e., ACD plus psychoeducation) holds promise
to contribute in the management of stress, and depressive symptoms in IDPs.

This study demonstrated that psychoeducation is effective in reducing anxiety, and that
dance does not exert any additional effects. Unlike anxiety disorder, post-traumatic stress
is associated with a different circuitry in the brain with diminished responsivity in the an-
terior cingulate cortex [86]. People who have undergone a traumatic experience might
not benefit in terms of anxiety from the therapeutic mechanism employed by a dance
intervention. Further studies should clarify the effects of dance interventions on anxiety
in people with traumatic experiences.

The ACD was highly feasible with high recruitment and low drop-out rates. The ac-
ceptability of the ACD in terms of attendance rate was also high. However, the level of
satisfaction and barriers of the ACD were not measured in this study. Possible barriers
may include space and security. In our study, the camp sites were highly spacious and
there were limited number of terrorist attacks during the intervention period. However,
some other camp sites may not provide adequate space for group dancing. Terrorist attacks
could be more often that the continuity of the programme might be hindered. Further
studies should explore the level of satisfaction and barriers of ACD to be implemented
in the IDPs.
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4.2. Generalizability

There are several limitations to this study. First, it was not a truly randomised con-
trolled trial because of the non-random subject allocation. It is a quasi-experimental design,
not a true randomised controlled trial due to the consideration of subjects’ contamina-
tion in the IDP camps. Due to the non-random subjects” allocation to the groups, it was
challenging to know how well the IDPs population were represented, limiting generalis-
ability of this study to other populations with traumatic experiences outside Nigeria [87].
Second, the lack of balance in the baseline characteristics of the subjects could indicate
that unobserved confounders might have affected the level of confidence in the effect of
the dance intervention, although the models were adjusted for known unbalanced co-
variates observed at baseline. The baseline scores showed higher depressive symptoms
in the intervention group compared to the control group. Sub-analysis proved that there
was a regression to the mean, in particular with those in the intervention group who
showed a greater reduction because they were higher at baseline. There is a risk that
the treatment effect is overestimated by solely looking at changes in scores [88]. Third,
the use of a specialist, not a dance/movement therapist was adopted due to resource
constraint in Africa. We, therefore recommended the employment of a registered specialist
with experience in leading African dance for future studies. The effect could possibly be due
to the amount of attention between groups because there was no interaction in the control
group after psychoeducation. Without a control group of usual care, the anxiety-reducing
effects observed in the psychoeducation group might possibly be caused by other con-
founding factors. The intervention of this study was not delivered by dance therapists.
Nonetheless, this protocol delivered by the dance specialist also demonstrated promising
therapeutic effects. We adopted the “10 Stress-buster” as the psychoeducation contents.
Although the contents were developed by National Health System, its effects have not
been empirically evaluated. This study, therefore, could not confidently conclude that ACD
is more superior to psychoeducation. Therefore, in future studies, we recommend that
a cluster randomised controlled trial should be employed to ensure for the comparability
between groups; one more passive control group should be added to provide better under-
standing of the effects between ACD and psychoeducation, as well as that efficiency and
cost effectiveness of the ACD delivered by dance specialists and dance therapists should
be compared.

4.3. Overall Evidence

Compared to psychoeducation, ACD has additional effects on depressive symptoms
and stress but not on anxiety in African IDPs with traumatic experience. ACD might be
a valuable complementary intervention in health promotion because it may be more readily
acceptable to general African population. An ACD programme (i.e., ACD in addition
to psychoeducation) holds promise to contribute to the management of stress for people
living in IDPs with traumatic experiencess. Further studies should clarify how this ACD
programme could be generalised to other IDP camps or other healthy people in Africa.
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Abstract: Abnormal heart rate variability (HRV) has been observed in patients with systemic
lupus erythematosus (SLE). In a combined cross-sectional and interventional study approach,
we investigated the association of HRV with inflammation and oxidative stress markers,
patient-reported outcomes, and the effect of 12 weeks of aerobic exercise in HRV. Fifty-five women
with SLE (mean age 43.5 + 14.0 years) were assigned to either aerobic exercise (1 = 26) or usual care
(n = 29) in a non-randomized trial. HRV was assessed using a heart rate monitor during 10 min,
inflammatory and oxidative stress markers were obtained, psychological stress (Perceived Stress
Scale), sleep quality (Pittsburg Sleep Quality Index), fatigue (Multidimensional Fatigue Inventory),
depressive symptoms (Beck Depression Inventory), and quality of life (36-item Short-Form Health
Survey) were also assessed. Low frequency to high frequency power (LFHF) ratio was associated with
physical fatigue (p = 0.019). Sample entropy was inversely associated with high-sensitivity C-reactive
protein (p = 0.014) and myeloperoxidase (p = 0.007). There were no significant between-group
differences in the changes in HRV derived parameters after the exercise intervention. High-sensitivity
C-reactive protein and myeloperoxidase were negatively related to sample entropy and physical
fatigue was positively related to LFHF ratio. However, an exercise intervention of 12 weeks of aerobic
training did not produce any changes in HRV derived parameters in women with SLE in comparison
to a control group.

Keywords: autonomic nervous system; exercise; inflammation; fatigue; rheumatic disease

1. Introduction

Systemic lupus erythematosus (SLE) is a systemic autoimmune disease with multifactorial
etiology that predominantly affects women [1]. In recent years, the diagnosis and treatment of SLE
has significantly improved [2], and deaths due to lupus manifestation have decreased [3]. However,
cardiovascular disease (CVD) mortality remains one of the leading causes of death in SLE patients [4,5].
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The importance of the autonomic nervous system (ANS) on cardiovascular health and prognosis
has already been reported [6,7]. In fact, the ANS plays a key role in regulating immune responses to
inflammatory stimuli [8]. Heart rate variability (HRV) is a noninvasive and sensitive measure of ANS
function [9] and is defined as the physiological variation in the duration of intervals between sinus
beats [10]. Autonomic dysfunction is common in autoimmune rheumatic diseases [11], and specifically,
increased sympathetic and decreased parasympathetic activity as reported by several studies in patients
with SLE [12-14]. In this sense, patients with SLE have shown abnormal HRYV, a surrogate marker
of cardiac ANS dysfunction [15], which may predispose to the onset of fatal arrhythmias in these
patients [16]. Considering that HRV is inversely associated with inflammatory markers in healthy
individuals and in patients with CVD [17], it is of clinical interest to: (i) understand the extent to which
HRV might be associated to inflammatory markers and patient-reported outcomes (PROs) and (ii)
whether HRV can be enhanced through interventions in women with SLE.

Exercise is a potential intervention that significantly increases cardiorespiratory fitness [18,19],
improves cardiovascular function and PROs (i.e., fatigue, depression, etc.) [20] in patients with SLE.
Although exercise has shown to decrease cardiovascular morbidity and mortality in the general
population [21,22], its benefits in SLE population are understudied to the extent that exercise hardly
appear in the EULAR guidelines for the management of this chronic disease [23]. Benatti and
Pedersen [24] suggested that one of the mechanisms by which exercise might benefit the cardiovascular
system in patients with rheumatic diseases is through direct or indirect anti-inflammatory effects.
Based on the effects of exercise in the general population [25] and other chronic conditions [26,27],
it might be hypothesized that exercise (and particularly aerobic exercise) could also increase HRV and
thus regulate the ANS in women with SLE. Although there have been some studies evaluating HRV
after an exercise stress test in this population [28,29], to the best of our knowledge, no prior research
has evaluated the effects of an aerobic exercise program on HRV in women with SLE.

Therefore, the aims of this study are (1) to cross-sectionally explore the associations of HRV with
inflammatory markers and PROs; and (2) to analyze the effect of a 12-week aerobic program in women
with SLE on HRV derived parameters.

2. Materials and Methods

2.1. Study Design and Participants

This study included data of 58 women with SLE from a non-randomized controlled trial
investigating the effects of a 12-week aerobic exercise program on arterial stiffness, inflammation,
and cardiorespiratory fitness [19]. Participants were recruited from the Systemic Autoimmune
Diseases Unit of the “Virgen de las Nieves” and “San Cecilio” University Hospitals (Granada, Spain).
A comprehensive description of the inclusion and exclusion criteria can be found elsewhere [19].
The study was approved by the Research Ethics Committee of Granada (ref. No.: 10/2016) and
registered at clinicaltrials.gov [NCT03107442] with HRV among the pre-established secondary outcomes.
All participants signed written informed consent. The baseline data were used for the cross-sectional
analyses of the present study.

2.2. Intervention

2.2.1. Exercise Group

The exercise program has been comprehensively described elsewhere [19] following the Consensus
on Exercise Reporting Template (CERT) [30]. Participants assigned to the exercise group performed
two 75-min sessions per week of moderate to vigorous intensity aerobic exercise on a treadmill
(BH, Serie i.RC12 Dual, Vitoria-Gasteiz, Spain) for 12 weeks. All sessions began with a warm-up
on the treadmill at about 35-40% of the heart rate reserve (HRR) plus 3—4 min of active stretching,
while ending with a cool down of static stretching and relaxation. Exercise was prescribed with training
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intensity progressively increasing in a range from 40% to 75% of each individual’s HRR. In all sessions,
heart rate was monitored with a Polar V800 (Polar Inc., Kempele, Finland).

Only continuous exercise was performed during the first half of the program. Continuous sessions
comprised several bouts of exertion at constant intensity, followed by a couple of minutes of recovery.
At 8 weeks, continuous and interval sessions were alternated, and at 12 weeks, the patients performed
only interval training sessions, with periods of lower and higher intensity efforts followed by some
minutes of rest for hydration. The progression in volume and/or intensity was undertaken by increasing
the treadmill speed or inclination according to the perceived exertion of each patient. Lastly, the exercise
intensity progressions had to be slightly modified since several patients perceived a 5% HRR intensity
increase as very heavy and difficult-to-follow. Therefore, exercise intensity increased by 2.5% instead
of 5% in some weeks.

2.2.2. Control Group

SLE patients assigned to the control (usual care) group received information about a healthy
lifestyle, including physical activity guidelines and basic nutritional information.

2.3. Heart Rate Variability

Participants were requested not to drink caffeinated or alcoholic drinks, to fast for at least 3 h,
and not to participate in physical activity 24 h before the assessment. R-R intervals were recorded with
a Polar V800 (Polar Inc., Kempele, Finland), a validated instrument [31], placed at the sternum level.
Participants were place in supine position in a quiet room (temperature 22-24 °C) between 4 p.m. and
7 p.m., and were instructed to breath normally, stay relaxed and not to speak or fidget during the
assessment. HRV was recorded for 10 min, after a period of 5 min, at a sampling frequency of 1000 Hz.
HRYV raw data was analyzed with Kubios (HRV analysis, Finland). After visual inspection for any
premature contractions or ectopic beats in the recording, a 5-min period was manually selected by
the evaluator. Kubios filters were applied accordingly based on inter-individual variability and if the
sample presented more than 5% of interpolated R-R intervals it was discarded as per manufacturer’s
recommendation [32].

The following HRV derived parameters were analyzed: the standard deviation of the average
normal-to-normal (NN) interval (SDNN), the square root of the mean squared differences of successive
NN intervals (RMSSD), and percentage of consecutive R-R intervals that differ by more than 50 ms
(pPNN50), low frequency power (LF: 0.04-0.15 Hz), high frequency power (HF: 0.15-0.4 Hz) and LF to
HF power ratio (LFHF) indices (which were computed using the fast Fourier transform), Poincaré Plot
were standard deviation 1 (SD1), represents short-term variability, and standard deviation 2 (SD2),
the long-term variability (compared with SD1); and sample entropy (SampEn).

2.4. Patient-Reported Outcomes

Health-related quality of life was assessed using the short version of the Spanish version of the
36-item Short-Form Health Survey (SF-36) [33]. Depression was assessed through the Beck Depression
Inventory-second edition (BDI-II) [34]. Psychological stress was measured with the Perceived Stress
Scale (PSS) [35], and fatigue with the Multidimensional Fatigue Inventory (MFI) [36].

2.5. Inflammatory and Oxidative Stress Markers

Fasting blood samples for biochemical and immunological tests were collected and processed.
High-sensitivity CRP (hsCRP), interleukin 6 (IL-6), and tumor necrosis factor « (TNF-o) were measured
as markers of inflammation, whereas myeloperoxidase (MPO) was determined as a marker of
oxidative stress.
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2.6. Other Measurements

Height was measured using a height gauge, weight with a bioimpedance device (InBody R20,
Korea), and body mass index (BMI) was calculated (kg/mz). Blood pressure was measured with
Mobil-O-Graph® (IEM GmbH, Stolberg, Germany) [37]. Disease activity was assessed through the
Systemic Lupus Erythematosus Disease Activity Index (SELENA-SLEDALI) [38]. Physical activity was
self-reported with the International Physical Activity Questionnaire [39]. All participants filled out a
socio-demographic and clinical data questionnaire.

2.7. Classification of Responders, Non-Responders, and Adverse Responders

The inter-individual variability of the patients in the response to the intervention was analyzed
by categorizing participants from each group as responders, non-responders or adverse responders
using the typical error measurement (TE). The TE was calculated using the equation TE = SDdiff/+/2,
where SDdiff is the standard deviation of the difference scores observed between the 2 repeats of
each measurement [40]. A responder was defined as an individual who demonstrated an increase
(in favor of beneficial changes), an adverse responder was defined as an individual who demonstrated
a decrease, and a non-responder was defined as an individual who failed to demonstrate an increase
or decrease that was >2 times the TE away from 0. A change more than 2 times the TE means that this
response is a true physiological adaptation beyond what might be expected to result from technical
and/or biological variability [41].

2.8. Treatment Allocation and Blinding

Randomization was not possible as many participants lived far and were not able to attend the
exercise sessions in case of being randomized to exercise. Therefore, participants from the city of
Granada were included in the exercise group and participants living outside Granada were included in
the control group. To minimize potential selection bias, we aimed to match the groups by age (+2 years),
BMI (1 kg/mz), and SLEDAI (+1 unit). The data analyzer was blinded to the patient allocation.

2.9. Statistical Analysis

Normality was tested using visual inspection of histograms and Q-Q plots. As HRV-derived
parameters were non-normally distributed, their descriptive analysis was presented using median and
interquartile range, while non-parametric test was used for the main analysis. Between-group baseline
characteristics were compared with the Student t-test (when normally distributed), Kruskal-Wallis
test (when non-normally distributed) for continuous variables and the Chi-square test for categorical
variables. To explore the associations of HRV with inflammatory and oxidative stress markers (hsCRP,
IL-6, TNF-oc and MPO) and PROs (aim 1), scatter plots and Spearman’s bivariate correlations were used
as preliminary analyses to understand raw associations. Subsequently, quantile regression models
were built, including each of the above HRV parameters as dependent variables and each inflammatory
marker as independent variables in regression models along with age, heart rate, and disease duration
as relevant factors that might confound the association of interest. This same procedure was followed
with PROs. Other variables included in the regression model were SLEDAI, systemic damage index
(SDI), and smoking. However, neither of these variables affected the regression coefficients; therefore,
they were not included. Inflammatory markers (hsCRP, IL-6 and TNF-«) and MPO were winsorized
to the highest value due to the presence of outliers.

To assess the effects of the exercise intervention (aim 2), the between group differences in the change
from baseline in HRV-derived parameters were assessed through quantile regression with baseline values,
heart rate, and age as covariables. As we aimed at assessing efficacy, the primary analyses were defined as
per-protocol, where patients from the exercise group were included if attendance to the exercise sessions
was >75%. We additionally performed sensitivity analyses including (i) participants with attendance
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>90%; and (ii) baseline observation carried forward (BOCEF). All the analyses were conducted with SPSS
v.26 (IBM SPSS Statistics, Chicago, IL, USA). Statistical significance was set at p < 0.05.
3. Results

The flowchart of the study participants throughout the trial is presented in Figure 1. A total of 58
patients completed the baseline assessment and were included in aim 1 analysis (1 = 55).

Enrollment
Assessed for eligibility (n=190)

Excluded (n=132)
—— * Notmeeting inchision criteria (n=27)
* Declined to participate (n=105)

EJERCITALES study
Inchided (n=58)

Excluded (n=3)
* Corrupted signal

[ Cross-sectional study ]

Included (n=55)
[ Intervention ]
|
Exercise Group (n=26) Control Group (n=29)

* Dropout (n=4)
Did not attend Week
17 assessments  —

* Excluded (n=2)

Corruptedsignal

Follow up W
Exercise Group (n=26) Control Group (n=23)

* Dropout (n=1)
+ Attended <75% (n=1)
Exercise Group (n=21) ﬁ

Per-Protocol analysis
(attendance = 75%)

ﬂ Control Group (n=23)

Sensitive analysis

(attendance > 90%)

Exercise Group (n=18) Control Group (n=23)

Sensitive analysis
baseline-observation carried
forward (BOCE)

Control Group (n=29)

Exercise Group (n=26)

Figure 1. Flowchart of the study participants throughout the study.

For aim 2, participants were assigned to either the exercise group (n = 26) or the control group
(n = 32). At baseline (Tables 1 and 2), the control group showed a higher IL-6 levels (median difference
3.10 pg/mL; p = 0.018), lower score in the physical component summary of the SF-36 (mean difference
—4.9 units; p = 0.034), and higher punctuation in depressive symptoms (mean difference 9.0 units;
p = 0.011) than the exercise group.
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Table 1. Baseline characteristics of the study participants.

All (n = 55)

Exercise (n = 26)

Control (n = 29)

p
Mean (SD) Mean (SD) Mean (SD)
Age, years 43.5 (14.0) 429 (15.1) 43.9 (13.3) 0.808
BMI, kg/m? 25.4 (4.8) 25.9 (3.4) 25.0 (5.8) 0.491
SBP, mm/Hg 117.5 (10.3) 116.8 (9.9) 118.1 (10.6) 0.653
DBP, mm/Hg 753 (9.4) 755 (8.7) 75.1 (10.01) 0.843
MBP, mm/Hg 94.6 (8.7) 94.5 (8.3) 94.7 (9.2) 0.937
Mean HR, bpm 76.70 (10.71) 79.11 (9.76) 74.54 (11.23) 0.112
hsCRP, mg/L (median, IQR) 1.6 (2.6-6.5) 2.2 (1.9-7.6) 12 (1.5-7.1) 0.218
IL-6, pg/mL (median, IQR) 10.5 (9.4-12.3) 8.2 (7.1-11.7) 11.3 (10.3-14.0) 0.018
TNF-&, pg/mL (median, IQR) 15.6 (15.7-19.8) 16.5 (15.4-21.1) 14.8 (14.3-20.4) 0.385
MPO, ng/mL (median, IQR) 69.6 (79.1-119.6) 60.1 (62.4-126.9) 75.7 (76.3-130.9) 0.385
Smoke (%) 23.6 154 31.0 0.237
Menopause (%) 38.2 38.5 37.9 0.968
Dyslipidemia (%) 16.4 19.2 13.8 0.586
Statins (%) 16.4 23.1 10.3 0.203
Immunosuppressants (%) 45.5 46.1 44.8 0.921
Current corticosteroid intake (mg/day) 3.86 (5.1) 4.08 (6.1) 3.70 (4.2) 0.789
Disease duration, years 15.1 (10.1) 14.54 (10.4) 15.6 (9.9) 0.704
Total PA, min/week 94.8 (92.6) 97.5 (95.9) 92.4 (91.1) 0.660
SLEDAI 0.16 (0.764) 0.04 (0.196) 0.28 (1.0) 0.254
SDI 0.42 (1.1) 0.19 (0.63) 0.62 (1.3) 0.145
Psychological Stress (PSS; 0-56; median, IQR) 31.0 (28.9-32.1) 30.0 (27.7-31.6) 31.0 (28.7-33.9) 0.303
Depressive symptoms (BDI-II; 0-63) 12.8 (9.2) 8.0 (6.4-12.7) 17.0 (12.2-19.3) 0.011
Fatigue (MFI-S; 0-20)
General Fatigue (median, IQR) 15.0 (12.9-15.1) 14.5 (12.1-15.3) 16.0 (12.5-15.9) 0.498
Physical fatigue 12.8 (4.7) 12.4 (4.8) 13.1 (4.7) 0.577
Reduced Activity (median, IQR) 10.0 (8.7-11.5) 8.0 (7.8-11.5) 11.0 (8.4-12.6) 0.741
Reduced Motivation 9.4 (3.7) 8.5 (3.4) 10.1 (3.9) 0.112
Mental Fatigue 122 (2.8) 12.04 (3.0) 12.3 (2.6) 0.720
Health-related quality of life (SF-36; 0-00) *
Physical Component Summary 43.0(8.2) 45.5 (8.5) 40.6 (7.8) 0.034
Mental Component Summary 449 (11.0) 475 (11.7) 40.4 (11.0) 0.106

1056 “Z1 “020T HA¥A[1

* For SF-36 domains total sample size was 1 = 45 due to missing data. Values are the mean (standard deviation; SD), unless otherwise indicated. BMI, body mass index; DBP, diastolic
blood pressure; HR, heart rate; hsCRP, high sensitivity C-reactive protein; IL-6, interleukin-6; mg, milligrams; MBP, mean blood pressure; MPO, myeloperoxidase; PA, physical activity;
SBP, systolic blood pressure; SDI, systemic damage index; SLEDALI systemic lupus erythematosus disease activity index; TNF-«, tumor necrosis factor alpha.
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Table 2. Baseline heart rate variability (HRV) derived parameters of the study participants.

All (n = 55) Exercise (n = 26) Control (n = 29)
Median (IQR) Median (IQR) Median (IQR)

SDNN, ms 19.59 (13.30-25.80) 15.87 (11.34-25.24) 21.42 (14.55-26.36) 0.376
RMSSD, ms 16.20 (11.55-25.07) 14.82 (8.86-24.86) 17.33 (13.61-26.75) 0.292
PNNS50 (%) 0.57 (0.21-3.17) 0.42 (0.22-2.78) 0.70 (0.22-3.48) 0.715
LF, ms? 164.12 (76.51-340.51) 157.23 (76.51-345.26)  198.18 (76.51-345.26) 0.607
HEF, ms? 97.20 (39.31-299.42) 93.65 (29.92-334.81)  100.37 (59.40-216.69) 0.607
LFHF 1.57 (0.93-2.81) 1.31 (0.83-3.29) 1.82 (1.08-2.55) 0.980
SD1, ms 11.48 (8.18-17.75) 10.49 (6.27-17.60) 12.27 (9.64-17.60) 0.292
SD2, ms 25.30 (15.54-30.46) 20.86 (18.28-30.42) 25.80 (18.29-30.42) 0.423
SampEn, au 1.70 (1.55-1.83) 1.70 (1.60-1.82) 1.70 (1.51-1.83) 0.692

Values are the median (IQR, interquartile range). HF, high frequency power in absolute value; LF, low frequency power
in absolute value; pNN50, percentage of successive normal sinus RR intervals more than 50 ms; RMSSD, root mean
square successive difference; SampEn, sample entropy; ms. milliseconds: SD1, standard deviation—poincaré plot
crosswise; SD2, standard deviation—poincaré plot lengthwise; SDNN, standard deviation of NN intervals.

3.1. Associations of HRV with Inflammatory, Oxidative Stress Markers, and PROs (Aim 1)

The raw association of the HRV parameters with inflammatory markers and PROs is presented
in abbreviated form in Table 3 (see Table S1 and Figure S1 for more details). SampEn was inversely
correlated with hsCRP and MPO (r = —0.35, p < 0.01 and r = —0.32, p < 0.05, respectively). LEHF ratio was
positively correlated with IL-6 (r = 0.32, p < 0.05). There was no association of any time-domain derived
parameter with inflammatory markers. Regarding PROs, LFHF ratio was positively correlated with the
Physical Fatigue dimension of the MFI (r = 0.30, p < 0.05). There were no other significant correlations.
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Table 3. Spearman’s correlations between HRV derived parameters, inflammatory markers, and PROs (n = 55).

hsCRP IL-6 INF-« MPO  SLEDAI  SDI PSS BDI MFI-C.;eneral MFI-l?hysical MFI-I.(e.duce MFI-.Red.uce MFI—Mental SF-36 Physical ~ SF-36 Mental
Fatigue Fatigue Activity Motivation Fatigue Component Component
SDNN -0.05 -0.11 -0.21 0.04 -0.21 -0.14 0.16 -0.11 0.05 -0.14 -0.10 -0.08 -0.06 -0.03 -0.01
RMSSD -0.09 —-0.14 -0.17 -0.01 -0.19 -0.03 0.04 —0.04 0.06 -0.09 0.03 0.03 0.04 0.05 -0.05
PNN50 -0.06 -0.14 -0.14 0.05 -0.09 -0.06 0.16 -0.06 0.10 -0.09 0.05 -0.02 0.04 0.07 -0.04
LF -0.03 -0.08 -0.23 -0.08 -0.16 -0.17 0.17 -0.13 0.10 -0.08 -0.10 -0.13 -0.05 -0.03 0.01
HF -0.07 -0.20 -0.23 -0.08 -0.25 -0.15 0.05 -0.14 -0.05 -0.25 -0.13 -0.03 -0.03 0.03 -0.07
LFHF 0.05 0.32% 0.17 0.20 0.17 0.03 0.08 0.12 0.14 0.30* -0.13 -0.05 -0.05 -0.11 0.17
SD1 -0.09 -0.14 -0.17 -0.01 -0.19 -0.03 0.04 —-0.04 0.06 -0.09 -0.03 0.04 0.04 0.05 -0.05
SD2 -0.03 -0.09 -0.21 0.09 -0.20 -0.17 0.18 —-0.14 0.06 -0.14 0.03 -0.09 -0.09 -0.05 0.00
SampEn  -0.35** -0.16 -016  -032*  -0.03 -0.05 -0.19 0.15 0.05 0.04 -0.12 0.23 0.23 0.14 0.14

Notes: * p < 0.05; ** p < 0.01. BDI, Beck depression inventory; HF, high frequency power; hsCRP, high sensitivity C-reactive protein; IL-6, interleukin-6; LF, low frequency power;
MFI, multidimension fatigue inventory; MPO, myeloperoxidase; pNN50, percentage of successive normal sinus RR intervals more than 50 ms; PSS, perceived stress scale; RMSSD,
root mean square successive difference; SampEn, sample entropy; ms. milliseconds; SD1, standard deviation—poincaré plot crosswise; SD2, standard deviation—poincaré plot
lengthwise; SDI, systemic damage index; SDNN, standard deviation of NN intervals; SF-36, short form health survey; SLEDAI, systemic lupus erythematosus disease activity index;
TNF-«, tumor necrosis factor alpha.
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The quantile regression models evaluating the association between HRV parameters, inflammatory
markers, and PROs are presented in Table 4 adjusted by age, heart rate and disease duration.
Only significant correlations were explored. LFHF ratio was associated with the physical fatigue
dimension of the MFI (unstandardized coefficient (B) = 0.89; 95% confidence interval (CI) 0.15 to 1.62;
p = 0.019) but there was no association with IL-6 (B = 0.48; 95% CI —0.31 to 1.27; p > 0.05). SampEn was
inversely associated with hsCRP (B = —4.82; 95% CI —8.62 to —1.03; p = 0.014) and MPO (B = -106.51;
95% CI —182.54 to —30.50; p = 0.007). We did not find associations of HRV derived parameters with
SLEDAI or SDL

Table 4. Quantile regression analysis evaluating the association between different components of heart
rate variability, inflammatory markers, and PROs in women with systemic lupus erythematosus (1 = 55).

B SE CI95% P
LFHF
IL-6 0.48 039 -031 127 0.231
MFI-Physical Fatigue 0.89 0.37 0.15 1.62 0.019
SampEn
hsCRP -482 189  -8.62 -1.03 0.014
MPO -106.51 37.85 -182.54 -30.50  0.007

hsCRP, high sensitivity C-reactive protein; IL-6, interleukin-6, LFHF, low frequency to high frequency ratio; MFI,
multidimensional fatigue inventory; MPO, myeloperoxidase; SampEn, sample entropy; adjusted by age, heart rate
and disease duration.

3.2. Effects of the Exercise Intervention on HRV-Derived Parameters (Aim 2)

The HRYV signals from 5 participants from the control group were excluded due to excessive
interpolated beats (>5%). Full HRV data at baseline and week 12 was obtained from 44 participants
(21 exercise and 23 control). The primary analyses revealed no significant between-group differences
between changes in HRV derived parameters (Table 5) in all domains, and these results were consistent
in sensitivity analyses in which participants from the exercise group were included only when
attendance of the exercise sessions was >90% (Table S2) and in BOCF analyses (Table S3).

Table 5. Per-protocol (primary) analyses assessing the effects of 12-week progressive aerobic exercise
on HRV derived parameters in women with systemic lupus erythematosus (participants in the exercise
group were included if attendance was >75%).

Exercise (n =21) Control (n = 23)

Change from Baseline Median Difference

at Week 12 Median (SE) Median (SE) (95% CI) P
SDNN 2.70 (2.36) 4.18 (2.91) —1.48 (~12.00 to 6.37) 0.539
RMSSD 2.03 (3.52) 2.75 (4.33) —0.72 (=12.05 to0 9.74) 0.831
pNN50 0.21 (1.93) 0.28 (2.96) —0.07 (=5.87 to 6.16) 0.960
LF (ms) 2.50 (81.86) —22.31 (57.00)  24.81(-142.07 t0 169.88)  0.858
HF (ms) 4.76 (98.31) 6.91 (73.40) —2.15 (-140.79 t0 129.24)  0.932

LFHF —0.12 (1.30) 0.05 (1.01) —0.17 (=01.45 to 2.30) 0.652
SD1 1.44 (2.49) 1.95 (3.07) —0.51 (—8.53 to 6.90) 0.831
SD2 3.10 (2.51) 5.22 (3.04) —2.45 (-11.91 to 6.33) 0.539

SampEn 0.02 (0.07) 0.01 (0.08) 0.01 (—0.31 to 0.23) 0.741

The analyses were adjusted for baseline values, mean heart rate, and age. Values are the median (standard error).
HEF, high frequency power in absolute value; LF, low frequency power in absolute value; pNN50, percentage
of successive normal sinus RR intervals more than 50 ms; RMSSD, root mean square successive difference;
SampEn, sample entropy; ms. milliseconds; SD1, standard deviation—poincaré plot crosswise; SD2, standard
deviation—poincaré plot lengthwise; SDNN, standard deviation of NN intervals.

Regarding responders, non-responders, and adverse responders, in the control group we observed

significant differences in RMSSD between responders against non-responders and adverse responders
(p=0.37 and p = 0.002, respectively) and between non-responder and adverse responder (p = 0.37). In the
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exercise group, there was a significant difference in RMSSD between responders and non-responders
(p = 0.001) Figure 2.

A. Control Group B. Experimental Group
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Figure 2. Responders (green line), non-responders (yellow line), and adverse responders (red line) on
RMSSD endpoints. RMSSD; root mean square successive difference.

4. Discussion

Our cross-sectional analyses revealed that, among the studied HRV-related variables, sample
entropy was inversely associated with hsCRP and MPO and that low frequency and high frequency
ratio was directly associated with physical fatigue in women with SLE. The secondary analyses of
our clinical trial revealed that 12 weeks of progressive aerobic training did not change HRV-derived
parameters in comparison to a control group of SLE patients who received recommendations for a
healthy lifestyle.

Imbalance in the sympathetic and parasympathetic divisions of the ANS are associated with
increased risk of inflammation [8] which could lead to higher cardiovascular risk [41]. In our study,
we observed that higher values of hsCRP and MPO were associated with decreased regularity
(SampleEn) but not with any other HRV parameter. Elevated hsCRP and MPO levels have been shown
to be increased in this population and associated with inflammation [42]. In addition, MPO and
hsCRP accurately predicted cardiovascular mortality risk and risk assessment in coronary angiography
patients [43]. Several inflammatory pathways seem to be involved in the relationship with HRV. One of
the possible explanations could be changes in the activity of the vagal system that modulates the
inflammatory response significantly, which can be blocked or enhanced by transmitter substances
(i.e., noradrenaline) or by pro-inflammatory cytokines [44]. A decrease in regularity (SampleEn) could
be related to the idea proposed by Goldberger et al. [45], in which nonlinear complexity breaks down
with aging and disease reducing the individual’s adaptive capabilities. We also found a positive
correlation between HRV and IL-6 but not with TNF- . After adjusting the quantile regression
model by age, heart rate, and disease duration we did not find an association between HRV and IL-6.
However, it should be noted that both inflammatory markers and ANS have a circadian variation
and that the explanatory power of correlating HRV activity and inflammation may be limited by the
time frame of the analysis [46]. Given that our HRV data were collected in the afternoon and once at
baseline and after the intervention, this could affect our conclusions about these associations.

Regarding PROs, we did not find in our sample associations between HRV and depression, stress
or health-related quality of life as previously reported [47]. However, we observed an association
between HRV and physical fatigue, as previous findings in other illnesses such as breast cancer [48].
According to Pagani et al. [49], slow autonomic responses to environmental demands or an imbalance
between sympathetic and parasympathetic branches may contribute to reduced physical activity,
and increased fatigue. It is important to note that fatigue improvements have been described in SLE
independently of changes in fitness levels and that fatigue is a multifaceted phenomenon that might be
affected by different peripheral and central mechanisms [50]. However, we have observed reductions
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in general fatigue after our exercise intervention with cardiorespiratory fitness as a mediator [20],
which could be related to a better conditioning in these patients.

To the best of our knowledge, no prior research has evaluated the effects of aerobic exercise on
HRV in women with SLE. Yorgun et al. [28] studied HRV during 24 h in SLE patients and controls after
an exercise stress test finding a higher QT dispersion, along the lines of previous work by Rivera-Lépez
etal. [51], and impairments in the autonomic cardiac function in SLE patients compared to controls.
A similar study was performed by Bienias et al. [29] controlling the effect of beta-blockers in one of
the groups, concluding that impaired heart rate recovery was associated with disease duration and
beta-blocker treatment. Our results showed no differences in HRV between groups after an aerobic
exercise program. However, as shown in Figure 2, there are some participants that improved their
RMSDD after the intervention and, compared to the control group, all participants slightly improved
as well even if these differences were not significant. It is important to note that our sample size
is small, and we had dropout patients in both groups, although our results were consistent across
different sensitivity analyses (Tables S2 and S3). This show that, although our intervention improved
CRF in these patients [19], it was not as effective in other secondary parameters such as HRV. Therefore,
a more effective or intense intervention program could have had improvements in HRV and other
physiological parameters. In fact, HRV as a tool to guide daily training has shown to be superior
(at increasing fitness and exercise performance) to other training conventional methods [52].

This study has limitations. First, since our sample size was relatively small, and this study
is exploratory and hypotheses-generating in nature, we did not perform corrections for multiple
comparisons, which would likely eliminate all the observed associations. Future studies with larger
samples should confirm or contrast these findings. Second, only women with mild/inactive disease
were included. Therefore, the results are not generalizable to men or even women with medium-high
disease. Third, this study comes from the secondary analysis of a non-randomized design, and, despite
statistical adjustment, residual confounding cannot be discarded. Four, we did not have a group of
healthy subjects performing the exercise program, which would have enabled us to compare the results.
However, the study also has some strengths that must be highlighted. First, to our knowledge this is
the most comprehensive study done about HRV in women with SLE. Second, we have shown how
everyone responded individually to the exercise program based on their HRV.

5. Conclusions

Our study suggests that increases in hsCRP and MPO are related to decreased regularity, and that
physical fatigue seems to be related to HRV in women with SLE. Additionally, 12 weeks of progressive
aerobic training (75 min twice a week) did not produce any changes in HRV derived parameters
compared to a usual care control group in women with mild/inactive disease. Future clinical trials with
larger sample sizes and a different training program or with higher intensity are needed to enhance
our understanding on how HRV could help monitor inflammation in this population; and how they
respond to an exercise intervention using HRV as a guideline to prescribe training on a day-to-day basis.

Supplementary Materials: The following are available online at http://www.mdpi.com/1660-4601/17/24/9501/s1,
Figure S1: Correlations between HRV derived parameters and inflammatory markers (1 = 55), Table S1: Spearman’s
correlations between HRV derived parameters, inflammatory markers, and PROs (1 = 55), Table S2: Sensitivity
analyses assessing the effects of 12-week progressive aerobic exercise on HRV derived parameters in women with
systemic lupus erythematosus (participants in the exercise group were included if attendance >90%), Table S3:
Sensitivity analyses using baseline-observation carried forward imputation assessing the effects of 12-week
progressive aerobic exercise on HRV derived parameters in women with systemic lupus erythematosus.
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Abstract: Purpose: This cross-sectional study examined the associations between health-related
physical fitness (HPF) and cardiovascular disease (CVD) risk factors in overweight and obese
university staff. Methods: A total of 340 university staff (109 women, mean age 43.1 + 9.7 years)
with overweight (n = 284) and obesity (1 = 56) were included. The HPF indicators included skeletal
muscle mass index (SMI), body fat percentage (BFP), grip strength (GS), sit-and-reach test (SRT),
and vital capacity index (VCI). CVD risk factors were measured, including uric acid (UA), triglycerides
(TG), high-density lipoprotein cholesterol (HDL-C), low-density lipoprotein cholesterol (LDL-C),
and glucose (GLU). Results: BFP, SMI, and GS were positively associated with UA level (8 = 0.239,
p=0.159, p=0.139, p < 0.05). BFP was positively associated with TG and TG/HDL-C levels (f = 0.421,
B =10.259, p < 0.05). GS was positively associated with HDL-C level (8 = 0.244, p < 0.05). SRT was
negatively associated with GLU level (8 = —0.130, p < 0.05). Conclusions: In overweight and obese
university staff, body composition, muscle strength, and flexibility were associated with CVD risk
factors. An HPF test may be a practical nonmedical method to assess CVD risk.

Keywords: university staff; health-related physical fitness; cardiovascular disease; overweight; obesity

1. Introduction

Cardiovascular disease (CVD) is a significant public health issue, as it is the leading cause of adult
mortality, accounting for more than 40% of deaths in China [1]. Over the past 30 years, the number
of CVD deaths in China has increased from 2.51 million to 3.97 million annually [2]. Although the
age-standardized mortality rate remained stable overall from 2002 to 2016, it increased among the
young population [3]. Therefore, the early prevention of CVD is essential [4].

The risk factors of CVD include dyslipidemia, diabetes, and obesity [5]. In recent years,
hyperuricemia has also been recognized as a potential risk factor for CVD, following the discovery
of a causal relationship between uric acid and the adverse outcomes of CVD [6,7]. Among the many
risk factors, obesity affects cardiovascular disease in several ways; for instance, obesity affects the
morbidity of CVD, and early obesity may increase the risk of future CVD events [8]. Obesity also
affects the prognosis of CVD. A meta-analysis showed that overweight and obese individuals had
25% and 42% increased risks of CVD mortality, respectively, compared to those of normal-weight
individuals [9]. Furthermore, the duration of obesity may also affect CVD. Abdullah et al. [10] found
that every two years of obese living significantly increased the risk of CVD mortality by 7%. This may
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be because obesity worsens other CVD risk factors such as blood lipid and blood glucose levels [11].
It is necessary, therefore, to assess the risk factors of CVD in overweight and obese individuals.

Common measures of obesity include body mass index (BMI) and body composition. Body
composition is one of the components of health-related physical fitness (HPF). In addition to body
composition, other HPF components include cardiorespiratory fitness, muscular fitness, and flexibility.
HPF reflects not only the ability of the body to participate in exercise, but also the body’s ability
to reduce the risk of disease. HPF assessment, therefore, may have important implications in the
prevention of chronic diseases. Previous studies have shown that HPF can predict multiple risk factors
for CVD [12-14]. Body composition is better at distinguishing between fat mass and fat-free mass
than BMI. Studies have shown that individuals with the same BMI may differ in body composition,
which affects their risks of CVD [15]. Cardiorespiratory fitness (CRF) is one of the most important
HPF factors, and it is a strong predictor of CVD [16,17]. The respiratory function, however, also plays
an important role in cardiovascular health [18], and it is not clear whether indicators of respiratory
function can be used to assess the risk of CVD. In recent years, the relationship between muscular
fitness and CVD has gradually attracted attention. Grip strength has a negative correlation with
triglyceride and glucose levels [19], and decreased respiratory muscle strength is an independent risk
factor for CVD [20]. The relationship between muscle strength and uric acid level may vary between
populations. One study reported a negative correlation between grip strength and uric acid in young
people but a positive correlation in older people [21]. Flexibility may also be an indicator of CVD
risk. Chang et al. found that flexibility was positively correlated with high-density lipoprotein levels
among 628 community residents but did not control other variables such as sex and age [22]. Thus,
the relationship between flexibility and CVD requires further exploration.

To the best of our knowledge, numerous studies have been conducted on the relationship between
HPF and CVD in normal-weight individuals [13,22]. No study, however, has focused on overweight
and obese university staff. A cross-sectional study found that 94 percent of university staff were
exposed to one or more CVD risk factors [23]. This may indicate that university staff have a higher risk
of cardiovascular disease. Furthermore, university staff have a higher prevalence of overweight and
obesity than the general population does because of longer working hours and psychosocial factors [24].
Cardiovascular disease risk factors, such as blood lipids, glucose, and uric acid levels, may further
worsen among university staff in overweight and obese states. The purpose of this study, therefore,
was to explore the associations between HPF and CVD risk factors in overweight and obese university
staff and to provide a basis for HPF testing in evaluating the risk of CVD and the development of
future exercise intervention strategies.

2. Materials and Methods

2.1. Participants and Study Design

From October 2019 to January 2020, a total of 2800 university staff underwent annual health
screenings at the Community Hospital Health Management Center. This cross-sectional study recruited
university staff every morning in the breakfast serving area of the Health Management Center. A sample
size of 319 was required to achieve 90% statistical power based on the calculation of PASS.11.0, and
412 university staff were actually recruited. Among the 412 participants, 38 participants did not
complete HPF tests, and 34 participants were over 60 years. A total of 340 overweight and obese
university staff aged between 25 and 60, with a BMI greater than 24.0, were eventually included in the
study. The classification criteria for overweight and obesity were from the China Obesity Working
Group [25].

Participants first underwent a blood collection procedure, and then height, weight, and body
composition were measured. Other HPF tests were performed after participants ate breakfast
and took a 15 min break to regain their strength. The participants were informed of the test
procedures, requirements, and possible risks before the test, and they signed the informed consent
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forms. The protocols were approved by the Ethics Committee of Shaanxi Normal University, and the
ethical approval code is 202016003.

2.2. Study Variables

2.2.1. Health-Related Physical Fitness Measurement

Health-related physical fitness indicators were measured by trained research assistants according
to the National Physical Fitness Standards Manual.

Body height and weight were measured using an all-in-one machine (GK 720, Shandong, China),
which combined an ultrasonic stadiometer with an electronic weight scale. The machine was calibrated
before each use to ensure accuracy. Participants stood barefoot in a designated position and looked
straight ahead. The test results were automatically recorded and reported.

Body composition was assessed with a bioelectrical impedance machine (InBody 230, Seoul, South
Korea). Participants stood barefoot on the electrodes of the machine and held the handles with both
hands. Participants remained in a natural standing position throughout the test and always kept their
hands and feet in contact with the electrodes. The test program took 1 to 2 min, and skeletal muscle
mass (SMM) and total body fat mass (BFM) were automatically recorded by the InBody 230. Skeletal
muscle mass index (SMI) was determined using SMM divided by height squared. Body fat percentage
(BFP) was determined using BFM divided by body weight.

Grip strength was measured using a portable electronic grip strength dynamometer
(Hengkangjiaye, Guangzhou, China). Participants stood naturally with their arms slanting down and
their palms inward. Participants were not allowed to swing their arms or hold the dynamometer
close to their bodies during the test. Each hand was tested twice, and the highest measurements
were recorded.

Flexibility was assessed with the sit-and-reach test (SRT). An electronic fleximeter (HKD-1442,
Beijing, China) was used to achieve better accuracy. Participants sat barefoot in the required position
with their legs straight and their feet together. During each measurement, participants pushed their
feet against the front baffle and stretched their arms as far forward as possible. Measurements were
recorded to evaluate flexibility as participants tried to push the cursor on the farthest scale with the
fingertips of their hands. Participants tried three times, and the largest measurements were recorded.

Vital capacity (VC) was measured using an electronic pneumometer (WCS-1000, Beijing, China).
Participants inhaled deeply and then exhaled all the air to assess vital capacity. Participants tried
this three times, and the maximum exhalation was recorded. Participants were asked to rest 30-60 s
between the three measurements in order to avoid hypoxia. Vital capacity Index (VCI) was determined
using VC divided by body weight.

2.2.2. Cardiovascular Disease Factors Measurement

After a night of fasting, blood samples were collected from 8 a.m. to 10 a.m. in the Community
Hospital Health Management Center. On the same day, blood specimens were processed and analyzed
in the laboratory of the Community Hospital. The automatic analyzer AU480 (Beckman Coulter,
California, USA) was used to analyze blood biochemistry. Serum uric acid (UA), triglycerides (TG), total
cholesterol (TC), high-density lipoprotein cholesterol (HDL-C), and low-density lipoprotein cholesterol
(LDL-C) were measured with enzymatic methods. Blood glucose (GLU) was measured using a
hexokinase enzymatic method. TG/HDL-C was, thereafter, used to estimate insulin resistance [26].

2.3. Statistical Analysis

All variables were checked for normality using the Kolmogorov-Smirnov test. Continuous
variables with normal distribution were presented by mean =+ standard deviation (SD), continuous
variables with non-normal distribution were presented by median (interquartile range (IQR)), and
categorical variables were presented by number (percentage). Multiple linear regression was used to
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analyze the associations between HPF and CVD risk factors. Each variable was z-standardized before
the regression analysis to compare these values on the same scale. A two-sided p-value < 0.05
was considered statistically significant. SPSS 23.0 software (Chicago, IL, USA) was used for
statistical analyses.

3. Results

Table 1 illustrates the baseline characteristics of participants. A total of 340 university staff
(109 women, 231 men) were included in this study. Participants’ mean age was 43.1 + 9.7 years,
and 9.1% of participants were 25-30 years, 35.6% were 31-40 years, 26.8% were 41-50 years, and
28.5% were 51-60 years old. Participants’ mean BMI was 26.2 + 1.9 kg/m?, 83.5% of participants were
overweight, and 16.5% were obese.

Table 1. Baseline characteristics of the participants.

Men Women All
Sample size (11, %) 231 (67.9%) 109 (32.1%) 340 (100%)
Age (n, %)
<30 years 20 (8.7%) 11 (10.1%) 31 (9.1%)
31-40 years 80 (34.6%) 41 (37.6%) 121 (35.6%)
41-50 years 60 (26.0%) 31 (28.4%) 91 (26.8%)
51-60 years 71 (30.7%) 26 (23.9%) 97 (28.5%)
BMI (1, %)
24-27.9 (overweight) 192 (83.1%) 92 (84.4%) 284 (83.5%)
> 28.0 (obese) 39 (16.9%) 17 (15.6%) 56 (16.5%)
HPF indicators
Skeletal muscle mass (kg) 2 33.07 +2.86 24.40 +2.49 30.29 + 4.86
Skeletal muscle mass index (kg/mz) a 11.00 £ 0.62 9.17 £ 0.68 10.43 + 1.06
Body fat mass (kg) ® 20.00 (5.80) 24.10 (5.00) 21.20 (6.40)
Body fat percentage (%)P 25.00 (5.06) 35.55 (4.34) 27.48 (9.64)
Grip strength (kg) b 36.50 (9.40) 25.60 (5.20) 33.60 (11.10)
Sit-and-reach (cm) P 4.10 (11.50) 9.15 (11.80) 5.90 (11.00)
Vital capacity (mL) 2 3957.94 + 844.10 2708.75 + 624.92 3564.65 + 979.17
Vital capacity index (mL/kg) @ 50.66 + 10.59 39.71 +9.54 47.40 + 11.44
CVD risk factors
UA (umol/L) ® 384.00 (72.00) 301.50 (65.00) 363.00 (97.00)
TG (mmol/L) 1.35(0.79) 1.10 (0.65) 1.27 (0.79)
HDL-C (mmol/L) 2 1.32 +£0.24 1.54 +0.25 1.38 +0.42
LDL-C (mmol/L) b 2.96 (0.74) 2.65 (0.91) 2.92 (0.86)
TG/HDL-C ratio ® 1.01 (0.70) 0.70 (0.53) 0.91 (0.72)
GLU (mmol/L) @ 5.03 +0.43 5.07 +0.42 5.05 +0.51

Note: @ Data are represented by mean + SD; b Data are represented by median (IQR). Abbreviations: BMI: body
mass index; UA: uric acid; TG: triglycerides; HDL-C: high-density lipoprotein cholesterol; LDL-C: low-density
lipoprotein cholesterol; GLU: blood glucose.

Table 2 shows the associations between HPF indicators and CVD risk factors. BFP, SMI, and GS
were positively associated with UA level (8 = 0.239, f = 0.159, g = 0.139, p < 0.05). BFP was positively
associated with TG and TG/HDL-C levels (f = 0.421, f = 0.259, p < 0.05). GS was positively associated
with HDL-C level (8 =0.244, p < 0.05). SRT was negatively associated with GLU level (8 = —0.130,
p <0.05).
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Table 2. Associations between health-related physical fitness (HPF) indicators and cardiovascular
disease (CVD) risk factors.

Dependent Independent

o, 2
Variables ? Variables ? B B (95%CD) SE P R
SMI 0.159 (0.001, 0.318) 0.081 0.049 *
BFP 0.239 (0.076, 0.402) 0.083 0.004 *
UA GS 0.139 (0.018, 0.259) 0.061 0.024 * 0.363
SRT 0.027 (-0.068, 0.122) 0.048 0.579
VCI 0.031 (—0.086, 0.147) 0.059 0.608
SMI 0.162 (-0.030, 0.353) 0.097 0.098
BFP 0.421 (0.226, 0.617) 0.099 0.000 *
TG GS 0.031 (-0.113, 0.175) 0.073 0.673 0.098
SRT -0.036 (-0.149, 0.078) 0.058 0.538
VCI 0.047 (=0.092, 0.187) 0.071 0.507
SMI -0.183 (-0.370, 0.003) 0.095 0.054
BFP 0.014 (=0.177, 0.205) 0.097 0.887
HDL-C GS 0.244 (0.103, 0.385) 0.072 0.001 * 0.128
SRT -0.009 (-0.121, 0.103) 0.057 0.871
VCI 0.066 (=0.072, 0.203) 0.070 0.349
SMI 0.045 (—0.148, 0.238) 0.054 0.646
BFP 0.131 (=0.068, 0.330) 0.010 0.197
LDL-C GS -0.009 (=0.155, 0.136) 0.005 0.900 0.063
SRT 0.097 (-0.019, 0.212) 0.004 0.102
VCI 0.004 (=0.138, 0.147) 0.004 0.954
SMI 0.150 (—0.043, 0.344) 0.099 0.128
BFP 0.259 (0.061, 0.457) 0.101 0.011*
TG/HDL-C GS —-0.054 (=0.201, 0.092) 0.074 0.465 0.070
SRT -0.029 (=0.145, 0.087) 0.059 0.622
VCI -0.008 (-0.151, 0.134) 0.072 0.909
SMI 0.181 (=0.007, 0.369) 0.096 0.059
BFP 0.128 (=0.065, 0.321) 0.098 0.192
GLU GS 0.035 (-0.107, 0.177) 0.072 0.630 0.083
SRT -0.130 (-0.243, -0.017) 0.057 0.024 *
VCI -0.052 (=0.190, 0.086) 0.070 0.461

Note: the multiple linear regression model controlled for sex and age; * indicates the variable was z-standardized;
* indicates statistical significance (p < 0.05); SE indicates standard error. Abbreviations: UA: uric acid; TG:
triglycerides; HDL-C: high-density lipoprotein cholesterol; LDL-C: low-density lipoprotein cholesterol; GLU: blood
glucose; SMI: skeletal muscle index; BFP: body fat percentage; GS: grip strength; SRT: sit-and-reach test; VCI: vital
capacity index.

4. Discussion

This study evaluated the associations between HPF indicators and CVD risk factors in overweight
and obese university staff. The main findings of this study were that reduced flexibility was associated
with elevated GLU level, while high body fat percentage, muscle mass, and grip strength were
associated with high UA level. We also observed that grip strength was positively associated with
high-density lipoprotein cholesterol (HDL-C) level and that body fat percentage was positively
associated with TG and TG/HDL-C levels. These results indicated that the HPF and CVD risk factors
were related, and they provide a basis for nonmedical evaluations of CVD risk in overweight or obese
university staff and the development of future exercise intervention strategies.

Our analysis of the association between HPF indicators and UA showed that body fat percentage
was positively associated with UA level. This may be attributed to the fact that purine metabolism
in adipose tissue is enhanced in obesity [27,28]. Furthermore, the distribution of body fat is closely
related to UA level [29]. Huang et al. reported that visceral fat accumulation increased the risk of
hyperuricemia in older Chinese adults [30]. This finding suggests that, in addition to the total body fat
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percentage, visceral fat is also an important indicator to consider in the prevention of hyperuricemia.
We also observed that skeletal muscle index and grip strength were positively associated with UA
level. This finding is consistent with those of previous cross-sectional studies in the elderly [31-33].
UA is the final product of purine metabolism. An excessive accumulation of UA in the body may cause
not only gout but also heart failure [6,7]. In recent years, UA has been observed to slow age-related
muscle decline [33,34]. In a longitudinal study, Macchi et al. [35] found that in people with an average
age of 76 years, higher baseline serum UA levels were associated with better muscle function three
years later. This muscular protection, however, was not observed in those under 60 years of age [36].
Furthermore, the possible physiological mechanisms by which UA protects muscles are not clear.
Although studies have assumed that UA plays a protective role in the process of free radical damage to
skeletal muscle protein [37], UA is also a pro-oxidant and may increase oxidative stress. Another study
suggests that UA may be an indicator of dietary protein intake. High UA concentrations in patients
with hyperuricemia are associated with better nutritional status [38]. Total protein intake, particularly
those of meat and fish proteins, may be important for building and maintaining muscle mass [39].
Individuals with higher dietary protein intake, therefore, may maintain higher muscle mass as well
as higher UA levels. Previous studies have shown that high body fat and muscle mass both place a
burden on the cardiovascular system and increase the risk of cardiovascular disease [11], indicating
that weight control and improvement to body composition are important for overweight and obese
university staff.

Our study results revealed that flexibility was negatively associated with GLU level. Aparicio
et al. [40] also reported a negative correlation between flexibility and GLU in menopausal women;
however, their finding was not statistically significant, probably because flexibility was a self-reported
scale score rather than an actual measured value. One possible explanation for the association
between flexibility and GLU is disc degeneration. Hyperglycemia has a detrimental effect on disc cell
viability, leading to disc degeneration and impaired lumbar flexibility [41]. Inflammatory cytokines,
which mediate insulin resistance, also play a role in disc degeneration [42,43]. The relationship
between flexibility and GLU metabolism, however, remains poorly understood, and as many factors
affecting flexibility and blood glucose are not considered, the exact mechanism is not clear. Studies
in recent years have begun to recognize the value of flexibility in evaluating and preventing chronic
diseases. Gregorio et al. [44] reported that flexibility not only in the waist but also in the upper
body is associated with cardiometabolic risk factors. Another study found that flexibility exercises
reduced pro-inflammatory adipokines, such as PAI-1 and chemerin, and increased anti-inflammatory
adipokines, such as adiponectin [45]. Future studies are needed to further confirm the effectiveness of
flexibility training in reducing blood glucose and preventing CVD.

Our analysis of the relationship between HPF and blood lipids revealed that body fat percentage
was positively associated with TG and TG/HDL-C levels. This finding is supported by previous studies
using dual-energy X-rays and confirmed that body fat and its distribution are closely related to blood
lipid levels [46,47]. Konieczna et al. [46] further compared regional and total body fat measurements,
reporting that the ratio of visceral adipose tissue to total fat was a more effective evaluation indicator
of TG. This may be because visceral fat mediates partial insulin resistance through the release of
inflammatory adipokines [46]. As a result, lipolysis is intensified, and excess TGs enter the liver,
causing an abnormally high TG level [48].

We observed that grip strength was positively associated with HDL-C level. Grip strength is an
effective indicator of muscle strength and of potential health risks [49]. In a study of 8576 participants,
Lee et al. found that participants with low grip strength had increased risks of CVD [50]. Another
large sample study determined that higher relative grip strength was associated with healthier blood
lipid levels in adults, such as lower TG and total cholesterol levels and higher HDL-C levels [19].
This may be related to the endocrine function of skeletal muscle and its metabolic benefits [51].
Cytokines secreted by the muscles may regulate the metabolic process through autocrine and paracrine
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mechanisms. Cytokines, such as myonectin and irisin, regulate lipid metabolism and improve insulin
resistance [52,53].

One advantage of this study was that we first explored the associations between HPF and CVD
risk factors in overweight or obese adults and provided new insight regarding CVD prevention and
control strategies. Secondly, the HPF indicators included in this study were easy to measure and obtain.
It is convenient, therefore, for the general population to conduct HPF self-assessments. Certainly,
this study also has some limitations. Firstly, physical activity, nutritional status, and physiological
indicators related to inflammation, such as blood pressure and CRP, were not included in the study.
Secondly, our study cannot determine the causal relationship between HPF and CVD risk factors
due to the cross-sectional design. Thirdly, the results of this study cannot be generalized for the
overall population, as participants were overweight and obese adults. In the future, longitudinal or
experimental studies should be considered to verify the causal relationship between HPF and CVD
risk factors.

5. Conclusions

Among overweight and obese university staff, reduced flexibility was associated with high glucose
level, while high body fat percentage, muscle mass, and grip strength were associated with high uric
acid level. Additionally, grip strength was positively associated with HDL-C level, and body fat
percentage was positively associated with TG and TG/HDL-C levels. The results of this study suggest
that body composition, grip strength, and flexibility may be practical nonmedical markers for assessing
cardiovascular disease risk. In the future, prospective studies should be conducted to investigate the
extent to which exercise programs that improve body composition and increase muscle strength and
flexibility may reduce the risk of cardiovascular disease.
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Abstract: The literature is uncertain about the extent to which those who attend cardiac rehabilitation
(CR) gain weight while trying to quit smoking. This study aimed to determine the extent of
CR-based smoking cessation provision and whether CR, as delivered in routine practice, is associated
with helping patients quit smoking and avoid weight gain. Data from the UK National Audit of
Cardiac Rehabilitation database, between April 2013 and March 2016, were used. Smoking status is
categorised as smokers and quitters assessed by patient self-report. Outcomes included body weight,
blood pressure, depression, and physical activity. A multiple linear regression model was constructed
to understand the effect of continuing smoking or quitting smoking on CR outcomes. CR outcome
scores were adjusted by the baseline CR score for each characteristic. An e-survey collected
information about the smoking cessation support offered to patients attending CR. A total of
2052 smokers (58.59 + 10.49 years, 73.6% male) and 1238 quitters (57.63 + 10.36 years, 75.8% male)
were analysed. Overall, 92.6% of CR programmes in the United Kingdom (UK) offer smoking
cessation support for CR attenders. Quitting smoking during CR was associated with a mean increase
in body weight of 0.4 kg, which is much less than seen in systematic reviews. Quitters who attended
CR also had better improvements in physical activity status and psychosocial health measures
than smokers. As delivered in routine practice, CR programmes in the UK adhere to the guideline
recommendations for smoking cessation interventions, help patients quit smoking, and avoid weight
gain on completion of CR.

Keywords: cardiac rehabilitation; cardiovascular diseases; smoking; weight gain

1. Introduction

Smoking is a risk factor for cardiovascular disease (CVD) and the cause of death for approximately
8 million people annually [1]. For developing non-communicable diseases such as cardiovascular,
cancers, and respiratory diseases, smoking is considered a preventable risk factor [2].

A meta-analysis by Aubin et al. of 62 clinical trials that described weight gain in smokers who
quit smoking for up to 12 months suggests that body weight increased on average by 1.12 kg, 2.26 kg,
2.85 kg, 4.23 kg, and 4.67 kg at one, two, three, six, and 12 months, respectively, after quitting [3].
Most of the weight gain occurs within three months of quitting, and estimates of weight gain were
similar among smokers using different pharmacotherapies to support smoking cessation [3].

A large systematic review and meta-analysis of 35 prospective cohort studies with 63,403 quitters
and 388,432 continuing smokers looking at the association between smoking cessation and weight
gain found that quitting smoking was associated with a mean weight gain of 4.10 kg and mean
body mass index (BMI) gain of 1.14 kg/m2 over an average of 5 years [4]. The participants in this
meta-analysis were similar to the general population in contrast to participants in the meta-analysis
by Aubin et al. [3], making their findings more generalisable. In addition, the cohort studies in the
meta-analysis by Tian et al. [4] had longer follow-up periods than those in the meta-analyses by
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Aubin et al. [3], which allows for an assessment of the effects of quitting smoking on weight change
beyond 12 months.

The cross-sectional studies of the four EUROASPIRE surveys, which took place between 1999
and 2013, investigated characteristics of successful quitters who had been pre-event smokers and
reported a non-smoking status at the time of interview (median 1.2 years [range 0.5 to 3 years]) [5].
They also found that smoking cessation was associated with weight gain [5]. Numerous cohort studies
have shown that people who stop smoking gain weight [6-12].

Gaining weight while stopping smoking can lead to anxiety and depression. Systematic reviews
and meta-analyses found that overweight, obesity, and depression interacted reciprocally and that
overweight and obesity increased the risk for anxiety and depression [13-15].

Cardiac rehabilitation (CR) is a structured, multi-disciplinary intervention that is offered to
patients with CVD with the goal of reducing risk factors (smoking) and promoting psychosocial
wellbeing [16-18]. Positive health outcomes, such as a reduction in cardiovascular mortality and
hospital readmission, have been associated with CR participation [19,20]. In the United Kingdom (UK),
patients with CVD have access to CR programmes. Programme uptake in the UK averages 50% and
is considered one of the highest uptake figures compared to other countries [21]. CR programmes
are delivered to the British Association for Cardiovascular Prevention and Rehabilitation (BACPR)
standards with the goal of reducing cardiovascular risk and promoting quality of life through
coordinated core components of CVD prevention and rehabilitation [17]. Recommendations include
providing smoking cessation support and relapse prevention through lifestyle risk factor management
as one of its core components [17]. On average, 94% of individuals who join CR programmes in the UK
are classified as non-smokers [21]. The average increase in smoking cessation among individuals who
participate in CR is approximately one percent (1.1%) [21].

A key aim of CR and a goal for most patients is to bring the body mass index (BMI) below
<30 kg/m? [17]. On average, 30% of patients in the UK started CR with a BMI >30 kg/m? [21].
The contribution of CR to reducing BMI at a national level is low, with an average change of 0.2% in
patients with BMI <30 kg/m2 after CR [21]. This highlights the difficulty in addressing this risk factor.
Additional factors need to be taken into account before drawing conclusions about how well CR
programmes support weight management. Although smoking cessation results in considerable health
improvements, it is often accompanied by weight gain, with patients who are trying to quit smoking
more likely to put on 3-5 kg of weight in the first three months to a year [3]. Although weight gain
does not offset the health benefits of smoking cessation, which far exceed any health risks that may
result from smoking cessation-induced weight gain, it is frequently a source of concern for smokers
planning to quit [7]. This substantial effect may inhibit the reporting of some successful weight loss
programmes. The link between smoking and body weight is closely related and poses significant
challenges for researchers investigating intervention effects in smokers. The most recent Cochrane
review of 24 trials with a total of 7279 adult participants investigated the effectiveness of exercise-based
interventions alone, or combined with a smoking cessation programmes and concluded no significant
effect from adding exercise to smoking cessation [22]. The same authors do state and concludes
that more studies are needed and that future trials may alter these conclusions [22]. Moreover,
new research published in the British Journal of Pharmacology has confirmed that exercise can help
smokers quit smoking and may aid smoking cessation by reducing the severity of smoking withdrawal
symptoms [23]. As weight gain may be a barrier to quitting smoking or a reason to restart smoking,
CR has not been evaluated in relation to weight gain after smoking cessation. As weight gain may be
a barrier against quitting smoking, it is important to investigate smoking cessation support services
provided in CR to help patients quit smoking while maintaining their weight status. Little is known
about how routinely delivered CR programmes support smoking cessation.

This study determines the extent of CR-based smoking cessation provision and whether CR,
as delivered in routine practice, is associated with helping patients quit smoking and avoid weight gain.
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2. Materials and Methods

2.1. Data Source

Individual, patient-level data from the National Audit of Cardiac Rehabilitation (NACR) were
used in the analyses of this study. The NACR, funded by the British Heart Foundation, is a web-based
registry of CR in the UK. Data on patients who are eligible or referred to CR delivery are entered by
practitioners into an electronic patient dataset according to a data dictionary (www.cardiacrehabilitation.
org.uk/nacr/downloads.htm). The NACR team checks data quality from clinical teams who directly
enters data into a secure online system (hosted by NHS Digital) who then provide NACR with
anonymized local programme-level data. The NACR includes details of a patient’s initiating event,
treatment type, risk factors, drugs, patient demographics, and post-CR clinical outcomes. Anonymised
data is collected for a range of clinical indicators for the purposes of audit and research under Section
251 of the NHS Act 2006 [21]. NHS Digital annually reviews data governance and approval for NACR
projects that aim to improve service quality and patient outcomes. Separate approval for this study
in addition to the e-survey project was not required, as it was considered part of the NACR quality
and outcomes process. The Strengthening the Reporting of Observational Studies in Epidemiology
(STROBE) guidelines were used for reporting this observational study [24].

2.2. Participants

Participants included in this study were from the research cohort added to the NACR database
between 1 April 2013 and 31 March 2016. Data has been validated and extracted retrospectively
and there were no exclusion criteria. Analyses included patient sociodemographic data and clinical
characteristics of individuals who started a CR programme with both a baseline and follow-up smoking
status assessments.

2.3. Smoking Outcome Measures

Smoking status is assessed via self-reported questionnaires in the NACR database [21]. Pre- and
post-CR smoking status is categorised into one of the following: never smoked, ex-smoker, stopped
smoking since the event, or current smoking. For the purposes of this study, patients were categorised
as continued smokers (defined as current smokers in pre- and post-CR assessments) or quitters (defined
as current smokers in pre- and no smoking status in post-CR assessment).

A range of patient-level variables collected by the NACR primary dataset were used for the
present study. Variables included anthropometric data, physical, and psychosocial health measures.
Anthropometric measures included weight (kg), height (m), body mass index (BMI) (kg/mz), and waist
circumference (cm). Alcohol consumption status was measured using self-reported questionnaires
related to weekly alcohol consumption. Physical activity was self-reported and categorised into
moderate physical activity (150 min/week; yes/no) or vigorous physical activity (75 min/week;
yes/no)) using the Chief Medical Officer’s Physical Activity Questionnaire [25]. Physical activity
recommendations were based on the Department of Health guidelines for 19-64 and 65+ age groups.
The Hospital Anxiety and Depression Scale (HADS), a reliable and well-validated scale, was used to
assess psychosocial health status. Higher HADS scores represent worse symptoms.

2.4. e-Survey

With the knowledge that smoking cessation is a key part of secondary prevention and rehabilitation
and is included in the BACPR core components of lifestyle risk factor management [17], a cross-sectional
11-item e-survey was sent to CR services to explore smoking cessation services provided by CR
programmes in the UK. The sampling frame encompassed the ‘coordinators’ of the 224 CR programmes
in the UK that electronically enter their data into the NACR. Several reminders were sent out via email
over two months. Data collection took place in the summer of 2016 (May 2016-July 2016). The response
rate was 78% (175/224 CR programmes registered in the NACR).
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2.5. Statistical Analysis

All analyses were performed in the IBM Statistical Package for Social Sciences (SPSS) software
statistics Version 24 (New York, NY, USA). A p-value < 0.05 was considered statistically significant.

Percentage or relative change was used to measure the difference in outcome (post-CR) from
baseline (pre-CR) [26,27]. It was calculated by: (percentage change = pre-CR value — post-CR value/
pre-CR value) * 100

Outliers were detected by the median plus or minus 3 times the median absolute deviation
(3 £ MAD) method [28]. Pre-and post-CR values with more than 3 + MAD percentage change for each
characteristic were eliminated from the analysis.

A multiple linear regression model was constructed to understand the effect of continuing smoking
or quitting smoking on CR outcomes, with adjustments for the outcome CR score by the baseline
CR score for each characteristic. Post-CR outcomes (with respect to baseline) were introduced into
multiple linear regression models (as continuous dependent variables) and tested against smoking
status (a score of 0 was categorised as a smoker, whereas a score of 1 was categorised as a quitter).
We compared and described analyses of CR patients using the original data with analyses of all data
after replacing missing values, which were handled through the expectation maximisation method [29].
Use of expectation maximisation to handle missing data gave similar results to the original analyses.
Commonly used descriptive statistical parameters, including the number of programmes, percentages,
means or medians, and standard deviations, were used to explore the data.

3. Results

3.1. Cohort Characteristics

A total of 49,725 patients had a pre- and post-CR smoking status recorded. Non-smokers
comprised 93.4% of the sample (mean age 65.72 + 11.08 years, 74.7% male), while 4.1% of the sample
were classified as continued smokers (mean age 58.59 + 10.49 years, 73.6% male) and 2.5% were quitters
(mean age 57.63 + 10.36 years, 75.8% male). The median duration of CR was 9 weeks. For the purposes
of this research, patients were categorised as continued smokers or quitters (Table 1).

Table 1. Smoking categorisation groups.

Group Frequency (n)  Percent (%)

Smokers 2052 62.4
Quitters 1238 37.6
Total 3290 100

n = Number of patients; % percentage of patients.

3.2. Smokers Versus Quitters (Outcomes)

The CR outcome results between smokers and quitters are summarised in Table 2.

Table 2. Baseline and outcome values for cardiac rehabilitation (CR) patients included in the analysis.

Smokers Quitters
CR Outcome
Pre-CR Post-CR n Pre-CR Post-CR n

Weight (Kg) 81.64 81.68 1499  83.83 84.28 881
BMI (kg/m2) 27.99 28.28 1442 28.01 28.47 833
Waist (cm) 98.47 98.09 657 97.39 97.11 272
Alcohol consumption 17.78 13.80 486 15.66 11.28 298
HADS anxiety score 7.89 7.39 1046  6.92 5.79 546
HADS depression score 6.53 5.68 1032 5.44 4.24 530

BMI, body mass index; CR, cardiac rehabilitation; HADS, hospital anxiety and depression scale; n = number
of patients.

94



IJERPH 2020, 17, 8565

After controlling for baseline characteristics, predictions were made to determine outcome changes
for patients who quit smoking while attending CR. Only CR patients with pre- and post-CR values
were included in the analysis after excluding pre- and post-values with percentage change more
than 3 + MAD.

A multiple regression model was constructed to understand the effect of quitting smoking on CR
outcomes with adjustments for the outcome CR score by the baseline CR score for each characteristic
(Table 3). Moreover, post-CR outcomes (with respect to baseline) were introduced into multiple linear
regression models (as continuous dependent variables) and tested against smoking status (score 0 for
smokers; score 1 for quitters).

Table 3. Summary of multiple regression analysis.

Unstandardised  Standardised

Variable (n) Coefficients Coefficients 95% CI Effect Size
B S.E. Beta Sig. Lower Upper
Constant 0.75 0.24 <0.001 0.28 1.23
Weight (n =2380)  Baseline weight 0.99 0.00 0.99 <0.001 0.99 1.00 0.01
Smoking 043 0.11 0.01 <0.001 * 0.22 0.63
Constant 0.41 0.10 <0.001 0.22 0.61
BMI (n = 2275) Baseline BMI 0.99 0.00 0.99 <0.001 0.98 0.99 0.01
Smoking 0.18 0.04 0.02 <0.001 * 0.10 0.25
Constant 4.52 0.75 <0.001 3.05 5.99
Waist (n = 929) Baseline waist 0.95 0.01 0.97 <0.001 0.94 0.97 0.00
Smoking 0.05 0.23 0.00 0.83 -0.40 0.49
Constant 3.86 0.54 <0.001 2.80 491
Alcohol Baseline alcohol
. .51 .02 .73 .001 .52 .
consumption (784) consumption 0.56 0.0 0 <0.00 0 0.60 0.01
Smoking -1.34 0.68 —-0.05 0.05* —2.68 0.00
Constant 0.86 0.16 <0.001 0.56 1.17
HADS anxiety  Baseline HADS 0.77 0.02 0.76 <0001 074 0.0 0.02
score (1592) anxiety score
smoking -0.75 0.15 -0.08 <0.001 * -1.04 -0.45
Constant 0.64 0.14 <0.001 0.37 091
HADS depression  Baseline HADS 0.74 0.02 0.74 <0001 070 077 0.01
score (1562) depression score
smoking —0.58 0.14 -0.07 <0.001* -0.86 -0.30

B = unstandardised regression coefficient; Beta = standardized coefficient; BMI, body mass index; CI = Confidence
Interval for unstandardised regression coefficient; CR, cardiac rehabilitation; HADS, hospital anxiety and
depression scale; n = Number of patients; S.E. = standard error of the coefficient. * p < 0.05.

A x? test was conducted for the association between smokers and quitters and moderate physical
activity (150 min/week) outcomes: improved (n = 679), no change (n = 1126), and worsened (n = 93).
There was a statistically significant association between the smoking group and moderate physical
activity outcomes: x2(2) = 23.50, p < 0.001, and small association Cramér’s V = 0.11 (Table 4). A x2 test
was conducted for the association between smokers and quitters and vigorous physical activity
(75 min/week) outcomes: improved (n = 338), no change (n = 1217), and worsened (n = 47). There was
a statistically significant association between smoking status and vigorous physical activity outcomes:
x2(2) = 17.88, p < 0.001; small association Cramér’s V = 0.11) (Table 4).

Table 4. Summary of multiple regression analysis.

Smokers (%) Quitters (%)

Physical Activity Outcomes
Improve No Change Worsen Improve No Change Worsen

A 150 min/week (moderate) 31.9 62.8 54 43 52.9 4.1
A 75 min/week (vigorous) 18.0 79.3 2.6 26.6 70.0 35

A, change; % percentage.
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3.3. e-Survey

Overall, 175 CR programmes participated—a response rate of 78% (175/224 CR programmes
registered in the NACR). The following results present an overview of the survey results (Figure 1).

175CR
programmes
f . 1
162/175Yes 13/175No
|
[ T 1
6 69 87 | 12
Internal External Both No funding
= 5 e — 67 = PrO\?ided
One to One Doctor/GP One to One elsewhere
1 40
63 1
—  Group ot~ Group —
Education Community Education No staft
| 5 [ 79 L 0
CR Team CR Team No demand
L 1 29
Other staff [ Other staff
[ 34
Doctor/GP
L 70
Community

Figure 1. Number of cardiac rehabilitation programmes providing stopping smoking support.
CR: cardiac rehabilitation; Internal: delivering the smoking cessation support services at the CR
programme site; External: external referral.

Most CR programmes in the UK offered smoking cessation support for CR attenders: 162 (92.6%)
programmes, while 13 (7.4%) of CR programmes did not provide patients with support to stop smoking.

About half of CR programmes (87 (49.7%) programmes) offered both internal and external smoking
cessation support for CR attenders. Six CR programmes only offered internal support, by delivering
smoking cessation support services at the CR programme sites, while 69 (39.4%) CR programmes only
offered external referrals.

Notably, 72/93 (77.4%) CR programmes that delivered smoking cessation support at the CR
programme sites (internal delivery: 6 only internal + 87 both = 93 internal) offered one-to-one
sessions. On the other hand, 41 (44.1%) CR programmes offered group education support as a form of
internal support.

Eighty four (90.3%) CR programmes that offered smoking cessation support delivered it internally
through the CR team. On the other hand, 30 (32.3%) CR programmes delivered smoking cessation
support through other qualified staff members.

Sixty (38.5%) CR programmes that offered external support for smoking cessation (external
delivery: 69 only external + 87 both = 156 external) offered referrals to doctors or general practitioners
and 133/156 (85.3%) CR programmes offered referrals to community-based cessation programmes.

For 73/162 (45.1%) CR programmes that offered smoking cessation support, patient preference
was the most frequently cited factor for whether a patient attended an internal CR programme’s
smoking cessation service or was referred to external support (Table 5). However, eight (4.9%) CR
programmes cited availability as a factor that influenced whether a patient would receive internal or
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external support; one (0.6%) reported funding constraints, and 36 (22.2%) CR programmes reported
specific patient needs (e.g., hardened smoker).

Table 5. What might decide whether a patient would attend the CR Programme or be referred out?

Reason n=162  Percentage (%)
Availability 8 49
Patient preference 73 45.1
Service funding constraints 1 0.6
Specific patient needs 36 222

n = Number of programmes; % percentage of programmes.

Funding was the most common factor for not providing support for smoking cessation for CR
attenders, given as the reason by 12/13 (92.3%) CR programmes that did not provide support for patients
to stop smoking. The other factor reported by only one CR programme was lack of appropriate staff.

4. Discussion

Our research findings show that, after CR, quitters, on average, gain 0.43 kg more than those
who continue to smoke (p < 0.001) and have a BMI of 0.18 kg/m2 more than those who continue
to smoke (p < 0.001). Although differences in weight and BMI scores after CR were statistically
significantly different for quitters and continued smokers (driven by a large sample size of 49,725),
the mean differences of 0.43 kg and 0.18 kg/m? were very small from a clinical perspective and
much lower than previously cited reviews of smoking cessation where the mean weight gain was
around 4 kg [3-5]. The lack of clinically relevant differences in this data are sufficient to make a strong
clinical recommendation regarding the impact of CR to prevent weight gain when delivered alongside
smoking cessation in patients with heart disease. Our study shows no clinically significant weight gain
in the short term.

Evidence suggests that quitting smoking is associated with a mean increase in body weight
of 3-5 kg, with most weight gain occurring within 3 months of quitting [3-5]; however, the research
findings reported here show that smokers who quit smoking while attending CR do not gain weight,
which aligns with the findings of Farley et al. that exercise could reduce post-cessation weight gain [30].
With regard to smoking and weight interactions, the extent of weight gain associated with smoking
cessation in patients attending CR is much less than previous studies suggest. These research findings
provide evidence that CR is positively associated with weight management during smoking cessation.

The confidence interval for mean difference in weight between continued smokers and quitters
after CR was 0.22 to 0.63 kg and for mean difference in BMI, it was 0.1 to 0.25 kg/m?. Because of the
well-documented health benefits of quitting smoking, clinicians should inform smokers about the low
likelihood of weight gain and encourage them to attend CR to avoid excess weight gain.

There is no clinical trial evidence for the effectiveness of smoking cessation interventions within CR;
however, our research findings suggest CR as delivered in routine practice is associated with helping
patients quit smoking and reduce the likelihood of weight gain beyond 1 kg. The NACR data regarding
smoking status suggest that about 37.6% of patients who are smoking when recruited to CR successfully
stop after CR. Quitting smoking is considered a core element in both primary and secondary prevention
of cardiovascular disease [31].

Following CR, quitters on average drink 1.34 units of alcohol fewer than those who continue
to smoke. Following CR, 43% and 26.6% of quitters improved to achieve the recommended UK
moderate and vigorous physical activity guidelines, respectively, compared with 31.9% and 18% of
continued smokers. An even stronger benefit was seen in both HADS anxiety and depression scores,
which showed that quitters on average score 0.75 and 0.58 less anxious and less depressed than those
who continue to smoke.

Our survey of smoking cessation support services, offered in routine practice to CR attenders,
had a high response rate of 78%. Although one study has shown low levels of cessation support
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following hospital discharge [32], the e-survey showed that 92.6% of CR programmes in the UK offer
smoking cessation support for patients attending CR. These results show that CR programmes in the
UK adhere to guideline recommendations for smoking cessation interventions [17,33-35]. In addition,
the research results suggest that CR programmes in the UK offer assistance for patients who smoke by
delivering smoking cessation support at the CR programme site in the form of individualised one-to-one
sessions or group educational sessions, as well as referral for external smoking cessation support.
The internal support is provided by the CR team or another qualified member of staff. One-to-one
sessions are the dominant service offered at the site of CR programmes, while external provision is
predominantly through referral to community-based cessation programmes. Patient preference is the
factor that most influences whether a patient would attend the CR programme (internal) or be referred
out (external).

Provision of smoking cessation support in CR could have multiple benefits: the presence of such
a programme could entice more smokers to attend CR, and the increased support for cessation they
receive could encourage them to remain in the CR programme generally. Prior studies suggest that CR
attendance improves smoking cessation rates, and Riley et al. found a strong relationship between
smoking cessation and CR attendance [36].

Failure of adherence to guideline recommendations to provide support for smoking cessation for
CR attenders was predominantly due to funding challenges. Cutting funds to CR services is a false
economy, as evidence shows that smoking cessation services provide effective support for smokers
who want to quit [37] and the lack of this provision leads to higher costs for the NHS to manage
and treat diseases caused by smoking in the long term. The National Institute for Health and Care
Excellence (NICE) estimates that for every pound invested in smoking cessation, £2.37 in benefits are
generated [38]. Moreover, the lack of investment in CR programmes may impact on service provision.
In Yorkshire, for example, a qualitative study found staff to be aware of limited service availability [39],
which may influence which patients are invited. Finally, it should not have to be a choice that some
smokers attending CR are supported to quit and others are not.

Comprehensive CR programmes seem to have a beneficial role in helping patients after a cardiac
event or procedure, with significant improvements in smoking behaviour, weight management,
physical activity levels, psychosocial health, and alcohol consumption. When a comprehensive CR
includes exercise with smoking cessation and patient education, this research initiates evidence for
improvements in cardiac risk factors, particularly increased smoking cessation and improvements in
physical and psychosocial health.

Several limitations of our study must be noted. First, the retrospective observational study design
is limited in capturing data and data quality from CR programmes. An 18% gap in data capture
was identified due to some programmes not providing their data electronically. Approximately
31% of patients who began a CR programme did not have post-program data available, affecting
data quality. Non-completion of the program leads to missingness in patient records that may affect
the representativeness of our sample. Self-reported data poses a limitation in terms of determining
smoking status and immediate post-CR analysis. Using self-reported data to determine smoking status
might be subject to recall and social desirability biases. The self-reported smoking status was not
validated with a biochemical marker. Some possible factors that influenced quitting smoking have
been missed from the analysis due to high levels of missing data or may not have been collected
in the NACR. Some smoking cessation drugs in addition to the intensity of the smoking cessation
program (number and duration of the visits) may have affected the considered outcomes and they
are not included as a confounder in the analyses for the outcomes related to smoking cessation and
weight gain [40-42]. However, the strengths of our study include utilizing a prospective cohort design
and an observational approach, and using data from a large-scale dataset that collects routine clinical
information from CR programmes in the UK. This study also suggested that clinical and research
efforts should be directed towards improving the rate of smoking cessation in patients with CVD by
accounting for factors that predict quitting smoking among CR attendees [43].
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5. Conclusions

Cardiac rehabilitation is an effective intervention to manage weight gain when quitting smoking.
Quitting smoking during CR is associated with a mean increase of 0.4 kg in body weight following CR.
Quitters who attended CR improved their physical activity status and psychosocial health measures
compared with smokers.

This research is the first to evaluate smoking cessation support in CR services in the UK,
with 92.6% of CR programmes in the UK offering smoking cessation support for CR attenders.
These results demonstrate adherence of CR in the UK to the guideline recommendations for smoking
cessation interventions.
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Abstract: Aim: To characterize physical exercise programs for older adults in Latin America. Methods:
This review was conducted in accordance with the PRISMA statement. A search for randomized
controlled trials (RCTs) published between the years 2015 and 2020 was performed in the Scopus,
MedLine and SciELO databases. Results: A total of 101 RCTs were included. A large percentage of
the studies had an unclear risk of bias in the items: selection, performance, detection and attribution.
Furthermore, a heterogeneous level of compliance was observed in the CERT items. A total sample
of 5013 older adults (79% women) was included. 97% of the studies included older adults between
60-70 years, presenting an adherence to the interventions of 86%. The studies were mainly carried
out in older adults with cardiometabolic diseases. Only 44% of the studies detailed information
regarding the place of intervention; of these studies, 61% developed their interventions in university
facilities. The interventions were mainly based on therapeutic physical exercise (89% of the articles),
with a duration of 2-6 months (95% of the articles) and a frequency of 2-3 times a week (95% of the
articles) with sessions of 3060 min (94% of the articles) led by sports science professionals (51%
of the articles). The components of physical fitness that were exercised the most were muscular
strength (77% of the articles) and cardiorespiratory fitness (47% of the articles). Furthermore, only
48% of the studies included a warm-up stage and 34% of the studies included a cool-down stage.
Conclusions: This systematic review characterized the physical exercise programs in older adults in
Latin America, as well the most frequently used outcome measures and instruments, by summarizing
available evidence derived from RCTs. The results will be useful for prescribing future physical
exercise programs in older adults.

Keywords: aging; physical aptitude; mental health; cognition; systematic review

1. Introduction

The aging process of the population is advancing at an accelerated rate and is related
to a longer life expectancy [1]. Thus, it is expected that the fraction of the world population
over 65 years of age will increase from 9% to 16% by the year 2050 [2]. Latin America is in
a similar situation, with a 156% increase in the population of older adults (OAs) [3].

Aging is characterized by physiological changes that, conditioned by extrinsic and
intrinsic factors, translate into loss of health, conditioning a decline in the physical and
mental skills of OAs [4]. Although current evidence supports the bio-psycho-social benefits
of physical activity (PA) and physical exercise (PE), it is known that their practice decreases
with age [5]. It is therefore a strong predictor of physical disability [6], associated with
an increased risk of mortality. Along these lines, the World Health Organization (WHO)
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has reported that around 2.3 million deaths each year are due to physical inactivity [7].
The highest levels of physical inactivity in men and women (39%) are registered in Latin
America and the Caribbean [8-10].

The practice of PA and PE through supervised programs contributes to improving
physical fitness components such as cardiorespiratory fitness, muscular strength, gait and
balance, and to avoid the risk of falls [11-13], being an effective intervention to delay the
onset characteristic disorders of OA, such as sarcopenia and/or frailty syndrome, which
cause a significant deterioration in functionality and quality of life [14-16]. On the other
hand, PA and PE also generate positive effects associated with psychosocial and cognitive
aspects in OAs, reducing symptoms of anxiety and depression [17].

Current PA and PE recommendations for aging suggest accumulating a minimum of
150 min of moderate aerobic PA or 75 min of vigorous aerobic PA and varied multicom-
ponent physical activities three or more days a week, to improve functional capacity and
prevent falls, in addition to perform activities that strengthen the main muscle groups two
or more days a week [18-20].

At the Latin American level, different countries have proposed guidelines for PA
recommendations (GPAR) for OAs [21-36]. Although the recommendations proposed
by the WHO for the elaboration of GPAR have been considered as a reference, these are
constantly being updated and differ in specific characteristics such as the type of exercise,
frequency and duration, as well as the suggested age for their implementation. In relation
to the age group to which these GPAR are directed, there are countries that classify those
over 65 as elderly, while in Chile this category begins at 60 years. This allows us to infer that
there could be a heterogeneity in the GPAR of the different Latin American countries. Along
the same lines, it is of great interest to know if the current evidence that exists regarding
the prescription of PA and PE in OAs has the same heterogeneity in characteristics such
as the type of exercise, analysis variables, measurement instruments, effects on health
outcomes, and risk of bias. In addition, knowing in depth the latest and updated research
that is being done in the field of PA and PE and thus having a Latin American map of the
programs developed in the last five years can serve as a basis for future guidelines, guides,
recommendations or programs that wish to be guided by current evidence.

For this reason, the present systematic review aims to characterize the PE programs for
OA in Latin America, focusing on the main characteristics of the interventions developed,
participants, types of exercise, effects, variables and instruments used, risk of bias and level
of compliance with the Consensus on Exercise Reporting Template (CERT) of the articles
included. This will allow to start the discussion on the current state of research on PE for
OA in the different Latin American countries.

2. Materials and Methods

The systematic review was carried out in accordance with the standards established
by the PRISMA statement [36]. The PRISMA checklist can be found in the supplementary
article files (Table S1). A systematic review protocol had previously been registered in the
PROSPERO repository with the code: CRD42020208833.

2.1. Search Strategy for the Identification of Studies

The following databases were reviewed: MEDLINE by PubMed, SCOPUS by EL-
SEVIER and SciELO. The objective was to identify studies that developed PA and PE
interventions for OAs in Latin America. The search covered the period between 2015 and
2020. For the development of the search, the MeSH terms used were: “Exercise”, “Exercise
Therapy” and “Aged”, present in the MeSH Database. The search strategy followed the
Peer Review of Electronic Search Strategies (PRESS) guidelines [37].

The general search syntax was: (“Exercise” OR “Exercise Therapy”) AND (“Aged”)
and it was adapted to each database applying the following filters:
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(a) PubMed: Type of article: randomized controlled trial, Date of publication: 5 years,
Language: English, Spanish and Portuguese, Age: aged (65+ years) and 80 and over
(80+ years).

(b) Scopus: Exclusion: Medline, Year of publication: 2015 to 2020, Status of publication:
final, Type of document: article, Country: Latin American countries, Language:
English, Spanish and Portuguese, Keyword: words that are related to the subject
under study.

()  SciELO: Country: Brazil, Colombia and Chile, Year of publication: 2015 to 2020, Type
of literature: article.

Search strings for all databases are presented in the Supplementary Material (Table S2).

2.2. Selection of Studies and Inclusion Criteria

All those studies that met the search phrase were considered, and only those that
met the following inclusion criteria were selected: (a) Country: interventions developed
in countries belonging to Latin America; (b) Sample: people over 60 years of age; (c)
Language: English, Spanish and Portuguese; (d) Methodological Design: Randomized
controlled clinical trial. No reviews, editorial documents, protocols, or thesis were included.
The articles selected by title and abstract had to meet the conditions indicated in Table 1.

Table 1. Inclusion criteria of the studies.

Criterion

Description

- Type of intervention
- Single intervention

- Resistance, strength, multicomponent, concurrent, multidomain, HIIT or
neuromotor, or other related to physical activity or exercise.
- Only intervention based on physical activity or exercise (no other

- Duration interventions).
- Duration of at least four weeks.
- Age range - Seniors, 60 years or older.
- Physical fitness variables: balance, muscular strength, cardiorespiratory
_ Physical health fitness, flexibility, proprioception, agility, other.
_ Mental health - Psychological variables: depression, happiness, well-being, quality of life,

- Cognitive skills

anxiety, other.
- Cognitive variables: memory, perception, language, attention, concentration,

other.
- Article type - Original article, with experimental design and random assignment.
- Country of origin of the population - Latin American countries only.

2.3. Data Extraction

Duplicate articles were removed from the databases using Mendeley. Articles that met
the inclusion criteria were selected, and when decisions could not be made considering only
the title and abstract of the article, the full text was retrieved (Figure 1). A standardized
questionnaire was used and applied by the authors to extract the data from the included
articles, to synthesize the evidence. The information extracted included: (a) general
characteristics of the studies and of the participants (author, year, initial and final sample,
adherence, reasons for withdrawal, age range, sex, health condition, recruitment and place
of intervention, (b) main characteristics of the interventions based on physical activity and
exercise (duration of the intervention, number of sessions per week, time of the session,
responsible professional, type of intervention and components of physical fitness addressed
and the time allocated to each one of them); (c) main variables evaluated (physical health,
mental health and cognitive abilities); (d) main assessment instruments used (physical
health, mental health and cognitive abilities).
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Figure 1. Literature search Flow chart. * Whole search strings for all databases are presented in the
supplementary material (Table S2).

2.4. Risk of Bias Assessment Tool and Consensus on Exercise Reporting Template (CERT)
Assessment Form

The Cochrane “Cochrane Manual of Systematic Reviews of Interventions” tool [38]
was used to assess the methodological validity of the studies included in this review,
evaluating the risk of bias in each of the items proposed by this manual, detailed as
follows: (a) Selection bias, (b) Performance bias, (c) Detection bias, (d) Attrition bias and
(e) Reporting bias. Only the item: “Other biases” was not considered. The results of
this analysis are presented in Figure 2. In addition, the Consensus on Exercise Reporting
Template (CERT) assessment form was added to know the proportion of articles that met
the CERT items [39] (Table S3).
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Figure 2. Evaluation of the methodological quality of the reviewed studies.

2.5. Strategy for Data Synthesis

A synthesis of the main findings of the included studies is provided, related to the
interventions developed based on PE for OAs in Latin America. The main information is
presented in summary tables. In addition, in the discussion, the most relevant method-
ological and applicability aspects are analyzed and some suggestions are given for future
research, in order to standardize the application of this methodology.

3. Results
3.1. Literature Search

Figure 1 shows the flow chart of systematic reviews proposed by the PRISMA state-
ment. 4.642 potential studies on PA and exercise in OAs in Latin America were identified.
After the exclusion of the duplicates in the databases, the screening and eligibility criteria
were applied. Finally, for data synthesis, 101 articles were included [40-140] (Figure 1).

3.2. General Characteristics of the Studies

A total of 101 articles were included, of these, 91 were from Brazil, five from Chile, two
Colombia, two Mexico and one from Ecuador. The number of participants at the beginning
of the studies was 5013 and 4334 at the end (79% women and 21% men), presenting a
compliance with the interventions of 86%. Only 35% of the studies had 100% adherence.
Three quarters of the studies suffered losses in their sample, the main reasons for with-
drawal being categorized as follows: attendance, does not meet the criteria of the study and
personal reasons, the latter being the one that was repeated the most (78%). Furthermore,
in 15% of the cases the reason for withdrawal was not specified. Regarding the age range,
97% of the studies included participants between 60 and 70 years, 83% between 71 and
80 years, and only 16% included participants older than 80 years. The health condition
with the highest prevalence was cardiometabolic diseases. Just over half (58%) of the OAs
resided in the community and 44% of the studies detailed information regarding the place
of intervention; of these studies, 61% of the interventions occurred at university facilities
(Table 2).
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80T

Withdrawal Age Range Sex Health
Percentage that Ended th Recruitment Place of
Authors (Year) Country Initial/Final Sample ereen agfu d; (%"‘ ed the Reason (Years) 9 @ Condition Intervention
60— 71- 80 o o
AT PR NMC NS 70 80 ot (%) (%) CcD NDD  CMD CA com HC INST HC sC uc
QueirozJ. (2016) Brazil 62/62 100 1 1 0 100 - - - - 1
Antunes A. (2015) Brazil 45/45 100 1 1 0 100 - - - - 1
Santos S. (2017) Brazil 40/26 65 1 1 1 1 31 69 1 1 1
de Oliveira R. (2017) Brazil 24/23 96 1 1 1 1 56 44 1 1 1
Campos L. (2016) Brazil 32/32 100 1 100 - - - - 1 1 1
Mazinifilho M. (2017) Brazil 79/79 100 1 1 100 1
Teodoro J. (2019) Brazil 36/36 100 1 1 100 - - - - 1
Santos G. (2019) Brazil 34/18 53 1 1 1 100 - 1 1
Duefias E. (2019) Colombia 125/105 84 1 1 1 1 1 84 16 1 1 1 1
Torres A. (2019) Brazil 64/56 88 1 1 1 91 9 1
Arantes P: (2015) Brazil 30/28 % 1 1 1 1 100 - 1
Lima L. (2015) Brazil 44/44 100 1 1 84 16 - 1 1
de Oliveira D. (2019) Brazil 24/19 79 1 1 1 100
da Silveira Ch. (2019) Brazil 60/52 87 1 1 1 1 1 77 23 1 1 1
do Nascimento M. (2019) Brazil 62/45 72 1 1 1 1 100 0 1
Oliveira F. (2016) Brazil 25/25 100 1 1 1 1
Galvao M. (2019) Brazil 30/24 80 1 1 1 1 100 1 1
Carvalo R. (2018) Brazil 22/21 95 1 1 1 7 25 - 1 1
Tiggemann C. (2016) Brazil 30/25 83 1 1 1 1 1 100 1
da Silva R. (2017) Brazil 30/30 100 1 1 100 1 1
Taglietti M. (2018) Brazil 60/49 81 1 1 1 1 68 32 1 1 1
Franco M. (2016) Brazil 82/71 87 1 1 1 1 93 7 - 1 1
Batisti C. (2018) Brazil 45/37 82 1 1 1 1 NS NS 1 1
Lopez N. (2015) Chile 80/60 75 1 1 1 1 1 68 32 1 1 1
Shiguemitsu F. (2018) Brazil 37/31 84 1 100 1
Ortiz-Ortiz M. (2019) Mexico 50/50 100 1 1 1 60 40 1 1
MansurJ. (2016) Brazil 35/35 100 1 1 100 0 - 1
Clemente A. (2018) Brazil 41/35 86 1 1 1 1 66 34 1 1 1
Rodrigues-Krause . (2018) Brazil 30/27 87 1 1 100 1 - 1 1
Ferrari R. (2016) Brazil 24/23 9% 1 1 1 100 - - - -
Ramirez-Campillo R. (2016) Chile 24/24 100 1 1 1 100 0 1 1
de Resende A. (2018) Brazil 32/32 100 1 1 100 - - - 1
Cavalcante E. (2018) Brazil 63/57 91 1 1 1 100 1 1
Pieta C. (2015) Brazil 26/19 73 1 1 1 100 0
Henrique P. (2019) Brazil 31/31 100 1 1 1 55 45 1 1 1
Ramirez-Villada J. (2019) Colombia 60/47 79 1 1 100 1 1
Gomes A. (2019) Brazil 47/47 100 1 1 100 -
Feitosa N. (2016) Brazil 30/23 77 1 1 100 1
Ribeiro J. (2018) Brazil 50/46 92 1 1 1 74 2 1 1
dos Santos L. (2018) Brazil 39/39 100 1 1 100 1
Gomefiuka N. (2019) Brazil 33/26 79 1 1 1 1 73 27 1 1
Campos L. (2015) Brazil 32/32 100 1 NS NS - 1 1
de Souza R. (2018) Brazil 42/27 64 1 1 1 1 100 1
Macedo L. (2018) Brazil 23/19 83 1 1 1 1 100 1 1
Botton C. (2018) Brazil 44/26 59 1 1 1 1 41 59 1 1 1 1
Bonadias. A. (2016) Brazil 133/133 100 1 1 100 1 1 1 1 1
Barbosa A. (2015) Brazil 30/30 100 1 1 100 1 1
Rodrigues W. (2015) Brazil 47/40 85 1 1 1 70 30 - - - - 1 1 1
Gallo L. (2015) Brazil 31/26 84 1 1 1 100 1 1
Ruaro M. (2019) Brazil 40/33 83 1 1 1 1 100 1
Dasilva C. (2018) Brazil 58/51 88 1 1 1 59 4 1 1 1
Mirando A. (2020) Chile 21/12 57 1 1 86 14 - 1
Cadore E. (2018) Brazil 65/52 80 1 1 1 100 - - - - 1
de Resende A. (2016) Brazil 55/44 80 1 1 1 100 1
Silva L. (2018) Brazil 48/43 90 1 1 1 39 61 1
Rabelo M. (2019) Brazil 39/39 100 1 1 74 2 1 1
Ramirez-Campillo R. (2018) Chile 74/52 70 1 1 1 100 - - -
Brandao G. (2018) Brazil 131/125 95 1 1 1 88 12 1 1
Lopez . (2017) Mexico 31/26 84 1 1 1 100 - - 1 1
Medeiros L. (2018) Brazil 78/71 91 1 1 1 77 23 - 1
Vargas M. (2019) Ecuador 50/50 100 1 30 70 1 1

TI8T ‘81 ‘TT0T YHYoH d1qnd 'say ‘uoiraudg *[ juf




601

Table 2. Cont.

Withdrawal

Age Range

Health

) Place of
Ref. Authors (Year) Country Initial/Final Sample P""°““§fﬂ:‘;t;‘;“" the Reason (Years) ? B Condition Recruitment Intervention
60- 7o 80 , ,
AT PR NMC NS o " $ w > NDD CMD €A COM HC INST HC  SC  UC
[101]  Covolo-Scarabottolo C. (2017) Brazil 35/30 86 1 1 1 1 53 v 1 1
[102] Damorim 1. (2017) Brazil 64/55 86 1 1 1 71 29 1 1
[105] Leal L. (2019) Brazil 54/50 100 1 50 50 1 1
[104] Souza D. (2019) Brazil 25/21 84 1 1 1 100 - - - - 1
[105] Santos G. (2015) Brazil 70/62 86 1 1 1 1 60 10 1 1 1
[106] Moreira N. (2018) Brazil 16/45 o8 1 1 1 100 E - E - 1
[107] Martinez A. (2018) Chile 33/33 100 1 1 1 39 61 1
[108] Santana M. (2016) Brazil 23/16 70 1 1 1 1 87 13 1
[109] Gomefiuka N. (2020) Brazil 33/26 79 1 1 1 7 2 1 1
[110] Coelho-Jinior H. (2019) Brazil 15/36 80 1 1 1 100 E - E 1
[111] Silva M. (2016) Brazil 78/45 58 1 1 1 1 82 18
[112] Gambassi B. (2015) Brazil 17/16 94 1 1 100 1
[113] Tomeleri C. (2016) Brazil 38/35 92 1 1 1 100 1 1
[114] Alex S, (2015) Brazil 30/30 100 1 1 100 - 1 1
[115] Cunha P. (2019) Brazil 18/48 100 1 1 100 -
[116] Ribeiro. 5. (2017) Brazil 76/68 59 1 1 1 100 1 1
7] Alcantar T. (2019) Brazil 33/33 100 1 1 NS NS 1 1
[118] Tomeleri M. (2018) Brazil 53/45 85 1 1 1 100 -
[119] Oliveira-Dantas F. (2020) Brazil 25/25 100 1 1 100 1 1
[120] Lopez P. (2016) Brazil 55/37 7 1 1 1 100 - - 1
[121] da Silva P. (2015) Braszil 20/20 100 1 1 6 3 1 1
[122 Alves W. (2019) Brazil 32/28 85 1 1 1 50 50 1 1
[123] Morales F. (2018) Brazil 35/35 100 1 NS NS 1 1 1
[124] Rosa C. (2017) Brazil 92/55 60 1 1 1 1 1 100 1
[125] Rodacki A. (2017) Brazil 38/30 79 1 1 1 100 1
[126] Aragao-Santos J. (2019) Brazil rym 100 1 1 100
[127] Dominguez D. (2018) Brazil 72/62 86 1 1 1 1 40 60 1 1 1
[128] Shardelotto M. (2017) Brazil 55/55 100 1 1 100 1
[129] Moreira H. (2015) Braszil 51/51 100 1 100
[130] De Carvalho I. (2018) Brazil 20/20 100 1 1 100 1
[131] Mendes M. (2017) Brazil 420/376 90 1 1 1 100 -
[132] de Oliveira F. (2019) Brazil 56/46 82 1 1 1 1 1 59 41 1 1 1
[133] Lixandrao M. (2016) Brazil 14/14 100 1 1 3 57 - -
[134] Ribeiro A. (2016) Brazil 29/25 86 1 1 1 100 1 1
[135] Silveira Y. (2019) Brazil 83/40 18 1 1 1 1 100 1
[136] Monteiro-junior R. (2017) Brazil 20/11 38 1 1 3 &7 1 1
[137] Chaves M. (2017) Brazil 36/36 100 1 1 100 1 1 1
[138] Ribeiro S. (2018) Brazil 48/33 69 1 1 100
[139] de Oliveira V. (2019) Brazil 52/43 83 1 1 NS NS 1
[140] Simao A. (2019) Brazil 15/15 100 1 1 1 100 1 1

1: registered data, Withdrawal reasons: AT, Attendance; PR, Personal reasons; NMC, does not meet criteria; NS, Not specified, Blank space, Does not meet criterion. Age range: Blank
space, does not meet criterion. Sex: NS, Not specified. Health condition: CD, Chronic disease; NDD, Neurodegenerative disease; CMD, cardio metabolic disease; CA, Cancer; -, Exclusion
criterion of the study. Recruitment: COM, Community; HC, Health center; INST, Institutionalized. Place of intervention: HC, Health center; SC, Sports center; UC, University center.
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3.3. Assessment of Risk of Bias and CERT Compliance Level

The risk of bias of the studies was assessed using the Cochrane ‘Cochrane Handbook
for Systematic Reviews of experimental study interventions’ tool. The risk of bias was
included for each of the items proposed by the manual, excluding the item “other biases”.
It was observed that the distribution of biases classified as unclear risk or high risk was
similar between the items selection bias, detection bias and attrition bias (40-60% of the
studies). However, it was observed that 95% of the studies had unclear risk and high risk
of performance bias, and 100% of the studies had low risk of reporting bias (Figure 2).

Nine out of nineteen items compliant (rated “yes” on the CERT items) in at least 75%
of the articles (C1 = 90%, C3 = 100%, C4 = 100%, C5 = 93%, C7b = 100%, C10 = 100%,
C13 =100%, Cl4a = 100%, Cl6a = 93%). The items categories with the highest level of
compliance were those included in the materials (one item, C1 = 90%) and dosage (one item,
C13 = 90%) categories. In contrast, the items categories with the lowest level of compliance
were those related to the delivery (ten items, C6 = 5%, C7a = 50%, C8 = 21%, C9 = 0% and
C11 = 41%) and location (one item, C12 = 40%) categories (Table S3).

3.4. Main Characteristics of the Interventions

95% of the articles had interventions with a duration of 2 to 6 months, 2% less than
2 months and 3% more than 9 months. 95% had a session frequency of 2 or 3 times a week.
The sessions had a duration that varied between 30 and 60 min in 93.8% of the articles,
taking into account that 20.8% of the studies did not specify this information. In 51% of the
studies the sessions were led by physical activity qualified professionals, such as physical
education teachers or personal trainers, while 14% of the studies presented interventions
led by a health professional, most of whom were a physiotherapist. 35% of the studies did
not specify this information. Regarding the training modality, 89% of the studies included
interventions based on therapeutic PE, 11% of the studies included interventions based
on non-traditional physical disciplines such as Tai Chi, Pilates and dance, 7% included
interventions based in exercise with digital support, known as Exergames, 5% included
interventions based on exercise complemented with other interventions such as vibration
and auriculotherapy and 2% included interventions based on water training, known
as hydrogymnastics. Regarding the components of physical fitness addressed during
the interventions, 77% of the studies included muscular strength, 47% cardiorespiratory
fitness, 27% balance, 14% coordination, 12% flexibility, 7% gait and 5% proprioception.
Furthermore, 48% of the studies included a warm-up stage and 34% of the studies included
a cool-down stage (Table 3).

Additionally, the characteristics of multicomponent exercise were analyzed according
to the components of physical fitness. Muscle strength was commonly exercised with 1 to
3 sets (61%), 8-15 repetitions (71%), and one-minute rest (18%).The intensity of the exercise
was controlled with scales of perception of effort (30%) and multifunctional machines were
used to train (65%). In relation to cardiorespiratory fitness, this was developed mainly on
a treadmill (39%), for 20 min or more (61%). The intensity of the exercise was controlled
through the heart rate (52%). With regard to flexibility, this was exercised through static
stretching (25%) and was controlled through the time performed (42%), With regard to
gait, coordination, and proprioception, these components of fitness were trained primarily
through circuits (56%, 50% and 40, respectively).

3.5. Outcome Variables Analyzed
Outcome variables were grouped and described in three broad categories: (a) physical

health, (b) mental health and quality of life and (c) cognitive skills.

(a) Physical health: This category was considered in 100% of the studies and was divided
into 10 outcome variables. Of these, the most evaluated was muscle strength (74 of the
studies). The following most frequent were: nutritional status and diet, functionality,
balance, gait and vital signs, blood tests and others (blood pressure, pain, dyspnea,
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heart rate variability and blood tests). The least evaluated was coordination (7 studies)
(Figure 3a).

(b) Mental health and quality of life: The mental health and quality of life categories were
considered only in 28% of the studies, and was grouped into nine outcome variables
related to emotional, psychological and social well-being. The most evaluated was
quality of life, included in 17 studies, followed by depression and fear of falling,
evaluated in eight and six studies, respectively (Figure 3b).

(c) Cognitive Skills: the category of cognitive skills was considered only in 11% of the
studies and 12 outcome variables were grouped. The most evaluated was language,
included in six of the studies, followed by memory, attention and executive function,
evaluated in five studies (Figure 3c).

a) Physical health

Muscular strength ] 74
Nutritional statusand diet4____ ]38

Punclionality-:?ss

Balanced ]34
Gait{___——3
Vital signs, blood tests and o!hers-: 32

Cardiorespiratory fitness4______ ] 30
Flexibility{________]25

Coordination4_] 7

Frequency

b)  Mental health and quality of life

Quality of life-] 117
Dep i 8
Fear of falling - l6
BBPE{__1>

Affective response ] 1

Social functions_] 1
Emotional well-being_] 1
Anxiety4] |
Behavior-:] 1

T T T T T T T 1

0 2 4 6 8 10 12 14 16 18

Frequency
Cognitive skills
©)
L 1o
Execution function 15
A ion 15
Memory 15
Processing speed 14
Visuospatial orientation{————————————————— 4
Perceptionf————————————13
Orientation{————1>
Inhibitory control 1>
Planning{————"1>
Cognitive flexibility4——1 |
Not specificf—————————————14
T T T T T 1
0 1 2 3 4 5 6

Frequency

Figure 3. Variables of (a) physical health, (b) mental health and quality of life and (c) cognitive skills.
The data are presented in absolute frequency. BBPE: Barriers and Benefits Perceived for the Execution
of the Exercise.
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Table 3. Characteristics of the interventions.

418

Intervention  Intervention Session Professional Type of Intervention Components and Time of Each Intervention
Ref. Authors Duration Frequency Duration in Charge (Experimental Group) ws cs  AER  STR  FLE  GAI  COO  BAL
(Month) (Sessions/Week) (min) HP Qr NS PEI HI NTI DSI IC min min min min min min
401 Queiroz . 3 2 9 1 EG 1 1
a1 Antunes A. 6 3 20-60 1 EG 0 NS
142 Santos S. 2 2 6 1 EG1 NS NS NS
EG2 N NS
1431 de Oliveira R. 6 2 60 1 EG1 1 1 NS NS N NS
EG2 1 1 50
441 Campos L. 3 2 60 1 EG1
G2 1 0
451 Mazinifilho M. 3 3 50/50 1 EGL 1 1 15 15
EG2 1 1 20 20
. - 20-
461 Teodoro J. 5 2 65-85 1 EG1 1 e 10
§ 20-
G2 1 s 0
20-
EG3 1 bt 10
[47] Santos G. 3 3 40 1 EG1 1 1 NS 20 NS
EG2 1 1 10* 20 10%
EG3 1 1 100 20 100
48] Duefias E. 2 1 60 1 EG1 NS NS NS
G2
EG3
491 Torres A. 6 3 1 EG1 NS
EG2 N
50] Arantes P. 3 2 60 1 EG 60
511 Lima L. 25 3 NS 1 EG1 1 1 30
G2 1 1 30 NS
1521 de Oliveira D. 35 10 1 EG 1 1 NS NS NS
1531 da Silveira Ch. 6 2 0 1 EG 1 o NS
1541 do Nascimento M. 3 2/3 1 EG1 NS
EG2 NS
551 Oliveira . 25 1 EG NS
561 Galvao M. 2 0 1 EG1 30 30
G2 30 30
EG3 30 30
[57] Carvalo R. 2 2 100 1 EG NS NS NS NS
58] Tiggemann C 3 2 1 EG1 NS
EG2 NS
591 daSilvaR. 6 2,/3 1 EGL NS
G2 NS
{601 Taglietti M. 2 2 6 1 EG 1 1 20 15
611 Franco M. 3 2 o) 1 EG
1621 Batisti C. 3 3 40 1 EG w0-20 B 10 10 10
631 Lopez N. 6 5 60 1 EG 1 0 10
641 Shiguemitsu F. 14 2 75 1 EG 1 NS NS NS NS NS
[651 Ortiz-Ortiz M. 3 5 40-50 1 EG 1 1 NS NS NS
[66] Mansur J. 2 2 30 1 EG1 135“’ 30
EG2 45
EG3 15
671 Clemente A. 6 2 90 1 EG 1 3 50
681 Rodrigues-Krause ] 2 3 6 1 EG1
G2 1 1 10
691 Ferrari R. 25 2,/3 1 EGI 30 NS
EG2 30 NS
170] Ramirez-Campillo R 3 2/3 60 1 EGI 1 NS
EG2 1 NS
711 de Resende A. 2 3 0 1 EG1 1 30 NS NS
G2 1 15 30 15
1721 Cavalcante E 3 2,/3 30 1 EG1 1 NS
EG2 1 NS
1731 Pieta C. 3 2 1 EG1 1 NS
EG2 1 NS
1741 Henrique P. 3 2 30 1 EG
1751 Ramirez-Villada ] 8 3 6 1 £G NS NE NE
1761 Gomes A. 23 3 45 1 EG1 1 15 20 15 15

EG2 1 15 20
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Intervention  Intervention Session Professional Type of Intervention Components and Time of Each Intervention
Ref. Authors Duration Frequency Duration in Charge (Experimental Group) ws cs AER STR FLE GAI  COO  BAL  PRO
(Month) (Sessions/Week) (min) HP Qr NS PEI HI NTI DSI Ic min min min min min min min
7] Feitosa N. 3 3 50 1 EG 1 NS 25 NS NS
178] Ribeiro J. 175 2 60 1 EG1
EG2 1 1 10 10 10 10 10
1791 dos Santos L. 2 3 NS 1 EGL NS
EG2 NS
[80 Gomeriuka N. 3 3 30-60 1 EG1
. 30-
EG2 1 1 s
[81] Campos L. 3 2 60 1 EG
[82] de Souza R 4 3 60 1 EG 1 1 40
[83] Macedo L. 2 3 50 1 1 NS
[84] Botton C. 3 3 NS 1 1 NS
85] Bonadias A 6 3 NS 1 NS
[s6] Barbosa A. 2 3 30 1 30
[87] Rodrigues W. 2 2 NS 1 1 1 NS
s8] Gallo L. 2 3 40 1 40
[89] Ruaro M. F. 35 2 NS 1 NS
[90] Dasilva C. M. 2 3 30-60 1 1 1 25 5-15
[91] Mirando A. D. 15 2 60 1 1 1 NS NS
[92] Cadore E. 3 2 NS 1 NS
NS
NS
193] de resende A. 3 3 60 1 15
15
[94] Silva I. 3 3 60 1 NS
NS
NS
[95] Rabelo M. 3 3 50 1 1 25
[96] Ramirez-Campillo R. 3 3 60 1 50
50
[97] Brandao G. 3 3 40 1 1 1 NS NS NS NS NS
[98] Lopez ] 3 5 50 1 1 1 30 NS
[99] Medeiros L. 3 3 50 1 1 1 10 NS 10 NS
[100] Vargas M. 6 3 30-60 1 1 1 fo’
[101] Covolo-Scarabottolo C. 3 2 40-50 1 NS NS NS NS
[102] amorim 1. 4 3 30 1 NS
30
[103] Leal L. 6 2 3040 1 34%
[104] Souza D. 35 2 NS 1 NS
NS
[105] Santos G. D. 3 2 NS 1
[106] Moreira N 4 3 50 1 1 1 NS NS NS
[107] Martinez A 3 3 63 1 1 1 NS
[108] Santana M. 2 3 30 1 EG1
EG2 30
[109] Gomefiuka N. 2 3 NS 1 EG1
EG2 NS
[110] Coelho-Junior H. 45 2 40 1 EG1 1
EG2 1
[111] Silva M, 5 2 60 1 EG NS
[112] Gambassi B. 3 2 NS 1 EG
[113] Tomeleri C. 2 3 45 1 EG 1
[114] Alex S. 42 6 NS 1 EG 1 1
[115] Cunha P. 3 3 20 1 EG
[116] Ribeiro. S. 2 3 NS 1 EG1 1 1
EG2 1 1
[117) Alcantar T. 5 2 40 1 EG 1 1
[118] Tomeleri M. 3 3 NS 1 EG 1 1
[119] Oliveira-Dantas F. 25 2/3 NS 1 EG
[120] opezP. 3 3 60 1 EG1
EG2
[121] da Silva P. 15 2 30 1 EG1
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Intervention  Intervention Session Professional Type of Intervention Components and Time of Each Intervention
Ref. Authors Duration Frequency Duration in Charge (Experimental Group) WS cs AER STR FLE GAI  COO  BAL PRO
(Month) (Sessions/Week) (min) HP Qr NS PEI HI NTI DSI ic min min min min min min min
[122] Alves W. 4 2 30-40 EG 1 ?g
[123] Morales F. 6 2 30-40 1 EG NS
. 40~ 40~
[124] Rosa C. 6 2 60 1 Gl 1 1 e s
- 40~ 40-
EG2 1 1 e e
[125] Rodacki A. 2 3 60 1 EG 1 1 NS NS NS
[126] Aragao-Santos . 3 3 50 1 EG1 1 1 15 25 15 15
EG2 1 1 15 25
[127] Dominguez D. 2 3 50 1 EG1 1
EG2 1 NS
EG3 1 NS NS NS NS
[128] Sbardelotto M. 2 3 60 1 EG1 1 1 30 30
EG2 1 1 15 30
EG3 1 1 35
[129] Moreira H. 6 3 60 1 EG1
EG2 60
[130] De Carvalho | 3 2 30 1 EG1 30
EG2 30
[131] Mendes M. 3 2 NE 1 EG1 NS
EG2 NS
[132] de Oliveira F. 3 2 60 1 EG 1 1 20 20
[133] Lixandrao M. 25 2 NS 1 G 1 NS
[134] Ribeiro A. 9 3 NS 1 Gl 1 NS
G2 1 NS
[135] Silveira Y. 4 3 50 1 EG 1 1 15 25
[136] Monteiro-junior R. 2 2 30-45 1 EG NS NS
[137] Chaves M. 3 2 45 1 EG1 NS
EG2 NS
[138] Ribeiro S. 3 2 NS 1 EG1 NS NS
EG2 NS
[139] de Oliveira V. 4 2 NS 1 EG1 NS
EG2 NS
[140] Siméo A. 3 3 NS 1 EG1 1 NS NS
EG2 1 NS NS

1: registered data, Professional in charge: HP, Health professional; QP, Physical activity qualified professional. Type of intervention: PEI, Therapeutic physical exercise-based intervention;
HI, Hydrogymnastics-based intervention; NTI, Non-traditional physical disciplines-based intervention; DSI, Digitally supported exercise-based intervention; ICI, Exercise-based
interventions complemented with other interventions. Components and time of each intervention: WS: warm-up stage; CS: cool down stage; AER, Aerobic; STR, Strength; FL, Flexibility;
GALI: Gait; COO, Coordination; BAL, Balance; PRO, Proprioception.
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3.6. Assessment Instruments Used

The evaluations were grouped and described in three broad categories: (a) physical
health, (b) mental health and quality of life, and (c) cognitive skills.

(a) Physical health instruments: 63 instruments were used, which were grouped into
ten categories (strength, flexibility, cardiorespiratory fitness, walk test, balance, chair
test, step test, risk of falls, functionality and body composition), being the most used
instruments the maximum repetition to measure muscle strength (33 studies), the
sit-to-stand test in tests that use a chair (24 studies), the timed up and go in tests of
risk of falling (20 studies) and the test of 6-min walk in walking tests (17 studies)
(Figure 4a).

(b) Mental health and quality of life instruments: 18 instruments were used, which were
grouped into four categories (quality of sleep, suspected depression, quality of life
and others, which included instruments that evaluated affectivity, efficacy, mood,
feelings, entertainment and perception barriers). The most widely used instruments
were the Falls Efficacy Scale International (FES-I), the World Health Organization
Quality of Life (WHOQoL), the Geriatric Depression Scale (GDS) and the Yesavage
Geriatric Depression (YGDS) (Figure 4b).

(c) Cognitive skills instruments: 22 instruments were used that were grouped into two
categories (cognitive skills and suspected dementia). Of all the instruments, the
most used were the Mini Mental State Examination (MMSE) in five studies and the
Montreal Cognitive Assessment (MoCA) (Figure 4c).

3.7. Effects by Sex and Type of Intervention

Regarding the effects of physical exercise interventions according to sex, in the phys-
ical health category, more than 50% of the articles with female-only samples presented
significant effects in six of nine outcomes. More than 50% of the articles with male-only
samples presented significant effects in four of seven outcomes, and more than 50% of
the articles with mixed samples (both sexes) presented significant effects in three of nine
outcome variables. In the mental health category, more than 50% of the articles with female-
only samples presented significant effects in two of five outcomes. Articles with male-only
samples did not include mental health outcome variables. More than 50% of the articles
with mixed samples (both sexes) presented significant effects in four of six outcomes.
Regarding the cognitive skills category, more than 50% of the articles with female-only
samples presented significant effects in four of 10 outcomes. 100% of the articles with
male-only samples presented significant effects in eight of eight outcome variables. More
than 50% of the articles with mixed samples (both sexes) presented significant effects in
five of 10 outcomes (Figure 5).

Regarding the effects according to the type of intervention, in the physical health
category, more than 50% of the therapeutic physical exercise-based interventions presented
significant effects in seven of nine outcomes. More than 50% of the hydrogymnastics-
based interventions had significant effects in three of six outcomes. More than 50% of the
non-traditional physical disciplines-based interventions had significant effects in two of
nine outcomes. More than 50% of the digitally supported exercise-based interventions
had significant effects in one of nine outcomes. More than 50% of the exercise-based
interventions complemented with other interventions had significant effects in two of five
outcomes. Regarding the mental health category, more than 50% of therapeutic physical
exercise-based interventions presented significant effects in six of nine outcomes. There
was no hydrogymnastics-based intervention that evaluated mental health outcomes. More
than 50% of the non-traditional physical disciplines-based interventions had significant
effects in one of three outcomes. More than 50% of the digitally supported exercise-based
interventions had significant effects in one of three outcomes and 100% of the exercise-based
interventions complemented with other interventions had significant effects on fear of
falling. Regarding the category of cognitive skills, more than 50% of the therapeutic physical
exercise-based interventions presented significant effects in 11 of 12 outcomes. There was
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no hydrogymnastics-based intervention that evaluated cognitive skills outcomes. More
than 50% of the non-traditional physical disciplines-based interventions had significant
effects in one of nine outcomes. 100% of the exercise-based interventions complemented

with other interventions had significant effects in two of three outcomes (Figure 5).
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Figure 4. Instruments for measuring (a) Physical Health variables. Strength: MR, Maximum repetition; DYN, Dynamometer.
Flexibility: CHSR, Chair sit and reach; BS, Back Scratch. cardiorespiratory fitness: ERG. Ergospirometry; TM, Treadmill.
Walk test: 6’'WT, 6-min walk test; 10 mWT, 10-m walk test. Balance: O-Lss, One-legged stand test; BBS, Berg Balance Scale.
Chair test: SST, Sit to Stand Test. Step Test: 2’ST, 2 min Step Test, SCT, Stair Climb Test Risk of falling: TUG, Time up and go;
8FG, 8-fit and go. Functionality: KI, Katz index; TEMPA, Test d"Evaluation des Membres Supérieurs de Personnes Age’es.
Body composition: ANT. ME., Anthropometric measures; US, Ultrasound. (b) Mental health and quality of life variables.
Sleep quality: PSQI, Pittsburgh Sleep Quality Index; ESS, Epworth sleepiness scale. Suspected depression: YGDS, Yesavage
Geriatric Depression Scale; GDS, Geriatric Depression Scale. Quality of life: WHOQOL, The World Health Organization
Quality of Life; HRQOL, Health Related Quality of Life. Others: FES-I, Falls Efficacy Scale International; EBBE, Exercise
Benefits Barriers Scale. (c) Cognitive skills variables. Cognitive skills: MMSE, Mini-Mental State Examination; MoCA,
Montreal Cognitive Assessment. Suspected dementia: WHODAS 2.0, World Health Organization Disability Assessment
Schedule; CDR, Clinical Dementia Rating. The data are presented in absolute frequency.
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Figure 5. Effects by sex and by type of intervention on the outcomes of physical health and quality of
life, mental health and cognitive skills. The percentage of articles that present significant effects on
each health outcome measures is shown. 0-25% red, 26-50% orange, 51-75% yellow, 76-100% green
and white: no studies. Physical health Coor: Coordination, Fle: Flexibility, Aer: cardiorespiratory
fitness, VBT: Vital signs, blood tests and others, Gai: Gait; Bal: Balance, Fun: Functionality, NS&D:
Nutritional status and diet, MuS: Muscular strength. Mental health and quality of life: Beh: Behavior,
Anx: Anxiety, EWB: Emotional well-being, SoF: Social functions, AfR: Affective response, BBPE:
Barriers and Benefits Perceived for the Execution of the Exercise, FoF: Fear of falling, Dep: Depression,
QoL: Quality of life. Cognitive skills Not S: Not specific, CogF: Cognitive flexibility, Plan: Planning,
InhC: Inhibitory control, Orie: Orientation, Perc: Perception, ViO: Visuospatial orientation, ProS:
Processing speed, Mem: Memory, Att: Attention, ExeF: Execution Function, Lang: Language.
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4. Discussion

The main results of this systematic review focused on five large areas: general charac-
teristics, risk of bias and level of compliance with the CERT of the articles, characteristics
of the interventions, outcome measures, and instruments used for their analysis. Its
importance and possible implications are discussed below.

4.1. General Characteristics of the Articles Reviewed

Regarding the geographic location, the interventions occurred in only five Latin
American countries, most of them in Brazil. This could be associated with the fact that
Brazil is the country with the largest population in Latin America, and the sixth in the
world [141], being also one of the Latin American countries that invests the most in
developing and publishing research in the area of biological and medical sciences [142,143].
Regarding the characteristics of OA, female participants predominated (79%), which is
striking considering that South American population surveys position women as more
physically inactive than men [144]. Adherence was higher than 80% in 75% of the studies,
which suggests a high degree of commitment to this type of intervention and contrasts
with the evidence that indicates that the practice of AP decreases over the years [145]. In
addition, OAs were mainly recruited from the community and most of the interventions
were carried out in university facilities, suggesting that OA living in the community are
willing to participate in PE-related activities. This could motivate researchers to develop
interventions that include more OAs as study subjects in future research. Although the
evidence is clear that the benefits of PA and PE are independent of age and health status [11],
it is interesting that only 16% of the studies included people over 80 years of age, which
could be associated with the higher prevalence of comorbidities at that age [146]. This
would generate a higher risk of unwanted side effects related to exercise, although if
the training program is prescribed properly, the risk of side effects should be like those
that occur in OAs below 80 years [9,10]. Regarding the health condition of the OAs, the
comorbidities with the highest prevalence were neurodegenerative and cardiometabolic
diseases, which is related to the increase in NCDs worldwide [13].

4.2. Evaluation of the Methodological Quality of the Studies and CERT Compliance

From the results found, it stands out that 95% of the studies presented unclear risk
and high risk in performance bias. This point is relevant as it is related to the blinding
of the study participants and staff, and although the Cochrane manual states that simply
blinding does not ensure successful blinding, it also states that the lack of blinding in this
item could produce a bias by affecting the results of the participants [39]. In any case,
the predominant classification in this item was unclear risk, which is associated with a
lack of information on this bias by the authors, rather than a possible bias in the results.
On the contrary, 100% of the studies presented a low-risk classification in the reporting
bias item. This could be due to the fact that all the studies had an experimental and
randomized methodological design (RCT), which corresponds to the best level of evidence
in quantitative studies. Only nine out of nineteen items compliant in at least 75% of the
RTC analyzed. Furthermore, the items categories with the highest level of compliance were
those included in the materials and dosage categories. Conversely, the item categories with
the lowest level of compliance were those related to the delivery and location categories.
Similar results on the level of compliance had already been observed in another systematic
review. This could be because the CERT was developed in 2016 with the goal of making
exercise-based clinical trials transparent and replicable and have not yet been sufficiently
assimilated by researchers [147].

4.3. Main Characteristics of the Interventions

Most of the interventions had a duration of 2 to 6 months, with a frequency of 2 to
3 times a week and a duration of 30 to 60 min per session, and were directed by quali-
fied professionals, characteristics that are related to the WHO recommendations [19,20]
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and to the GPAR [21-35]. 89% of the interventions were based on traditional PE, while
11% of the studies included interventions based on non-traditional disciplines such as
Tai Chi and Pilates, disciplines that in recent years have increased their adherence and
level of evidence [44,81,111,125,148] being even included by some countries in their
GPAR [21,27,29,32,33]. 7% of the studies included exercise-based interventions with digital
support, known as Exergames [74,78,117,120,126] a modality not so well known today,
which has been shown to be effective in improving balance and mobility function in
OA [149,150]. On the other hand, some authors suggest that more research is lacking
regarding this type of interventions and the effects they propose [151]. 2% of the studies
included interventions based on hydro gymnastics [125,127], and although few studies
have covered this type of exercise, it has shown positive effects on the physical function-
ing of OAs [152]. Finally, 5% included exercise interventions supplemented with other
interventions such as vibration and auriculotherapy [48,57,82,140]. Regarding the vibra-
tion modality, benefits have been shown in physical performance [153] and in balance
and gait of OAs [154], in addition to being an effective intervention to reduce the risk of
falls [155]. However, some authors suggest that more evidence is needed to know which
is the most effective vibration modality [156]. This indicates that although interventions
based on traditional exercise predominate (mainly resistance training [157] and aerobic
training [158]), whose effects have been widely supported, non-traditional interventions
have been developed during the last decade that have shown to be as effective as traditional
exercise interventions [48,57,82,140]. Regarding the components of the interventions, 77%
considered the muscle strength component as the main training variable and 47% the
aerobic exercise, the latter being the first recommendation by the WHO and the GPAR. This
may be due to the fact that muscle strength training, associated with an improvement in
muscle quality in OAs, is more closely related to improvements in functionality, decreased
risk of falls, and health-related improvements in quality of life [159,160], variables in which
aerobic training has a minor effect [160]. At the same time, the small number of studies that
consider the training of balance, coordination and proprioception components within their
interventions is striking, given that alteration of these components increases the risk of falls.
This variable that is of great interest to OAs, because falls are associated with a decrease in
functionality, a higher level of dependency and a higher risk of mortality [12-16]. Lastly,
the flexibility component was considered only in 7% of the studies, a variable that is not
specifically found within the WHO recommendations, and is only found in some of the
GPAR. This contrasts with the fact that flexibility exercises have been shown to improve
aspects of physical health and mental well-being in OAs [36,161].

A fifth of the studies included in this review developed combined PE interventions,
modalities known as concurrent training and multicomponent training, which had positive
effects on the variables studied. In particular, the multicomponent training modality,
which has important scientific support in terms of its effectiveness [162,163], is being
strongly recommended in the European continent for the development of PA in OA [164].
In addition, it could be that in the near future, the recommendations proposed by the
WHO will undergo modifications, proposing multicomponent training as a more effective
alternative than training each component of physical fitness in isolation in OA.

4.4. Outcome Variables Studied in the Articles and Instruments Used in Evaluations

The aging process is not only associated with deterioration in physical skills, but also
with disorders of mental health and cognitive skills [165]. Along these lines, although the
interventions were based on PE that considered physical health variables in 100% of the
studies, 28% of the studies also considered the effects of these interventions on mental
health variables and 11% on cognitive skills. Even though the percentage is low, this is
related to understanding how exercise is a therapeutic agent with multiple benefits in the
health of OA [17].

Sixty-three instruments were used to evaluate the physical health variables, 18 to
evaluate the mental health variables, and 22 to evaluate the cognitive skills variables. This
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highlights the great diversity of instruments used to identify the effects of PE in OA, and
although there are some instruments that are used more frequently, this highlights the lack
of consensus that exists for the evaluation of the different variables.

4.5. Effects by Sex and by Type of Intervention

Regarding the effects of interventions by sex, positive effects were observed in a
greater number of physical health outcome measures in male-only samples, in a greater
number of mental health outcome measures in mixed samples, and in a greater number of
cognitive function outcome measures in single samples of men. Older women are known
to have lower levels of PA and fitness than older men [144]. Considering this baseline
condition, a PE-based intervention could show greater benefits for women in the different
physical health outcomes [166], Furthermore, it has been observed that mixed sample
generates greater collaboration, motivation and challenge for OA of both genders [167].

In relation to the effects according to different types of exercise, positive effects were
observed in a greater number of physical health, mental health and cognitive function
outcome measures in therapeutic PE-based interventions. This could be related to the
fact that this type of intervention is usually implemented as an intervention for OA with
altered physical health status. In addition, this type of intervention is more structured,
individualized and with specific objectives for each participant, allowing greater control of
exercise dose such as intensity, frequency, length and training progression. Furthermore,
therapeutic PE-based interventions commonly included in the same session a greater
number of components of physical condition [45,100,103,131], than those interventions
based on non-traditional disciplines. Hydro-gymnastics and with digital support, which
although have shown positive effects in some interventions, some authors agree that
evidence to support their effects is lacking [151,156]. In particular, therapeutic PE-based
interventions seem to improve muscle strength in a greater number of RTC. This finding
could be associated with the fact that other types of exercise such as hydro-gymnastics-
based interventions and digitally supported exercise-based interventions consider very
light workloads and are more focused on other fitness qualities, such as aerobic endurance,
balance and coordination [151].

Additionally, the component of physical fitness with the most positive effects was
balance, regardless of sex and type of intervention. The interventions were mainly with
a duration of 3 months, a frequency of 3 times a week, with 30-60 min sessions. OAs
often have problems with balance [168]. Thus, PE-based interventions could promote
improvements in these components of physical fitness [169,170].

Particularly, quality of life improved regardless of the type of exercise trained, which
reinforces the positive effect of PE on health-related quality of life of the elderly [171,172].
In cognitive skills, therapeutic PE-based interventions, presenting effectiveness greater than
60% of the articles in 11 of the 12 analyzed outcomes. It should be noted that few studies
analyzed mental health and cognitive skills outcomes, most of which were therapeutic
PE-based interventions. This finding suggests a lack of evidence on mental health and
cognitive skills outcomes that should be explored in future research.

4.6. Limitations

Although articles from other countries such as Chile, Mexico, Ecuador and Colombia
were considered, most of the included studies were developed in Brazil, which does not
allow a complete overview in relation to PE interventions for OAs in all of Latin America.
This in turn could be considered a challenge for researchers in the rest of the Latin American
countries in terms of developing similar research in their respective countries. On the
other hand, we restricted the search the last 5 years to find the latest and updated available
evidence. We are aware that there may be high-quality evidence in previous years that
was not included. Another limitation of this review was the quality of the RTCs included.
Thus, a high percentage of RCTs had unclear risk of bias in selection bias, performance
bias, detection bias, and attrition bias. In addition, 52.6% of the CERT items showed a low
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percentage of articles that complied with describing and detailing the CERT categories.
Furthermore, this scoping review lacked meta-analysis due to the studies” heterogeneity,
so there is only a qualitative analysis of the phenomenon studied.

4.7. How Does this Literature Review Contribute to the Existing One?

This systematic review provides a broad and updated view of the characteristics of
the PA and PE interventions that are being developed in Latin America, thus allowing the
generation of a profile, outcome variables, and evaluation instruments used. On the other
hand, this review allowed to identify that, although there are certain similarities between
the recommendations proposed by the WHO and the GPAR of the different Latin American
countries, there are also differences, for example, in the type of exercise, its frequency and
its duration. Therefore, this review could serve to determine the more and less frequent
characteristics of the interventions used by Latin American researchers.

This review also provides updated information derived from RTC on the character-
istics of PE based-interventions, as well as the most frequently used outcome measures
and instruments that should serve to help exercise professionals prescribe exercise for
older adults.

Additionally, it allowed the understanding of new PE modalities that are being im-
plemented and their characteristics, being able to encourage the development of future
studies that are based on non-traditional PE interventions, in little-explored age groups
and health conditions.

5. Conclusions

A total of 101 articles were included (90% focused on Brazil), with a total sample of
5013 OA (79% women). 97% of the studies included participants between 60-70 years of
age. The studies had an average adherence of 86%. The main cause of withdrawal was
personal reasons (78% of cases). The studies were mainly carried out with OAs who lived
in the community with the diagnosis of some disease, with cardiometabolic diseases being
the most prevalent. A large percentage of studies had an unclear risk of bias in the items:
selection, performance, detection and attrition. Furthermore, a heterogeneous level of
compliance was observed in the CERT items. The interventions were mainly based on
therapeutic PE, lasted between 2-6 months, with a frequency of 2-3 times a week, with
a duration of sessions between 30-60 min and were led by professionals of PA sciences.
For the most part, there was no warm-up stage before exercise and cool-down stage after
exercise. As well as the components of physical fitness that were exercised the most were
muscle strength and cardiorespiratory fitness.

This systematic review provides a broad and updated view of the characteristics of
PE-based interventions that are being developed for OAs in Latin America. The findings
will be useful for prescribing future PE programs for OAs, being able to encourage the
development of future studies in this area of knowledge.
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Abstract: Background: The purpose of this systematic review was to: (I) determine the quality of
evidence from studies assessing trunk isokinetic strength in subjects with acute low back pain (ALBP)
compared to healthy subjects and (II) establish reference values of isokinetic trunk strength in subjects
with ALBP. Methodology: Preferred Reporting Items for Systematic Review and Meta-Analyses
(PRISMA) statements were followed using keywords associated with trunk, strength and low back
pain. Four databases were used: PubMed, Web of Science, Scopus and SPORTDiscus. Methodological
quality was assessed using the Quality Assessment of Diagnostic Accuracy Studies (QUADAS).
Results: A total of 1604 articles were retrieved, four included in this review. All were evaluated
as high risk of bias (Rob). Due to the high Rob and the diversity of protocols, instruments and
variables used, it was not possible to determine reference values for subjects with ALBP, we can only
establish a range of flexion peak torque (PT) between 175.1 and 89.7 Nm at 60° /s and between 185
and 81.5 Nm at 120° /s, and for extension PT between 240.0 and 91.5 Nm at 60° /s and between 217.5
and 69.2 Nm at 120° /s in subjects with ALBP. Conclusions: Due to the low quality of the evidence
and the diversity of protocols used when measuring trunk isokinetic strength, it is necessary to carry
out new high-quality research to establish reference values of trunk strength in subjects with ALBP.

Keywords: dynamometer; core muscles; trunk strength testing; reference data; peak torque

1. Introduction

Low back pain (LBP) is among the three leading causes of years lived with disability [1],
only in 2017 577 million people suffered from LBP [2]. LBP refers to pain, muscle tension
or stiffness below the costal border and over the lower gluteal fold, with or without sciatia.
It can be classified according to its duration in acute low back pain (ALBP), less than
six weeks, or chronic low back pain (CLBP) when the pain persists for more than three
months [3]. It is estimated that 80% of the population will suffer from LBP at least once
in their lives [4,5], but these symptoms should disappear within six weeks. Although a
significant number of patients will have recurrences or persistent pain and disability [6,7],
even in the follow-up to one year, some patients will still show mild to moderate levels of
pain and disability [8]. Da Silva et al. [9] reports a pain episode recurrence in 70% of the
patients within 12 months after recovery from the first ALBP episode, of which 40% will
suffer a moderate functional limitation or will need to use the health system, suggesting
that the good prognosis of ALBP has been overestimated.

Regarding the cause of the LBP, it is not often possible to determine an anatomical
source of pain (e.g., epidural abscess, compression fracture, spondyloarthropathy, malig-
nancy or cauda equina syndrome) [10]. Most of the times, in 90% of cases, no specific cause
is identified for which it is denominated non-specific LBP (NSLBP) [10]. However, multiple
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factors have been associated with the occurrence of NSLBP, among them the alteration of
the neuromuscular response of the trunk [11,12], the deconditioning (or decrease in the
function) of the lumbar musculature [13,14], the reduction in the muscular mass of the
trunk [15], and the reduction in the muscular strength of the trunk [13,16,17].

The spine needs to be mechanically stable at all times to avoid injuries that can even-
tually lead to pain [18]. Maintaining this stability is role of the active neuromuscular
system [19], and thus the trunk strength plays an important role in different aspects related
to health and sport [20-23]. The trunk is the center of the kinematic chains, transferring
forces and acting as a bridge between the upper and lower extremities [24]. Arms and
legs can be compared with their contralateral to define deficits or imbalances but, unlike
the extremities, the trunk does not have this possibility, which makes it difficult to find
parameters of normality or reference. Trunk strength has been related to injury preven-
tion [25,26], which is why it plays an important role in the functional evaluation of people
or athletes [27,28].

To evaluate trunk strength, several methods have been developed. The gold standard
is the isokinetic dynamometry, which consists of measuring muscle strength capacity under
linear or rotational movements at constant velocities [29]. This method allows a quick
quantification of several muscle function parameters at different positions and angular
velocities, and its use has been recommended for clinical and research purposes [30].

Prospective studies have shown that trunk strength imbalance [17] and decreased
trunk muscle strength could be considered risk factors for developing NSLBP, specifically
isometric and isokinetic strength of trunk flexors and lumbar extensors muscles [16]. To
the best of our knowledge, there are no reference values in the development of the first
episode of ALBP; instead, the evidence shows that, when comparing healthy subjects with
CLBP patients, the lumbar extensor peak torque is lower, but the flexor peak torque does
not decrease in the same way, so the ratio flexors/extensors (F/E) do not decrease [31].
These data are important since the parameters of isokinetic strength could be used for
the early detection of people at risk for developing NSLBP. However, these reference
data correspond to subjects with CLBP, and were obtained from reviews in which no
assessment of the quality of the evidence was carried out. This could limit our confidence
in the reported data [31,32]. Furthermore, in CLBP, the evidence shows that pain and
disability do have physical causes and have multifactorial etiology [33], with psychological
factors [34], central sensitization [35] and kinesiophobia [36] playing a role in this type
of patient. De Souza et al. [37] demonstrated that the peak torque of lumbar extensors
in women with CLBP who have fear or negative beliefs related to the activity could be
modified merely by using kinesiotape. This suggests that probably the strength values
obtained in this type of patient may be influenced by other processes related to chronic
pain and may not be an appropriate measurement on their own.

This allows us to question whether we estimate the ability to exert maximum trunk
strength in subjects with chronic pain. Establishing whether an alteration in trunk muscle
strength is present in those subjects who suffer from ALBP compared to healthy subjects is
paramount in order to be able to develop training programs for preventing ALBP in the
general population, and to manage this type of patient, avoiding its progression to CLBP. It
is necessary to have data on the trunk’s isokinetic strength in patients with ALBP that will
allow determination of which people are at risk for developing ALBP and thus prevent
its appearance in healthy people. Moreover, this is necessary to manage it and avoid its
progression to CLBP. Thus, the objective of this systematic review was (I) to determine the
quality of evidence from studies assessing trunk isokinetic strength in subjects with ALBP
compared to healthy subjects and (II) establish reference values of isokinetic trunk strength
in subjects with ALBP.
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2. Materials and Methods

The Preferred Reporting Items for Systematic Review and Meta-Analyses guidelines
(PRISMA) were used [38] (Supplementary Table S1). The protocol of this review was
registered in PROSPERO (CRD42020193458).

2.1. Study Search

Two authors (WR-F and DJ-M) conducted the search. The databases used were
PubMed, Web of Science, Scopus and SPORTDiscus. The search was carried out from their

i

inception to October 2020, the following keywords were included: “isokinetic”, “muscle
strength”, “dynamometer”, “CORE”, “abdominal muscles”, “abdominal wall”, “torso”,
“trunk”, “low back pain”, “low back ache” y “lumbago”. Search strategies are presented in

Supplementary Table S2.

2.2. Eligibility Criteria

Articles that met the following criteria were included in this review. For aim (I):
adult participants (age >18 years old), measures of isokinetic trunk flexors and extensors
strength comparing a group of individuals with ALBP with a healthy control group, full-
text available, and articles in English. For aim (II), the criteria for aim (I) were applied, but
all the studies assessing isokinetic trunk flexors and extensors strength in individuals with
ALBP, regardless of having a healthy control group or not, were included. Studies that only
included either healthy people or subjects with chronic low-back pain were excluded.

2.3. Study Selection

Articles that were found eligible for inclusion in this review were entered into the
Rayyan QCRI application, an app that assists in the article selection process, optimizing the
screening time and allowing collaborative tasks (available for free at http:/ /rayyan.qcri.org
(accessed on 19 June 2020)) [39]. Duplicate references were removed, and two independent
researchers (WR-F and DJ-M) reviewed titles and abstracts to identify articles met the
eligibility criteria. The selected articles were then read in full, and the reference list was
checked for relevant articles that could be included.

2.4. Assessment of the Risk of Bias and Quality of Evidence

Each article included in this systematic review was independently assessed for method-
ological quality and risk of bias by two researchers (WR-F and DJ-M). To the best of our
knowledge, there is no scale for methodological evaluation adequate for the purpose of
this review; therefore, we used the checklist proposed by Castro et al. [40], which combines
some items from QUADAS [41] and a checklist to evaluate the methodological quality of
both randomized and non-randomized studies of health care interventions [42]. This scale
has 15 items divided into three sections (study sample, test procedures and data analysis,
and results presentation). Each item was scored as “yes,” “no,” “unclear,” or “not applied”.
A study was considered high risk of bias (low quality) when it received five or more “no”
or “unclear” scores; in contrast, a study was considered low risk of bias (high quality)
when it received less than five “no” or “unclear” scores. This cut-off score was determined
on the basis of previous reviews that determined that 30% of negative results discriminate
between studies of low or high methodological quality [43]. In case of disagreement among
researchers, the consensus approach was used; for the case in which consensus could not
be reached, a third researcher was consulted (LC-R).

2.5. Data Extraction and Analysis

The data extraction was performed by each researcher independently; the information
extracted was related to the identification of the article (authors, year of publication,
design and objective), the characteristics of the participants (total sample, gender, age,
weight and height) and the isokinetic evaluation protocol (movement, position, range of
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movement, angular velocity, repetitions and contraction mode), in addition to results and
main conclusions.

3. Results
3.1. Article Selection

No systematic reviews with a similar objective as the present study were found. From
the initial search, a total of 1603 articles were retrieved (Figure 1), of which 610 were
eliminated because they were duplicates. One additional article was identified from other
sources. All the articles that assessed isokinetic trunk strength in individuals with ALBP
presented a control group. Therefore, the number of articles included for aim (I) and aim
(IT) were the same. After evaluating titles and abstracts, 977 articles were excluded because
they did not meet the inclusion criteria, leaving 17 articles for full-text analysis.

Records identified through Additional records identified
database searching through other sources
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Figure 1. Flow chart for the systematic review.

Of the 17 articles, two could not be retrieved because when contacting the authors,
they did not have a digital copy to share due to the age of the publication (1982 and 1994).
Of the remaining 15, after reading the full text, 11 articles were eliminated because they
did not include the evaluation of subjects with ALBP. Thus, four articles were selected, and
their reference lists were checked, and there were no new articles found.

3.2. Characteristics of the Studies

Table 1 presents the main characteristics of the included studies. One study [44]
divided patients according to the duration of symptoms as acute and chronic, two [45,46]
did so in acute, subacute and chronic, and only one [47] considered only subjects with acute
pain. The number of participants with ALBP ranged from 21 to 46 subjects; Gabr et al. [46]
do not indicate the exact number of ALBP subjects enrolled in their study. Age was not
specified in the ALBP group in three of four studies, with only Hupli et al. [47] reporting
an average age of 40.1 &= 8.9 years for men and 43.5 & 9.2 for women. The physical activity
profile was reported in only one study [47], but it does not specify which tool is measured.
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Table 1. Characteristics of individual studies.

- . Age, Weight and L Velocity and .
Study Objective Participants Height (Mean  SD) Movement, Position and ROM Repetitions Contraction Mode Measured Outcomes
To measure the muscle
strength and fatigability LBP group: Flexion 1: Supine with hands Isometric: no
of the trunk flexors and 29.7 54 yrs., behind the neck, with hips and distinstion a<:lC¢:)r dine to
extensors in normal LBP group: 90 men. 61.1 £85kg, knees extended. duration of sym togns Torque isometric (]);
Suzuki et al. pain-free subjects and Acute pain: 38 167.8 £ 4.6 cm. Flexion 2: supine, hands behind 30°/s Isokinetic: cgncgntric . Trunk flexion (Joule),
[44] in patients with LBP Control group: Control group: the head, hips and knees bent. 1repof 90s S L Trunk extension (J),
3 sroup group P P according to duration
and to determine the 50 healthy men. 283+ 43 yrs, Extension: prone arms at the of sy%nptoms abdominal strength (J)
role of the trunk 59.8 +7.5kg, sides.
muscles in 167.8 £5.2 cm. ROM: 30° flexion and extension. (ALBP and CLBP).
LBP syndrome.
LBP group: 143 (93 men |
To examine the and 50 women) LBP group:
. . .. N Men 51 4+ 15.7 yrs.,
difference in coefficient Acute pain: 46, men 29 X . . . o
- women: 50 + 14.7 yrs. Standing with knees in 60°/s
Akebi of variance (CV) of and women 17. § . . . .
ebi et al. o e s L Control group: semi-flexion. 3 rep s . Coefficient of variance
y isokinetic trunk Subacute pain: 38 e eno . o Isokinetic: concentric.
[45] . L Men 49 + 155 yrs., ROM: 0°-60° flexion and 120°/s o
strength between Chronic pain: 59 women 51 + 15.3 yrs extension 5 re
healthy subjects and Control group: 200 Weight and hei }}it ’ ’ P
LBP patients. healthy subjects (112 & 8
not described.
men and 88 women)
LBP group:
Men 40.1 + 89 yrs.,
79.5 + 9.4 kg,
177.6 £4.9 cm.
To compare of trunk LBP group: 21 (11 men Woms(zn(:] ff 3j§ ]9('2 YIS, Standing with knees in
Hupli et al strength measurements and 10 women). 1649 + 6.4 cf{ semi-flexion. 60°/s and 120°/s Average peak torque
%)47] . between two different Control group: 20 Col:\trol -rou . ROM: natural movement from 5 re Isokinetic: concentric. 8 (Iflm) q
isokinetic devices used healthy subjects (10 Mon 397 L7em vertical to flexion that each P
in clinical settings men and 10 women) 789 + 5.6 i(gy M subject could perform.
180.5 £ 6.8 cm.
Women: 43.2 £ 7.2 yrs.,
65.5 + 6.8 kg,
168.6 £5.2 cm.
To check and compare
the muscle torque and
power velocity of the
trunk muscles in LBP group: 50 men. LBP group: 22.9 + 3.4
healthy men and male Does not specify yrs., 77.7 £ 21.1 kg, . . L
patients with low back number per acute, 170.6 £ 6.4 cm. Sefm lstandlng position. Peak torque, .
Gabr et al. . ! ; ROM: adjusted to each subject - - RN . flexors/extensor ratio,
[46] pain to detect the subacute and chronic Control group: for maximum flexion and 60°/s and 120° /s Isokinetic: concentric. average power of trunk
relationship between group. 234 +39yrs, extension. flex%r g,n d extensor.
low back pain and Control group: 76.1 £ 155 kg, ’ .
trunk muscles strength 50 healthy men. 170.6 + 7.9 cm.

in the absence of
structural neurological
lesions.

SD: standard deviation; ROM: Range of motion; LBP: Low back pain; yrs.: years; rep: repetitions; s: seconds; ALBP: acute low back pain; CLBP: chronic low back pain.
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Regarding the isokinetic dynamometer used, Suzuki et al. [44] used Cybex II,
Akebi et al. [45] did not specify it, Hupli et al. [47] compared two dynamometers: Ariel
5000 (Ariel dynamics Inc., Trabuco Canyon, CA, USA) and Lido Multi-Joint II (loredan
Biomedical, Inc., West Sacramento, CA, USA), while Gabr et al. [46] used biodex system
4 pro. Regarding the position in which the trunk strength was measured, three studies
were performed in the standing position with knees in semi-flexion [45-47] and one
study [44] used the supine position. In relation to the range of movement used, there
was no concordance among the studies. One study used natural movement [47], another
one 30° of flexion—extension [44], another one [45] a range of 0°-60° and another one the
movement of maximum flexion and extension [46]. Three studies measured at velocities of
60°/s and 120° /s [45-47], while Suzuki et al. [44] used 30°/s.

The strength variables calculated were: (I) average peak torque (Nm), (II) trunk flexion
(J), (IIT) trunk extension (J), (IV) abdominal strength (J), (V) average power, (VI) flexion—
extension ratio (%) (flexion strength/extensor strength), (VII) fatigue (%) calculated as:
(initial muscle strength—final muscle strength/initial muscle strength) x 100, and (VIII)
Coeftficient of Torque Variation (%).

3.3. Methodological Quality and Risk of Bias

In this review, 57 items (95%) were evaluated in the agreement between the two
reviewers, the remaining three were decided by agreement (Table 2).

Table 2. Methodological quality of the studies included.

Items

Studies

Total of N/UC Total RoB

1 2 3 4 5 6 7 8 9 10 11 12 13 14
Suzukietal. [44] Y N N N UC UC NA Y UC UC UC UC N Y UC 11 High RoB
Akebietal. [45] N N N Y UC UC NA Y UC UC UC UC N UC Y 11 High RoB
Huplietal.[47] Y N N Y UC Y NA Y UC Y Y UC N Y UC 7 High RoB
Gabretal. [46] Y Y N UCUC UC NA Y UC UC Y UC N Y Y 8 High RoB

ITtems considered for rating: 1. Was the study population adequately described (i.e., sex, age, body mass, body height, kind of physical
activity /lifestyle (sedentary, athlete, level of physical activity))?; 2. Was the description of selection criteria presented?; 3. Was there
justification of appropriate sample size (through calculation or guidelines)?; 4. Were warm-ups and a familiarization protocol performed?;
5. Were type of muscle action (i.e., concentric and eccentric), sequence of action (i.e., concentric—concentric, concentric—eccentric, eccentric—
eccentric), and velocity of movement described?; 6. Was the order of tests (velocities and trunk) randomized or counterbalanced?; 7. Was
the lower limb dominance considered?; 8. Was the standardization of positions, movements and stabilization performed and properly
described?; 9. Did participants receive the same encouragement during the test?; 10. Was gravity correction considered?; 11. Were the
outcome measures clearly described?; 12. Were data extracted from the isokinetic load range?; 13. Were measures of reliability (e.g.,
Intraclass correlation coefficients (ICC), Standard error of the mean (SEM)) presented?; 14. Were results clearly described?; 15. Were
appropriate inferential statistics presented?. N: no; Y: yes; UC: unclear; NA: not applied; RoB: risk of bias.

3.3.1. Sample

Regarding the sample, three studies [44,46,47] describe the sample properly (item 1),
however, only Gabr et al. [46] specified the inclusion criteria (item 2), none of the included
articles explained how the sample size was calculated (item 3).

3.3.2. Procedure

In relation to the trunk isokinetic evaluation procedure, two studies [45,47] report a
familiarization process prior to measurement (item 4), none of them properly report the
type or sequence of contraction only reporting the angular velocity used (item 5), only
one study [47] reports a randomized order in the evaluations (item 6), and none of the
four inform of the dominance of the extremities (item 7) which was evaluated as “not
applied” because it is the trunk. All four studies [44—47] correctly describe the assessment
position, the movements, and the form of stabilization used (item 8). None of the studies
specify whether or not the same encouragement was given to each participant during the
assessment (item 9). Considering the data analysis, only Hupli et al. [47] report that the
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Lido dynamometer software compensates for gravity, while Ariel does not (item 10); it is
not clear if the other three studies performed gravity correction. Regarding the dependent
variable, two studies clearly describe how the data extraction was performed [46,47], while,
in the other two studies [44,45], it is not clear how data such as fatigue or the coefficient of
variation were determined. None of the studies clarify whether the data were extracted
from the isokinetic load range (item 12), and none report reliability measures, such as the
intra-class correlation coefficient or standard error measurement (item 13).

3.3.3. Presentation of Results

Regarding the presentation of results, three studies [44,46,47] adequately presented
the results (item 14) and two [45,46] properly presented the inferential statistics (item 15).
In summary, the four studies showed a high risk of bias [44-47].

3.4. Trunk Strength Parameters
Only two studies [46,47] measured peak torque in a similar way (Table 3).

3.4.1. Average Peak Torque in Flexion and Extension

Two studies [46,47] determined the average peak torque in flexion and extension
in healthy subjects and those with ALBP, measuring in standing, concentric mode, at
velocities of 60°/s and 120°/s. Hupli et al. [47] compared men and women with ALBP
and healthy subjects using two dynamometers, finding small, non-statistically significant
differences between groups. Gabr et al, [46] when comparing men with ALBP and healthy
controls, found significant differences in the peak torque of flexors (p = 0.004) and extensors
(p =0.003) at 60°/s and flexors (p < 0.001) and extensors (p < 0.001) at 120°/s, with an
inverse F/E ratio at speeds of 120° /s in the ALBP group (Table 3).

3.4.2. Coefficient of Variation

Akebi et al. [45] evaluated the relationship of the variability of the torque curves
(CV) between subjects with ALBP and healthy controls finding CV values lower than the
evaluation at 60° /s compared to 120° /s and, in addition, in both men and women the CV
was lower in the control subjects compared to ALBP (Table 3).

3.4.3. Average Power

Gabr et al. [46] found significant differences between average power in flexion (p = 0.004)
and extension (p = 0.014) at 60° /s and between average power in flexion (p = 0.001) and
extension (p = 0.045) at 120° /s between men with ALBP and a control group (Table 3).

3.5. Adverse Outcome from Trunk Isokinetic Assessment

From all the articles reviewed, none report adverse effects during trunk strength
measurement using an isokinetic dynamometer in patients with ALBP. Suzuki et al. [44]
and Gabr et al. [46] report that the assessment was performed without any complaints,
Akebi et al. [45] do not report any undesirable effects during the assessment, and only
Hupli et al. [47] reports a pain measured with visual analogue scale (VAS) (0-100) of 26.3
using the Ariel dynamometer and 15.2 with the Lido dynamometer in subjects with ALBP.
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Table 3. Isokinetic trunk strength in acute low back pain patients (ALBP) and healthy adults for trunk extension and flexion.

Acute LBP Group

Control Group

Movement Position (Mean - SD) (Mean -+ SD) Unit Study
71.20 + 22.85 (J) 86.69 + 27.66 (J) Trunk flexion (J) Suzuki et al. [44]
Supine 49.7 +21.7 4204217 Fatigue (%) Suzuki et al. [44]
Ariel: Ariel:
60°/s: 60°/s:
1751 £ 61.4 Nm 171.3 £ 452 Nm
120°/s: 120°/s:
155.7 ﬁgi'f; Nm 165.2 ﬁgzgz Nm Average peak torque (Nm) Hupli et al. [47]
60°/s: 60°/s:
165.2 + 47.7 Nm 168.4 + 48.8 Nm
120°/s: 120°/s:
185.0 + 54.0 Nm 187.0 + 61.7 Nm
Flexion 60° /st 60°/s:
Standing Men: 8?'270.,:&/2:4'5 Nm Men: 11182'3557'1 Nm Average Peak torque Gabr et al. [46]
Men: 81.5 £ 34.9 Nm Men: 121.1 & 39.7 Nm
60°/s: 60°/s:
Men: 38.9 +19.7 Men 56.0 + 25.2
120°/s: 120°/s: Average Power Gabr et al. [46]
Men: 32.0 +24.9 Men 57.7 + 36.5
60°/s: 60°/s:
Men: 122 + 54 Men: 89 + 6.5
Women: 12.2 +7.1. Women: 9.5 4 4.9. . . . o . .
120°/s: 120° /s: Coefficient of variance (%) Akebi et al. [45]
Men: 20.4 £9.2 Men: 17.3 £ 6.2
Women: 29.7 £ 15.5 Women: 21.1 + 8.0
132.98 +29.91 156.72 & 37.66 Trunk extension (J) Suzuki et al. [44]
Supi
upine 193+ 132 172+ 108 Fatigue (%) Suzuki et al. [44]
Ariel: Ariel:
60°/s: 60°/s:
178.9 £ 552 Nm 189.3 £+ 49.4 Nm
120°/s: 120°/s:
1656 ﬁgi'ﬁ Nm 1824 ﬁgi;é Nm Average peak torque (Nm) Hupli et al. [47]
60°/s: 60°/s:
240.0 4+ 85.4 Nm 264.0 = 73.1 Nm
120°/s: 120°/s:
217.5 + 89.5 Nm 249.5 £+ 68.3 Nm
Extension 60°/s: 60°/s:
: Men: 91.5 £ 57.1 Nm Men: 141.0 & 64.5 Nm
Stand 4
anding 120°/s: 120°/s: Average Peak torque [46] Gabr et al. [46]
Men: 69.2 & 49.6 Nm Men: 125.5 + 68.1 Nm
60°/s: 60°/s:
Men: 41.8 +35.2 Men: 68.4 + 47.6 )
120° /s: 120°/s: Average Power [46] Gabr et al. [46]
Men: 37.6 + 37.1 Men: 61.7 + 59.0
60°/s: 60°/s:
Men: 11.4 £ 6.9 Men: 8.0 £ 5.8
Women: 11.6 £ 5.9 Women: 9.2 4 5.3. . . . . y
120°/s: 120° /s: Coefficient of variance (%) Akebi et al. [45]
Men: 21.9 £9.0 Men: 16.6 £ 6.6
Women: 24.5 + 14.1. Women: 22.2 £ 9.0.
Flexion-Extension ratio (%) Supine 55.9 +18.8 572 +16.0 % Trunk flexion/extension (J) Suzuki et al. [44]
Abdominal Strength Supine 69.73 +24.13 79.04 +29.22 Joule Suzuki et al. [44]

SD: standard deviation; s: seconds.

4. Discussion

The present systematic review was designed to (I) determine the quality of evidence

from studies assessing trunk isokinetic strength in subjects with ALBP compared to healthy
subjects and (II) establish reference values of isokinetic trunk strength in subjects with
ALBP. The main findings of this study were (I) the articles included in this review present
a high risk of bias; therefore, this indicates low quality of evidence, and (II) it was not
possible to determine reference values, neither was it possible to determine whether trunk
strength can distinguish between patients with ALBP and healthy subjects. However, based
on data provided in the articles reviewed, we can report a range of peak flexion torque
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between 175. 1 Nm and 89.7 Nm at 60° /s and between 185 Nm and 81.5 Nm at 120°/s,
and for peak torque in extension between 240.0 Nm and 91.5 Nm at 60° /s and between
217.5 Nm and 69.2 Nm at 120°/s in subjects with ALBP.

In addition to considering research with a low risk of bias, we should also consider
studies with similar evaluation protocols to suggest reference values. Estrazulas et al. [48]
after reviewing the literature, recommend reliable protocols for the evaluation of trunk
flexors and extensors, carried out in a sitting position at velocities of 30° /s and 60° /s with a
range of 30° (10° of flexion and 20° of extension) and/or in a standing position at velocities
of 60°/s and 90° /s with a range between 90° and 95° of flexion and 15° of extension, both
protocols in concentric mode with the axis in the anterior superior iliac spine. In the four
studies reviewed, none included evaluation in sitting position; three of them [45-47] used
the standing position but in a different range to the suggested and with velocities of 60°/s
and 120° /s, which are commonly used in the measurement of trunk strength [48].

Concerning the variable analyzed, we know that the peak torque is widely used as
a reference, allowing a direct comparison between studies. It has been previously used
by Mueller et al. [31,49] to analyze subjects with low back pain, to determine deficits and
to assess the effectiveness of training or therapy. In this review, two of the four included
studies used peak torque in their analysis; however, Hupli et al. [47] found differences
between the dynamometers used and therefore conclude and recommend that these data
should not be compared among themselves. Analyzing this same variable, Gabr et al. [46]
found that, unlike patients with CLBP, patients with ALBP have a significant reduction
in the strength of trunk flexors and extensors, with an inverse F/E ratio at 120°/s, that is,
greater than one, which indicates that the extensor muscles were mostly affected by the
weakness. Mueller et al. [31] had previously reported the same, but with data from CLBP
subjects, where a greater decrease in extensors’ strength was observed than in flexors, so
the F/E ratio was higher than in healthy subjects. It is important to note that only the 60°/s
flexor values obtained by Gabr et al. [46] are similar to those described by Mueller et al. [31]
for the CLBP group, and those of 60°/s flexors in healthy subjects by Hupli et al. [47]
with the control group by Mueller et al. [31]. On the other hand, Suzuki et al. [44] report
differences in the strength of flexors and trunk extensors between ALBP and asymptomatic
subjects, however, this variable was measured in Joules, which does not allow comparison,
and also only indicates the existence of statistical differences, but does not report the
p-value.

It is important to consider that none of the studies included in this review performed
an isometric strength assessment of trunk flexors and extensors in subjects with ALBP
using an isokinetic dynamometer. Among the studies reviewed, only Suzuki et al [44]
evaluated isometric strength; however, they considered as a single group patients with
acute and chronic pain (who had an average of eleven years of pain); so, unfortunately, it
was not possible to distinguish isometric strength values in subjects with ALBP. Isometric
evaluation is reliable in subjects with CLBP [50], and lower values of trunk strength have
been observed in athletes and non-athletes with CLBP compared to healthy individuals.
Cho et al. [16] propose that the risk for LBP and its severity would be associated with
isokinetic weakness and the isometric weakness of trunk flexors and extensors.

From this, it is necessary to consider the importance of measuring these parameters in
patients with ALBP, which could be used as an indicator of functionality or prognosis in
these subjects, since isokinetic dynamometry has been widely used to evaluate the trunk
strength but in patients with CLBP [50-53]; however, few studies have evaluated patients
with ALBP.

Based on this systematic review, we cannot recommend reference values for the
strength of trunk flexors and extensors in subjects with ALBP due to the high risk of bias
of the articles included and the diversity of protocols, instruments and variables used in
each article. Although three [44—46] of the four studies reviewed report differences in some
strength parameters between individuals with ALBP and healthy subjects, these data are
not confident given the limited quality of the evidence. Thus, it was also not possible to
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determine whether strength levels can help us distinguish between patients with ALBP
and healthy subjects. On the other hand, we did not identify any studies that compared
eccentric strength among these people. The eccentric contraction occurs when the external
force is greater than the muscle strength, therefore, it plays an important role in the activities
of daily life and sports, in the deceleration of the body during movements [54], so it would
be interesting to investigate different types of contraction and eccentric/concentric ratio in
subjects with ALBP compared to healthy subjects to understand the muscle dynamics of
the trunk in different contexts or activities.

We can consider this review’s strength as having considered research with no prior
date limit until 2020. However, that presents us with an associated difficulty since the
studies we include have a range of 36 years of difference, time in which the standards
of scientific publication have changed, and new guidelines have been developed [55,56],
which could explain the high risk of bias found in this review.

In this context, it is necessary to conduct rigorous longitudinal studies, based on cur-
rent methodological guidelines, that allow us to detect people at risk for developing ALBP
and that consider the multiple aspects involved in LBP, both physical and psychological.
For this reason, we can suggest the formation of working groups to determine consensus on
the best way to approach the evaluation of this type of patient. For the reasons mentioned
earlier, we consider it necessary to carry out new studies of high methodological quality
that allow us to clarify if there are levels of strength associated with ALBP and to be able
to prevent its appearance. In addition, given the questions regarding the evaluation of
unnatural movements or those that do not necessarily represent the physiology or velocity
of the movement performed on the isokinetic dynamometer [57], it is necessary to develop
new technologies [28,58] that allow the evaluation of trunk strength related to a functional
or athletic context that mimics the functional demands of the athlete or patient.

5. Conclusions

The findings of this systematic review indicate that the quality of studies assessing
isokinetic trunk strength in subjects with ALBP compared to healthy controls was weak.
Moreover, the available data did not allow presentation of reference values in patients
with ALBP. Future research of high methodological quality is needed to establish reference
values of trunk isokinetic strength in subjects with ALBP and to determine the ability of
trunk strength to discriminate ALBP patients from healthy individuals.
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Abstract: Background: To evaluate and synthesize the existing evidence of the effects of practicing
martial arts by cancer patients and cancer survivors in relation to overall quality of life (QoL)
and cancer-related fatigue (CRF). Methods: Randomized controlled trials (RCTs) from 1 January
2000 to 5 November 2020 investigating the impact of martial arts were compared with any control
intervention for overall QoL and CRF among cancer patients and survivors. Publication quality and
risk of bias were assessed using the Cochrane handbook of systematic reviews. Results: According to
the electronic search, 17 RCTs were retrieved including 1103 cancer patients. Martial arts significantly
improved social function, compared to that in the control group (SMD = —0.88, 95% CI: —1.36, —0.39;
p =0.0004). Moreover, martial arts significantly improved functioning, compared to the control group
(SMD = 0.68, 95% CI: 0.39-0.96; p < 0.00001). Martial arts significantly reduced CRF, compared to that
in the control group (SMD = —0.51, 95% CIL: —0.80, —0.22; p = 0.0005, 12 > 95%). Conclusions: The
results of our systematic review and meta-analysis reveal that the effects of practicing martial arts on
CRF and QoL in cancer patients and survivors are inconclusive. Some potential effects were seen
for social function and CREF, although the results were inconsistent across different measurement
methods. There is a need for larger and more homogeneous clinical trials encompassing different
cancer types and specific martial arts disciplines to make more extensive and definitive cancer- and
symptom-specific recommendations.

Keywords: cancer; QOL; fatigue; martial arts; clinical trial; meta-analysis

1. Introduction

In 2020, 19.3 million new cancer cases were diagnosed globally, where breast, lung,
and prostate were the most frequent type of malignancies [1]. Cancer is the second cause
of mortality worldwide after ischemic heart disease, with 8.97 million deaths, and it is
predicted to become the leading cause of death by 2060 with approximately 18.63 million
deaths [2]. Improvements in diagnostics and treatments have increased the survival rate
of the most prevalent cancers in developed countries [3]. As of January 2019, there were
an estimated 16.9 million cancer survivors in the United States. The number of cancer
survivors is projected to increase to 22.2 million by 2030 [4]. Furthermore, the burden of
cancer incidence and survivors continues to increase in low- and middle-income countries
as well [5].

The physical, emotional, and financial impacts of cancer diagnosis and its manage-
ment, along with the side effects of treatments, normally have long-term consequences
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on the patient’s overall quality of life (QoL) that can interfere in their activities of daily
living [6,7]. The World Health Organization (WHO) defines QoL as an individual’s per-
ception of their position in life in the context of the culture, as well as the value systems
in which they live and in relation to their goals, expectations, standards, and concerns [8].
Cancer-specific QoL encompasses all stages of the disease [9].

Cancer standard treatment (surgery, radiation, chemotherapy, hormone therapy, tar-
geted therapy, and immunotherapy) can cause a series of side effects, including nausea,
vomiting, diarrhea, constipation, fatigue, depression, and weight loss, which affects phys-
ical and psychological functioning, as well as overall QoL [10-12]. Fatigue remains one
of the most important components of QoL that can vary in intensity and impact based
on the stage of disease, treatment received, and patients’ functional status [13]. Cancer-
related fatigue (CRF) seems to be due mainly to alterations promoted by cancer in patient
homeostasis, such as proinflammatory cytokine upregulations, hydroxytryptophan dysreg-
ulation, hypothalamic—pituitary—adrenal axis dysfunction, circadian rhythm disturbances,
and increased vagal tone. It is also shown that CRF can vary based on the cancer type [14].
The CREF is defined as a distressing, persistent, and subjective sense of physical, emotional,
and/or cognitive tiredness or exhaustion related to cancer or cancer treatment that is not
proportional to recent activity and interferes with usual functioning [15]. Moreover, it can
lead to a decrease in the participation of activities of daily living and impairment of the
patient mood; moreover, it is an important predictor of reduced overall QoL [16,17]. The
CRF has been estimated to affect between 25% and 99% of cancer patients and depends on
several factors, including patient population, type of treatment received, and assessment
method, which can persist for five or more years after cancer diagnosis [18].

Several interventions, such as exercise, heat, cryotherapy, or manual therapy, can be
followed to ameliorate some of the above-mentioned side effects and improve QoL [19].
Different exercise programs offer benefits and are safe in cancer patients during and after
cancer treatment [20], improving health and functional outcomes in these patients [21].
National guidelines recommend the prescription of exercise to cancer patients; however,
it should be tailored to their needs and capabilities [22]. This physical activity has to be
done 3-5 times/week and for at least 20 min to be effective and should involve aerobic,
resistance exercises, or a combination of both [23].

Martial arts present several benefits to those who practice them. The benefits include
physical and psychological aspects, including lessening negative emotional reactions, en-
hancing balance, and improving cardiovascular and musculoskeletal fitness [24]. Although
there is limited evidence of studies with limited number of participants assessing the
effects of practicing martial arts in cancer patients [25-27], there is a need to clarify their
effects on CRF and QoL. This systematic review and meta-analysis aimed to comprehen-
sively review the use of martial arts among cancer survivors and its impact on QoL and
CRE. Furthermore, it was attempted to determine the benefits of these types of programs,
identify the strengths and gaps in the evidence, and suggest directions to overcome the
highlighted limitations.

2. Materials and Methods

Cochrane’s handbook of systematic reviews of interventions and the Preferred Report-
ing Items for Systematic Reviews and Meta-Analyses (PRISMA) statement were utilized in
this study to develop and perform this systematic review and meta-analysis [28].

2.1. Literature Search

Online databases, including PubMed (Medline), Cochrane Web, Web of Science, and
Scopus, were searched from 1 January 2000 to 5 November 2020 using the keywords:
(Martial Arts OR Hap Ki Do OR Judo OR Karate OR Jujitsu OR Tae Kwon Do OR Aikido
OR Wushu OR Kung Fu OR Gong Fu OR Gongfu) AND (Cancer* OR Neoplasm* OR
Tumor* OR Malignancy*). Furthermore, the search was continued for PubMed (Medline),
which was then formatted to perform the search in other databases.
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2.2. Eligibility Criteria

Following the PICO principles (patient, intervention, control, and outcomes) [29], the
inclusion criteria were: (a) randomized controlled trials (RCTs) that investigated cancer
patients with the primary intervention of martial arts and compared with any comparator
for QoL and fatigue; (b) original articles in peer reviewed journals; and (c) eligible studies
in English. Non-randomized or any other trials rather than RCTs, non-English RCTs, trials
that did not assess the QoL or CRF, non-human studies, studies with no full text, single
arm studies, and reviews and secondary works were excluded from this study.

2.3. Screening of Results

Initially, two authors (D.S. and S.S.) screened all titles and abstracts using the inclusion
criteria. Subsequently, they coded the abstracts as “yes” for inclusion in full text-review
and “no” for excluding the abstract. If both authors coded an abstract as “yes”, they were
considered for full text review. If both were coded as no, they were excluded. For abstracts
where there were discrepancies, the decision was made through either mutual discussion
or with the help of a third reviewer (S.A). In the next stage, a full text review of all articles
was performed against the inclusion criteria. Following that, the full text was read carefully
for eligibility criteria.

2.4. Data Extraction

The extracted data were divided into three categories. The first one was baseline
characteristics, including author name, country, sample size, age, gender, marital status,
and cancer treatment (surgery, chemotherapy, and radiation, as well as author name). The
second contained the key characteristics of the included studies, such as country, cancer
type, the timing of intervention, duration of the intervention (sessions, frequency, and
period), and outcomes. The last one was outcome measures, including: (I) quality of life by
European Organization for Research and Treatment of Cancer Quality of Life Question-
naire (EORTC QLQ-C30) [30], Functional Assessment of Cancer Therapy—General (FACT-
G) [31], and The Short-Form 36 (SF-36) [32]; and (II) fatigue by The Brief Fatigue Inventory
(BFI) [33], Functional Assessment of Chronic Illness Therapy—Fatigue (FACIT-F) [34], and
the Multidimensional Fatigue Symptom Inventory—Short Form (MFSI-SF) [35,36].

2.5. Quality Assessment

The quality of this meta-analysis was judged based on the Grading of Recommenda-
tions, Assessment, Development, and Evaluations (GRADE) guideline [37]. GRADE is a
transparent and reproducible system that allows the researcher to grade the quality and
certainty of the evidence. Based on the quality of the evidence, the level of confidence was
assessed that an estimate of the effect could be correct. Following that, two researchers
(D.S. and S.S.) evaluated each study. An overall quality score was assigned to each study,
ranging from high, moderate, low, to very low grade of evidence. These grades mean
the grade certainty/quality of the evidence of the studies. If there was any uncertainty
between the two independent researchers, a third researcher (S.A.) evaluated the evidence
to obtain the conclusion. The risk of bias of the included studies was also evaluated using
the Cochrane’s risk of bias tool [38]. This tool was used to evaluate the RCTs regarding
randomization tools; concealment of allocation; blinding of assessors, participants, and
personnel; and selective reporting, attrition, and other biases. No paper evaluated was
excluded from the results because of low quality or high risk of bias.

2.6. Statistical Analysis

The data were analyzed as a standardized mean difference (SMD) and 95% confidence
interval (CI) under a random-effects model using the inverse-variance method in the Re-
view Manager Software (version 5.3, The Nordic Cochrane Centre, Copenhagen, Denmark)
package. The heterogeneity was considered when I-square test (I12) and Chi-Square P were
more and less than 50% and 0.1, respectively [38-40].
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3. Results
3.1. Search Results and Summary of Included Studies

Our electronic search retrieved 801 records, 744 of which underwent title and abstract
screening after removal of duplicates. Out of these, 38 records progressed for full-text
screening, and 21 of them were excluded from the study. Finally, 17 RCTs were included
for further analysis [41-57]. Figure 1 illustrates the study selection process. These studies
included a total of 1103 cancer patients who were divided into control groups (1 = 546) and
treatment groups with martial arts (n = 557). The mean age of the included cancer patients
was 58 £ 3.1 years. The baseline characteristics and summary of the included studies are
shown in Tables 1 and 2.

3.2. Description of Intervention

Most of the studies analyzed martial arts, such as Tai Chi and Qigong, in one of the
comparator arms. They compared the effect of martial arts with standard care, control,
psychosocial support, strength training, and even dance. Tai Chi is a traditional Chinese
martial art used for defense as well as for its health benefits [58]. Tai Chi and its derivates
(Tai Chi Chih, Tai Chi Chuan, Tai Chi Qi Qong, and Tai Chi Easy) are efficient complemen-
tary approaches used in improving wellbeing and fatigue [59]. Qigong is considered a
form of Chinese martial arts with benefits in immune regulation, balancing the “qi”, and
strengthening muscles and tendons [60]. These traditional martial arts forms involved med-
itation, breathing techniques, coordinating the movements, and relaxation exercises [61].
Another martial art used in the clinical trials was Kyoshu Jitsu. This martial art focuses on
pressure points for self-defense as well as its benefits for healing [53]. The majority of the
studies analyzed for this meta-analysis focused on breast cancer. Only a small number of
studies considered other tumor types, such as lymphoma, ovary, colon, lung, prostate, and
nasopharyngeal cancer (Tables 1 and 2).

s Records identified through
ﬁ database searching
E (n=801)
N
PR Records after duplicates removed
(n = 744)
g A 4
Records screened Records excluded
(n = 744) (n = 706)
N
— !
Full-text articles assessed Full-text articles excluded,
2 for eligibility with reasons
- (n=38) (n=21)
B
i !
) Studies included in
qualitative synthesis
(n=17)
g Studies included in
= quantitative synthesis
(meta-analysis)
(n=17)

Figure 1. PRISMA flow diagram.
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Table 1. Baseline characteristics of the included studies.

Cancer Treatment

Female n
ID A Numb Age (Years) o
ms umber & (% of Total) ~ Surgery = Chemotherapy Radiation
c 2013 Tai Chi Chih 32 66.54 (55-89) ! 32 (100) 27 19 21
ampo .
Healﬂ“clf:s‘;cahon 31 65.64 (57-84) 1 31 (100) 28 19 20
Qigong 49 45.3 (6.3) 49 (100) 49 - 49
Chen 2013 Usual care 47 44.7 (9.7) 47 (100) 46 - 45
Qigong 48 55.85 (16.78) 22 (45) - 48 -
Chuang 2017 Usual care 48 64.54 (15.51) 19 (40) - 48 -
Tai Chi Chih 45 59.6 (7.9) 45 (100) 6 18 2
Irwin2017  Cognitive behavioral 5 60.0 (9.3) 45 (100) 4 21 34
therapy for insomnia
Sham Qigong 45 59.8 (8.93) 45 (100) - - -
Larkey 2016  Qigong Ea;il, Tai Chi 0 57.7 (8.94) 42 (100) - - -
Qigong 32 18-65 32 (100) 32 23 18
Loh 2014 Line dance 31 31 (100) 31 23 18
McQuade Qigong/tai chi 21 62.2(7.4) 21 (100) - - 21
2017 Waitlist control 24 66.0 (8.4) 24 (100) - - 24
Mustian 2004 Tai Chi Chuan 11 52 (9) 11 (100) 21 18 13
ustian Psychosocial support 10 10 (100)
, Tai Chi Chuan 11 52 (9) 11 (100) 21 18 13
Mustian 2008 Psychosocial support 10 10
Qigong 15 54 (9) 12 (80) - - -
Oh 2008 Usual care 15 12 (80) - - -
Qigong 79 60.1 (11.7) 48 (61) - - -
Oh 2009 Usual care 83 59.9 (11.3) 45 (54) - - ;
Tai Chi Chuan 9 54.33 (3.55) 2 9 (100) 9 6 8
Sprod 2011 Sta“ﬁrd support 10 5270 (2.11) 2 10 (100) 10 3 9
erapy
Kyusho Jitsu 30 54.2 (7.8) 30 (100) 29 14 23
Sl Control 21 51.5 (8.4) 21 (100) 21 15 17
Thongteratham Tai Chi Qi Qong 15 - 15 (100) 15 15 15
2015 Usual care 15 - 15 (100) 15 15 15
Qigong 11 66.1 (11.7) 4(37) - - -
Vande;byl standard endurance 13 63.7 (7.7) 6 (46) ) B .
201 and strength training o
Tai Chi Chih 47 62.8 10 (21) 47 - -
Zhang 2016 Control 44 13 (30) 44 - -
Tai Chi Chih 57 18-70 19 (33) - 57 57
Zhou 2017 Control 57 12 (21) - 57 57

Values reflect number or mean (standard deviation); ! median (range); > standard error of the mean.
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Table 2. Summary of the included studies.

Timing of Session, Frequency, Period, Time
ID. Country Cancer Type Intervention Type of Treatment Minutes  Times/Week Week Outcomes Questionnaires
Breast, colorectal, 4
ovarian, Surgery, radiation, X
Campo 2013 USA §§;‘§f§ Juterine, 23 months after chemotherapy, 60 3 12 SF-36 6 Baseline and 1 week
, ) ormone, other
nasopharyngeal
Baseline, during and at
. . L - 7 the end of treatment,
Chen 2013 China Breast During TTT Radiation 60 5 5-6 FACT-G, BFI and 1 and 3 months
later.
EORTC Baseline and 21 days
Chuang 2017 Taiwan Lymphoma During TTT Chemotherapy 60 2 10 QLQ-C430, BFI after Y
Surgery, radiation .
Trwin 2017 USA Breast 26 m‘%r}t%‘s after and/or 120 min weekly 12 MFSI-SF ¢ Ba“h“f5ar‘r‘lg§tfs’ 6,and
chemotherapy
6 months to 5 Surgery, radiation, Baseline and 12 and
Larkey 2016 UsA Breast years after TTT or chemotherapy 30 5 12 SE-36 24 weeks
Loh 2014 Malaysia Breast TTT completed NM 30 2 8 FACT-G° Baseline and 8 weeks
Baseline, midway,
. - - during the last week of
McQuade 2017 USA Prostate During TTT Radiation 60 3 6-8 BFI TTT, and 3 months after
TTT.
1 week to 30 -
Mustian 2004 USA Breast months after NM 60 3 12 FACIT-F Eisvee}éﬁi ig‘jr
TTT
Mustian 2008 USA Breast months afier NM 60 3 12 FACIT-F Baseline and 12 weeks
s cas o TTSTa € after intervention
: Breast, ovary, lung, During or Cancer treatment, EORTC :
Oh 2008 Australia lymphoma, colon completed TTT chemotherapy 60 lor2 8 QLQ-C30 Baseline and 8 weeks
Breast, lung . .
. . 4 During or . FACIT-F, Baseline and 10 weeks
Oh 2009 Australia colofer:tztlat;éwel completed TTT NM 90 min weekly 10 FACT-G after intervention
’ 1 month to 30 i
Sprod 2011 USA Breast months after NM 60 3 12 SF-36 Baseline and 6 and
TTT weeks
> 6 months after Not hormone EORTC Baseline and 12 and
Strunk 2018 German Breast TTT treatment 90 2 24 QLQ-C30 24 weeks
Thon%elrsatham Thailand Breast TTT completed NM 60 3 12 FACT-G Basehzr}leviggklf and
Varé?ﬁ;byl Canada NSCLC ! or GI 2 During TTT Chemotherapy 45 2 6 FACT-G Baseline and 6 weeks
Zhang 2016 China Lung During TTT Chemotherapy 60 3 12 MFSI-SF Baseline 32‘}1,;13 and
Zhou 2017 China Nasopharyngeal During TTT Chemotherapy 60 5 6 MFSI-SF Baseline and
carcinoma after treatment

NM, not mentioned; ! NSCLC, non-small cell lung cancer; 23, gastrointestinal cancer; 3 TTT, treatment; * EORTC QLQ-C30, European Organization for Research and Treatment of
Cancer Quality of Life Questionnaire; 5 FACT-G, Functional Assessment of Cancer Therapy—General; 6 SF-36, the Short-Form 36; 7 BFI, the Brief Fatigue Inventory; 8 FACIT-F, Functional
Assessment of Chronic Illness Therapy—Fatigue; * MFSI-SF, the Multidimensional Fatigue Symptom Inventory—Short Form.

9T19 ‘81 “LTOT YHVoH d1qnd 'say ‘uoiraudg [ juf
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3.3. Outcomes

In total, three studies [43,50,53] assessed QoL using the European Organization for
Research and Treatment of Cancer Quality of Life Questionnaire (EORTC QLQ-C30). A
pooled analysis compared the impact of martial arts vs. no intervention among cancer
patients and showed no significant improvement in global health, (SMD = 1.30, 95%
CI:—1.18, 3.78; p = 0.30, 12 > 95%), physical function (SMD = 0.84, 95% CI: —1.42-3.10;
p =0.47,12 > 95%), role function (SMD = 1.03, 95% CI: —1.01-3.08]; p = 0.32, 12 > 95%),
emotional function (SMD = 1.37, 95% CI: —1.12-3.85; p = 0.28, 12 > 95%), cognitive function
(SMD = 1.37, 95% CI: —0.82-3.55]; p = 0.22, 12 > 95%), and social function (SMD = 1.17, 95%
CI: —0.99-3.34; p = 0.29, 12 > 95%) (Figure 2). It should be noted that the heterogeneity was
solved after excluding the study by Chuang (2017) [43] (p > 0.1), and the results remained
non-significant (Figure Al).

Martial Arts Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean  SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.1.1 Global health
Chuang 2017 80.56 1492 48 2639 1244 48 45% 3.91[3.22, 4.60] -
Oh 2008 BE7 1418 15 B8 1422 15 45% -0.09 081, 0.63] -
Strunk 2018 B3.75 1344 30 G742 16.01 M 56% 0.08 [-0.47, 0.65] T
Subtotal (95% C1) 93 84 16.6% 1.30[-1.18, 3.78] —=taEiE——

Heterogeneity: Tau® = 4.68; Chi*= 86.50, df= 2 (P = 0.00001); = 98%
Testfor overall effect Z=1.03 (P=0.30)

1.1.2 Physical function

Chuang 2017 0736 1646 40 3847 1576 43 46% 3.01[2.42, 360 -
Oh 2008 B3 1337 15 7TE 1458 15 A5% 0.08 [-0.66,0.77] T

Strunk 2018 825 1029 30 8404 1342 M SE% -0.56 112, 0.1] ]

Subtotal (95% CI) 93 84 16.7% 0.84[-142,3.10] -eatfilfiie--

Heterogeneity: Tau®= 3.90; Chi*= 79.572, df= 2 (P < 0.00001); P= 97%
Testfor overall effect =073 (P=0.47)

1.1.3 Role function

Chuang 2017 0368 1808 48 2386 1992 43 46% 3.06[2.46, 3.66] -
Oh 2008 FH 1905 18 T3 VLT 16 65% 0.07 [0.85, 0.79] T

Strunk 2018 B.7S 1912 30 GOY 3482 M 46% -0.04 [-0.59, 0.5 -

Subtotal (95% CI) 93 84 16.7% 1.03[-1.01, 3.08] ==

Heterogeneity: Tau®= 3.16; Chi* = 65.40, df= 2 (P =< 0.00001); P= 97%
Testfor overall effect 7= 099 (P=032)

1.1.4 Emotional function

Chuang 2017 06.63 1466 48 2813 1475 48 45% 3.85(3.24, 4.64) -
Oh 2008 TrOO16.88 15 722 2232 16 65% 0.24-0.48, 0.9g] T

Stunk 2018 6278 1907 30 94485 299 21 G6% -0.07 063,049 -

Subtotal (95% CI) 93 84 16.6% 1.37[-1.12, 3.85] o

Heterogeneity: Tau®= 4.71; Chi*= B6.52, df= 2 (P < 0.00001); F=98%
Testfor overall effect 7= 108 (P=0.28)

1.1.5 Cognitive function

Chuang 2017 0.21 1636 48 485 14488 48 G6% 3.561(2.91,4.1) -
Oh 2008 096 1903 15 796 231 16 65% 046 F0.27,1.19 T

Stunk 2018 B3.89 217 30 GBGEY 31.62 21 46% 0.08 047, 0.64] T

Subtotal (95% CI) 93 84 16.7% 1.37[-0.82, 3.55] ~al—

Heterageneity: Tau® = 3.62; Chi*= 69.53, df= 2 (P =< 0.00001); F=97%
Testfor overall effect =122 (P=0.22)

1.1.6 Social function

Chuang 2017 7297 2118 48 1042 1443 48 G6% 3.31[2.69,3.94) -
Oh 2008 933 N5 15 7T 181 15 A5% 0.31 F0.41,1.04] T

Strunk 2018 71.88 2083 30 T424 2399 21 G6% -0.10 066, 0.45] -

Subtotal (95% CI) 93 84 16.7% 1.17[-0.99, 3.34] =~

Heterogeneity: Tau® = 3.46, Chi*= 70.79, df= 2 (P = 0.00001); F=97%
Testfor overall effect Z=1.06 (P=0.29)

Total (95% CI) 558 504 100.0% 1.18 [0.41, 1.95] <
Heterogeneity: Tau?= 2 69; ChiF= 460.71, df=17 (P < 0.00001); F= 96% 4 2 2 4
Test for overall effect Z= 299 (F=0.003) contral Martial Arts

Test for suboroup difierences: Chi*= 016, df= & (F = 1.00, F= 0%

Figure 2. Analysis of European Organization for Research and Treatment of Cancer Quality of Life
Questionnaire (QLQ-C30).
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3.4. Functional Assessment of Cancer Therapy-General

In total, five studies [42,46,51,54,55] reported the effect of martial arts on QoL by
FACT-G. Pooled data show non-significant improvement between the groups in terms
of the Functional Assessment of Cancer Therapy—General (SMD = 0.34, 95% CI: —0.02—
0.70]; p = 0.06) (Figure 3). The analysis was heterogeneous (p = 0.04, 12 = 61%), and the
heterogeneity was solved when removing the study by Oh (2009) [51] (p = 0.70,12 = 0%). The
results remained non-significant (SMD = 0.16, 95% CI: —0.11-0.43; p = 0.25) (Figure A2).

Martial Arts Control Std. Mean Difference Std. Mean Difference
Study or Subgroup SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% C1
Chen 2013 63 2316 48 23 192 47 M4% 018023 058 L
Loh 2014 711884 32 BF 1883 0N 1% 0.02[-0.47 0.481] —
Oh 2009 868 1113 79 -013 1082 83 2T.3% 08010048117 —&
Thongtaratham 2016 12458 2343 15 119 1766 15 14.4% 053[F0.20,1.26] T

Yanderbyl 2017

Total (95% CI)

166 11 35 141 13 128% 0.01[0.80,0.81] I

186 189 100.0% 0.34[-0.02,0.70] s

Heterogeneity: Taw = 0.10; Chi®= 1032, df= 4 (F = 0.04); F=61% f f ! f

Testfor averall effect. £=1.85 (F = 0.06)

-2 -1 0 | 2
Control  Martial Arts

Figure 3. Analysis of Functional Assessment of Cancer Therapy—General.

3.5. The Short-Form 36 (SF-36)

The Short-Form 36 (SF-36) was reported in three studies [41,45,52]. The combined
SMD between martial art and control groups showed non-significant results regarding
physical function (SMD = 0.16, 95% CI: —0.18-0.50; p = 0.36), mental health (SMD = 0.05,
95% CI: —0.27-0.36; p = 0.77), and social function (SMD = 0.07, 95% CI: —1.87-2.01; p = 0.94).
It is worth noting that the results of physical function and mental health were homogeneous
(p =0.33, 12 = 10% and p = 0.95, 12 = 0%, respectively) (Figure 4). However, the social
function was heterogeneous (p < 0.00001, 12 = 97%), and the heterogeneity was solved by
excluding the study by Larkey (2016) [45] (p = 0.47, 12 = 0%). The results after sensitivity
analysis show that martial arts significantly reduced social function compared to the control
group (SMD = —0.88, 95% CI: —1.36, —0.39]; p = 0.0004) (Figure A3).

3.6. The Brief Fatigue Inventory

Pooled data of three studies [42,43,47] report that the BFI showed no significant reduc-
tion of fatigue between the two groups (SMD = —1.04, 95% CI: —2.96-0.87; p = 0.29). Accord-
ing to the results, the analysis was heterogeneous (p < 0.00001, 12 = 98%) (Figure 5). Further-
more, the heterogeneity was solved after removing the study by Chuang (2017) [43] (p = 0.24,
12 = 26%), and the results remained non-significant (SMD = 0.01, 95% CI: —0.39-0.41;
p = 0.96) (Figure A4).

3.7. Functional Assessment of Chronic Illness Therapy-Fatigue

Totally, three studies [48,49,51] reported the use of Functional Assessment of Chronic
Iliness Therapy—Fatigue (FACIT-F). The results show martial arts significantly improved
fatigue, compared to the control group (SMD = 0.68, 95% CI: 0.39-0.96; p < 0.00001).
According to the results, the data are homogeneous (p = 0.73, 12 = 0%) (Figure 6).

3.8. The Multidimensional Fatigue Symptom Inventory-Short Form

The multidimensional Fatigue Symptom Inventory—Short Form was used in three
studies [44,56,57]. The results reveal that the SMD between martial art and control groups
was non-significant (SMD = —0.31, 95% CI: —0.71-0.10; p = 0.14), and the data are het-
erogeneous (p = 0.06, 12 = 64%) (Figure 7). Furthermore, the heterogeneity was solved
after excluding the study by Irwin (2017) [44] (p = 0.92, 12 = 0%), and the results show that
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martial arts significantly reduced fatigue, compared to the control group (SMD = —0.51,
95% CI: —0.80, —0.22]; p = 0.0005) (Figure A5).

Martial Arts Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.3.1 Physical Function
Campo 2013 0125 29 BH BTE 25 116% 0.45[-0.08, 094 T
Larkey 2016 477 T8 39 482 THY 45 122% -0.07 [0.48, 0.38] -
Sprod 2011 2689 1.37 9 6513 10 97% 028063118 -1
Subtotal (95% CI) 77 80 33.4% 0.16[-0.18, 0.50] &
Heterogeneity, TauF=0.01; Chi*=223, df=2 (F=0.33);F=10%
Testfor overall effect Z=0.92 (P = 0.36)
1.3.2 Mental Health
Campo 2013 a0 4 29 B0 5 1 MT% 000 [0.53, 053] -
Larkey 2016 15 BY 39 A07 BAZ 45 121% 009[0.34, 052 -
Sprod 2011 2478 068 9 4810 10 9T% -0.02[0.82 0.88] I
Subtotal (95% CI) 77 80 33.5% 0.05[-0.27, 0.36] &
Heterogeneity, Tau?=0.00; Chi*=0.09, df=2 (P=045); F= 0%
Testfor overall effect Z=028 (P=0.77)
1.3.3 Social Function
Campo 2013 875 125 29 100 125 25 1A% -089F155-047 I
Larkey 2016 9575 TBT A0 8244 Y26 49 120% 1.7411.28,2.21] -
Sprod 2011 8.63 063 g 90588 10 9E% 089 F1.51,0.34] I
Subtotal (95% CI) 88 84 33.0% 0.07[-1.87,2.01] o
Heterageneity: Tauf=2.82; Chi*=58.92, df= 2 (P = 0.00001}; F=97%
Testfor overall effect Z=0.07 (P =0.94)

Total (95% CI) 242
Heterogeneity: Tau®= 0.59; Chi* = 65.02, df= 8 (P = 0.00001); F=83% I I t

244 100.0% 0.12[-0.43,0.67]

Il
T
o _ -4 -1 I 2 [
Testfor overall eﬁeclt. =043 (P_. 07 Gontrol Martial Ars
Testfor subgroup differences: Chit= 0,23, df= 2 (P=0.89), F= 0%
Figure 4. Analysis of the Short-Form 36.
Martial Arts Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV,R 95% Cl IV, R 95% CI
MeGiuade 2017 145 16 21 187 161 24 333% -0.26 [-0.85, 0.33]
Chuang 2017 037 139 48 485 157 48 334%  -306[36R,-247] ——
Chan 2013 ZE 18 49 23 18 47 337% 017 [0.24, 0.57]
Total (95% Cl) 118 119 100.0% -1.04 [-2.96, 0.87]
Heterogeneity Tauf= 279 Chiz= B0.40, df = 2 (F = 0.000013; F= 85% 4 2 7 2 4
Testfor overall effect Z=1.07 (P = 0.29) ) :enmal AfsControl
Figure 5. Analysis of the Brief Fatigue Inventory.
Control Control Std, Mean Difference Std, Mean Difference
Study or Subgroup Mean  SD Total Mean  SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
hiustian 2004 1423 61 11 -011 447 10 106% 044043 1.31] ]
Wustian 2008 142 7727 1 -04 323 10 106% 047 F0.40,1.34] N e —
Oh 2009 534 888 79 064 641 83 7BO% 0.74[042,1.08] -
Total (95% CI) 101 103 100.0% 0.680.39, 0.96] <
Heterogeneity: Tau®= 0.00; Chf= 063, df= 2(P = 0.73); F= 0% 52 11 T 11 é

Testfor overall effect Z= 4 63 (P = 0.00001) Contral Martial Arts

Figure 6. Analysis of Functional Assessment of Chronic Illness Therapy—Fatigue.
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Martial Arts Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean  SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Irwin 2017 932 968 38 BB 982 42 315% 012032 0.56] -
Zhang 2016 §3.3 118 38 583 122 36 M2%  -049[096-003 —
Zhou 2017 264 143 47 3483 1783 67 363% -0.53[-0.80,-0.15] —
Total (95% CI) 133 135 100.0% -0.31]-0.71,0.10] ’
Hetetogeneity, Tau?= 0.08; Chif= 5.52, df= 2 (P = 0.0G): F= G4% 12 51 11 ,152
Testior overall effect Z=1.48 (P =0.14) \artial s Cantral

Figure 7. Analysis of the multidimensional fatigue symptom inventory-short form.

3.9. Quality Assessment of the Included Studies

An overall moderate risk of bias was found in selection, reporting, and other bias.
Furthermore, performance, detection, and attribution biases were judged as having a high
risk of bias. Detailed risk of bias summary and graph are shown in Figures 8 and 9.
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Figure 8. Risk of bias summary.
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Figure 9. Risk of bias graph.

4. Discussion

Cancer patients are encouraged to participate in an exercise program during and
following treatment [15]; however, there are still gaps related to regimes and forms of
exercise appropriate for each individual. Improvement of QoL in cancer patients and
management of their CRF have gained importance in recent years to enhance the general
wellbeing of cancer patients and ameliorate the side effects of cancer therapies [62]. Multiple
studies have covered the role of physical activity and exercise studying their effects on
QoL and CRF of cancer patients during and after standard cancer treatment [63]. In this
regard, martial arts have gained popularity in western countries as a new form of physical
activity. In addition, martial arts combine musculoskeletal conditioning and training in
cognitive skills, together with breathing exercises, which are typically delivered in group
training sessions that also provide social support for cancer patients [24]. The results of the
benefits of martial arts on QoL and CRF have been reported in several studies with a limited
number of participants covering limited martial arts disciplines and cancer types [41-57].

This is the first systematic review and meta-analysis grouping martial arts and their
effects on QoL and CRF as a primary intervention in cancer patients during and after
treatment, regardless of the cancer type and treatment received. The data extracted from
different studies of cancer patients practicing martial arts show a significant improvement
of social function measured through SF-36 and a significant reduction of CRF measured
using FACIT-F and MFSI-SE. The effects reported on social function by Campo et al. [41]
and Sprod et al. [52] were positive but modest in their studied population. Social function
is an important dimension for cancer patients since the disease and its treatment can affect
diverse aspects, such as marital relationships, parental responsibilities, work environment,
and social activities [64]. Regarding the significant reduction of CRF using the FACIT-F
assessment scale, Oh et al. found a significant difference in their study of breast can-
cer survivors practicing Tai Chi Chuan for 60 min, 3 times per week, for 12 weeks [51].
Mustian et al. found a non-significant positive effect on fatigue measured by the same tool
in breast cancer survivors practicing Tai Chi, possibly due to the small number of partici-
pants in their studies [48,49]. Considering the CRF measured through the MFSI-SF scale,
Zhou et al. found a significant reduction of CRF in nasopharyngeal patients undergoing
radiotherapy after practicing Tai chi for 60 min, 5 times per week, for 8 months [57]. In
line with these results, another study found that lung cancer patients who followed a
Tai Chi program of 60 min every other day for 12 weeks and underwent chemotherapy
had a significant reduction of CRF, compared to those who were in a low-impact exercise
program. This reduction was observed after 6 and 12 weeks of the program initiation [56].
Other outcomes analyzed in this meta-analysis did not reach a significant difference, even
after heterogeneity was solved.
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In the articles analyzed by our team, most of the patients in the trials were breast
cancer patients who finished their treatment and started a program for physical activity or
are undergoing chemotherapy or radiotherapy. The trials analyzed had small batches of
patients enrolled and the population was too heterogeneous for us to be able to conclude
about the optimal load and specifics of exercises. Furthermore, most of the martial arts
sessions presented ranged from a period of 3 weeks to 24 weeks of practice, with a normal
session being 40-60 min. The schedule of the sessions was from 2 weekly classes to 12
weekly classes depending on the type of martial arts. Taking into account the results of
the analyzed trials, we consider that practicing martial arts is safe and recommended for
patients undergoing treatment as well as for cancer survivors at the completion of their
oncological therapy

Other meta-analyses have reviewed the effects of martial arts in QoL and /or CRF [64,65].
Tao et al. in a study analyzed the effects of acupuncture, Tuina, Tai Chi, Qigong, and tra-
ditional Chinese music therapy on symptom management and QoL in cancer patients.
According to the results, Tai Chi and Qigong had no effect on QoL or CRF in breast cancer
survivors [65]. Wayne et al. also analyzed the effects of Tai Chi and Qigong in cancer sur-
vivors, finding a significant improvement in CREF, sleep difficulty, depression, and overall
QoL, as well as a non-significant trend in pain control [66].

Albeit all the evidence points to the benefits of physical activity in cancer patients,
these changes to increase their physical activity seem harder to implement by cancer
patients [67]. Martial arts have been demonstrated in several studies to be a feasible option
for cancer patients [41,53]. Moreover, they may reduce some of the negative effects of
cancer and improve physical as well as psychological health [68]. This study may help
healthcare professionals involved in cancer management and patients decide to choose an
activity to improve QoL and reduce CRF. Martial arts offer a wide variety of disciplines
with different levels of intensity that would allow cancer patients the possibility of deciding
the activity that fits better with their needs.

Different guidelines covering CRF, such as NCCN (National Comprehensive Cancer
Network) guidelines, focused on CRF [15], and the guidelines from the Oncology Nursing
Society “Putting Evidence into Practice” [69] proposed exercise and physical activity
as a first-line intervention for CRF. Other interventions, in addition to erythropoiesis-
stimulating agents and low-dose dexamethasone, do not offer effectiveness reducing CRF
in patients with cancer [69]. The beneficial effects of martial arts in QoL of cancer patients
can be due to the relaxation response and the immunomodulatory [50,70] and hormonal
effects [71]. A recent meta-analysis has shown that Tai Chi has an impact on reducing
cortisol levels in breast cancer survivors. The same study showed an impact on physical
and mental health, improving limb-muscular function and promoted sleep [72].

There is some evidence showing that CRF and QoL are not improved only by physical
exercises [73,74], supporting the concept that a more holistic approach should be considered
in order to benefit these outcomes in cancer patients. Adverse effects due to martial arts
practice did not exist in several studies [42,49,51].

Meta-analyses allow overcoming several limitations. First, pooling the data from
different studies allows correcting the statistical limitation of the small sample data of
some of the analyzed studies. Another strength is that meta-analyses allow detecting the
heterogeneity existing in different studies that used martial arts as a primary intervention
in cancer patients. It also helps settle the effect from conflicting results coming from
different studies.

Regarding the limitations of this study, one can refer to the analysis of only studies
that were published in English. This fact excludes the articles written in other languages
that could represent the evidence better and make more general conclusions. Second,
the diversity of the outcomes measured in the studies analyzed in this meta-analysis
made the task of comparison arduous. Future studies should report outcomes in a more
homogeneous way in order to be able to pool all available data. Another limitation is that
the majority of the studies analyzed were performed on breast cancer survivors, limiting
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the conclusions drawn in this study to this group of patients. Accordingly, future studies
involving the investigation of the effects on QoL and CRF of martial arts in cancer patients
should cover other cancer types. In that way, it would be possible to stratify the results
by cancer types and other variables, such as age or other interesting conditions, including
gender or grade of disability, which could help tailor the interventions to the patients’
needs. In addition, the control groups analyzed were very heterogeneous, and this could
be a source of heterogeneity of this study. Another limitation comes from the fact that the
analyzed studies covered broad inclusion criteria related to how fatigue was evaluated in
those patients enrolled. Finally, some limitations are due to the sample size of the studies
and the fact that the patients in some cases were not homogenously under cancer treatment,
limitations that are intrinsic to the scarce available data in this regard.

Future studies should address the limitations existing in previous trials. Sample size
was an issue in several trials, not providing enough statistical power to draw significant
observations. Furthermore, martial arts should be studied in more cancer types, and
patients should be stratified in order to be able to extract cancer- and population-specific
conclusions. Moreover, trials should try to overcome a common issue where neither the
participants nor the instructors or investigators were blinded to the condition against drug
trial recommendations. Another limitation was related to the selection bias found in several
of the analyzed studies. Longer intervention periods should be followed in order to see if
the interventions have effects on cancer survivors.

5. Conclusions

The results of this systematic review and meta-analysis reveal that the effects of prac-
ticing martial arts on CRF and QoL in cancer patients and survivors are inconclusive.
Although some potential effects were seen for social function and CRE, the results are incon-
sistent across different measurement methods. Therefore, larger and more homogeneous
clinical trials encompassing different cancer types and specific martial arts disciplines are
needed before definitive cancer- and symptom-specific recommendations can be made.
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Appendix A
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Figure A1l. Results of EORTC QLQ-C30 after sensitivity analysis.

Martial Arts Control Std. Mean Difference Std. Mean Difference
Study or Subgroup __ Mean __ SD_Total Mean _ SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Chen 2013 63 2316 49 23 2192 47 452% 018 [0.23, 0.58] =
Loh 2014 71 1954 32 A7 1883 31 20.8% 0.0210.47,0.51] B
Oh 2009 268 1113 79 -013 1092 83 00% 030 (0.48,1.12]
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Heterogeneity. Tau = 0.00; Chi*= 143, df= 3 (P = 0.70); F= 0% 5] 5 ¥ %
Testfor overall effect 7= 1.15 (F = 0.25) Control Martial Arts
Figure A2. Results of FACT-G change after sensitivity analysis.
Martial Arts Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.3.1 Physical Functi
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Figure A3. Results of SF-36 after sensitivity analysis.
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Wartial Arts Control Std. Mean Difference Std. Mean Difference
Study or Subgroup _ Mean _SD_Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

McQuade 2017 145 16 21 187 161 24 365%  -0.26 1085033
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Figure A4. Results of BFI after sensitivity analysis.
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Figure A5. Results of MFSI-SF after sensitivity analysis.
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