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ABSTRACT

Background: Rheumatoid arthritis is highly prevalent in overweight patients with type 2 diabetes mellitus and can be reduced by
physical activity via altered proinflammatory parameters. However, the association between the frequency of physical activity and
the prevalence of rheumatoid arthritis in prediabetic patients remains unclear and was evaluated in this study, Methods: Utilizing
the Korean National Health Insurance Sharing Service database, 58,391 adults, who met the research criteria and underwent a
general medical check—up between 2009 and 2013, were selected for this study. To analyze the data, a logistic regression with a
proc survey logistic procedure was used. Results: The study revealed that the cumulative rheumatoid arthritis prevalence was
lower in prediabetic patients compared to that in the control group (OR, 0.64; 95% CI, 0,483—0.840; p=0.001). More frequent
physical activity (>3 days/week) was significantly associated with a reduced rheumatoid arthritis prevalence in both groups (OR,
0.28; 95% Cl, 0.039-0,521; p=0.044 vs, OR, 0.15; 95% Cl, 0.063-0,237; p=0,007), Additionally, a 3.8—fold higher risk of rheumatoid
arthritis development was observed in prediabetic adults with less frequent baseline physical activity (<2 days/week), Overall, in
prediabetes, the prevalence of rheumatoid arthritis was associated with the frequency of physical activity and not with the fasting
plasma glucose levels, Conclusion: More frequent physical activity is associated with a low risk of developing rheumatoid arthritis
in prediabetic patients, Thus, further studies are needed to confirm the clinical outcomes of frequent physical activity in rheumatoid
arthritis prevention and control,
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Prevalence of rheumatoid arthritis (RA) in patients with
type2 diabetes mellitus (T2DM) and prediabetes was known to
be higher than that of general population,'™ further increasing
its risk for disease prevalence among adults with advanced
age,*”) long disease duration,*” and poor glycemic control.!"?
RA is an autoimmune disease that causes chronic inflammation
in the area surrounding musculoskeletal or synovial joints and
connective tissues.'>7® T2DM is significantly associated
with bone, cartilage, ligament, and tendon damage.”® RA
development results from a multifactorial interaction of genes

and the environment, including the abnormal response of anti-

citrullinated protein antibodies (ACPAs) to antigens. These
interactions result in synovial inflammation, bone, cartilage,
and tissue damage, composed of pro-inflammatory cytokines.
4589 pro-inflammatory cytokines™” such as interferon-
gamma (IFN-y), interleukin (IL)-18, IL-2, IL-5, IL-7, IL-8,
and TNF-a, granulocyte macrophage-colony stimulating factor
(GM-CSF), are also known to be high in overweight patients
with prediabetes.*>)

With biological pharmacotherapies, modifiable behavior such
as physical activity has been shown to induce the anti-

10)

inflammatory myokine IL-6," which induces the release of
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IL-1 inhibitor and IL-10, a natural inhibitor of lL-lB,”)
resulting in decreased disease severity and inflammation in
adults with RA, obesity, prediabetes and T2DM.'!"'?) Physical
activity significantly improved the joint motility, strength and
functional ability in patients with either prediabetes or RA via
altered pro-inflammatory muscle cytokines'>'¥ and reduced
the blood glucose levels, further lowering the risk for
T2DM.'

Unfortunately, 71% of adults with RA are unable to

maintain normal physical activity,'¢"!?

owing to arthritis
related barriers to physical activity. Joint pain, joint stiffness
and deformity reduced the engagement of patients with RA in
physical activity.'”?? 56.5% of adults with both RA and
prediabetes are physically inactive.??)

According to a study by the Diabetes Prevention Program
(DPP), physical activity and weight loss interventions can
reduce the risk of diabetes by 58%.2!">3) Physical activity and
glycemic control may be beneficial in the inhibition of RA
progression as well as in the reduction of its prevalence in
patients with prediabetes.”” However, T. Yates study reported
that intensive physical intervention or previous physical
activity level did not significantly reduce 2-h post prandial or
fasting blood glucose levels>> in adults with prediabetes and

the expression of inflammatory markers'¥

in patients with either
RA or prediabetes. Therefore, the association between the
frequency of physical activity and prevalence of RA in adults
with prediabetes is unclear. Thus, this study investigated
whether the frequency of physical activity was associated with

RA prevalence in Korean adults with prediabetes

Methods

Data sources
This study retrospectively evaluated a cohort of 264,978

adults, aged 50 to 79 years, using their medical records
extracted from the centralized database of the Korean National
Health Insurance Sharing Service (KNISS). Adults who met
the research criteria and visited health institutions for general
medical examination at least biannually in the regional areas
of South Korea between January 01, 2009, and December 31,
2013, were included. Whereas subjects who were diagnosed
with TIDM or T2DM, those no longer under follow-up, and
those who had only one laboratory data parameter for FPG
and self-questionnaire item for physical activity at baseline

and during the biannual visits over the 5-year follow-up period
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were excluded. The data from the cohort database (DB)
provided by KNISS included: individual qualification criteria
DB, medical treatment DB, and health examination DB. With
non-personally identifiable information only used for research,
subjects were selected based on a table that was created using
the database link, with person identification as a joint key
according to the KNISS algorithm. Korean Classification of
Disease (KCD) codes were used to identify the main sickness
and sub sickness that were diagnosed by physicians. The
Institutional Review Board (IRB: No. 2019-03-19-03) of
Duksung Women’s University approved the research protocol
with a nonhuman designation, and the study was conducted in

accordance with the Declaration of Helsinki.

Definition
Medical conditions were defined using KCD codes, with

T1DM/T2DM subjects identified using the code E10-E11.9.
Prediabetes was defined as a fasting plasma glucose (FPG)
level between 100 and 125 mg/dL and the absence of a
T1DM/T2DM diagnosis. RA was identified using KCD codes
as follows: RA (M05.0-M05.9), other RA (M06.0.-M06.0,
M06.2-M06.3, M06.8-M06.9), and other chronic postrheumatic
arthropathies (M12.0-M12.0, M12.3-M12.3). RA medications,
NSAIDs, and other anti-rheumatic drugs were identified using
the Health Insurance Review and Evaluation Center Pharmaceutical
Standards Information code 100901ACH~217004ASY. Past
medical history was identified as hypertension (HTN), heart
disease (HD), and hyperlipidemia, whereas family history was
identified as T2DM, HTN, and HD.

Identification of RA

To evaluate RA prevalence based on FPG level at the
beginning of the study, subjects were divided into two
subgroups: those with impaired FPG (100-125 mg/dL) and
those with normal FPG (<100 mg/dL), using the American
Association of Clinical Endocrinologists (AACE) clinical
guidelines (2018). RA prevalence was defined as the development
of confirmed RA or chronic postrheumatic arthropathy.
Additionally, to evaluate RA prevalence based on physical
activity level, subjects were divided into two subgroups: those
who had physical activity >3 times/week for at least 20-30
min/day and those who had physical activity <2 times a week.
In this study, the indicated RA prevalence was cumulative,
given that it was difficult to distinguish new RA incidence in

a particular year from the duplicated RA record that would
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appear in the following year in the KNISS.

Physical activity

Physical activity, which was defined as follows: walking for
at least 30 min/day, lightly bicycling for at least 30 min/day,
and jogging or aerobics for at least 20 min/day was assessed
using a simple measurement number in the survey questionnaire,
which was sub-classified into eight numbers based on the
frequency of the three activity types. The eight numbers
indicated the frequency of each physical activity type/week.
Subjects were given a health-related questionnaire at physical
examination; the subjects self-reported their daily number of
activity/week in the questionnaire, and subjects who had at
least 3 days of activity/week were included in the more
frequent physical activity group. Those with less than 2 days
of activity/week were included in the less frequent physical
activity group.

Data analysis
The medical records of the patients were sorted and analyzed

by a professional statistician. To assess patient’s baseline
characteristics, continuous variables were analyzed using a
proc univariate procedure and reported as mean (SD), whereas
categorical variables were analyzed using proc survey freq and
proc logistic procedures and reported as percentages. Based on
stratified, clustered, and systematic sampling, Primary outcome
of unadjusted RA prevalence was evaluated using a proc
logistic procedure and a proc freq procedure; a logistic
regression model was used for p values. Secondary outcome
of risk of cumulative RA prevalence with regard to physical
activity frequency was evaluated using a proc univariate
procedure for mean and SD and a logistic regression for p
value. Using logistic regression with a proc logistic procedure,
the adjusted odds ratio of RA with regard to variables,
including age, FPG, BMI, TG, LDL-C, and past medical
history and family history, was performed to estimate potential
confounding variables. A p-value <0.05 was considered

statistically significant.

Results

Baseline characteristics
The baseline characteristics of prediabetic patients and

patients without impaired fasting plasma glucose (IFG) were
compared (Table 1). Of the 264,978 subjects in the KNISS

58,391
retrospectively. A total of 19,204 individuals were confirmed

database, subjects were included and evaluated
to have prediabetes, whereas 39,186 individuals were confirmed
to be without IFG (control group). As shown in Fig. 1, over
time, FPG levels were significantly higher in prediabetic RA
patients than in the control group (p<0.001). A total of
301,294 individuals were excluded for the following reasons:
18,323 were T2DM patients, 19,129 discontinued follow-ups.
169,135 had missing FPG data and frequency of physical
activity recorded at baseline and at bi-annual visits over the 5-
year follow-up period. Regarding age, 69.0% adults in
prediabetic and 72.8% adults in control group, respectively,
were aged between 50 and 64 years. Family history of diabetes
(p<0.001) and hypertension (p=0.011) were significantly higher
in the prediabetes group compared with the control group. In
addition, past medical history of hypertension (p=0.001) and
dyslipidemia (p<0.001) were significantly higher in the
prediabetes group than in the control group. Overall, chronic
medical conditions were significantly higher in prediabetic
patients than in the control group. The mean FPG level
(p<0.001) was significantly higher in the prediabetes group than
in the control group. Table 1 describes patients’ baseline

characteristics.

Prevalence of RA
RA prevalence was 66 (0.34%) (OR, 0.64; 95% CI, 0.483-

0.840; p=0.001) in the prediabetes group and 211 (0.54%) in
the control group, indicating that the risk of RA development
was not associated with FPG level (Table 2).

Effect of frequency of physical activity on RA prevalence
The results showed that more frequent physical activity

(=23 days/week, >20-30 min/day) had a positive effect on
cumulative RA prevalence in both the prediabetes (0.07%)
and control (0.07%) groups (OR, 1.00; 95% CI, 0.561-2.064;
p=0.825). Less frequent physical activity (up to 2 days/week)
was found to be associated with increased RA prevalence in
both groups (0.27% in the prediabetes vs. 0.47% in the control
group, p<0.001) (Table 3).

Additionally, less frequent physical activity (up to 2 days/
week) was associated with a 3.8~6.7 fold increase in RA
prevalence in both groups (0.07%, p=0.044 in the prediabetes
group, and 0.07%, p=0.007 in the control group), compared
with more frequent physical activity (0.27 and 0.47% in the
prediabetes and control groups, respectively) (Table 4).



Table 1. Baseline characteristics
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Variables Prediabetes (n=19,204) Normoglycemia (n=39,186) p-value
Age, y mean (%)
50-64 13326 (69.0) 28,525 (72.8) <.001
65-79 5879 (31.0) 10,661 (27.2) <.001
Gender, n (%)
Male 10256 (54.0) 17146 (43.8) <.001
Female 8949 (46.0) 22040 (56.2) <.001
Family history, n (%)
Hypertension 2295 (19.1) 4171 (17.0) 0.011
Heart failure 578 (5.8) 1206 (4.9) 0.059
Diabetes 1405 (12.1) 2073 (8.5) <.001
Past medical history, n (%)
Hypertension 6524 (48.4) 9676 (37.1) 0.001
Heart failure 817 (6.0) 1318 (5.1) <.001
Dyslipidemia 1261 (9.2) 1964 (7.6) <.001
Physical activity, n (%)
>3days/week 3599 (18.7) 7192 (18.4) 0.072
Laboratory data, mean (£SD)
Height (cm) 161.8 (¥8.7) 159.5 (£8.5) <.001
Weight (kg) 63.7 (¥10.0) 60.9 (+9.4) <.001
BMI (kg/m?) 24.6 (£2.7) 23.9 (£2.9) <.001
SBP (mmHg) 129 (£15.4) 125 (+15.4) <.001
DBP (mmHg) 79 (£10.0) 77 (£10.0) <.001
FPG (mg/dL) 108.3 (+7.4) 86.5 (£7.8) <.001
Scr (mg/dlL) 1.1 (¥1.4) 1.0 (£1.1) <.001
Total cholesterol (mg/dlL) 204.2 (£39.2) 200.5 (+£36.7) <.001
Triglyceride (mg/dlL) 150.2 (£95.0) 131.7 (£81.1) <.001
HDL-C (mg/dlL)) 55.5 (£32.8) 56.1 (£32.0) 0.309
LDL-C (mg/dL) 121.0 (+42.1) 119.9 (£39.5) 0.001
Hemoglobin (g/dL) 13.9 (£1.4) 13.6 (£1.4) <.001
Medication, n (%) 268 (2.8) 1222 (3.1) 0.066

Data are presented as mean (SD) for continuous variables and number (percentage) for categorical variables.
Abbreviations: BMI, body mass index; SBP, systolic blood pressure; DBP, diastolic blood pressure; Scr, serum
creatinine; HDL-C, high density lipoprotein cholesterol; LDL-C, low density lipoprotein cholesterol.
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2009 2011 2013 Years

Fig. 1. Change in FPG level between adults with prediabetes
and normoglycemia over time FPG level was higher in predio-
betes with RA than normoglycemia with RA over time

The frequency of physical activity-adjusted risk of RA was
3.8 (95% (I, 1.601-6.199; p=0.044), which increased with less
frequent physical activity in both groups. Overall, RA
prevalence among Korean adults, according to the KNISS
database, varied with frequency of physical activity. After
adjusting for BMI, and TG and LDL-C levels and past
medical history, family history, and less frequent physical
activity, the analysis showed that less frequent physical
activity, hypertriglyceridemia, overweight/obesity, and family
history of heart disease were associated with increased risk of
RA in prediabetes, only the association of less frequent

physical activity was significant (Table 5).
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Table 2. Unadjusted cumulative prevalence of rheumatic diseases between adults with prediabetes and control group

T . § .
Prediabetes normoglycemia Unadjusted odds ratio
Total case=19,204 Total case=39,186 (95% CI) p-value
*Rheumatic disease n (%) Rheumatic disease n (%) ° P
66 (0.34) 211 (0.54) 0.64 (0.483-0.840) 0.001

Abbreviations: Cl; confidence interval.

*Rheumatoid diseases were defined by KDC code of diagnosis by physicians.
fPrediabetes was defined as fasting plasma glucose level of 100-125 mg/dL.
SNormoglycemia was defined as fasting plasma glucose level below 100 mg/dL.

Table 3. Cumulative prevalence of *rheumatic diseases according to the amount of physical activity between prediabetes group
and confrol group

T .
prediabetes §Control group
Physical exercise Total=19205 Total=39186 OR _{?g%ec”
n (%) n (%) P
>3 times/week 14 (0.07) 26 (0.07) 1.00 (0.561-2.064) 0.825
<2 times/week 52 (0.27) 185 (0.47) 0.58 (0.422-0.782) <0.001

Abbreviations: Cl; confidence interval.

*Rheumatic diseases were defined as KDC code of diagnosis by physicians.
fPrediabetes was defined as fasting plasma glucose level of 100-125 mg/dlL.
Scontrol group was defined as fasting plasma glucose level below 100 mg/dL.

Table 4. Cumulative prevalence of *rheumatic diseases according to the amount of physical activity between each group

hvs - - -
Physical exercise zgsfniles)fézske PgSIt(i:r:LS)\fg:Ske OR (95% Cl)
n (%) n (%) p-value
Toredicbetes 14 (0.07) 52 (0.27) 0.28 (0.039-0.521) 0.044
Scontrol group 26 (0.07) 185 (0.47) 0.15 (0.063-0.237) 0.007

Abbreviations: Cl; confidence inferval.

*Rheumatic diseases were defined as KDC code of diagnosis by physicians.
fPrediabetes was defined as fasting plasma glucose level of 100-125 mg/dlL.
Scontrol group was defined as fasting plasma glucose level below 100 mg/dL.

Table 5. Effect of variables on progression of rheumatic arthritis in patients with prediabetes or normoglycemia

_ *RA and TPrediabetes (n=19,204) RA and $Normoglycemia (n=39,186)
Variabies Odds Ratio 95 % Cl, pvalue Odds Ratio 95 % CI, pvalue
Age (years, 5 years increments) 1.05 (0.833-1.323) 0.680 1.04 (0.877-1.243) 0.630
Physical exercise (<3 times/week) 3.86 (1.601-6.199) 0.044 6.71 (3.532-9.868) 0.007
BMI (>23 kg/m?) 1.65 (0.538-5.036) 0.382 1.24 (0.834-1.854) 0.285
Past medical history Hypertension 1.04 (0.403-2.695) 0.933 1.05 (0.431-2.573) 0.911
Family history Cardiovascular disease 2.44 (0.737-8.079) 0.144 1.46 (0.639-3.358) 0.366
Triglyceride (=200 mg/dlL) 1.95 (0.448-8.482) 0.374 1.77 (0.756-4.150) 0.188
LDL_C (2130 mg/dL) 0.79 (0.383-1.648) 0.536 0.70 (0.464-1.064) 0.095

Data are presented as mean (SD) for continuous variables and number (percentage) for categorical variables.

Abbreviations: BMI, body mass index; Cl; confidence interval; DBP, diastolic blood pressure; HDL-C, high density lipoprotein cholesterol; LDL-C,
low density lipoprotein cholesterol; SBP, systolic blood pressure; Scr, serum creatinine.

*Rheumatic arthritis was defined as KDC code of diagnosis by physicians.

fPrediabetes was defined as fasting plasma glucose level of 100-125 mg/dlL.

SNormoglycemia was defined as fasting plasma glucose level below 100 mg/dL.

Discussion frequency of physical activity and RA prevalence in
prediabetic adults was assessed. The results showed that the

In this cohort observational study, the association between  cumulative prevalence of RA was significantly lower in



prediabetic subjects with frequent physical activity (=3 days/
week). This cohort study highlights the importance of frequent
physical activity in preventing the development of inflammatory
RA in prediabetic adults. The prevalence of RA in the US
reportedly ranges from 0.41 to 0.54%.%® In China and Japan,
it is lower, but it varies with gender and age.?” In the present
study, RA was observed in 0.07% of Korean prediabetic
subjects with frequent physical activity (=3 days/week for at
least ~20-30 min/day), compared with those with less frequent
physical activity. This finding suggests that the lower risk of
RA development may be an evidence of the mechanism of
previously observed outcomes.

Several previous studies have assessed the association
between physical activity and chronic disease. In one study,
the prevalence of physical inactivity and obesity among US
adults with prediabetes and arthritis was found to be 56.5 and
50.1%, respectively, higher than that in adults without
prediabetes and arthritis.’” Physical inactivity is reportedly
associated with the risk of progression to chronic diseases
including obesity, prediabetes, T2DM, coronary heart disease,
and RA.'>?12) Conversely, physical activity reduces pro-
inflammatory markers by IL-6 production, hence inhibiting
chronic disease development.>**9 It induces IL-10-mediated
anti-inflammatory response and IL-18 inhibition.3?* This
study confirmed the results of previous studies.

In accordance with the physical activity recommendations of
the American Diabetes Association, most adults with T2DM
should engage in moderate-to-vigorous intensity aerobic activity
at least 3 days/week (150 min/week), with no more than 2
consecutive days without activity.>! Because activity-induced
improvement in insulin activity (decreased rapidly) is
dependent on the duration and intensity of previous activity,
adults should participate in aerobic activity at least 3 days/
week with no more than 2 consecutive days without activity.?%>"

As the prevalence and incidence of diabetes increase
worldwide,3? regular physical activity could play an important
role in the reduction of the risk of developing of T2DM and
RA in prediabetic adults.’ Additionally, US adults with
metabolic syndromes are reportedly associated with a 2-fold
risk of developing T2DM and CVD.'*** Moreover, owing to
several hypotheses, it is advisable to consider RA development
in adults with obesity, as they might have metabolic syndrome
(MS) and/or chronic inflammatory diseases.

The results of the Bianchi G study showed that a high

vVO2 level was associated with both good health and

max
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morbidity prevention. It showed that a 2.5-fold higher VO2,,,,
variance existed in the sedentary population,® attributed to
phenotype-individualized variation of genes for responsiveness
to aerobic activity and disease susceptibility. Pharmacologically,
physical activity may interact with drug efficacy and organ
functions.>® Additionally, the results of the Bianchi G study
showed that physical inactivity, which is a risk factor of
MS,? as well as dyslipidemia, hypertension, hyperglycemia,
and obesity, is associated with increased risk of T2DM.3"3® It
also showed that physical inactivity is associated with reduced
skeletal muscle blood flow, as well as reduced vascular
endothelial nitric oxide synthase expression.'”

Between 2009 and 2013, the prevalence of diabetes and
prediabetes among Korean adults aged >30 years was 5
million (14.4%) and 8.7 million (25.3%).4>*" RA prevalence
among Korean adults aged >19 years was 2.0% in 2005.4?
Additionally, the Origuchi T study reported a high RA
incidence (4.3%) in adults with DM and prediabetes, but low
(2.0%) incidence in adults with normal blood glucose levels
aged >46 years in Japan.Y These studies showed a wide
variation in RA prevalence, which can be attributed to the
difference in their sample stratification and methods for
estimating RA prevalence. The Origuchi T study® collected
data on subjects with prediabetes, including patients on DM
drug treatment. Thus, the higher RA incidence reported may
be due to subject selection bias. Additionally, the Hur NW.
study*?
musculoskeletal diseases, individually interviewing different

surveyed only a major chronic disease associated with

household members; however, patients with sub-sicknesses of
musculoskeletal disease seem to be omitted from the subjects,
making it difficult for the results to reflect the exact number
of RA patients. Therefore, during studies, it is necessary to
estimate RA prevalence by stratification of homogeneous
populations. To avoid selection bias, omission bias, and
interviewer bias, the present study included both main-
sickness and sub-sickness codes for RA, excluded diabetic
patients, and confirmed RA status in prediabetic Korean
patients. Thus, the results reflect lower RA prevalence®®
among prediabetic subjects, than that reported in previous
studies.

This study had some strengths. Firstly, all the data regarding
frequency of physical activity, in relation to RA outcomes,
were derived from large population-based survey cohort data,
and frequency of physical activity was estimated using a

simple frequency measurement number in the survey questionnaire.
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Additionally, the collected physical activity data can be used
to identify the exact frequency of physical activity and number
of individuals involved. The additional benefits of using this
survey questionnaire were that it minimized measurement
error and the cost associated with collecting clinical data.
However, it also had some limitations. Firstly, there might
have been a response bias in the self-reporting of frequency of
physical activity measurement,*> to impress management.*>)
Further, this study was designed to evaluate the association
between RA and frequency of physical activity. Of the
rheumatic conditions, neuropathic arthropathy, carpal tunnel
syndrome, diffuse idiopathic skeletal hyperostosis, and tendinopathy
were excluded. Thus, the RA outcomes in this study may not
reflect the prevalence of other rheumatic conditions among
prediabetic Korean adults.

Despite these limitations, this study supports the association
that RA prevalence is lower in prediabetic adults with more
frequent physical activity, compared with those with less
frequent physical activity, and that lack of physical activity

39)

causes chronic diseases, including diabetes, RA, and

prediabetes.

Conclusion

RA prevalence is associated with frequency of physical
activity and not fasting plasma glucose level in prediabetes.
Over time, a sedentary lifestyle affected the development of
RA in both groups. Physical activity plays an important role in
the reduction of the risk of RA development in prediabetic
Korean adults.

Acknowledgments

The author is grateful to Dr. Junsung Kang, from the
department of Informational Statistics in Gang Neung-Wnoju
National University, for his support in statistical analyses.

Source of Funding

This research was supported by the Duksung Women’s
University Research Grant 2018, Seoul, Republic of Korea
(grant number: 3000002969).

Conflicts of Interest

The author has no institutional interest or conflicts.

10.

11.

12.

13.

14.

15.

16.

17.

References

. A-Homood IA. Rheumatoid arthritis in patients with diabetes

mellitus. Clin Rheumatol 2013; 32:527-33.

. Burner TW and Rosenthal AK. Diabetes and rheumatoid arthritis.

Current Opinion in Rheumatology 2009;21(1):50-4.

. Kim HR. Rheumatic Manifestations of Diabetes. J Korean Diabetes

2013;14(4):182-5.

. Origuchi T, Yamaguchi S, Inoue A, et al. Increased incidence of pre-

diabetes mellitus at a department of rheumatology: a retrospective
study. Mod Rheumatol 2011;21:495-9.

. Ruscitti P, Cipriani P, Carubbi F, ef al. The role of IL-1f in the bone

loss during rheumatoid arthritis. Mediators Inflamm 2015;2015:1-
10.

. Ursini F, Russo E, D’Angelo S, et al. Prevalence of undiagnosed

diabetes in rheumatoid arthritis: a OGTT study. Medicine 2016;
95(7):1-7.

. Ruscitti P, Ursini F, Cipriani P, e al. Poor clinical response in

rheumatoid arthritis is the main risk factor for diabetes development
in the short-term: A 1-year, single-centre, longitudinal study. PLoS
ONE 2017;12(7):1-16.

. Arend WP. Cytokine imbalance in the pathogenesis of rheumatoid

arthritis: the role of interleukin-1 receptor antagonist. Semin
Arthritis Rheum 2001;30 suppl(2):1-6.

. Lucas R, Parikh SJ, Sridhar S, et al. Cytokine profiling of young

overweight and obese female African American adults with
prediabetes. Cytokine 2013;64(1):310-5.

Muiioz-Canoves P, Scheele C, Pedersen BK, et al. Interleukin-6
myokine signaling in skeletal muscle: a double-edged sword?.
FEBS J 2013;280(17):4131-48.

Steensberg A, Fischer CP, Keller C, ef al. IL-6 enhances plasma IL-
Ira, IL-10, and cortisol in humans. Am J Physiol Endocrinol Metab
2003;285:E433-E7.

Sharif K, Watad A, Bragazzi NL, er al. Physical activity and
autoimmune diseases: Get moving and manage the disease.
Autoimmunity Reviews 2018;17(1):53-72.

Van den Ende CHM, Breedveld FC, le Cessie S, et al. Effect of
intensive exercise on patients with active rheumatoid arthritis: a
randomised clinical trial. Ann Rheum Dis 2000;59(8):615-21.
Andonian BJ, Bartlett DB, Huebner JL, ef al. Effect of high-intensity
interval training on muscle remodeling in rheumatoid arthritis
compared to prediabetes. Arthritis Ther 2018;20:2-9.

Kraus WE, Yates T, Tuomilehto J, er @l Relationship between
baseline physical activity assessed by pedometer count and new-
onset diabetes in the NAVIGATOR trial. BMJ Open Diab Res Care
2018;6:1-7

Tierney M, Fraser A, Kennedy N. Physical activity in rheumatoid
arthritis: a systematic review. ] Phys Act Health 2012;9(7):1036-48.
Sokka T, Hakkinen A, Kautiainen H, ef al. Physical inactivity in



18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

patients with rheumatoid arthritis: data from twenty-one countries in
a cross-sectional, international study. Arthritis Rheum 2008;
59(1):42-50.

Giacomelli R, Gorla R, Trotta F, et al. Quality of life and unmet
needs in patients with inflammatory arthropathies: results from the
multicentre, observational RAPSODIA study. Rheumatology
(Oxford) 2015;54(5):792-7.

Lange E, Palstam A, Gjertsson I, er al. Aspects of activity with
person-centred guidance influencing the transition to independent
activity: a qualitative interview study among older adults with
rheumatoid arthritis. Eur Rev Aging Phys Act 2019;16(4):1-12.
Sandoval-Rosario M, Nayeri BM, Rascon A, et al. Prevalence of
Arthritis Among Adults with Prediabetes and Arthritis-Specific
Barriers to Important Interventions for Prediabetes—United States,
2009-2016. MMWR 2018;67(44):1238-41.

American Diabetes Association Standards of Medical Care in
Diabetes-2019 A bridged for Primary Care Providers. Diabetes Care
2018;42(Suppl):S1-S194.

Kim KS and Park SW. Activity and T2DM: ACSM and ADA Joint
Position Statement. J Korean Diabetes 2012;13:61-8.

Kucharski D, Lange E, Ross AB, ef al. Moderate-to-high intensity
activity with person-centered guidance influences fatigue in older
adults with rheumatoid arthritis. Rheumatol Int 2019; 39(9):1585-
94.

Booth FW, Robert CKs, Laye MJ. Lack of activity is a major cause
of chronic diseases. Compr Physiol 2012;2(2):1143-211.

Yates T, Davies MJ, Haffner SM, er al. Physical activity as a
determinant of fasting and 2-h post-challenge glucose: a prospective
cohort analysis of the NAVIGATOR trial. Diabet Med 2015;32:
1090-6.

Hunter TM, Boytsov NN, Zhang X, ef al. Prevalence of rheumatoid
arthritis in the United States adult population in healthcare claims
databases, 2004-2014. Rheumatol Int 2017;37:1551-7.

Silman AJ and Pearson JE. Epidemiology and genetics of
rheumatoid arthritis. Arthritis Res 2002: 4 (suppl 3):S265-S72.
Rutledge GE, Lane K, Merlo C, et al. CooRAinated Approaches to
Strengthen State and Local Public Health Actions to Prevent
Obesity, Diabetes, and Heart Disease and Stroke. Prev Chronic
Dis.2018; 25(15):1-7.

Steensberg A, Keller C, Starkie RL, er al. 1L-6 and TNF-alpha
expression in, and release from, contracting human skeletal muscle.
Am J Physiol Endocrinol Metab 2002; 283:E1272-8.

Krick S, Helton ES, Hutcheson SB, ef al. FGF23 Induction of O-
Linked N-Acetylglucosamine Regulates IL-6 Secretion in Human
Bronchial Epithelial Cells. Front Endocrinol 2018; 9:1-10.

Colberg SR, Sigal RJ, Fernhall B, ef al. American College of Sports

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

Physical Activity and Rheumatoid Arthritis in Prediabetes /285

Medicine; American Diabetes Association. Activity and type 2
diabetes: the American College of Sports Medicine and the
American Diabetes Association: joint position statement. Diabetes
Care 2010;33:¢147-67.

Narayan KM, Boyle JP, Thompson TJ, et al. Lifetime risk for
diabetes mellitus in the United States. JAMA 2003;290:1884-90.
Jeon CY, Lokken RP, Hu FB, ef al. Physical activity of moderate
intensity and risk of type 2 diabetes: a systematic review. Diabetes
Care 2007;30:744-52.

Alberti KG, Eckel RH, Grundy SM, et al. Harmonizing the
metabolic syndrome: a joint interim statement of the International
Diabetes Federation Task Force on Epidemiology and Prevention;
National Heart, Lung, and Blood Institute; American Heart
Association; World Heart Federation; International Atherosclerosis
Society; and International Association for the Study of Obesity.
Circulation 2009;120:1640-5.

Bouchara C, An P, Rice T, ef al. Familial aggregation of VO(2max)
response to activity training: results from the HERITAGE Family
Study. J Appl Physiol 1999;87:1003-8.

Cocco G and Pandolfi S. Physical activity with weight reduction
lowers blood pressure and improves abnormal left ventricular
relaxation in pharmacologically treated hypertensive patients. J Clin
Hypertens (Greenwich) 2011;13:23-9.

Bianchi G, Rossi V, Muscari A, et al. Physical activity is negatively
associated with the metabolic syndrome in the elderly. QJIM
2008;101:713-21.

Fora ES, Kohl HW, Mokdad AH, et al. Sedentary behavior, physical
activity, and the metabolic syndrome among U.S. adults. Obes Res
2005;13:608-14.

Booth FW, Roberts CK, Laye MJ. Lack of activity is a major cause
of chronic diseases. Compr Physiol 2012;2(2):1143-211.

Kwun HS, Kim WH, Lee DY, et al. Current status and Need for a
Korean Diabetes Prevention Study. Public Health Wkly Rep
2015;8:746-53.

Song SO, Song YD, Kim DO, et al. Research report: National
prevalence of diabetes and characteristic during 10 years based on
National Health Insurance Service data. National Health Insurance
Service Ilsan Hospital Research, 2014-20-009. Gyunggi-do, South
Korea: Kyungsung Munwhasa, 2014:1-98.

Hur NW, Choi CB, Uhm WS, et al. The Prevalence and Trend of
Arthritis in Korea: Results from Korea National Health and
Nutrition Examination Surveys. J Korean Rheum Assoc
2008;15(1):11-26.

Brenner PS and DeLamater J. Lies, Damned Lies, and Survey Self-
Reports? Identity as a Cause of Measurement Bias. Soc Psychol Q
2016;79(4):333-54.



