& frontiers | Frontiers in

@ Check for updates

OPEN ACCESS

EDITED BY
Wen Hu,
Sichuan University, China

REVIEWED BY
Annelie Bilberg,

Sahlgrenska University

Hospital, Sweden

Tong Ji,

Xuanwu Hospital, Capital Medical
University, China

Wenfeng Tan,

Nanjing Medical University, China

*CORRESPONDENCE
Jian-Da Ma
majd@mail.sysu.edu.cn
Lie Dai
dailie@mail.sysu.edu.cn

"These authors have contributed
equally to this work

SPECIALTY SECTION

This article was submitted to
Clinical Nutrition,

a section of the journal
Frontiers in Nutrition

RECEIVED 30 July 2022
accepTeD 02 November 2022
PUBLISHED 23 November 2022

CITATION

Pan J, Zou Y-W, Zhu Y-Y, Lin J-Z,

Wu T, Yang Z-H, Zhang X-P, Zhang Q,
Zheng H-W, He X-L, Cheng W-M,

Ma J-D and Dai L (2022) Muscle mass
loss is associated with physical
dysfunction in patients with early
rheumatoid arthritis.

Front. Nutr. 9:1007184.

doi: 10.3389/fnut.2022.1007184

COPYRIGHT
© 2022 Pan, Zou, Zhu, Lin, Wu, Yang,
Zhang, Zhang, Zheng, He, Cheng, Ma
and Dai. This is an open-access article
distributed under the terms of the
Creative Commons Attribution License
(CC BY). The use, distribution or
reproduction in other forums is
permitted, provided the original
author(s) and the copyright owner(s)
are credited and that the original
publication in this journal is cited, in
accordance with accepted academic
practice. No use, distribution or
reproduction is permitted which does
not comply with these terms.

Frontiersin Nutrition

TYPE Original Research
PUBLISHED 23 November 2022
pol 10.3389/fnut.2022.1007184

Muscle mass loss is associated
with physical dysfunction in
patients with early rheumatoid
arthritis
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Hu-Wei Zheng!, Xiao-Ling He*, Wan-Mei Cheng?*,
Jian-Da Ma'* and Lie Dai ® **

!Department of Rheumatology, Sun Yat-Sen Memorial Hospital, Sun Yat-sen University, Guangzhou,
China, 2Division of Clinical Research Design, Sun Yat-Sen Memorial Hospital, Sun Yat-sen University,
Guangzhou, China, *Department of Radiology, Sun Yat-Sen Memorial Hospital, Sun Yat-sen

University, Guangzhou, China, *Shanghai Healthcare Co. Ltd., Zhangjiang Innopark, Shanghai, China

Background: Muscle mass loss is common in long-standing rheumatoid
arthritis (RA). The aim was to explore the prevalence and effects of RA disease
characteristics in patients with early RA.

Methods: This cross-sectional study was carried out based on a Chinese RA
cohort and control subjects. The body composition (BC) was assessed using
bioelectric impedance analysis. Myopenia was defined by an appendicular
skeletal muscle mass index of < 7.0 kg/m2 inmenand <5.7 kg/rn2 in women.
Physical dysfunction was defined as a health assessment questionnaire
disability index > 1. Propensity score matching was performed to balance age
and gender differences among patients with early RA (disease duration < 12
months) and established RA, and controls (with 1:3:3 matching).

Results: In total, 2017 controls and 1,008 patients with RA were recruited for
this study. Among the patients with RA, there were 190 (18.8%) patients with
early RA, with a median disease duration of 7 (4, 11) months. The matched
patients with early RA (n = 160) showed a higher prevalence of myopenia
than the matched controls (41.3 vs. 15.8%, P < 0.0167), but no difference was
found in the matched patients with established RA (41.3 vs. 50.4%, P > 0.0167).
Compared with the patients with established RA, the patients with early RA
exhibited higher disease activity scores [disease activity score in 28 joints with
four variables including C-reactive protein (DAS28-CRP): median 4.76 vs. 3.93,
P < 0.001] and a higher prevalence of physical dysfunction (26.3 vs. 19.4%, P =
0.035). In the patients with early RA, patients with myopenia showed a higher
prevalence of physical dysfunction than those without myopenia (41.3 vs.
15.5%, P < 0.001), among which walking and common daily activities were the
most involved subdimensions. Multivariate logistic regression analysis showed
that DAS28-CRP was positively associated with myopenia [adjusted odds ratio
(AOR) 1.558, 95% CI (1.138-2.132)], and myopenia [AOR 2.983, 95% ClI (1.192-
7.465)] was independently associated with physical dysfunction in the patients
with early RA.
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Conclusion: Our data indicate the importance of early detection of muscle
involvement in the early stage of RA and imply the significance of early
aggressive control of disease activity for the prevention of myopenia and
physical dysfunction in patients with early RA. Our study provides a new
perspective on RA management.

early rheumatoid arthritis, body composition, muscle mass loss, physical dysfunction,

inflammation

Introduction

(RA) is a chronic

inflammatory disease leading to joint damage and disability (1).

Rheumatoid arthritis common
An unfavorable alteration of body composition (BC) has been
reported in patients with RA, including a loss of muscle mass,
concurrent with or without increased fat mass (2-6). Myopenia,
a novel nomenclature for the presence of muscle wasting
caused by clinical diseases, has been reported to be common
in patients with RA (7). We previously reported that 45.1% of
Chinese patients with RA were complicated with myopenia (3),
especially elderly patients with RA (54.5%) (4). The increasing
prevalence of myopenia has been well-recognized in patients
with long-standing RA, which may be associated with prolonged
disease duration (3, 4, 8). However, less is known about BC
alteration and its effects on RA disease characteristics in the
early stage of RA.

Myopenia has been reported to be associated with more
active disease, worsening physical dysfunction, severe joint
destruction, and even increased risk of cardiovascular diseases
and mortality in patients with established RA (3, 4, 8).
However, the results of the associations between RA disease
characteristics and loss of muscle mass in patients with
early RA are inconsistent regarding the restricted evidence.
Furthermore, there is a lack of comparison of muscle mass
and strength between patients with early and established
RA. Based on our large-scale RA cohort, we aimed to
explore the alteration and significance of BC in patients
with early RA with a disease duration < 12 months and
to compare with matched controls as well as patients with
established RA.

Methods
Study population

We conducted a cross-sectional study which was drawn
from our RA cohort (3, 4). Patients in the hospital ward or
outpatient clinic who fulfilled the 2010 classification criteria
for RA (9) were recruited from September 2015 to January
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2022. Patients younger than 16 years and those accompanied
by other connective tissue diseases, infection, malignancy,
pregnancy, and other diseases that may affect physical function
(e.g., stroke) were excluded. According to disease duration,
patients were classified as early (<12 months) or established RA
(>12 months) (10). Controls were staff in Zhangjiang InnoPark
of Shanghai from June 2015 to August 2016 and in Sun Yat-
Sen Memorial Hospital from May 2019 to March 2022 who
voluntarily participated in this study. These control subjects
were excluded if self-reported with a history of connective
tissue diseases, cancer, severe chronic diseases, mental
disorders, implanted electronic devices, current infection,

or pregnancy.

Demographic and clinical data collection

The demographic and clinical data of patients with RA
were recorded at enrollment, as we previously reported
(3, 4), including gender, age, smoking history, body mass
index (BMI), disease duration, disease activity, radiographic
indicators, physical function, comorbidities, serum albumin,
and previous medications. Disease activity was assessed with
a disease activity score in 28 joints with four variables
including erythrocyte sedimentation rate (DAS28-ESR), disease
activity score in 28 joints with four variables including C-
reactive protein (DAS28-CRP), Simplified Disease Activity
Index (SDAI), and Clinical Disease Activity Index (CDAI).
Radiographic indicators included modified total Sharp score
(mTSS), joint space narrowing (JSN) subscore, and joint erosion
(JE) subscore.

Physical function was measured by the Stanford Health
Assessment Questionnaire (HAQ). HAQ is a disease-specific
instrument to assess the functional status of RA, which includes
eight subdimensions (11). The HAQ score ranges from 0 to 3,
with higher scores indicating more severe dysfunction. Physical
dysfunction was defined as a HAQ disability index (HAQ-DI)
> 1, as described previously (3, 12), and physical dysfunction
of the eight subdimensions was defined as the score of that
subdimension > 1.
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Body composition assessments

Body
bioelectric

composition parameters were measured by
InBody 230

device (Biospace Co., Shanghai, China), as we previously

impedance analysis using an
reported (3, 4). The appendicular skeletal muscle mass
index (ASMI) was defined as appendicular skeletal muscle
mass/height? (kg/m?). Myopenia was defined by an ASMI
< 7.0 kg/m? in men and < 57 kg/m? in women (13),
while overfat was defined by the percentage of body
fat mass (BF%) > 25% in men and > 35% in women,

respectively (14).

Statistical analysis

Statistical analyses were conducted by SPSS software
(version 25.0) and R software (version 4.0.4). Differences
between the two groups were detected by Students t-test or
the Mann-Whitney U-test or chi-squared test for continuous
or categorical variables. Propensity score matching was brought
to balance age and gender distribution among the patients with
early RA and established RA, and controls (in 1:3:3 matching)
for comparisons of BC characteristics. One-way analysis of
variance (ANOVA) and the chi-squared test were used for the
comparison of continuous variables and categorical variables
among the three groups, respectively. Bonferroni correction was
further performed for multiple comparisons to correct the type I
error. Subgroup analyses according to gender were conducted
to estimate the differences in BC characteristics among the
three groups.

Logistic regression analyses were conducted to evaluate the
associations between RA disease activity (including DAS28-
ESR, DAS28-CRP, SDAI, and CDAI) and myopenia/overfat
in the patients with early and established RA separately.
In Model 1, gender, age, smoking history, rheumatoid
factor (RF) status, anti-cyclic citrullinated peptide antibody
(ACPA) status, comorbidities, level of serum albumin, and
previous treatment were adjusted for, while the mTSS was
further added to Model 2, and BMI and BF%/ASMI were
added to Model 3. Similar logistic regression analyses in
different adjusting models were performed to identify the
associations between BMI, BC (ASMI, myopenia, BF%,
and overfat), and physical dysfunction in the patients with
early and established RA separately. Subgroup analyses
according to gender were also performed to distinguish
whether there were differences in the associations of BC
with physical dysfunction between female and male patients
with early and established RA. A two-tailed P-value <
0.05 was
the P-value (<0.0167) of Bonferroni correction used in

considered statistically significant, except for

multiple comparisons.
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Results

Demographic and clinical characteristics
of patients with RA

Of the 1,342 patients with RA recruited, 266 patients
without BC assessment and 68 patients with other diseases were
excluded. Hence, a total of 1,008 patients with RA and 2017
controls were qualified for analysis (Figure 1). In the RA group,
809 (80.3%) patients were female, with a mean age of 51.1
=+ 12.6 years and a median disease duration of 57 (IQR 21—
120) months. According to CDAI, 184 (18.3%) patients were in
remission (CDAI < 2.8), while 824 (81.7%) were active (CDAI
> 2.8). In total, 21.9% of patients with RA were treatment-naive
who had not received glucocorticoids or disease-modifying
antitheumatic drug (DMARD) therapy for at least 6 months
before enrollment (Supplementary Table 1).

There were 190 (18.8%) patients with early RA (median
disease duration 7 months) and 818 (81.2%) patients with
established RA (median disease duration 72 months). Compared
with the patients with established RA, the patients with early
RA were younger (mean 49.2 years vs. 51.6 years), had a
higher proportion of male patients (28.4 vs. 17.7%), and had
a shorter disease duration and lower radiographic scores (all
P < 0.05). Meanwhile, the patients with early RA had a lower
level of serum albumin, more active RA, and more severe
and higher prevalence of physical dysfunction (all P < 0.05,
Supplementary Table 1).

BC characteristics of patients with early
RA and established RA

Of the control subjects, there were 53.0% female subjects,
with a mean age of 34.8 £ 10.1 years. Compared with the
controls, the patients with RA were more predominantly female
and older (both P < 0.001). After matching by gender and age
(1:3:3), 160 patients with early RA, 480 patients with established
RA, and 480 controls were qualified for comparison.

Compared with the matched controls, both the matched
patients with early and established RA had lower BMI, decreased
skeletal muscle mass and muscle mass distributed in the trunk
and appendicular extremities, together with a higher prevalence
of myopenia (early RA: 41.3 vs. 15.8%; established RA: 50.4
vs. 15.8%, both P < 0.0167, Table 1). Although the patients
with established RA showed further decreased muscle mass, the
prevalence of myopenia in patients with early RA was as high
as that in established RA (41.3 vs. 50.4%, P > 0.0167). For
body fat mass, when compared with the matched controls, the
patients with established RA, but not early RA, showed a higher
prevalence of overfat (established RA: 32.7 vs. 22.7%, P < 0.0167;
early RA: 26.9 vs. 22.7%, P > 0.0167).

frontiersin.org


https://doi.org/10.3389/fnut.2022.1007184
https://www.frontiersin.org/journals/nutrition
https://www.frontiersin.org

Pan et al.

10.3389/fnut.2022.1007184

1342 RA patients aged > 16y
recruied between 2015-2022

1076 RA patients with available
BC assessment

266 Excluded
Without BC assessment or unable to
cooperate with assessment (e.g., stroke,
poliomyelitis, pregnancy, etc.)

68 Excluded
37 Overlapped with other autoimmune diseases
(e.g. systemic lupus erythematosus, systemic
sclerosis, dermatomyositis, etc)
24 Accompanied with malignancy
7 Other excluding reasons(e.g., current
infection, severe mental disorders, etc.)

1008 RA patients included

190 Early RA
(Disease duration < 12 months)

818 Established RA
(Disease duration > 12 months)

FIGURE 1

Flow diagram of patients with RA included. RA, rheumatoid arthritis; BC, body composition.

Clinical characteristics of patients with
myopenia or overfat in early and
established RA

There were 42.1% (80/190) patients with early RA and
51.3% (420/818) patients with established RA had myopenia
(P = 0.022). In the patients with early RA, the prevalence
of myopenia was 37.5% (6/16) in patients with remission
and 42.5% (74/174) in those with active RA, including 34.0%
(17/50), 39.0% (23/59), and 52.3% (34/65) in patients with
low disease activity (LDA, 2.8 < CDAI < 10), moderate
disease activity (MDA, 10 < CDAI < 22), and high disease
activity (HAD, CDAI > 22), respectively. While in the patients
with established RA, the prevalence of myopenia was 40.5%
(68/168) in patients with remission and 54.2% (352/650) in
those with active RA (P = 0.697), including 44.3% (101/228),
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56.2% (127/226), and 63.3% (124/196) with LDA, MDA, and
HDA, respectively. Compared with those without myopenia,
patients with myopenia in both early and established RA
groups had higher levels of ESR and CRP, more active RA,
a higher prevalence of cardiovascular diseases, and a lower
level of serum albumin (Table 2). In addition, the patients with
myopenia in the established RA group also had a longer disease
duration and more severe radiographic damage including
higher mTSS, JSN, and JE subscores than those without (all
P < 0.05, Table 2).

There were 26.8% (51/190) patients with early RA and
35.9% (294/818) patients with established RA showing overfat
(P = 0.017). In the patients with early RA, the prevalence
of overfat was 31.3% (5/16) in the patients with remission
and 26.4% (46/174) in those with active RA, including 20.0%
(10/50), 23.7% (14/59), and 33.8% (22/65) in LDA, MDA, and
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TABLE 1 Comparisons of BC characteristics among patients with early RA, established RA, and controls.

Characteristics Before matching After matching*
Control Early RA  Established P Control Early RA  Established P
subjects (n  (n=190) RA (n= subjects (n  (n=160) RA (n=
=2,017) 818) = 480) 480)

Female, 1 (%) 1,069 (53.0) 136 (71.6) 673 (82.3) <0.001 357 (74.4) 108 (67.5) 346 (72.1) 0.236
Age, years 34.8 4 10.1 49241345 516+ 12.4% <0.001 462+ 10.2 46.8 +£12.2 46.6 £ 123 0.782
Height, cm 166.5 £ 8.1 160.5 £7.3°  157.7 £6.9° <0.001 1622 £7.4 161.0 £7.1 159.4 £ 7.1°% <0.001
Weight, kg 63.04 123 56.1 +9.1* 5454+ 9.7 <0.001 61.0 4109 56.3 & 8.8* 54.9 +£9.7* <0.001
BMI, kg/m?* 230432 21.8 £+ 3.3 21.9 £3.3° <0.001 23.1+3.1 21.7 £3.2° 21.6 +3.2° <0.001
BMI subgroups <0.001 <0.001
Underweight, n (%) 156 (7.7) 32 (16.8)* 126 (15.4)* 25 (5.2) 28 (17.5)* 87 (18.1)*
Normal weight, 1 (%) 1,244 (61.7) 115 (60.5) 483 (59.0) 277 (57.7) 99 (61.9) 290 (60.4)
Overweight, (%) 514 (25.5) 37(19.5) 172 (21.0) 152 (31.7) 28 (17.5)* 83(17.3) %
Obese, 1 (%) 103 (5.1) 6(3.2) 37 (4.5) 26 (5.4) 5(3.1) 20 (4.2)
Muscle mass assessment
Skeletal muscle mass, kg 26.1 £6.0 21.7 + 3.9% 20.2 + 4.0%% <0.001 240+5.3 22.0 + 4.0° 20.9 + 4.4*& <0.001
Trunk muscle, kg 20.8 +4.4 17.6 £3.1% 16.5 +3.2°% <0.001 19.5+3.9 17.9 £3.1% 17.0 £ 3.5 <0.001
Upper extremity muscle, kg 48+ 14 3.9 £ 1.0° 3.5+ L1 <0.001 44+13 3.9+ 1.0° 3.7 £ L1 <0.001
Lower extremity muscle, kg 150 £ 34 123 +£2.5 113 +£2.5% <0.001 135+3.0 125 +£2.5% 11.8 £ 2.6 <0.001
ASMI, kg/m?* 7.0+ 1.1 6.2 409" 5.9 + 1.0% <0.001 6.7+ 1.1 6.3+0.9° 6.0 £ 1.0% <0.001
Myopenia, 1 (%) 278 (13.8) 80 (42.1) 420 (51.3)* <0.001 76 (15.8) 66 (41.3) * 242 (50.4) * <0.001
Fat mass assessment
Fat mass, kg 158 £54 16.0 £ 6.4 16.8 £ 6.3% <0.001 172+£53 15.6 £ 6.2° 16.1 £6.1% 0.003
Trunk fat, kg 7.8+3.0 7.7+3.5 8.2+ 34" 0.015 8.6+3.0 7.6 +3.4% 7.8 +3.4% <0.001
Upper extremity fat, kg 20409 224117 244 1.1°% 0.016 22409 21410 22410 0.329
Lower extremity fat, kg 50+1.5 50+18 53+ 1.8 <0.001 53+ 14 49+ 1.7 51+17 0.014
BF%, % 25.0+6.6 27.9 + 8.6" 30.3 + 8.3 <0.001 28.0+6.6 273487 289483 0.044
Overfat, n (%) 389 (19.3) 51 (26.8)* 294 (35.9)* <0.001 109 (22.7) 43 (26.9) 157 (32.7)* 0.002

Values of continuous variables were presented as mean and standard deviation or median with interquartile range according to distributions, and categorical variables were presented as

numbers and percentages.

"Propensity score matching among patients with early RA and established RA, and controls with 1:3:3 matching by gender and age.

Comparisons among three groups by the one-way ANOVA test or chi-squared test. A P-value < 0.05 was defined as a significant difference, which was shown in bold.
#Compared patients in early and established RA groups with controls in Bonferroni correction, P < 0.0167.

&Compared patients in established RA with patients in early RA in Bonferroni correction, P < 0.0167.

BC, body composition; RA, rheumatoid arthritis; BMI, body mass index; ASMI, appendicular skeletal muscle mass index; BF%, percentage of body fat mass.

HDA, respectively. While in patients with established RA, the
prevalence of overfat was 29.8% (50/168) in the patients with
remission and 37.5% (244/650) in those with active RA (P =
0.002), including 32.5% (74/228), 33.2% (75/226), and 48.5%
(95/196) in LDA, MDA, and HDA, respectively. Compared with
those without overfat, patients with overfat in both the early and
established RA groups were older, had more severe radiographic
damage including higher mTSS and JE subscores and had
more comorbidities (all P < 0.05, Supplementary Table 2).
Additionally, the patients with overfat in the established RA
group were also characterized with higher levels of ESR and CRP,
and more active RA than those without overfat (all P < 0.05,
Supplementary Table 2).
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Associations of disease activity with
myopenia or overfat in patients with early
and established RA

The associations of RA disease activity with myopenia or
overfat in patients with early and established RA are represented
in Figure 2 and Supplementary Table 3. Higher disease activity
scores, including DAS28-ESR, DAS28-CRP, SDAI, and CDAI,
were positively associated with myopenia in both the patients
with early and established RA (all P < 0.05). Even after adjusting
all other potential confounding factors by step (Model 1 to
Model 3), there were still positive associations between DAS28-
CRP and myopenia in both the patients with early [Model
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TABLE 2 Clinical characteristics of patients with myopenia in early and established RA.

Early RA Established RA

Characteristics Non-myopenia Myopenia p* Non-myopenia Myopenia p*

(n=110) (n=80) (n =398) (n = 420)
Female, 1 (%) 84 (76.5) 52 (65.0) 0.086 318(79.9) 355 (84.5) 0.083
Age, years 483+ 11.7 50.3 £ 15.5 0.225 51.5+11.1 51.7 £ 135 0.211
Disease duration, month 8(4,11) 7 (4,10) 0.605 60 (36, 120) 84 (36, 140) 0.001
Smoking history 0.038 0.984
Active smoking, 1 (%) 20 (18.2) 24 (30.0) 55 (13.8) 59 (14.0)
Passive smoking, n (%) 35(31.8) 14 (17.5) 114 (28.6) 118 (28.1)
No smoking, # (%) 55 (50.0) 42 (22.1) 229 (57.5) 243 (57.9)
Positive RE, n (%) 80 (72.7) 61 (76.3) 0.584 248 (62.3) 298 (71.0) 0.009
Positive ACPA, n (%) 87 (79.1) 59 (73.8) 0.389 273 (68.6) 305 (72.6) 0.206
Core disease activity indicators
28TJC 4(1,8) 5(2,12) 0.112 2(0,5) 3(1,8) <0.001
28SJC 3(0,5) 3(1,9) 0.040 1(0,3) 2(0,5) <0.001
PtGA 4(2,6) 5(2,6) 0.031 3(1,5) 4(2,6) <0.001
PrGA 4(2,5) 5(2,6) 0.022 2(1,5) 4(2,6) <0.001
PainVAS 4(2,4) 4(2,6) 0.013 2(1,4) 3(2,5) <0.001
ESR (mm/h) 32(18,53) 53 (20, 89) 0.008 26 (14, 42) 35 (18, 68) <0.001
CRP (mg/L) 5.58 (3.21, 20.65) 20.10 (3.53, 62.95) 0.001 3.45(3.23, 10.65) 6.13 (3.28, 23.65) <0.001
DAS28-ESR 4.66 (3.30, 5.52) 5.14 (3.69, 6.62) 0.011 3.55(2.47, 4.76) 4.27 (3.06, 5.79) <0.001
DAS28-CRP 3.38 (2.51, 4.49) 4.12(2.92,5.24) 0.006 2.67 (1.74, 3.68) 3.29 (2.31, 4.58) <0.001
SDAI 14.73 (7.90, 25.82) 22.86 (10.52, 39.27) 0.008 9.41 (3.31, 18.31) 14.86 (6.31, 27.22) <0.001
CDAI 14 (7,23) 19 (10, 34) 0.031 9(2,16) 14 (6, 24) <0.001
Radiographic assessment
mTSS 2(0,5) 4(0,9) 0.135 8(3,25) 23 (8, 64) <0.001
JSN 0(0,1) 0(0,2) 0.071 2(0, 10) 10 (2, 31) <0.001
JE 1(0,4) 2(0,7) 0.182 6(2,16) 13 (5, 34) <0.001
Comorbidities
Hypertension, n (%) 30 (27.3) 18 (22.5) 0.455 144 (36.2) 129 (30.7) 0.097
Diabetes, n (%) 10 (9.1) 7 (8.8) 0.935 49 (12.3) 50 (11.9) 0.858
Dyslipidemia, n (%) 39 (35.5) 30 (37.5) 0.772 114 (28.6) 143 (34.0) 0.096
Cardiovascular diseases, 1 (%) 5(4.5) 10 (12.5) 0.045 38 (9.5) 59 (14.0) 0.047
Nutritional indicator
Serum albumin (g/L) 350+3.8 323£5.6 <0.001 355443 33.9+4.6 <0.001
Previous medications
Treatment-naive, n (%) 41 (37.3) 25(31.3) 0.389 71(17.8) 84 (20.0) 0.431
Glucocorticoids, 1 (%) 53 (48.2) 45 (56.3) 0.272 204 (51.3) 231 (55.0) 0.283
csDMARDs, n (%) 59 (53.6) 42 (52.5) 0.877 306 (76.9) 306 (72.9) 0.185
bDMADRSs/tsDMARDs, 1 (%) 5 (4.5) 6(7.5) 0.389 34 (8.5) 31(7.4) 0.539

Values of continuous variables were presented as mean and standard deviation or median with an interquartile range according to distributions, and categorical variables were presented
as numbers and percentages.

”Comparisons by Student’s t-test, chi-squared test, or Mann-Whitney U-test. A P-value < 0.05 was defined as a significant difference, which was shown in bold.

RA, rheumatoid arthritis; RE, rheumatoid factor; ACPA, anti-cyclic citrullinated peptide antibody; 28TJC, 28-joint tender joint counts; 28SJC, 28-joint swollen joint counts; PtGA, patient
global assessment of disease activity; PrGA, provider global assessment of disease activity; Pain VAS, pain visual analog scale; ESR, erythrocyte sedimentation rate; CRP, C-reactive protein;
DAS28-ESR, disease activity score in 28 joints with four variables including erythrocyte sedimentation rate; DAS28-CRP, disease activity score in 28 joints with four variables including
C-reactive protein; SDAI, Simplified Disease Activity Index; CDAI, Clinical Disease Activity Index; mTSS, modified total Sharp score; JSN, joint space narrowing; JE, joint erosion;
c¢sDMARDs, conventional synthetic disease-modifying antirheumatic drugs; bBDMARDs, biological disease-modifying antirheumatic drugs; tsDMARDs, target synthetic disease-modifying
antirheumatic drugs.
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A Early RA Established RA
Univariate logistic regression OR (95% CI) P OR (95% CI) p
Female 0.575(0.304,1.086)  0.088 —— 1.374(0.958,1.970)  0.084
Age ‘ 1.011(0.989,1.033)  0.319 ¢ 1.001(0.990,1.013) ~ 0.794
Disease duration L 0.982(0.906,1.064) 0.651 ¢ 1.003(1.001,1.005) 0.001
Smoking history
Active smoking ——— 1.571(0.768,3.217) 0.216 —_r 1.011(0.671,1.522) 0.959
Passive smoking —e—*h 0.524(0.250,1.096)  0.086 — 0.975(0.712,1.336)  0.877
No smoking Ref - Ref -
Pos?t?ve RF " 0.982(0.906,1.064)  0.651 S 1.477(1.103,1.979)  0.009
Positive ACPA s 0.743(0.377,1.463) 0.390 e 1.214(0.898,1.641) 0.206
BMI o 0.672(0.588,0.768)  <0.001 .- 0.610(0.567,0.656)  <0.001
28TIC ] 1.036(0.989,1.086)  0.135 " 1.055(1.028,1.082)  <0.001
28SIC —— 1.063(1.000,1.130)  0.048 - 1.065(1.030,1.102)  <0.001
PtGA teu 1.123(1.005,1.254)  0.040 T 1.130(1.073,1.191)  <0.001
PrGA et 1.132(1.012,1.267)  0.031 e 1.146(1.085,1.211)  <0.001
PainVAS et 1.182(1.040,1.344)  0.010 tren 1.142(1.072,1.216)  <0.001
ESR M 1.013(1.004,1.021)  0.003 . 1.012(1.008,1.017)  <0.001
CRP 'y 1.014(1.005,1.022)  0.003 . 1.015(1.008,1.022)  <0.001
DAS28-ESR et 1.242(1.039,1.485)  0.017 D 1.282(1.178,1.396)  <0.001
DAS28-CRP ——r 1.367(1.100,1.700)  0.005 Do 1.335(1.204,1.480)  <0.001
SDAI % 1.024(1.006,1.044)  0.010 19 1.026(1.016,1.037)  <0.001
CDAI » 1.023(1.002,1.044) 0.035 19 1.027(1.016,1.038) <0.001
mTSS . 1.027(0.993,1.062)  0.120 . 1.014(1.010,1.019)  <0.001
Treatment naive o 0.765(0.415,1.409)  0.390 ——— 1.151(0.811,1.635)  0.431
Glucocorticoids e L 1.383(0.7752.467) 0272 i 1.162(0.883,1.530)  0.284
csDMARDs — 0.955(0.537,1.701)  0.877 et 0.807(0.588,1.108)  0.185
bDMADRSs/tsDMARDs — o ,1.703(0.501,5.788)  0.394 ————i 0.853(0.514,1.417)  0.540
Hypertension —.—3 0.774(0.395,1.516)  0.455 —— 0.782(0.584,1.046)  0.098
Diabetes — 0.959(0.349,2.638)  0.935 —— 0.962(0.632,1.465)  0.858
Dyslipidemia e 1.092(0.601,1.986)  0.772 n—.—< 1.286(0.956,1.73) 0.096
Cardiovascular diseases —— 3.000(0.983,9.151)  0.054 ———— 1.548(1.004,2.387)  0.048
Serum albumin ot 0.873 (0.812,0.940)  <0.001 . 0.919 (0.889,0.949)  <0.001
Multivariate logistic regression
Model 1* AOR (95%CTI) P : AOR (95%CI) P
DAS28-ESR e 1.179(0.970,1.434)  0.098 D e 1.192(1.089,1.306)  <0.001
DAS28-CRP e 1.296(1.023,1.643)  0.032 Pred 1.281(1.137,1.442)  <0.001
SDAI . 1.014(0.995,1.034)  0.159 . 1.019(1.008,1.029)  0.001
CDAI 1.014(0.991,1.037) ~ 0.238 1.018(1.007,1.030)  0.002
Model 2 :
DAS28-ESR s 1.141(0.934,1.394)  0.197 e 1.118(1.003,1.245)  0.043
DAS28-CRP e 1.296(1.023,1.643)  0.032 Fou 1.158(1.007,1.333)  0.040
SDAI H 1.014(0.993,1.035) ~ 0.188 . 1.012(1.000,1.025)  0.059
CDAI » 1.016(0.991,1.041) ~ 0.210 . 1.010(0.997,1.024)  0.139
Model 3*
DAS28-ESR NP 1.366(1.062,1.757)  0.015 —— 1.242(1.041,1.483)  0.016
DAS28-CRP s 1.558(1.138,2.132)  0.006 ——s 1.414(1.115,1.792)  0.004
SDAI - 1.030(1.004,1.057)  0.022 » 1.028(1.006,1.050)  0.011
CDAI M 1.026(0.995,1.057) 0.097 9 1.029(1.006,1.052)  0.013
—T—— 1 T 1
00 05 1.0 1.5 203 6 00 05 1.0 15 20 25
FIGURE 2
Logistic regression analysis of the relevant characteristics of myopenia in patients with early and established RA. *Model 1 adjusted for gender,
age, smoking history, disease duration, RF status, ACPA status, comorbidities, serum albumin, and previous treatment. TModel 2 adjusted for
Model 1+ mTSS. *Model 3 adjusted for Model 2+BMI and BF%. OR, odds ratio in logistic regression; 95% Cl, 95% confidence interval; RA,
rheumatoid arthritis; RF, rheumatoid factor; ACPA, anti-cyclic citrullinated peptide antibody; BMI, body mass index; 28TJC, 28-joint tender joint
counts; 28SJC, 28-joint swollen joint counts; PtGA, patient global assessment of disease activity; PrGA, provider global assessment of disease
activity; Pain VAS, pain visual analog scale; ESR, erythrocyte sedimentation rate; CRP, C-reactive protein; DAS28-ESR, disease activity score in 28
joints with four variables including erythrocyte sedimentation rate; DAS28-CRP, disease activity score in 28 joints with four variables including
C-reactive protein; SDAI, Simplified Disease Activity Index; CDAI, Clinical Disease Activity Index; mTSS, modified total Sharp score; csDMARDs,
conventional synthetic disease-modifying antirheumatic drugs; bDMARDs, biological disease-modifying anti-rheumatic drugs; tsDMARDs,
target synthetic disease-modifying antirheumatic drugs; BF%, percentage of body fat mass. (A) Early RA. (B) Established RA.

3, adjusted odds ratio (AOR) 1.558, 95% CI (1.138-2.132),
Figure 2A] and established RA [AOR 1.414, 95% CI (1.115-
1.792), Figure 2B].

However, no significant association of disease activity
scores with overfat was found in the patients with early
RA. For the patients with established RA, higher disease
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activity scores were positively associated with overfat
in univariate logistic regression, but the associations

disappeared after adjustment for mTSS (Model 2), and
further adding an adjustment for BMI and ASMI (Model 3,
Supplementary Table 3).

Clinical and BC characteristics in patients
with early and established RA with
physical dysfunction

There were 26.3% (50/190) patients with early RA and
19.4% (159/818) patients with established RA showing physical
dysfunction (P = 0.035). The patients with physical dysfunction
in both the early and established RA groups were older
and had more active RA disease, more comorbidities (except
hypertension in early RA), and a lower level of serum
albumin compared with those without physical dysfunction.
Contrary to the patients with physical dysfunction in the
established RA group who had long-standing disease durations
and higher radiographic scores, the patients with physical
dysfunction in the early RA group had shorter disease durations
and no significant difference in radiographic scores than
those without physical dysfunction (Table 3). Importantly,
the patients with physical dysfunction in both the early
and established RA groups had lower levels of ASMI and
higher proportions of myopenia and overfat than those
without physical dysfunction. While only patients with physical
dysfunction in the established RA group had a higher level of
BF% than those without physical dysfunction (all P < 0.05,
Table 3).

On the other hand, patients with myopenia showed a
higher prevalence of physical dysfunction than those without
myopenia in both the patients with early RA (41.3 vs. 15.5%,
P < 0.001) and established RA (26.2 vs. 12.3%, P < 0.001,
Figures 3A,B). Meanwhile, the patients with overfat showed a
higher prevalence of physical dysfunction than those without
overfat in both patients with early RA (37.3 vs. 22.3%, P
= 0.038) and established RA (29.6 vs.13.7%, P < 0.001,
Figures 3C,D). The patients with myopenia in both the early RA
and established RA groups had more physical dysfunction in
all subdimensions than those without myopenia (Figures 3E,F).
While the patients with overfat in the early RA group showed
more physical dysfunction only in subdimensions of eating,
walking, and common daily activities (Figure 3G), the patients
with overfat in the established RA group showed more
physical dysfunction in all subdimensions than those without
(Figure 3H). Noteworthily, walking and common daily activities
were the most involved subdimensions, and eating was the least
involved subdimensions of physical dysfunction in the patients
with myopenia or overfat in both the early and established
RA groups.
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Associations of BC characteristics with
physical dysfunction in patients with
early and established RA

The association of BC characteristics with physical
dysfunction in patients with early RA is shown in Figure 4A.
In univariate analysis, ASMI was negatively associated and
myopenia was positively associated with physical dysfunction,
but no significant associations were found in BF% and overfat.
After adjustment for all potential confounding factors by step
(Model 1-Model 4), ASMI was still negatively [AOR 0.309,
95% CI (0.155-0.617)] and myopenia remained positively
[AOR 2.983, 95% CI (1.192-7.465)] associated with physical
dysfunction in the patients with early RA.
the BC
characteristics with physical dysfunction in patients with

Figure 4B presents relationship ~ between
established RA. In univariate analysis, ASMI was negatively
associated and myopenia, BF%, and overfat were positively
associated with physical dysfunction in patients with established
RA. Multivariate analysis showed only a negative association
of ASMI [AOR 0.695, 95% CI (0.492-0.980)] with physical
dysfunction in the patients with established RA after adding

mTSS for adjustment.

Discussion

This cross-sectional study first compared BC characteristics
among the matched patients with early and established RA as
well as controls and revealed the early appearance of myopenia
within 1 year of the RA disease duration (median 7 months) with
a prevalence as high as that of established RA (41.3 vs. 50.4%). In
the patients with early RA, the patients with myopenia showed
a higher prevalence of physical dysfunction than those without
myopenia (41.3 vs. 15.5%), and myopenia was independently
associated with physical dysfunction (AOR = 2.983). These
data indicated the importance of early detection of muscle
involvement in the early stage of RA and imply the significance
of early aggressive control of disease activity for the prevention
of myopenia and physical dysfunction in patients with early RA.

Muscle mass loss has been recognized to be increasingly
significant in patients with established RA (2-8). However, rare
studies have investigated its presence in early RA, especially
with a disease duration within 1 year (15). Book et al. found
a lower appendicular lean mass in patients with early RA (n =
132, disease duration < 12 months, mean 7 months) compared
withmatched controls, but the proportion of patients with
muscle mass loss was not reported (16). Miiller et al. reported
that patients with early RA within 1 year since disease onset
(n = 91, mean 7 months) had a higher proportion of muscle
mass loss than healthy age-matched controls (41.8 vs. 19.8%)
(17). Other research studies recruited patients with early RA in a
wide range of disease duration. Dao et al. found the prevalence of
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TABLE 3 Clinical and BC characteristics of patients with physical dysfunction in early and established RA.

Early RA Established RA

Characteristics Without physical With physical p* Without physical With physical p*

dysfunction (n = 140) dysfunction (n = 50) dysfunction (n = 659) dysfunction (n = 159)
Female, 1 (%) 103 (73.6) 33 (66.0) 0.308 546 (82.9) 127 (79.9) 0.377
Age, years 47.6 £12.1 534+ 15.7 0.003 50.5+12.4 56.2+£11.3 <0.001
Disease duration, month 9(5,11) 6(4,9) 0.014 70 (36, 120) 117 (50, 180) <0.001
Smoking history 0.135 84 (12.7) 25 (15.7) 0.610
Active smoking, 1 (%) 29 (20.7) 15 (30.0) 88 (13.4) 26 (16.4)
Passive smoking, n (%) 41 (29.3) 8(16.0) 189 (28.7) 43 (27.0)
No smoking, n (%) 70 (50.0) 27 (54.0) 382 (58.0) 90 (56.6)
Positive RE, 1 (%) 104 (74.3) 37 (74.0) 0.968 424 (64.3) 122 (76.7) 0.003
Positive ACPA, 1 (%) 109 (77.9) 37 (74.0) 0.579 465 (70.6) 113 (71.1) 0.900
Core disease activity indicators
28T]C 3(1,5) 12 (8,15) <0.001 2(0,4) 10 (5, 16) <0.001
28SJC 2(0,4) 8(5,11) <0.001 1(0,2) 7(3,11) <0.001
PtGA 3(2,5) 7(6,8) <0.001 2(1,5) 7(5,8) <0.001
PrGA 3(2,4) 7 (6, 8) <0.001 2(1,4) 7 (5, 8) <0.001
PainVAS 2(2,4) 6 (4, 8) <0.001 2(1,4) 6(4,7) <0.001
ESR (mm/h) 30 (15, 53) 73 (51, 107) <0.001 26 (14, 44) 64 (37,93) <0.001
CRP (mg/L) 5.17 (3.16, 20.40) 51.35 (16.73, 84.98) <0.001 3.30 (3.23,10.90) 19.90 (5.81, 47.00) <0.001
DAS28-ESR 3.190 (2.40, 3.95) 5.19 (4.70, 5.76) <0.001 2.65(1.77, 3.56) 4.92 (3.97, 5.59) <0.001
DAS28-CRP 4.20 (3.16, 4.98) 6.65 (6.07,7.23) <0.001 3.50 (2.50, 4.52) 6.27 (5.39, 7.00) <0.001
SDAI 13.32 (6.48, 21.07) 39.27 (29.34, 48.73) <0.001 9.31 (3.31, 16.33) 33.20 (24.56, 44.34) <0.001
CDAI 12 (6,19) 34 (26, 42) <0.001 8 (2,15) 30 (22, 41) <0.001
Functional indicators
HAQ-DI 0.13 (0.00, 0.50) 1.88 (1.38, 2.50) <0.001 0.13 (0.00, 0.50) 1.63 (1.38,2.13) <0.001
Radiographic assessment
mTSS 2(0,6) 4(0,9) 0.126 11 (4,33) 42 (12,127) <0.001
JSN 0(0,1) 0(0,2) 0.073 4(0,15) 15 (3, 44) <0.001
JE 1(0,5) 2(0,7) 0.186 8(3,20) 19 (7,53) <0.001
Comorbidities
Hypertension, n (%) 35 (25.0) 13 (26.0) 0.889 208 (31.6) 65 (40.9) 0.025
Diabetes, n (%) 8(5.7) 9 (18.0) 0.009 67 (10.2) 32(20.1) 0.001
Dyslipidemia, (%) 45 (32.1) 24 (48.0) 0.045 187 (28.4) 70 (44.0) <0.001
Cardiovascular diseases, 1 (%) 7 (5.0) 8(16.0) 0.013 60 (9.1) 37(23.3) <0.001
Nutritional indicator
Serum albumin (g/L) 348 +43 31.3£52 <0.001 352+ 44 324+4.6 <0.001
Previous medications
Treatment-naive, n (%) 41 (29.3) 25 (50.0) 0.008 89 (13.5) 66 (41.5) <0.001
Glucocorticoids, 1 (%) 80 (57.1) 18 (36.0) 0.010 356 (54.0) 79 (49.7) 0.325
csDMARDs, 1 (%) 83 (59.3) 18 (36.0) 0.005 544 (82.5) 68 (42.8) <0.001
bDMADRSs/tsDMARDs, 1 (%) 8(5.7) 3(6.0) 0.100 56 (8.5) 9(5.7) 0.235
BC characteristics
BMI, kg/m2 21.9+£33 21.6 £3.1 0.575 21.9+£33 21.7 £33 0768
ASMI, kg/m2 63+0.8 6.0+ 1.1 0.044 6.0+0.9 55+ 1.1 <0.001

(Continued)
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TABLE 3 (Continued)

Early RA Established RA
Characteristics Without physical With physical p* Without physical With physical p?
dysfunction (n = 140) dysfunction (n = 50) dysfunction (n = 659) dysfunction (n = 159)
Myopenia, 1 (%) 47 (33.6) 33 (66.0) <0.001 310 (47.0) 110 (69.2) <0.001
BE%, % 27.7 £ 84 28.6+9.4 0.651 29.9 £ 8.0 323487 0.001
Overfat, 1 (%) 32(22.9) 19 (38.0) 0.038 207 (31.4) 87 (54.7) <0.001

Values of continuous variables were presented as mean and standard deviation or median with interquartile range according to distributions, and categorical variables were presented as
numbers and percentages.

#Comparisons by Student’s t-test, chi-squared test, or Mann-Whitney U-test. A P-value < 0.05 was defined as significant differences, which was shown in bold.

BC, body composition; RA, rheumatoid arthritis; RE, rheumatoid factor; ACPA, anti-cyclic citrullinated peptide antibody; 28TJC, 28-joint tender joint counts; 28SJC, 28-joint swollen
joint counts; PtGA, patient global assessment of disease activity; PrGA, provider global assessment of disease activity; Pain VAS, pain visual analog scale; ESR, erythrocyte sedimentation
rate; CRP, C-reactive protein; DAS28-ESR, disease activity score in 28 joints with four variables including erythrocyte sedimentation rate; DAS28-CRP, disease activity score in 28 joints
with four variables including C-reactive protein; SDAI, Simplified Disease Activity Index; CDAI, Clinical Disease Activity Index; HAQ-DI, Health Assessment Questionnaire Disability
Index; mTSS, modified total Sharp score; JSN, joint space narrowing; JE, joint erosion; csDMARDs, conventional synthetic disease-modifying antirheumatic drugs; bDMARDs, biological
disease-modifying antirheumatic drugs; tsDMARDs, target synthetic disease-modifying antirheumatic drugs; BMI, body mass index; ASMI, appendicular skeletal muscle mass index; BF%,
percentage of body fat mass.

muscle mass loss was 18.1% in female patients with early RA (n treatment by inhibiting IL-6 (27). A meta-analysis containing
= 105, disease duration < 36 months) (18). Recently, Ekici et al. 3,140 RA subjects (most had a long-term disease duration of
showed 31.5% of patients with newly diagnosed RA manifested over 3 years) demonstrated that inflammation, such as higher
loss of muscle mass (n = 91, disease duration 1-35 months) DAS28, was notably associated with muscle mass loss (8). The
(19). Our large-scale study of 1,008 patients with RA confirmed hyperinflammatory state can occur in the early stage of RA.
the higher prevalence of myopenia in the patients with early Einarsson et al. reported that patients with early RA (disease
RA (disease duration < 12 months) compared with the age- duration < 6 months) had a higher level of CRP and ESR and
and gender-matched controls (41.3 vs. 15.8%). Surprisingly, a higher HAQ score than those with established RA (disease
further comparison with the age- and gender-matched patients duration > 24 months) (28). However, the developing time of
with established RA showed the prevalence of myopenia in muscle mass loss due to inflammation during the RA process
the patients with early RA was even as high as that in the remains unknown. In our study, the patients with early RA
established stage (41.3 vs. 50.4%). Our data indicated early were characterized by higher disease activity scores as well as
muscle involvement during the RA disease process. higher levels of ESR and CRP than the patients with established
The potential mechanisms of myopenia in RA may include RA. In the patients with early RA, higher disease activity
increased pro-inflammatory cytokine production and chronic was independently associated with myopenia, indicating that a
inflammation, changes in myokines (such as myostatin), hyperinflammatory state may rapidly cause muscle mass loss
changes in adipokines (such as adiponectin and leptin), within 1 year since RA onset. These data implied the significance
chronic pain, physical limitation, and excessive resting energy of early aggressive control of inflammation and disease activity
expenditure (20-22). Myostatin negatively regulates skeletal for the prevention of myopenia in patients with early RA.
muscles in elderly and animal models (22). Our previous study Muscle mass loss may contribute to physical activity
(23) reported that patients with RA showed a higher level of restriction, decreased strength, and deteriorated functional
serum myostatin than healthy controls, but patients with RA status in RA (29). Physical dysfunction is an important
with myopenia showed a lower level of serum myostatin than predictor of higher hospitalization, excessive healthcare costs,
those without myopenia. Baker et al. (24) demonstrated that and premature mortality, in patients with established and
higher levels of adiponectin and leptin were independently early RA (30, 31). The causes of physical dysfunction in
associated with low lean mass in 419 patients from three RA RA are multifactorial, and the most frequent factors include
cohorts. However, the link between inflammation and muscle disease activity, joint pain and stiffness from synovitis, and
mass loss has attracted more attention. It has been proved by joint deformity (32), which emphasize the importance of
in vitro and in vivo studies that pro-inflammatory cytokines the RA disease course. In the early stage of RA, physical
could suppress the differentiation of myoblasts and induce dysfunction is mainly caused by disease activity (specifically pain
muscle atrophy, such as TNF-a or IL-6 (25). Clinical studies and synovitis), whereas joint damage becomes an important
confirmed that anti-TNF-a treatment by infliximab increased determinant in the long-term duration (33). A longitudinal
muscle mass in patients with Crohn’s disease (26), while patients study conducted over 20 years of 183 patients with early RA
with RA gained appendicular lean mass after tocilizumab (disease duration < 2 years) showed the disease activity score
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FIGURE 3

Comparisons of physical dysfunction between myopenia and overfat subgroups of patients with early and established RA. Comparisons of the
prevalence of physical dysfunction (HAQ-DI > 1) between myopenia and overfat subgroups of patients with early (A,C) and established (B,D) RA;
Comparisons of physical dysfunction of eight subdimensions (the scores of each subdimension > 1) between myopenia and overfat subgroups
of patients with early (E,G) and established (F,H) RA. RA, rheumatoid arthritis; HAQ-DI, Health Assessment Questionnaire Disability Index.
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A Early RA Established RA

Univariate logistic regression . OR (95% CI) P 5 OR (95% CI) P
Female - e 0.697 (0.348,1.398)  0.310 - 0.821(0.530,1.272) 0.378
Age i 1 * 1.043 (1.015,1.071)  0.003 ’ 1.041 (1.026,1.056) <0.001
Disease duration - = 0.890 (0.812,0.977)  0.014 ] 1.005 (1.003,1.007) <0.001
Smoking history -4 &

Active smoking L e — 1.341 (0.624,2.883)  0.452 ——e—— 1.254 (0.765,2.055)  0.369
Passive smoking e 0.506 (0.210,1.217)  0.128 —— 0.966 (0.645,1.445)  0.865
No smoking - s Raf ~ : Ref -
Ilios_lt_lve RF 4= 0.985 (0.472.2.058)  0.968 D———— 1.828 (1.224,2.729)  0.003
ositive ACPA s 0.809 (0.383.1.709) 0,579 —— 1.025 (0.700,1.501)  0.900
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FIGURE 4

Logistic regression analysis of the relevant characteristics of physical dysfunction in patients with early and established RA. *Model 1 adjusted for
gender, age, smoking history, disease duration, RF status, ACPA status, comorbidities, serum albumin, and previous treatment. TModel 2 adjusted
for Model 1+ DAS28-CRP (which was the most significantly associated with myopenia and overfat). *Model 3 adjusted for Model 2+ mTSS.
$Model 4 adjusted for Model 3+BMI+ 2BF%/PASMI. OR, odds ratio in logistic regression; 95% Cl, 95% confidence interval; RA, rheumatoid
arthritis; RF, rheumatoid factor; ACPA, anti-cyclic citrullinated peptide antibody; 28TJC, 28-joint tender joint counts; 28SJC, 28-joint swollen
joint counts; PtGA, patient global assessment of disease activity; PrGA, provider global assessment of disease activity; Pain VAS, pain visual
analog scale; ESR, erythrocyte sedimentation rate; CRP, C-reactive protein; DAS28-ESR, disease activity score in 28 joints with four variables
including erythrocyte sedimentation rate; DAS28-CRP, disease activity score in 28 joints with four variables including C-reactive protein; SDAI,
Simplified Disease Activity Index; CDAI, Clinical Disease Activity Index; mTSS, modified total Sharp score; csDMARDs, conventional synthetic
disease-modifying antirheumatic drugs; bDMARDs, biological disease-modifying anti-rheumatic drugs; tsDMARDs, target synthetic
disease-modifying antirheumatic drugs; BMI, body mass index; ASMI, appendicular skeletal muscle mass index; BF%, percentage of body fat

mass. (A) Early RA. (B) Established RA.

(estimated by Ritchie tender joint count, 44 swollen joint counts,
and ESR) significantly contributed to the HAQ score, with a peak
at baseline and then diminished continuously (contributions
from 24 to 4%) (34). Moreover, the appendicular lean mass
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was found to be inversely associated with the HAQ score in
patients with RA within 3 years since RA onset (18). Our
previous studies found that patients with RA complicated with
myopenia were characterized by high disease activity, physical
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dysfunction, and worsen joint destruction, and decreased muscle
mass independently predicted the risk of 1-year aggravated
joint destruction (3, 35). Myopenia can aggravate physical
dysfunction as a mediator of age in elderly patients with RA
(4). In this study, we found that myopenia was independently
associated with physical dysfunction in early RA. Our data
highlighted the important effect of muscle involvement on
physical dysfunction, which implied the significance of muscle
improvement for the prevention of physical dysfunction in
patients with early RA. Leucine administration, progressive
resistance training programs, the combination of protein
supplementation plus muscle strengthening exercise, and the use
of tocilizumab have been proven beneficial for gaining lean mass
and physical function in the elderly (27, 36-38). These are worth
further exploring in the future.

There were several limitations to our study. In this cross-
sectional study, it was scientifically impropriety to determine
the causality between myopenia and physical dysfunction in
patients with early RA, owing to associated factors and outcome
measurement being at the same timeframe. There was a lack
of assessment of the physical activity level (e.g., sedentary
lifestyle) and nutritional intake (e.g., protein intake), which were
associated with muscle loss in RA. However, the level of serum
albumin was used as an indicator of the nutritional state in
our study. Although the level of serum albumin was negatively
associated with physical dysfunction in patients with early RA
by univariate analysis, myopenia remained positively associated
with physical dysfunction after adjustment for all potential
confounding factors including serum albumin (Figure 4). In this
study, only 37.9% (25/66) of treatment-naive patients with early
RA were found to have myopenia. Some medications for RA
such as glucocorticoids at different dosage and durations might
affect muscle and fat metabolism, although we have adjusted
previous medications in multivariate logistic regression. Further
multi-center prospective interventional studies with detailed
medications would be needed in the future to investigate the
development of myopenia and its clinical significance in patients
with early RA.

Conclusion

Myopenia appears commonly in the early stage of RA, and
myopenia is associated with physical dysfunction in early RA.
The early detection of muscle involvement is important in the
early stage of RA, and the significance of muscle improvement
for the prevention of physical dysfunction is worth further
exploring in the future. Our study provides a new perspective
on RA management.
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