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Fig. 1 Risk of bias in included studies

R4l i 4 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Finti2008 32 36 2229 Be%  117[0.93, 148 T
2009 41 45 36 45 12.7%  114[0.96, 135] ™
HigHk2014 46 49 44 47 15.8% 1.00[0.90, 1.11] +
FEF2015 43 46 33 46 116% 130[107, 1.59] —
FEF2016 37 40 32 40 113% 116[0.97, 138§] r—
BBRE2017 58 60 50 60 17.6% 1.16[1.03, 131] -+
FH2017 55 58 43 58 15.1% 1.28[Ll.08, 1.5]] —-
2005 28 30 21 30 7.4%  133[104,172] ——
Total (95% CI) 364 355 100.0%  1.18[L.11,1.25] 4
Total events 340 281
Heterageneity, Chi? = 12.65, df = 7 (P = 0.08); I* = 45% 0=1 032 0:5 : 2: :5 1:0
Test for overall effect: Z = 5.44 (P < 0.00001) . . : .

FIT % f 41 FTRRA
B2 BBENE Meta 547
Fig.2 Meta-analysis of total effective rates

il pugitiil Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
FiME2008 9 36 5 29 43% 145[055,3.85] —
HigH#2014 15 49 12 47 95% 1.20[0.63,2.29] —t—
ZEH2015 32 46 25 46 19.4% 128[0.92, 1.77] r—
Z552016 26 40 20 40 15.5%  1.30[0.89, 1.91] +—
HBR%2017 29 60 25 60 194% 1.16[0.78, 1.73] ——
FHH2017 48 58 35 58 27.2% 1.37[1.08, 1.74] -
$6i#2005 13 20 6 30 47% 2.17[0.95, 4.94] —
Total (95% CI) 319 310 100.0% 133 [1.13, 1.55] ¢
Total events 172 128
Heterogeneity: Chi? = 2.05, df = 6 (P = 0.91); I = 0% b + 4 |

Test for overall effect: Z = 3.51 (P = 0.0004) 0.
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Fig. 3 Meta-analysis of obvious effective rates
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Lo pagiceil Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight v, di 95% CI v, d 95% CI

FEE2014 352 103 49 503 243 47 263%  -151[-2.26, -0.76]

ZEB2008 54.93 11.88 58 45.19 13.68 52 24.8% 9.74[4.93, 14.55] -

BERL2017 321 103 60 363 125 60 252%  -4.20[-8.30, -0.10]

BH2017 2467 1578 58 5246 1878 58 23.7% -27.79[-34.10, -2148] -

Total (95% CI) 225 217 1000%  -5.63 [-15.28,4.01]

Heterogeneity. Tau? = 91.82; Chi? = 88.98, df = 3 (P < 0.00001); I = 97% k 1

Test for overall effect: Z = 1.14 (P = 0.25) -100 -50 0 50 100
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Fig.4 Meta-analysis of VAS scores

BT RARNT . E S Won, XK ARG R AR ]

P=0.25], T E AL TR IR [SMD = - 0.97, 95% CI
2o et 6-11,13-14]
WA HA 8 {4 (-1.37, -0.57), P<0.01],
R4 pagicel Std. Mean Difference Std Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight d 95% CI d 95% CI
FWE2008 052 078 36 126 186 29 12.1% »o 53 [-1.03, -0.04] -]
@EE2009 34 15 45 56 20 45 125% -1.23[-1.69, -0.78] -
AigH2014 45.64 1662 49 55.82 26.69 47 12.9% -0.46[-0.86, -0.05] -
ZEE2008 104.74 7659 58 124.33 8113 52 13.2% -0.25[-0.62, 0.13] -
ZF5H2015 0.8 04 46 23 12 46 12.3% -1.66[-2.14, -1.19] -
FEH2016 09 02 40 13 03 40 12.1% -155[-2.06, -1.05] -
HBA%2017 296 104 60 464 124 60 12.9% -146[-1.86, -1.05] -
£3#2005 17.5 14 30 2967 2057 30 11.9% -0.68[-1.20, -0.16] -
Total (95% CI) 364 349 100.0% -0.97 [-1.37,-0.57] +
Heterogeneity: Tau? = 0.28; Chi? = 44.52, df = 7 (P < 0.00001); I* = 84% [ t
Test for overall effect: Z = 4.77 (P < 0.00001) -10 -5 0 5 10
RITRRA  ATREA

ES5 RERIE Meta 5347
Fig.5 Meta-analysis of morning stiffness time
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3.92, 95% CI ( - 3.60,

L pugistiil Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2009 118 185 45 95 17 45  1.9% 23.00([-3128, 77.28]
ZHH2016 156.9 714 40 1418 692 40 6.0% 15.10[-15.71, 45.91]
BERE2017 744 233 60 716 204 60 92.1%  2.80(-5.04, 10.64]
Total (95% CI) 145 145 100.0%  3.92 [-3.60, 11.44]
Heterogeneity. Chi? = 1.06, df = 2 (P = 0.59); I = 0% k + T |
Test for overall effect: Z = 1.02 (P = 0.31) -100 -50 0 50 100
FF x4l AT R4
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Fig. 6 Meta-analysis of grip strength
Ky HEFmE MARPA T R RO R E TR RA [MD =
TRYAmEE. B7 8x, REAH -2.35, 95% CI ( -3.29, -1.42), P<0.05],

04l pogiceil Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, d 95% CI v, d 95% CI
Fine2008 9.96 872 36 13.27 10.21 29 3.4% -3.31[-7.99, 1.37] —
@E52009 17 1.025 45 45 1.9 45 21.6% -2.80[-3.43, -2.17] -
Fi@E2014 13.49 504 49 12.8¢ 5.02 47 11.4% 0.65[-136, 2.66] o
ZFE@E2008 11.05 508 58 1125 412 52 13.2% -0.20[-1.92, 1.52] —
ZEEF2015 129 7.5 46 17.1 46 46  8.7% -4.20[-6.74, -1.66]
BB%2017 2 13 60 55 13 60 22.6% -2.50[-2.97, -2.03] -
#2005 176 12 30 57 242 30 19.1% -3.94[-4.91, -2.97] ——
Total (95% CI) 324 309 100.0% -2.35[-3.29, -1.42] <
Heterogeneity. Tau? = 0.95; Chi = 27.01, df = 6 (P = 0.0001); I = 78% b

Test for overall effect: Z = 4.93 (P < 0.00001)
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Fig.7 Meta-analysis of tender joint counts
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RE 4 pagictiil Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, dom, 95% CI 1V, Rand 95% CI

FRN2008 494 224 36 848 405 29 1L1% -3.54[-5.19, -1.89]

32009 15 1065 45 3.23 156 45 23.5% -173[-2.28, -1.18] -

B8H2014 1052 494 49 1241 574 47 7.8% -1.89(-4.04, 0.26] .

ZE}E2008 914 442 58 85 398 52 117% 0.64[-093 221] ——

BERE2017 27 13 60 47 12 60 24.7% -2.00[-2.45, -155] -

$Hi2005 146 115 30 243 168 30 21.2% -0.97 [-170, -0.24] —-—

Total (95% CI) 278 263 100.0% -1.57 [-2.28, -0.86] DS

Heterogeneity. Tau? = 0.48; Chi? = 18.96, df = 5 (P = 0.002); I? = 74% k + + 1

Test for overall effect: Z = 4.34 (P < 0.0001)
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Fig.8 Meta-analysis of swollen joint counts

papistiil Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
@H2009 65.43 16.385 45 8635 15.44 45 25.4% -20.92[-27.50, -14.34] -
FiEE2014 63.67 25.49 49 66.69 2072 47 22.7% -3.02 [-12.30, 6.26] —-—
FEFE2008 247.52 245.73 58 217.52 197.42 52 1.2% 30.00 [-52.94, 112.94]
FE52016 69.8 257 40 98.7 336 40 18.6% -28.90[-42.01, -15.79] —
BBE2017 9435 8931 60 160.87 146.38 60 4.1% -66.52[-109.91, -23.13] &¥——
FH2017 82.32 6.93 58 106.91 10.37 58 28.0% -24.59[-27.80, -21.38] -
Total (95% CI) 310 302 100.0% -20.61[-30.09, -11.13] -
Heterogeneity. Tau? = 80.81; Chi? = 25.20, df = 5 (P = 0.0001); I? = 80%

Test for overall effect: Z = 4.26 (P < 0.0001)
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Fig. 9 Meta-analysis of RF levels

SD Total Mean SD_Total

Mean Difference Mean Difference

Study or Subgroup  Mean Weight v, 95% CI v, di 95% CI
@EE2009 32.4 9.835 45 485 10.08 45 15.6% -16.10[-20.21, -11.99] -
HigE2014 15.83 8.5 49 22.83 10.05 47  16.3% -7.00[-10.73, -3.27] o=

38.48 17.86 58 43.42 16.98 52 113% -4.94[-11.45, 1.57] -
FEHF2015 359 128 46 452 153 46 12.6% -9.30[-15.06, -3.54] o
FEHEF2016 329 128 40 482 163 40 115% -15.30[-21.72, -8.88] -
HEA%2017 20.67 14.55 60 28.14 19.48 60  11.9% -7.47 [-13.62, -1.32] -
FH2017 32.51 2157 58 45.92 22.49 58 9.2% -13.41[-21.43, -5.39] e
#Bik2005 28.53 12.85 30 434 12.23 30 116% -14.87[-21.22, -8.52] -
Total (95% CI) 386 378 100.0% -10.98 [-14.23, -7.74] ¢

Heterogeneity. Tau? = 13.20; Chi? = 18.72, df = 7 (P = 0.009); I = 63%
Test for overall effect: Z = 6.63 (P < 0.00001)
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Fig. 10 Meta-analysis of ESR levels

pupistiih Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
@E52009 8 45 10 45 21.4% 0.76[0.27, 2.14] ——
FEF2015 7 46 10 46 22.1% 0.65[0.22, 1.88] —
FEH2016 5 40 11 40  25.1% 0.38[0.12, 1.21] —
HBA%E2017 5 60 11 60 26.3% 0.40[0.13, 1.25] — =
#2005 7 30 3 40  5.1% 3.75[0.88 15.99] 1
Total (95% CI) 221 231 100.0%  0.70 [0.43, 1.14] &
Total events 32 45
Heterogeneity: Chi? = 7.20, df = 4 (P = 0.13); I = 44% I + - |
Test for overall effect: Z = 1.43 (P = 0.15) 0.01 0.1 10

FI TR 41 FIT 4 41

11 CRP 7kF Meta 5547
Fig. 11 Meta-analysis of CRP levels
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Fig. 12 Funnel plot for total effective rates
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