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Abstract; Objective To investigate the effect and its clinical significance of metformin on CD4" T lymphocyte subsets
in peripheral blood of patients with rtheumatoid arthritis (RA). Methods Using open prospective research method, 54
patients with active RA treated from October 2018 to August 2020 were selected and randomly divided into two groups.
The patients treated with metformin combined with or without conventional disease-modifying anti-rtheumatic drugs
(DMARDs) were selected as experimental group (n=28),and the patients treated with conventional DMARDs were
served as control group (n=26). CD4"T lymphocyte subsets in peripheral blood were detected by flow cytometry at 0—,
3— and 6— month, respectively and were compared with those before treatment. The use of DMARDs and adverse drug
reactions were observed to evaluate the safety and efficacy of metformin in treating RA. Results  After 3-and 6-months of

treatment in experimental group, the levels of peripheral blood regulatory T cells ( Treg) were significantly higher than
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those before treatment (Z=2.733, P=0.006;Z=2.573, P=0.010) ,and T helper 17 cells (Th17) / Treg levels were
significantly lower than those before treatment (Z=2.619, P=0.009;Z=2.164, P=0.030). After 6 months of
treatment, Thl level in experimental group was significantly higher than that before treatment (Z=3.917, P<0.01). The
levels of Th1(Z=3.090, P=0.002) ,Th2(Z=2.242,P=0.025) and Treg(Z=3.705,P<0.01) were significantly higher
in experimental group than those in control group after 6 months of treatment. Th17/Treg was slightly lower than that in
control group, but there was no statistical difference in it between two groups (Z=1.724, P=0.085). Compared with
those before treatment, the number of swollen joint count (SJC,Z=3.606) and tender joint count ( TJC,Z=3.998) , the
28-joint disease activity score (DAS28,7Z=3.507), pain visual analogue scale ( VAS,Z=3.622) and clinical disease
activity index (CDAIT,Z=3.972) significantly decreased after 6 months of treatment in experimental group (P<0.01).
Metformin could promote the

There were no irreversible or serious adverse reactions in two groups. Conclusion

proliferation of CD4" Treg cells in peripheral blood and maintain Th17/Treg balance, which is conducive to disease
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remission with good safety in RA patients.
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Th2( 4/ ul) 7.60(  6.01, 11.58) 5.02( 4.29, 8.30) 2.242 0.025

Th1/Th2 19.68( 13.29, 30.13) 15.32(10.24, 20.52) 1.567 0.117
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F2 A4 RA BHEIRITATE CDA'T MR /KF b3 [n=28, ,M( Py ,Pys) ]

i i) Th(4~/ul) Th2(A4~/pl) Th1/Th2 Th17(4~/wl) Treg(4~/l) Th17/Treg
WBITET 73.03( 44.18,155.11) 6.07(4.66, 8.86)  14.15( 6.61,27.11)  4.80(3.19,11.28)  21.43(12.81,36.17)  0.28(0.14,0.37)
I3 118.29( 57.65,193.46) 8.15(4.86,13.14)  14.04( 6.02,25.77)  5.35(3.44, 8.00)  28.76(23.07,47.29)  0.20(0.09,0.29)
B 6 A 166.84(123.99,213.32)  7.60(6.01,11.58)  19.68(13.29,30.13)  5.76(3.71, 9.20)  34.49(20.49,44.26)  0.19(0.11,0.35)
Z,/P, i 1.753/0.080 1.958/0.050 0.455/0.649 1.207/0.227 2.733/0.006 2.619/0.009
7,/ P, {f 3.917/<0.001 1.844/0.065 2.300/0.021 0.808/0.419 2.573/0.010 2.164/0.030
Zy/P; 1.548/0.122 0.615/0.539 1.275/0.202 0.649/0.516 0.182/0.855 0.024/0.981

TE:Z, /Py {ENIRIT 3 H SRR LSS Z,/ Py (E0RIT 6 H SIRYTRTILES Z5/P5 [HRTRYTY 6 A 51097 3 H L.
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e 6.95(5.28, 9.85) 121.50( 113.25,134.75) 257.00( 153.50,338.50) 1.86(1.45,2.35)
BT 3 A 7.90(5.49,10.05) 122.50(116.25,133.50) 246.00( 170.80,291.00) 2.22(1.74,2.55)
1497 6 H 7.25(5.80, 9.70) 126.00( 117.50,133.50) 239.50( 158.25,302.25) 2.17(1.99,2.46)
7,/P, 14 1.499/0.134 0.915/0.360 1.021/0.307 1.502/0.133
Z,/P, fii 0.467/0.641 0.794/0.427 0.273/0.785 2.004/0.045
Zy/Py 1.037/0.300 0.579/0.562 1.139/0.255 0.000/1.000
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1] SIC(AY) TIC(AY) ESR(mm/h) DAS28 VAS CDAI
BITHT 2.00( 1.00,3.00) 2.00(1.00,3.00)  19.50(11.25,45.50)  3.44(3.09,4.30)  20.00(10.00,30.00) 7.00(5.00,12.50)
BF3 A 1.00(0.00,1.75) 0.00(0.00,1.75)  18.00(15.00,38.00)  2.93(2.22,3.71)  10.00( 1.25,18.75) 3.00(1.25, 6.75)
S| 0.00(0.00,1.00) 0.00(0.00,1.00)  18.00( 7.00,30.75)  2.56(1.68,3.34) 5.00( 0.00,10.00) 1.00(0.00, 3.75)
Z,/P, i 3.893/<0.001 4.081/<0.001 1.286/0.198 3.871/<0.001 2.813/0.005 3.821/<0.001
Z,/P, i 3.606/<0.001 3.998/<0.001 1.777/0.076 3.507/<0.001 3.622/<0.001 3.972/<0.001
Z,/P; fl 1.255/0.210 2.179/0.029 0.889/0.374 1.454/0.146 2.486/0.013 2.347/0.019
W Z /P EHRIRIT 3 A SIRITRIHLES 2,/ Py (HoRIRYY 6 A SIRYTRIHLE 25/ P (HoNIRYY 6 A 53697 3 A ik,
x5 IR 28 BB IR RIS DMARDs (&N [BI(%) ]
i 1a] 1% MTX LEF HCOQ SASP &t
e 28 4(14.29) 8(28.57) 6(21.43) 3(10.71) 21(75.00)
BT 3 A 28 3(10.71) 7(25.00) 4(14.29) 1( 3.57) 15(53.57)
1897 6 M H 28 1( 3.57) 5(17.86) 3(10.71) 0 9(32.14)
X A4 10.338
Py 0.006
R 6 XFRAL 26 B RAIEITET)G DMARDs HARME BN [ #1(%) ]
I} i) E MTX LEF HCOQ MTX+HCQ MTX+SASP LEF+HCQ
BRI 26 8(30.77) 6(23.08) 1( 3.85) 6(23.08) 2( 7.69) 3(11.54)
B 34N 26 9(34.61) 6(23.08) 5(19.23) 4(15.38) 1( 3.85) 1( 3.85)
I 6 AN 26 10(38.46) 7(26.92) 8(30.77) 0 0 1( 3.85)
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N, FBER o B AN Re A L BRI . I, 46
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