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NI IR 45 6 P B IR 9T, % IR 4H 5 ] 74 R A
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4E RCT WY 3CHk;2) 5 kR Zhk AR 3h ) 5
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I7, BOCE TR SR H LR 2898 0 25 6 P4 BRI T 1Y ) i
SR T H A b 24537 500 BRI SE R SR P BEIR T
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ﬁﬁ%ﬁj—l‘m L[ﬁé&, 13 %i#ﬁt[ﬁ'g'10_12’14_17’19'22_23'25] ﬁ&
P LR, 9 i SCRE 12 SIS0 P TR )R
RN, (WR1)

T PANTEERFHE

, AR Bk Tkt \ R
AT 17/C TC T C e 1h
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BOF201sTT 67(33/34) 20713 14/20  ERAL+ MFAR —fMinrT AR B, AR R B, A NB-UVB IBARRY 4 D20
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Random sequence generation (selection bias)

Allocation concealment (selection hias)

Blinding of paricipants and personnel {(performance hias)

Blinding of outcome assessment (detection hias)

Incomplete outcome data (attrition hias)

Selective reporting (reporting bias)

Other bias

0%

)
G
®

50% 78%  100%

. Low risk of bias

l:] Unclear risk of bias

[l High risk of bias

B2 ki far XU Eb )

B oo lp @ oM W oW % i 909G o
Hok B OWOE oM R X o4 @ MM S MW oxogw oo s
Boo &% O OB N oWoX¥ OB oM o4 o= M 4 W B OB OMOB o m
T 2828323588883 88 &5 83 8
R EEEEE R EEEEEEE R
V| @@ @@ @@~ @) |@| |~ |Random sequence generation (selection hias)
SCH ICSCR IPCT IRCR SR PR IR I ORI SO PSR ) = = | = [ | Allocation concealment (selection hias)
SCR IRCSUR I IO N SCHN IR BTN U IR IR I N | [ | | e || e e | Blinding of participants and personnel (perfarmance hias)
SCH IO IR IO B | [ | e | e [ | [ | [ | 9 [ 9 | 9 | Blinding of outcome assessment (detection bias)
OGO SO0 e e e e e ®) mnometeouomedata atrition bias)
D OSSO0 O DG OO O O®O®O® O ® ®| ®)|seecereporng (reporting hias)
® 0000 0o e oo oo e e e e e e e e ommn::
B3 mkimiE R S
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Ci M-H, Random, 95% CI
I B 2016 40 41 v 41 T.6% 1.08[0.97,1.21] 1
afARES 2014 34 34 27 34 5.6% 1.251[1.05,1.50]
2kd8 2018 38 40 3 40 5.5% 1.23[1.02,1.47] B
58 2015 27 30 22 30 4.0% 1.23[0.96,1.57] ] BEE
g 2006 40 40 34 34 9.3% 1.00[0.95,1.08] ]
B=EE 2016 38 40 35 40 6.8% 1.09[0.95,1.25] T
W EE 2018 23 25 19 25 4.0% 1.21 [0.94,1.55] i Ea
F {# 2015 53 53 45 53 T4% 1.18[1.04,1.32] i
F = 2018 a5 63 45 63 5.5% 1.22[1.02,1.47] BE
BKE 2010 29 30 22 249 4.7% 1.27[1.03,1.58] B
E=FE 2019 41 43 33 43 56% 1.24 [1.04,1.48] B
HFE= 2020 40 44 32 44 5.0% 1.25[1.02,1.53] B
#2015 33 33 27 34 5.6% 1:25[1.05,1.50] e
SRAEEE 2017 28 30 20 30 3.6% 1.40[1.07,1.83] 28
DEEg 2014 35 38 31 38 5.6% 1.13[0.95,1.35] T=
=ExH 2014 58 60 49 60 71% 1.18[1.04,1.35] P
Eima: 2020 v 38 33 38 6.9% 1.12[0.98,1.28] =
Total (95% CI) 682 676 100.0% 1.17 [1.10, 1.25] t
Toatal events G449 542
H . 2 . H— - £ R = I % 1
Heterogeneity: Tau®=0.01, Chi®= 48.88, df=16 (P = 0.0001), F= 67% 0.01 01 10 100

Testfor overall effect: Z=4.92 (P = 0.00001)

B4 248K

Favours [experimental] Favours [control]

Fr R LB AR PR
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
T B8 2016 40 41 ar 41 00% 1.08[0.687,1.21]
okARES 2014 34 34 7 34 54% 1.251[1.0%, 1.50] B
248 2018 38 40 31 40 B1% 1.23[1.02,1.47] R
I8 2015 27 a0 22 0 43% 1.23[0.86,1.57] T =
8 2008 40 40 34 34 00% 1.00[0.95, 1.05]
RT3 2016 38 40 34 40 B.9% 1.08[0.85,1.24] 3 e
WEE 2018 23 25 149 25 3T% 1.21[0.94, 1.55] 2 Mg
T #2015 53 a3 45 53 B8.9% 1.1811.04,1.32] B
FF2019 55 63 45 3 8.8% 1.22[1.02,1.47] [
EkE 2010 29 30 22 29 44% 1.27[1.03,1.58] R
g 2014 41 43 33 43 65% 1.24[1.04,1.48] B
HF= 2020 40 44 32 44 B.3% 1.26[1.02,1.53] e
A 2015 33 33 27 34 53% 1.25[1.05,1.50] s
SPEE 2017 28 30 20 0 39% 1.40[1.07,1.83] T
g 2014 35 38 31 3|/ B1% 1.13[0.85,1.35] 2
=g 2014 58 60 49 60 9.6% 1.181(1.04,1.359] B
‘IFaE 2020 ar 38 33 3|/ 65% 1.121[0.88,1.28] T
Total (95% CI) 642 642 100.0%  1.20[1.15, 1.25] '
Total events 609 508 : : : :

Heterogeneity: Chi®=9.32, df=15(P=0.86); F= 0%
Test for overall effect: Z=8.14 (P < 0.00001)

&5

242 2 # VAS I 4r b 318 W X
RO AR 2 HIRYT TG VAS PEA Y
Ak, oGy 2 708 1], X R ZH 698 ], S Bk
6 56 78 5 R PR K (P <0.00001, I =95%) , i
TR A3 AT 25 4 1R] S 3 1 AR AR B /0N, SR FH B L 35
BERIEAT Meta 53T, 25 R WK, ZRASRIT¥E
X [MD = -1.91, 95% CI ( - 2.30, - 1.53),
P<0.00001 ] 3697 40 AE VAS 5305 107 548 T %
MH, (WE6)

T R A T RN 45 S R 4 1) S A
K, BAEEAT A HFAEAE — 8 AU, BRI 7 X I 4 A
BT FE 4t R AT A0S T TR e M 00 S5 E AT o B
J&i BT A SCHRAE BRI R AN TR R A7 3 21 4, Hevp
A 6 F SCHR 120 RSB T 32 F I R i 4
AVEEIRYT 1 JAJG VAS ¥E43 284k MD=~1. 70,
95%CI(-2.69,-0.71),P=0.0007]., H 7 &
O8I 182020 24 4 T A P LR AR U &5 A T I
IGIT 2 A JE VAS P4 A2 4k [ MD =-1.72,95%Cl
(-2.57, -0.8), P<0.0001], A 11 £ 3
RO 02 R SURIE T 0 HAEVRYT 4 JEJR VAS
M 78 4 [ MD = - 1.77, 95% CI ( - 2.25, -1.30),
P<0.00001] ;404 2 572 il T UL 2 R 45

041

1 1
02 05 1 2 5
Favours [experimental] Favours [control]

SR RIER ARG 2 Al K7L B FRwE

10

BVEBEIRYT 8 B 2 41 VAS P28 fb i ., 45

BR[MD =-1.47,95% CI ( - 2.12, -0.82),
P<0.00001], iz F R R 5 45 G P BEIR YT 4 )8
Lk FE AR B VAS 34 77 1 A 35 5 i BH
FEARTRIFRE DY, IR 2908 45 A PE B IR Y7 PHN 3
A I RS %, B H SR VG B3R 7 T SO i
(WE7)

2.4.3 2 KRR E LB AR 3 R X
HRE 2 e Ay H 3 272 5] AT ) S B M AR
(P<0.00001, I* =99%)) , % FH Fifi L2507 5 78 3F £ 5
Meta 437 , &5 9 7w 2 2500 2% f ot 1) 25 S e i T
5 X [ MD = - 3.63, 95% CI (-6.93, -0.32),
P=0.03] (WL 8), MU 4 # 24 Sl B 51 £
SEDTHBTSE [ MD = —6. 48,95%CI(—-6.70, -6.26) ]
Ja R RS R E TR (P=0.76,F =0%) , %
JE S SO A VR RT i 2 S A A Y I 5 BT A Y
o 9B A b i He At 2 T F 5% 9 91 Bk A 4 38 e
40 BILL I, 7650 B 5 5 JE R I B A% 7 AR AR
gERL IR 2 YL TR LR, 2 R Gt
Y [MD=-2.18,95%CI (-2.56,-1.80), P<
0.00001 ], IMLRT 3258 17 45 5 P4 B3R 7 B B H 7 24
1RY7 PHN PIR S at s, (LR 9)
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Experimental Control Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI

Mean Difference
IV. Random, 95% CI

3kE 2010 232 141 30 232 206 29 48%  0.00[0.85 0.85
243 2018 382 1.36 40 482 123 40  55% -1.00[1.57,-0.43]
F i 2015 247 183 53 36 1897 53  51% -113[1.85-0.41]
& 2016 267 076 41 37 072 41 59% -1.13[1.45-0.81]
YFE= 2020 1.02 036 44 218 072 44  61% -1.16[1.40,-0.92]
e 2018 268 155 25 388 105 25 51% -1.20[1.93,-0.47]
SREEAE 2017 168 1.89 30 325 224 30 4.2% -1.57[2.62-0.52]
TREAg 2014 286 116 33 453 175 38 52% -1.67[2.34,-1.00]
ifzs 2020 162 016 38 324 053 38 61% -1.72[1.90,-1.54]
#2008 111 038 40 29 06 34  61% -1.79[2.02,-1.58]
R 2016 231 087 40 418 086 40  58% -1.87[2.27,-1.47]
# 32015 17 1.2 33 38 13 34 54% -2.20[-2.80,-1.60]
E=REE 2018 1022 43 321 081 43 B.O0%  -2.21 [-2.49,-1.93]
SE= 2010 157 116 51 389 124 51  57% -232[279,-1.85
F 52014 613 041 63 872 088 63 6.0% -2.59[2.85-2.33]
ki 2012 321 13 35 59 1.2 31 54% -269[3.20,-2.08]
Rt 2014 1.03 037 30 387 041 30 61% -2.84[3.04,-2.64]
BLAREE 2014 189 05 34 663 1.34 34 56% -479[5.27,-4.31]
Total (95% CI) 708 698 100.0% -1.91[-2.30,-1.53]

Heterogeneity: Tau®= 0.62; Chi®= 361.98, df=17 (P = 0.00001); F= 95%
Testfor overall effect: Z=9.77 (P = 0.00001)

—

¢ +|+|}~|H~‘

t !
-4 =2 0

t +
2 4

Favours [experimental] Favours [control]

B 6 2%H VAS T4 bR IRME

Experimental Control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
EITH1A
2AREE2014 29 089 34 723 1.37 34  38% -4.33[4.88,-3.79 x=
2kiE2012 821 15 35 78 16 )| 3.8% -1.59[2.34,-084] T
A#3E2006 346 036 40 454 055 34 41% -1.08[1.30,-0.86] 2
F #2015 3.91 208 53 487 22 53 34% -096[1.78,-0.14] o
ERp2014 491 065 30 451 0.81 30 40% -0.60[-0.97,-0.23] =
PFFE=2020 241 094 44 405 1.81 44 37% -1.64[2.24 -1.04] e
Subtotal (95% CI) 236 226 22.6% -1.70[-2.69,-0.71] >
Heterogeneity: Tau®=1.43; Chi*= 136.89, df= 5 (P < 0.00001); F= 96%
Testfor overall effect: Z= 3.37 (P = 0.0007)
HITR28
SkiBEE2014 1.89 05 34 BEE 1.34 34 39% -479[527 -431] 2
2kiE2012 5219 18 35 66 14 | 3.58% -1.39[216,-0.62] s
#HE2006 3.25 054 40 415 04 34 41% -0.90[1.11,-0.69] =
T E2018 392 135 25 4892 122 25 36% -1.00[-1.71,-029] T
F {82015 247 1.83 53 3.6 1.97 53 3.5% -1.13[1.85,-0.41] T
TERM2014 2.82 051 30 447 063 30 41% -1.65[1.94, -1.36] 25
WFERZ=2020 1.02 0.36 44 218 072 44 41% -1.16[-1.40,-0.92] =
Subtotal (95% CI) 261 251 26.8% -1.72[-2.57,-0.88] <>
Heterogeneity: Tau®=1.22; Chi®= 220.26, df= 6 (P = 0.00001); F=97%
Test for averall effect: Z=4.00 {P = 0.0001)
HITRAR
q EB2016 198 06 41 228 075 41 41% -0.30[0.59,-0.01] e
#M3E2006 214 04 40 365 062 34 41% -1.51[1.75,-1.27] &
REF2016 2.31 087 40 418 0496 40 40% -1.87[227,-1.47] =
W E2018 2.68 1.55 25 388 105 25 3.5% -1.20[-1.93,-0.47]
/2010 157 116 51 389 1.24 51  309% -2.32[2.79,-1.85] 2
DFRM2014 1.03 0.37 30 387 04 30 42% -2.84[3.04 -264] "
ERE&Z2019 1 022 43 321 09 43 41% -2.21[-2.49,-1.93] x
#2015 17 12 33 39 13 34 37% -2.20[-2.80,-1.60] =5
SREEFE2017 1.68 1.89 30 325 224 30 30% -1.57[262-052] X
DEEg2014 286 1.16 38 453 1.75 38 36% -1.67[2.34,-1.00] R
HIAH2020 1.52 0.16 38 3.24 053 38 42% -1.72[-1.90,-1.54] =
Subtotal (95% CI) 409 404 42.4% -1.77[-2.25,-1.30] L 4
Heterogeneity: Tau®= 0.58; Chi*= 227.60, df= 10 (P = 0.00001); PF= 96%
Testfor overall effect. Z=7.33 (P = 0.00001)
RS
A B2016 2487 076 41 37 072 41 41% -1.13[1.45-081] 5
A#F2006 1.11 038 40 29 086 34 41% -1.79[-2.02, -1.56] b
Subtotal (95% CI) 81 75 8.2% -1.47[-2.12,-0.82] L 2
Heterogeneity: Tau®= 0.20; Chi*=10.64, df=1 (P =0.001); F=91%
Test for averall effect: Z=4.45 (P < 0.00001)
Total (95% CI) 987 956 100.0% -1.72[-2.06, -1.38] ¢
Heterogeneity: Tau®= 0.71; Chi*= 647.20, df= 25 (P < 0.00001); F= 96% 1 = 5 ; 5 150

Test for averall effect: Z=9.91 {P = 0.00001)
Test for subaroun differences: Chi*= 0.57. df= 3 (P =0.90). F= 0%

Favours [experimental]

E7 2AREFTIE VAS IS LLEHRKE

Favours [control]
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Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

- 122 - BaFEr &

Experimental Control
Study or Subgroup _Mean _SD_Total Mean SD Total Weight
=S 2019 253 1 43 466 1.32 43 33.3%
F=x=2019 511 1.28 63 T.36 1.97 63 33.2%
EPEEE 2017 89 059 30 15.38 019 30 335%
Total (95% CI) 136 136 100.0%

Heterogeneity: Tau®= 8.48; Chi®= 371.92, df= 2 (P = 0.00001); F= 99%
Test for averall effect Z= 215 (P=0.03)

=213 12,62, -1.64]
-2.25[-2.83,-1.67]
-6.48 [-6.70,-6.26]

-3.63[-6.93,-0.32] = —

—
=

T L
Favours [experimental] Favours [control]

B8 2 HEmRERTE L FRMAKE

Experimental Control

Study or Subgrou| Mean SD Total Mean SD Total Weight
E=RE 2019 253 1 43 466 1.32 43 57.9%
F=F20149 511 128 63 7.36 1.97 63 421%
EREESE 2017 8.9 0459 30 1538 0149 30 0.0%
Total (95% CI) 106 106 100.0%

Heterogeneity: Tau?=0.00; Chi*=010, df=1 {P=0.76); F=0%
Test for overall effect: Z=11.35 (P = 0.00001)

Mean Difference
IV, Random. 95% CI

Mean Difference
IV, Random, 95% CI

-213[2.62,-1.64]
-2.25[-2.83,-1.67)] ——
-6.48 [-6.70, -6.26]
-2.18 [-2.56, -1.80] L 4
-4 32 0 2 4

Favours [experimental] Favours [control]

B9 HIBRFRMEBRKRIEE 2 HARH RN E LR R E

244 2 HlBEEARILE A 13 KX
@t{6,8,10—|2,14—]7,I9,22—23,25j j:liﬁlzll: T 2 éﬂ ‘]é‘.‘ff}ﬁ E‘J%@
AR, 1080 Bl 2 A 540 Bl E ST
6 & A TS Btk (P=0.53,1 =0%) , R I

FESN BRI HEA T Meta 43HT, 25 5 7R MR B A 45
BPUBRIRTT I, P AR T RV BRI, 22 5%
FHG 2= X[ RR=1.76,95%CI(1.49,2.07),
P<0.000017, (WA 10)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SRS 2014 16 38 13 38 9.7% 1.23[0.69, 2.19] s
E=FE& 20149 29 43 21 43 156% 1.38 [0.95, 2.00] ko
F = 2018 19 63 13 63 9.7% 1.46 [0.79, 2.70] o P
PFE= 2020 26 44 17 44 127% 1.53 [0.98, 2.39] e
=S 2016 14 40 2] 40 B.7% 1.56 [0.76, 3.18] T g o
J| B8 2016 22 41 14 41 10.4% 1.57 [0.94, 2.63] F| R
LK 2010 25 30 14 29 11.4% 1.61 [1.09, 2.37] e
oki8 2018 14 40 7 40 5.2% 2.00[0.90, 4.43] ] PR S
F i# 2015 4 53 2 i) 1.5%  2.00[0.38, 10.46]
W EE 2018 7 25 3 25 22% 2.33[0.68, 8.01] |
=3F 2014 38 60 15 B0 11.2% 253 [1.57,4.09] I
=8 2015 16 30 4 30 3.0% 4.00[1.51,10.57]
#2015 4] 33 1 34 0.7% 6.18[0.79, 45.60] b
Total (95% CI) 540 540 100.0% 1.76 [1.49, 2.07] <
Total events 236 134

b iz - = e t t t +
Heterogeneity: Chi*=11.04, df=12{P=053); F=0% 008 02 : 20

Testfor overall effect: Z= 6.67 (P = 0.00001)

Favours [experimental] Favours [control]
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UL 2 4L %L,

2.5 REMGHM MR A GV ERIT
PHN I PRI TR PER A T S A, B 45
2tk I (WL 11,12) o BEAR BRSOV B RR, 9
ABRA RR FRIESR, S B - B ST 95% , %
PR 2s B ARG A ], B AEAE R R e

- SE(oaRRD )
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¥
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P
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