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Random sequence generation (selection hias) |
Allacation concealment (selection hias) |
Blinding of participants and personnel (perfarmance hias) |
Blinding of outcome assessment (detection hias) |
Incomplete outcome data (attrition hias)
Selective reporting (reporting hias)
Other hias |
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B2 EERES
Experimental Control Qdds Ratio Qdds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H. Fixed, 95% CI M-H, Fized, 95% CI
BER¥201 27 an 21 30 19.3% 386 [0.93, 16.09) T
gEE20148 35 a7 24 T 144% 4830495, 24 54]
FBEFF 2015 43 45 36 45 147% 5.38[1.09, 26.49) -
Bk 2000 41 41 & 41 0.7% 45331 [24.67,8330.70] —t
B 2016 35 a7 28 37 14.4% 4.83[0.95, 24.54] —
BrEZEzE2015 98 k] a3 99 7.7% 18.89 [2.45, 145.48] I —
FEBEE 2016 45 46 36 6 T.2% 12.50[1.53,102.26) e —.
fRERG 2018 v 40 N 40 2M1.4% 368089, 14.39] T
Total (95% CIy 375 375 100.0% 9.20 [5.36, 16.09] <
Total events 361 271
T = _ _ T [ 1 | 1
Tt o verall et 22 708 < 000005 b 01 i d0 100
=7 : ) Favours [experitmental]  Favours [control]
B3 RERERHE
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I/, Random, 95% CI
e FE 2018 402 Rl XIS B N F TTHR 3101[1.36, 4.84] -
FBEEE 2015 4026 513 45 37.02 507 15 26.4% 324113, 4.38] -
FEBEE 2016 41,54 344 46 3389 4. 16 282% TEE[6.08, 923 -
FEEF IS 2018 4364 11.22 40 4264 83818 0 177% 1.00[-3.43, 6.43] 1
Total (95% CIy 168 168 100.0% 4.05 [1.19, 6.90] .
Heterogeneity: Tau®= 6.88; Chi®=21.21, df= 3 (P = 0.0001); IF= 86% _2'0 _1'0 g 1'D 2'0

Testfor overall effect £= 2.78 (F = 0.005)

B4 CD4'KEZMKE

Favours [experimental] Fawours [control]

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
A E 018 16 0.3 3r 1.2 03 a7 23.8% 0300016, 0.44) -
ZERERS 2014 161 028 45 131 025 45 255% 0.30[0.19, 0.41] -
FEBE 2016 1.67 0.06 46 118 0417 46 29.0% 0.49[0.44, 054)
fEEF 52018 141 043 0 122 0.3 M MT% 0.19[0.03, 0348 —
Total (95% CI) 168 168 100.0% 0.33[0.19, 0.48] ’
Heterogeneity: Tau?= 0.02; Chi*= 21.83, df= 3 (P = 0.0001); F= 86% 1 -0:5 : n:s 1

Testfor overall effect: 2= 4.46 (P = 0.00001)
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Experimental Control Mean Difference Mean Difference

Studyv or Subgroup  Mean  SD Total Mean 5D Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
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Heterogeneity: Chi*= 0.43, df= 3 (P = 0.93); F= 0% e
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95% ) , K FHRAPL RN A8 B AT B . Meta 23 BT 45 AR
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Giiteg i Y IgM K[ MD=0. 15(-0.12,0.41) ,P=0.28],
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Meta 2145 5 2B . sh ik 1l PO, [ MD =7.37,95%CI( 5. 42,
9.32),7Z=17.41,P<0.00001] ,PCO, /K[ MD = -6. 66,95%
CI(-8.03,-5.29),Z=9.52,P<0.00001 |, 25 HA G it%
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Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight W, Random, 95% Cl I, Random, 95% CI
BEHR2016 1.04 0.21 37 082 019 37T 405% 022013, 0.31]
FEBEFR 2016 812 1.62 46 561 2.33 6 21.1% 2.51[1.69, 3.33] —
PRI 2018 18 0.A7 40 1.49 0.4 40 39.4% 0.31 [0.09, 0.53]
Total (95% CI) 123 123 100.0% 0.74 [0.20, 1.28] <P
Heterogeneity: Tau?= 0.19; Chi*= 29.86, df= 2 (P = 0.00001); *=93% VR 7 ! ]

Testfor averall effect: £= 2.67 (P = 0.008)

Favours [experimental] Fawours [control]

B 7 TgA KEFHRME
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight W, Random, 95% Cl I, Random, 95% CI
BEHR2016 9.07 1.05 37 783 0482 37 B01% 1.14 [0.69, 1.59] L
FEEEZ2016 1.22 0.34 46 074 211 46 41.7% 048 [-0.14,1.10] -
PEERG 2018 13.08 487 40 10.7 5.03 40 8.3% 2.38[0.21, 4.55] I —
Total (95% CI) 123 123 100.0% 0.97 [0.30, 1.64] &
Heterogeneity: Tau®= 0.18; Ghif= 4.58, df = 2 (P = 0.10); F = 56% VR )
Testfor averall effect 2= 2.84 (F = 1.005) Favours [experimental] Favours [control]
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Experimental Control

Mean Difference Mean Difference

Study or Subaroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Randolm. 95% Cl
FRH 2016 0.84 014 3F 075 012 37 34.9% 0.08[0.03, 0.15] i

PEIREER 201 6 0.93 048 46 1.03 019 46 31.9%  -0.10[-0.25, 0.04] i

ety 2018 1.74 033 40 1.3 0139 40 33.2% 0.44 [0.32, 0.56]

Total (95% CI) 123 123 100.0% 0.15[-0.12, 0.41]

Heterogeneity: Tau®= 0.05; Chi®= 37.38, df= 2 (P = 0.00001}; F=95%
Testfor overall effect Z=1.08{FP=0.28)
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1.00,I°=0% ;FEV,%/KF-:P=0.78, I =0%) , % JH & E 300

~100 -50 D 50
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100

M 7K - FR bk
BRIHATE I . Meta 23 W7 45 R 2B . (FEV, [ MD = 326. 39,
95%CI(237.90,414.87) , P<0.00001 ] \FEV, %[ MD =4. 03,
95%CI(2.74,5.32) ,P<0.00001]), (UL 12.13)
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Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fized, 95% C1
s 2018 745 B.02 40 G733 7.28 40 33.7% TFAT[3.81,10.43) —&
SREEEL 2018 7553 862 33 BB.12 785 33 248% 9.41[5.50,13.33) —9”—
FrigsE2016 7355 847 51 BF.24 7.39 81 41.58%  6.31[3.28,9.33) =
Total (95% CIy 124 124 100.0% 7.37 [5.42,9.32] +
Heterogeneity: Chi*= 1,63, df= 2 (P = 0.46}; F= 0% 3 40 6 1
Test for overall effect: 2= 7.41 (P = 0.00001) Favours [experimental] Favours [control
B 10 PO, /KFEFHHKE
Experimental Control Mean Difference Mean Difference
Studvor Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fizxed, 95% CI
EiE 2018 4266 5455 40 4908 466 40 37.2% -6.42[-B67,-4.17] -
SEELL2018 4266 EHS a3 4887 4482 33 287% -6.21[-8.91,-3.41) —
BRiESE2016 4288 A87 A1 A008 572 A1 371% -7.20[-9.45, -4.95) -
Total {(95% CI 124 124 100.0% -6.66 [-8.03, -5.29] L 2
Heterogeneity: Chi*= 0.37, df= 2 (P = 0.83); "= 0% 4 1 T 1 5
Testfor overall efiect 2= 9.52 (P < 0.00001) Favours [experimental] Fawours [contral]
B 11 PCO, KEFHRMHE
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD_Total Mean SD_Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
RIftE 2018 234068 3613 40 201613 35043 40 32.2% 3245516857, 48053 ’
EL2018 234264 35032 33 201658 34648 33 277% 326.06[157.95 49417) ’
Bri&5£2016 234151 36238 51 201342 35751 51 401% 328.08[188.38, 467.80] ’
Total (95% Cl) 124 124 100.0% 326.39[237.90, 414.87] ’
Heterogeneity: Chi#= 0.00, df= 2 (P = 1.00); F= 0% f f y {
. -100 -50 0 50 100
Testfor overall effect: Z=7.23 (P < 0.00001) Favours [experimental] Favours [control]
B 12 FEV, KFEHRWE
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight [V, Fixed, 95% CI IV, Fixed, 95% Cl
lE 2018 51.72 4.08 40 4831 4522 40 328% 341115 567 ——
FpELT 20148 52,73 4.69 33 4863 406 33 248% 4.05[1.45 6.69) —
PRigsE 2010 5276 4.05 81 4826 518 51 424% 450[2.581,6.44) ——
Total (95% CIj 124 124 100.0% 4.03[2.74,5.32] L 2
Heterogeneity: Chi*= 0.51, df= 2 (P = 0.78); F= 0% R T
Testforoverall effect 2= 611 (F = 0.00001) Favours [experimental] Favours [control]
B 13 FEV, %7K FEZRKE
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