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Supplement 3 Heterogeneity analysis and evaluation of inconsistency of

all outcomes

1.Heterogeneity analysis

1.1 Heterogeneity analysis by netheat plot
1.1.1 total remission
Network global 17 (from NMA in all comparisons, n=139) =46.6%
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eFigure 1 Heterogeneity analysis by netheat plot of total remission. ACTH=adrenocorticotropic
hormone; AZA=azathioprine; CH=chlorambucil; CTX=cyclophosphamide; CsA=cyclosporine;
LEF=leflunomide; MMF=Mycophenolate mofetil; MZB=mizoribine; RIT=rituximab; STE=steroids;
TAC-=tacrolimus; TAC+TW=tacrolimus+Tripterygium wilfordii; TW=Tripterygium wilfordii.
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1.1.2UTP
Network global 17 (from NMA in all comparisons, n=91) =71.7%
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eFigure 2 Heterogeneity analysis by netheat plot of UTP. ACTH=adrenocorticotropic hormone;
AZA=azathioprine; CH=chlorambucil, CTX=cyclophosphamide; CsA=cyclosporine;
LEF=leflunomide; MMF=Mycophenolate mofetil; MZB=mizoribine; RIT=rituximab; STE=steroids;
TAC=tacrolimus; TAC+TW=tacrolimus+Tripterygium wilfordii; TW=Tripterygium wilfordii.
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1.1.3 relapse rate

Network global 1% (from NMA in all comparisons, n=20) =33.1%
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eFigure 3  Heterogeneity analysis by netheat plot of relapse rate. ACTH=adrenocorticotropic
hormone; AZA=azathioprine; CH=chlorambucil; CTX=cyclophosphamide; CsA=cyclosporine;
LEF=leflunomide; MMF=Mycophenolate mofetil; MZB=mizoribine; RIT=rituximab; STE=steroids;
TAC-=tacrolimus; TAC+TW=tacrolimus+Tripterygium wilfordii; TW=Tripterygium wilfordii.
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1.1.4 Scr

Network global 17 (from NMA in all comparisons, n=29) =55.9%
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eFigure 4 Heterogeneity analysis by netheat plot of Scr. ACTH=adrenocorticotropic hormone;
AZA= azathioprine; CH= chlorambucil; CTX= cyclophosphamide; CsA= cyclosporine; LEF=
leflunomide; MMF= Mycophenolate mofetil; MZB= mizoribine; RIT=rituximab; STE= steroids;
TAC-= tacrolimus; TAC+ TW= tacrolimus+ Tripterygium wilfordii; TW= Tripterygium wilfordii.
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1.2 Interval plot for the analysis of heterogeneity
1.2.1 total remission

Reference treatment: CON

Treatment Effect Mean with 95%CI| and 95%Prl|
ACTH ———- 0.58 (0.46,0.74) (0.37,0.91)
STE ———i— 0.61 (0.46,0.82) (0.38,0.99)
LEF ——— 0.72 (0.41,1.25) (0.36,1.42)
MzZB o 0.74 (0.48,1.15) (0.41,1.33)
W —— 1.04 (0.75,1.44) (0.63,1.71)
RIT —~——&———  1.05(0.61,1.83) (0.53,2.08)
CTX — - 1.07 (0.85,1.36) (0.69,1.67)
MMF ——— — 1.08 (0.81,1.44) (0.67,1.74)
CsA ———— 1.13 (0.83,1.55) (0.69,1.85)
TAC — - 1.17 (0.90,1.51) (0.74,1.84)
CH —~——+—— 1.21(0.66,2.20) (0.58,2.49)
AZA ——e——— 1.25(0.72,2.16) (0.64,2.46)
TAC+TW —+——e——— 1.56 (1.02,2.40) (0.88,2.79)

T T

T T
4 6 1 16 27

eFigure 5 Interval plot for the analysis of heterogeneity of effectiveness rate. ACTH =
adrenocorticotropic hormone; AZA = azathioprine; CH = chlorambucil; CTX = cyclophosphamide;
CsA = cyclosporine; LEF = leflunomide; MMF = Mycophenolate mofetil; MZB = mizoribine; RIT =
rituximab; STE = steroids; TAC = tacrolimus; TAC+TW = tacrolimus + Tripterygium wilfordii; TW
= Tripterygium wilfordii.
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1.2.2 24h UTP
Reference treatment: CON
Treatment Effect Mean with 95%ClI and 95%PrlI

TAE—— +————+ — — — 0.12 (0.02,0.66) (0.00,9.89)
STE ——— +——&—+———~— 0.26 (0.06,1.07) (0.01,12.98)
CTX —— ———1——— 0.34 (0.09,1.26) (0.01,13.92)
MZB — — — —+———e—————-  0.38(0.06,2.23) (0.00,35.88)
MMF ———4————— 0.50 (0.11,2.26) (0.01,29.10)
CH————+1———+ — ———0.58(0.06,5.38) (0.00,132.35)
RIT ————|—e&——+———-0.86(0.12,6.29) (0.01,122.83)
AZA —— 4 —+—e————- 108(0.22,5.43) (0.02,76.00)
LEF —— —|—+———————-1.17 (0.20,6.72) (0.01,105.51)
CsA —— 4 —+—e——+———-1.35(0.23,7.77) (0.01,122.55)
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eFigure 6 Interval plot for the analysis of heterogeneity of 24h UTP. ACTH=adrenocorticotropic
hormone; AZA=azathioprine; CH=chlorambucil; CTX=cyclophosphamide; CsA=cyclosporine;
LEF=leflunomide; MMF=Mycophenolate mofetil; MZB=mizoribine; RIT=rituximab; STE=steroids;
TAC-=tacrolimus; TAC+TW=tacrolimus+Tripterygium wilfordii; TW=Tripterygium wilfordii.
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1.2.3 relapse rate

Reference treatment: CON

Treatment Effect Mean with 95%CI and 95%Prl|
AZA —+———+ — - 0.18 (0.01,2.69) (0.00,28.56)
ACTH— ———+ —- 0.30 (0.05,1.89) (0.01,14.77)
TACH+HTW+——1—— — — 0.48 (0.03,8.88) (0.00,101.95)
CTX ———&——— 0.59 (0.12,2.90) (0.02,21.55)
TW ———e—— —- 0.62 (0.04,8.62) (0.00,87.80)
CsA ———#——— 1.20 (0.15,9.40) (0.02,78.13)
MMF ——+———+—— 1.36 (0.13,14.53) (0.01,133.86)
TAC ———— — - 1.47 (0.21,10.24) (0.03,82.42)
MZB- — * ——  1.54(0.03,77.98) (0.00,1451.04)
CH —— +————— — - 6.74(0.21,219.48) (0.01,3272.40)
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eFigure 7 Interval plot for the analysis of heterogeneity of relapse rate. ACTH=adrenocorticotropic
hormone; AZA=azathioprine; CH=chlorambucil; CTX=cyclophosphamide; CsA=cyclosporine;
LEF=leflunomide; MMF=Mycophenolate mofetil; MZB=mizoribine; RIT=rituximab; STE=steroids;
TAC-=tacrolimus; TAC+TW=tacrolimus+Tripterygium wilfordii; TW=Tripterygium wilfordii.
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1.2.4 Scr

Reference treatment: CON

Treatment Effect Mean with 95%CI and 95%PrlI
CsA ————— 0.52 (0.24,1.14) (0.17,1.60)
LEF ————— - 0.60 (0.26,1.43) (0.18,1.98)
AZA — - 0.65 (0.33,1.29) (0.23,1.85)
MZB — e — 0.65 (0.27,1.59) (0.19,2.20)
MMF ———————- 0.66 (0.35,1.26) (0.24,1.81)
CTX — - 0.68 (0.43,1.06) (0.28,1.63)
CH —————— — 0.71 (0.29,1.76) (0.21,2.43)
TAC ————— 0.91 (0.50,1.68) (0.34,2.44)
TAC+TW —+—&——- 1.03(0.46,2.33) (0.33,3.26)
RIT — +—&—— - 1.77 (1.09,2.86) (0.72,4.33)
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eFigure 8 Interval plot for the analysis of heterogeneity of Scr. ACTH=adrenocorticotropic hormone;
AZA=azathioprine; CH=chlorambucil; CTX=cyclophosphamide; CsA=cyclosporine;

LEF=leflunomide; MMF=Mycophenolate mofetil; MZB=mizoribine; RIT=rituximab; STE=steroids;

TAC-=tacrolimus; TAC+TW=tacrolimus+Tripterygium wilfordii; TW=Tripterygium wilfordii.
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2.Evaluation of inconsistency

2.1 Loop-Specific Approach
2.1.1 total remission

95%Cl Loop-specific
Loop IF (truncated) Heterogeneity(rz)
CH-CTX-LEF 2.06 (0.00,5.17)  0.000
CsA-LEF-TAC —_— 1.36 (0.23,2.49) 0.000
CON-CsA-TAC —— 1.32 (0.00,2.75) 0.155
CON-LEF-MZB-TAC e 0.87 (0.00,1.92) 0.000
CON-CTX-CsA ——— 0.85 (0.00,1.86) 0.219
CON-CTX-MZB —— 0.76 (0.00,1.75)  0.000
CTX-LEF-MZB —— 0.75 (0.00,1.89)  0.000
CTX-LEF-TAC - 0.73 (0.00,1.91) 0.000
CTX-CsA-TAC ——— 0.68 (0.00,2.34) 0.265
CTX-MZB-TAC+TW 0.63 (0.00,1.78) 0.074
CTX-CsA-MZB 0.59 (0.00,1.55) 0.085
CON-CsA-MZB 0.54 (0.00,1.46)  0.047

-
L
————
CTX-TAC+TW-N —— 0.30 (0.00,0.87) 0.000
CTX-CsA-TAC+TW —— 0.27 (0.00,0.99) 0.045
CTX-CsA-LEF — 0.20 (0.00,1.70) 0.214
CsA-LEF-TAC+TW -~ 0.18 (0.00,0.78)  0.024
CsA-MZB-TAC+TW - 0.18 (0.00,0.66) 0.021
CON-CTX-TAC >~ 0.15 (0.00,0.85) 0.000
LEF-MZB-TAC+TW >~— 0.13 (0.00,0.74) 0.000
CsA-LEF-MZB >~ 0.08 (0.00,0.55) 0.000
CTX-LEF-TAC+TW — 0.04 (0.00,1.59) 0.150
I
0

eFigure 9 Evaluation of inconsistency by ifplot of total remission. ACTH=adrenocorticotropic
hormone; AZA=azathioprine; CH=chlorambucil; CTX=cyclophosphamide; CsA=cyclosporine;
LEF=leflunomide; MMF=Mycophenolate mofetil; MZB=mizoribine; RIT=rituximab; STE=steroids;
TAC=tacrolimus; TAC+TW=tacrolimus+Tripterygium wilfordii; TW=Tripterygium wilfordii.
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2.1.2 24h UTP
95%Cl Loop-specific
Loop IF (truncated) Heterogeneity(rz)
AZA-CON-CsA —_— 2.35 (0.76,3.93) 0.000
CH-CTX-TAC —— 1.76 (0.77,2.75) 0.000
CON-CTX-CsA —— 1.62 (0.00,4.49) 1.097
CH-CON-CTX ——— 1.16 (0.00,3.10) 0.665
CON-CTX-TAC — 1.13 (0.00,4.35) 0.974
CTX-CsA-MMF —— 0.77 (0.00,2.94) 0.283
CH-CON-TAC - 0.53 (0.00,1.12) 0.000
CTX-MMF-TAC+TW -— 0.46 (0.00,1.72) 0.188
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eFigure 10 Evaluation of inconsistency by ifplot of 24h UTP. ACTH=adrenocorticotropic hormone;
AZ A=azathioprine; CH=chlorambucil; CTX=cyclophosphamide; CsA=cyclosporine;
LEF=leflunomide; MMF=Mycophenolate mofetil; MZB=mizoribine; RIT=rituximab; STE=steroids;
TAC=tacrolimus; TAC+TW=tacrolimus+Tripterygium wilfordii; TW=Tripterygium wilfordii.

2.1.3 relapse rate

95%Cl Loop-specific
Loop IF (truncated) Heterogeneity(rz)
CTX-CsA-MMF [—— 2.95 (0.00,8.18) 1.694
CH-CON-CTX —— 2.45 (0.00,5.24) 0.000
CON-CTX-CsA — 1.18 (0.00,4.79) 0.000
CTX-MMF-TAC [ — 0.93 (0.00,4.14) 0.211
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