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Supplementary Figure 1. Bias assessment. The Cochrane risk-of-bias tool assessed the risk of bias in included studies.
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Treatment Effect Mean with 95%CI
BvsA 4 -90.15 (-186.37,6.06)
CvsA A g -97.72 (-187.72,-7.71)
DvsA L 4 -65.91 (-201.85,70.03)
EvsA 4 -83.05 (-190.84,24.75)
Fvs A L g -145.68 (-256.90,-34.47)
GvsA 4 -72.67 (-180.25,34.92)
CvsB ——— -7.56 (-82.84,67.71)
DvsB L g 24.24 (-71.76,120.25)
EvsB g 7.11 (-100.45,114.67)
FvsB —— -55.53 (-111.33,0.27)
GvsB * 17.49 (-90.65,125.63)
DvsC L g 31.81 (-90.23,153.84)
EvsC L 2 14.67 (-102.98,132.32)
FvsC . g -47.97 (-141.63,45.70)
GvsC 4 25.05 (-92.87,142.97)
EvsD \ g -17.13 (-161.35,127.08)
FvsD + -79.77 (-191.07,31.53)
GvsD 4 -6.75 (-151.37,137.86)
FvsE 2 2 -62.64 (-183.77,58.49)
GvsE 10.38 (-126.00,146.76)
GvsF . 73.02 (-48.67,194.70)
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Supplementary Figure 2. Forest plot of ferritin. Abbreviations: A: placebo/control; B: ESAs; C: daprodustat; D: molidustat; E: vadadustat;
F: roxadustat; G: enarodustat.
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Treatment Effect Mean with 95%CI
BvsA —_—— -25.61 (-52.44,1.22)
CvsA \ g -46.02 (-75.64,-16.41)
DvsA . 2 -27.95 (-64.56,8.65)
EvsA 2 g -38.79 (-68.95,-8.63)
FvsA 2 4 -47.73 (-82.78,-12.68)
GvsA \ 4 -54.95 (-91.21,-18.69)
CvsB — 1 -20.41 (-48.89,8.06)
DvsB —— -2.34 (-28.73,24.05)
EvsB — -13.18 (-47.67,21.31)
FvsB —— -22.11 (-44.45,0.23)
GvsB \ 4 -29.34 (-65.26,6.59)
DvsC . 4 18.07 (-20.32,56.46)
EvsC s 4 7.24 (-32.40,46.88)
FvsC + -1.70 (-38.62,35.22)
GvsC \ 2 -8.92 (-51.25,33.40)
EvsD L 4 -10.83 (-53.64,31.97)
FvsD \ 4 -19.77 (-54.35,14.80)
GvsD . g -26.99 (-71.15,17.16)
FvsE \ 2 -8.94 (-50.00,32.12)
GvsE L 4 -16.16 (-60.84,28.51)
GvsF \ 2 -7.22 (-49.55,35.11)
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Supplementary Figure 3. Forest plots of hepcidin. Abbreviations: A: placebo/control; B: ESAs; C: daprodustat; D: molidustat; E: vadadustat;
F: roxadustat; G: enarodustat.
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Treatment Effect Mean with 95%CI
Bvs A —— 0.16 (-1.14,1.47)
CvsA —— 1.24 (0.17,2.31)
Dvs A —_—— 0.69 (-1.07,2.45)
Evs A ——&—— 3.90 (2.24,5.56)
FvsA ——— 0.95 (-0.56,2.46)
GvsA ——t 2.35 (0.74,3.97)
CvsB —— 1.08 (0.03,2.13)
DvsB —— 0.53 (-0.65,1.71)
EvsB ——— 3.74 (2.12,5.36)
FvsB —— 0.78 (0.02,1.55)
GvsB —— 2.19(0.60,3.78)
DvsC —— -0.55 (-2.13,1.03)
EvsC —— 2.66 (0.94,4.38)
FvsC —— -0.29 (-1.59,1.01)
GvsC ——— 1.11 (-0.57,2.80)
EvsD —e—  3.21(1.20,5.21)
FvsD — 0.25 (-1.15,1.66)
GvsD —— 1.66 (-0.32,3.64)
FvsE +r—&—— -2.95 (-4.74,-1.16)
GvsE —_——— -1.54 (-3.65,0.56)
GvsF H—— 1.41 (-0.36,3.17)
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Supplementary Figure 4. Forest plots of TIBC. Abbreviations: A: placebo/control; B: ESAs; C: daprodustat; D: molidustat; E: vadadustat; F:
roxadustat; G: enarodustat.
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Treatment Effect Mean with 95%CI
Bvs A — -14.13 (-19.45,-8.80)
CvsA —_— -13.17 (-18.49,-7.84)
DvsA @ -10.23 (-16.45,-4.02)
EvsA —_——— -12.39 (-17.81,-6.96)
FvsA —_————— -13.50 (-18.95,-8.04)
GvsA —_———— -15.21 (-20.85,-9.57)
CvsB —— 0.96 (-1.02,2.94)
DvsB —— 3.89(1.18,6.60)
EvsB —— 1.74 (0.01,3.47)
FvsB —— 0.63 (-0.94,2.20)
GvsB —— -1.09 (-4.33,2.16)
DvsC —_—— 2.93 (-1.11,6.98)
EvsC —— 0.78 (-1.58,3.14)
FvsC —— -0.33 (-2.46,1.79)
GvsC —— -2.05 (-5.85,1.76)
EvsD ——1 -2.15 (-5.70,1.40)
FvsD —— -3.26 (-6.89,0.37)
GvsD —— -4.98 (-9.13,-0.83)
FvsE . -1.11 (-3.26,1.04)
GvsE —— -2.83 (-6.50,0.85)
GvsF ——— -1.72 (-5.35,1.92)
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Supplementary Figure 5. Forest plots of TSAT. Abbreviations: A: placebo/control; B: ESAs; C: daprodustat; D: molidustat; E: vadadustat; F:
roxadustat; G: enarodustat.
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Treatment Effect Mean with 95%CI
Bvs A *> -0.64 (-2.11,0.83)
CvsA ——— -0.15 (-1.20,0.90)
Dvs A * 0.45 (-1.35,2.26)
Evs A -0.12 (-2.07,1.83)
Fvs A * -0.41 (-2.00,1.19)
Gvs A * -0.28 (-2.59,2.02)
CvsB > 0.49 (-0.54,1.52)
DvsB ——— 1.09 (0.04,2.14)
EvsB ® 0.52 (-1.92,2.96)
FvsB —— 0.23 (-0.40,0.87)
GvsB > 0.36 (-1.42,2.14)
DvsC * 0.60 (-0.87,2.07)
EvsC 0.03 (-2.19,2.24)
FvsC —_——— -0.26 (-1.47,0.95)
GvsC * -0.13 (-2.19,1.92)
EvsD * -0.58 (-3.23,2.08)
FvsD —_—————— -0.86 (-2.09,0.37)
GvsD ® -0.74 (-2.80,1.33)
Fvs E * -0.29 (-2.81,2.24)
GvsE * -0.16 (-3.18,2.86)
GvsF 0.12 (-1.76,2.01)
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Supplementary Figure 6. Forest plots of serum iron. Abbreviations: A: placebo/control; B: ESAs; C: daprodustat; D: molidustat; E:
vadadustat; F: roxadustat; G: enarodustat.
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Supplementary Figure 7. The surface under the cumulative ranking curve for ferritin. (A) Placebo/control; (B) ESAs; (C) daprodustat;
(D) molidustat; (E) vadadustat; (F) roxadustat; (G) enarodustat.
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Supplementary Figure 8. The surface under the cumulative ranking curve for hepcidin. (A) Placebo/control; (B) ESAs; (C) daprodustat;
(D) molidustat; (E) vadadustat; (F) roxadustat; (G) enarodustat.
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Supplementary Figure 9. The surface under the cumulative ranking curve for TIBC. (A) Placebo/control; (B) ESAs; (C) daprodustat;
(D) molidustat; (E) vadadustat; (F) roxadustat; (G) enarodustat.
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Supplementary Figure 10. The surface under the cumulative ranking curve for TSAT. (A) Placebo/control; (B) ESAs; (C) daprodustat;
(D) molidustat; (E) vadadustat; (F) roxadustat; (G) enarodustat.
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Supplementary Figure 11. The surface under the cumulative ranking curve for serum iron. (A) Placebo/control; (B) ESAs;
(C) daprodustat; (D) molidustat; (E) vadadustat; (F) roxadustat; (G) enarodustat.
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Treatment Effect Mean with 95%CI
BvsA —_—— 1.44 (0.31,6.68)
CvsA — 1.37 (0.30,6.30)
DvsA 0.84 (0.15,4.82)
EvsA —_— 1.07 (0.23,5.01)
FvsA —_— 1.45 (0.31,6.81)
GvsA 4 2.91 (0.29,29.31)
CvsB *> 0.95 (0.82,1.10)
DvsB —— 0.58 (0.25,1.35)
EvsB L g 0.74 (0.60,0.91)
FvsB L 4 1.00 (0.81,1.24)
GvsB 2 g 2.02 (0.36,11.35)
DvsC —— 0.61 (0.26,1.44)
EvsC L 4 0.78 (0.61,1.00)
FvsC - 1.06 (0.82,1.37)
GvsC 4 2.13 (0.38,12.03)
EvsD —— 1.27 (0.54,3.02)
FvsD ——— 1.73(0.73,4.11)
GvsD \ g 3.48 (0.51,23.66)
FvsE - 1.36 (1.01,1.82)
GvsE \ g 2.73 (0.48,15.51)
GvsF L 2 2.01 (0.35,11.44)
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Supplementary Figure 12. Forest plots of hypertension. Abbreviations: A: placebo/control; B: ESAs; C: daprodustat; D: molidustat; E:
vadadustat; F: roxadustat; G: enarodustat.
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Treatment Effect Mean with 95%CI
BvsA . g 0.03 (0.00,0.79)
CvsA . 2 0.07 (0.00,1.86)
DvsA 4 0.08 (0.00,7.26)
EvsA L 2 0.04 (0.00,1.04)
FvsA 24 0.05 (0.00,1.29)
GvsA 2 0.03 (0.00,1.19)
CvsB —— 2.52 (1.28,4.94)
DvsB + 2.75 (0.13,59.09)
EvsB L g 1.30 (0.98,1.72)
FvsB R g 1.61(1.22,2.12)
GvsB »—r—< 1.20 (0.35,4.09)
DvsC 1.09 (0.05,25.25)
EvsC —— 0.52 (0.25,1.07)
FvsC — 0.64 (0.31,1.32)
GvsC —— 0.48 (0.12,1.93)
EvsD L 2 0.47 (0.02,10.31)
FvsD 3 0.59 (0.03,12.75)
GvsD & 0.44 (0.02,11.89)
FvsE 1.24 (0.83,1.83)
GvsE -—L 0.92 (0.26,3.25)
GvsF —— 0.75 (0.21,2.62)
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Supplementary Figure 13. Forest plots of thrombosis. Abbreviations: A: placebo/control; B: ESAs; C: daprodustat; D: molidustat; E:
vadadustat; F: roxadustat; G: enarodustat.
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Supplementary Figure 14. The surface under the cumulative ranking curve for hypertension. (A) Placebo/control; (B) ESAs;
(C) daprodustat; (D) molidustat; (E) vadadustat; (F) roxadustat; (G) enarodustat.
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Supplementary Figure 15. The surface under the cumulative ranking curve for thrombosis. (A) Placebo/control; (B) ESAs;
(C) daprodustat; (D) molidustat; (E) vadadustat; (F) roxadustat; (G) enarodustat.
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Supplementary Figure 16. Funnel plot assessing ferritin. Abbreviations: A: placebo/control; B: ESAs; C: daprodustat; D: molidustat; E:
vadadustat; F: roxadustat; G: enarodustat.
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Supplementary Figure 17. Funnel plot evaluating hepcidin. Abbreviations: A: placebo/control; B: ESAs; C: daprodustat; D: molidustat; E:
vadadustat; F: roxadustat; G: enarodustat.
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Supplementary Figure 18. Funnel plot evaluating TIBC. Abbreviations: A: placebo/control; B: ESAs; C: daprodustat; D: molidustat; E:
vadadustat; F: roxadustat; G: enarodustat.
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Supplementary Figure 19. Funnel plot evaluating TSAT. Abbreviations: A: placebo/control; B: ESAs; C: daprodustat; D: molidustat; E:
vadadustat; F: roxadustat; G: enarodustat.
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Supplementary Figure 20. Funnel plot evaluating serum iron. Abbreviations: A: placebo/control; B: ESAs; C: daprodustat; D: molidustat;
E: vadadustat; F: roxadustat; G: enarodustat.
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Supplementary Figure 21. Funnel plot evaluating hypertension. Abbreviations: A: placebo/control; B: ESAs; C: daprodustat; D:
molidustat; E: vadadustat; F: roxadustat; G: enarodustat.
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Supplementary Figure 22. Funnel plot evaluating thrombosis. Abbreviations: A: placebo/control; B: ESAs; C: daprodustat; D:
molidustat; E: vadadustat; F: roxadustat; G: enarodustat.
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