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Figure 3

A.

Risk Ratio %
not on dialysis and name (year) (95% CI) Weight
not on dialysis
Akizawa,etal (2019) * : 0.34 (0.05, 2.28) 0.59
Chen,etal (2019) * " 0.17 (0.01, 4.10) 0.26
Besarab,etal (2015) —_—— 0.32 (0.07, 1.49) 0.90
Chen,etal (2017) * : 0.17 (0.01, 3.97) 0.26
Shutov,etal (2021) —— 1.22 (0.67, 2.23) 3.64
Fishbane,etal (2021) * 1.07 (0.93, 1.23) 58.06
Coyne,et al (2020) —Oi— 0.87 (0.37, 2.06) 21
Akizawa,etal (2021) I: 1.30 (0.24, 7.02) 0.48
Barratt,etal (2021) —- 0.95 (0.69, 1.31) 12.44
Subgroup, MH (I2 =0.0%, p =0.524) d} 1.04 (0.92, 1.17) 78.75

I
on dialysis E
Chen,etal (2019) — 2.45 (0.29, 20.70) 0.27
Provenzano (2021) — 0.75 (0.42, 1.35) 4.97
Charytan,etal (2021) —— 1.42 (1.03, 1.97) 10.28
Akizawa,etal (2020) —_—f—— 1.27 (0.35, 4.63) 0.79
Csiky,etal (2021) —5— 1.06 (0.61, 1.85) 4.51
Wu,etal (2022) * : 0.38 (0.02, 8.95) 0.18
Hou,etal (2021) ' 1.00 (0.09, 10.72) 0.26
Subgroup, MH (I2 =0.0%, p = 0.585) ‘.b 1.18 (0.92, 1.50) 21.25
I
Heterogeneity between groups: p = 0.352 E
Overall, MH (I2 =0.0%, p=0.619) @ 1.07 (0.96, 1.19) 100.00
T T
.0078125 1 128

Risk Ratio %
group3 and name (year) (95% CI) Weight
Roxadustat VS placebo
Akizawa,etal (2019) * : 0.34 (0.05, 2.28) 0.59
Chen,etal (2019) + : 0.17 (0.01, 4.10) 0.26
Besarab,etal (2015) —_— 0.32 (0.07, 1.49) 0.90
Chen,etal (2017) * : 0.17 (0.01, 3.97) 0.26
Shutov,etal (2021) —f— 1.22 (0.67, 2.23) 3.64
Fishbane,etal (2021) > 1.07 (0.93, 1.23) 58.06
Coyne,et al (2020) —— 0.87 (0.37, 2.06) 2.1
Subgroup, MH (I2 =10.8%, p = 0.347) Q 1.05 (0.92, 1.20) 65.83

|
Roxadustat VS ESA i
Akizawa,etal (2021) e 1.30 (0.24, 7.02) 0.48
Barratt,etal (2021) —-- 0.95 (0.69, 1.31) 12.44
Chen,etal (2019) — 2.45(0.29, 20.70) 0.27
Provenzano (2021) — 0.75(0.42, 1.35) 4.97
Charytan,etal (2021) —— 1.42 (1.03, 1.97) 10.28
Akizawa,etal (2020) —_— 1.27 (0.35, 4.63) 0.79
Csiky,etal (2021) —— 1.06 (0.61, 1.85) 4.51
Wu,etal (2022) + ' 0.38 (0.02, 8.95) 0.18
Hou,etal (2021) I 1.00 (0.09, 10.72) 0.26
Subgroup, MH (I2 =0.0%, p = 0.655) <> 1.10 (0.91, 1.33) 34.17
Heterogeneity between groups: p = 0.704 i
Overall, MH (I2 =0.0%, p=0.619) D 1.07 (0.96, 1.19) 100.00

I
.0078125 1 128



Fig
A.

ure 4

Risk Ratio %
group1 and name (year) (95% CI) Weight
not on dialysis
Chen,etal (2019) + : 0.50 (0.07, 3.48) 0.40
Chen,etal (2017) : + 4.50 (0.25, 80.95) 0.00
Akizawa,etal (2019) —e 1.69 (0.21, 13.81) 0.23
Besarab,etal (2015) : 0.95 (0.10, 8.81) 0.23
Shutov,etal (2021) : 0.92 (0.62, 1.35) 6.75
Fishbane,etal (2021) I 1.10 (0.98, 1.23) 60.75
Coyne,etal (2021) : 1.11 (0.69, 1.78) 4.63
Akizawa,etal (2021) — 1.00 (0.52, 1.95) 2.37
Barratt,etal (2021) -1%- 0.95 (0.82, 1.11) 24.50
Subgroup, MH (I2 =0.0%, p = 0.808) } 1.05 (0.97, 1.15) 99.85

I

I

on dialysis :
Chen,etal (2019) : + 4.43 (0.24, 81.56) 0.00
Akizawa,etal (2021) + : 0.34 (0.01, 8.23) 0.15
Subgroup, MH (I2 =41.8%, p =0.190) {I@ 2.65 (0.20, 34.98) 0.15

1

:

Heterogeneity between groups: p = 0.484 :
Overall, MH (I* = 0.0%, p = 0.818) p 1.06 (0.97, 1.15) 100.00
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Risk Ratio %
group2 and name (year) (95% CI) Weight
Roxadustat VS placebo

Chen,etal (2019) : 0.50 (0.07, 3.48) 0.40
Chen,etal (2017) : * 4.50 (0.25, 80.95) 0.00
Akizawa,etal (2019) — 1.69 (0.21, 13.81) 0.23
Besarab,etal (2015) : 0.95 (0.10, 8.81) 0.23
Shutov,etal (2021) ' 0.92 (0.62, 1.35) 6.75
Fishbane,etal (2021) I 1.10 (0.98, 1.23) 60.75
Coyne,etal (2021) : 1.11 (0.69, 1.78) 4.63
Subgroup, MH (I° = 0.0%, p = 0.865) :) 1.09 (0.98, 1.21) 72.98

b

l

Roxadustat VS ESA :
Akizawa,etal (2021) —1:5— 1.00 (0.52, 1.95) 2.37
Barratt,etal (2021) -+ 0.95 (0.82, 1.11) 24.50
Chen,etal (2019) : * 4.43 (0.24, 81.56) 0.00
Akizawa,etal (2021) - : 0.34 (0.01, 8.23) 0.15
Subgroup, MH (I° = 0.0%, p = 0.680) <I> 0.97 (0.83, 1.13) 27.02

i

l

Heterogeneity between groups: p = 0.212 :
Overall, MH (I = 0.0%, p = 0.818) 1.06 (0.97, 1.15) 100.00

I
.015625

64



Figure 5

A

Risk Ratio %
group2 and name (year) (95% CI) Weight
not on dialysis
Akizawa,etal (2019) * 3.11 (0.17, 55.98) 0.00
Chen,etal (2019) * 1.53 (0.06, 36.89) 0.00
Shuto (2021) +o— 1.13 (0.88, 1.45) 16.10
Fishbane,etal (2021) <+ 1.02 (0.88, 1.18) 55.77
Coyne,et al (2021) —— 1.20 (0.67, 2.15) 3.95
Akizawa,etal (2021) - 1.96 (0.08, 47.76) 0.00
Barratt,etal (2021) -+ 0.92 (0.74, 1.15) 21.93
Subgroup, MH (I* = 0.0%, p = 0.862) {p 1.03 (0.93, 1.15) 97.75
on dialysis
Chen,etal (2019) —_— 0.49 (0.13, 1.92) 1.06
Provenzano (2021) + 0.50(0.12, 1.97) 1.19
Subgroup, MH (I” = 0.0%, p = 0.992) < 0.49 (0.19, 1.30) 2.25
Heterogeneity between groups: p = 0.139
Overall, MH (I = 0.0%, p = 0.789) <> 1.02 (0.92, 1.14) 100.00
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Risk Ratio %
group1 and name (year) (95% CI) Weight
Roxadustat VS placebo
Akizawa,etal (2019) + 3.11(0.17, 55.98) 0.00
Chen,etal (2019) + 1.53 (0.06, 36.89) 0.00
Shuto (2021) T 1.13 (0.88, 1.45) 16.10
Fishbane,etal (2021) + 1.02 (0.88, 1.18) 55.77
Coyne,et al (2021) —— 1.20 (0.67, 2.15) 3.95
Subgroup, MH (I* = 0.0%, p = 0.872) 0 1.06 (0.94, 1.20) 75.82
Roxadustat VS ESA
Akizawa,etal (2021) + 1.96 (0.08, 47.76) 0.00
Barratt,etal (2021) - 0.92 (0.74, 1.15) 21.93
Chen,etal (2019) —_— 0.49 (0.13, 1.92) 1.06
Provenzano (2021) + 0.50 (0.12, 1.97) 1.19
Subgroup, MH (I* = 0.0%, p = 0.620) C} 0.89 (0.72, 1.10) 24.18
Heterogeneity between groups: p = 0.159
Overall, MH (I* = 0.0%, p = 0.789) <> 1.02 (0.92, 1.14) 100.00
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Figure 6

A

Risk Ratio %
group1 and name (year) (95% ClI) Weight
not on dialysis
Akizawa,etal (2019) * : 0.34 (0.05, 2.28) 0.76
Chen,etal (2019) —-i—o— 2.02 (0.71, 5.73) 2.56
Besarab,etal (2015) ; + 2.93 (0.16, 52.85) 0.33
Chen,etal (2017) — 1.48 (0.32, 6.88) 1.17
Shutov,etal (2021) ' 1.04 (0.19, 5.62) 0.97
Fishbane,etal (2021) — 1.24 (0.95, 1.60) 41.23
Coyne,etal (2021) —— 1.09 (0.74, 1.62) 17.82
Akizawa,etal (2021) —-:0— 1.17 (0.40, 3.42) 2.42
Barratt,etal (2021) —r- 0.82 (0.55, 1.24) 16.59
Subgroup, IV (I2 =0.0%, p = 0.637) <$ 1.12 (0.93, 1.34) 83.87

I
on dialysis |
Chen,etal (2019) : * 7.35 (0.99, 54.88) 0.69
Provenzano (2021) —0—-5— 0.50 (0.12, 1.97) 1.46
Charytan,etal (2021) : 1.00 (0.59,1.71) 9.70
Hou,etal (2021) — 2.00 (0.44, 9.01) 1.23
Akizawa,etal (2020) —_—f 1.27 (0.35, 4.63) 1.66
Wu,etal (2022) — 1.52 (0.37, 6.23) 1.40
Subgroup, IV (I2 =11.6%, p = 0.341) <:E> 1.14 (0.76,1.73) 16.13
Heterogeneity between groups: p = 0.914 :
Overall, IV (I2 =0.0%, p = 0.626) @ 1.12 (0.95, 1.32) 100.00
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Risk Ratio %
group2 and name (year) (95% CI) Weight
Roxadustat VS placebo
Akizawa,etal (2019) * : 0.34 (0.05, 2.28) 0.76
Chen,etal (2019) —-i—o— 2.02 (0.71, 5.73) 2.56
Besarab,etal (2015) ; + 2.93 (0.16, 52.85) 0.33
Chen,etal (2017) — 1.48 (0.32, 6.88) 1.17
Shutov,etal (2021) » 1.04 (0.19, 5.62) 0.97
Fishbane,etal (2021) —— 1.24 (0.95, 1.60) 41.23
Coyne,etal (2021) —— 1.09 (0.74, 1.62) 17.82
Subgroup, IV (I2 = 0.0%, p = 0.760) (I> 1.21 (0.98, 1.48) 64.85
Roxadustat VS ESA i
Akizawa,etal (2021) —_—— 1.17 (0.40, 3.42) 2.42
Barratt,etal (2021) —— 0.82 (0.55, 1.24) 16.59
Chen,etal (2019) : *> 7.35 (0.99, 54.88) 0.69
Provenzano (2021) ; 0.50 (0.12, 1.97) 1.46
Charytan,etal (2021) n 1.00 (0.59, 1.71) 9.70
Hou,etal (2021) — 2.00 (0.44, 9.01) 1.23
Akizawa,etal (2020) —_—t— 1.27 (0.35, 4.63) 1.66
Wu,etal (2022) —e 1.52 (0.37, 6.23) 1.40
Subgroup, IV (I2 =0.4%, p = 0.426) <.> 0.98 (0.74, 1.30) 35.15
Heterogeneity between groups: p = 0.245 :

Overall, IV (I2 = 0.0%, p = 0.626) @ 1.12 (0.95, 1.32) 100.00
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Figure 7

A Risk Ratio %
’ group1 and name (year) (95% CI) Weight
not on dialysis

Chen,etal (2019) — 1.51 (0.32, 7.24) 0.48
Chen,etal (2017) : + 4.50 (0.25, 80.95) 0.00
Besarab,etal (2015) : 0.98 (0.04, 23.34) 0.00
Shutov,etal (2021) —— 1.61 (1.09, 2.38) 6.61
Fishbane,etal (2021) Ho— 1.27 (1.01, 1.58) 22.46
Coyne,etal (2020) T 1.41 (0.91, 2.21) 5.74
Akizawa,etal (2021) —_— 0.91 (0.30, 2.81) 1.09
Barratt,etal (2021) -t 0.88 (0.70, 1.11) 18.61
Subgroup, MH (I2 =36.0%, p = 0.141) '0 1.20 (1.04, 1.38) 54.98

1

1

on dialysis '
Chen,etal (2017) . 0.89 (0.10, 8.15) 0.28
Chen,etal (2019) — 0.77 (0.43, 1.37) 3.85
Provenzano (2021) -+— 1.11 (0.86, 1.45) 156.85
Charytan,etal (2021) T 1.32 (0.93, 1.87) 8.42
Csiky,etal (2021) - 0.95 (0.71, 1.27) 14.06
Wou,etal (2021) —_— 0.42 (0.15, 1.16) 1.84
Hou,etal (2021) — 0.83 (0.21, 3.32) 0.72
Subgroup, MH (I2 =10.1%, p = 0.352) <? 1.04 (0.89, 1.21) 45.02

1

Heterogeneity between groups: p = 0.181 :
Overall, MH (I2 =24.4%,p =0.184) é 1.13 (1.01, 1.25) 100.00
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B Risk Ratio %
' group2 and name (year) (95% ClI) Weight
Roxadustat VS placebo

Chen,etal (2019) — 1.51 (0.32, 7.24) 0.48

1
Chen,etal (2017) ; + 4.50 (0.25, 80.95) 0.00
Besarab,etal (2015) ; 0.98 (0.04, 23.34) 0.00
Shutov,etal (2021) —— 1.61 (1.09, 2.38) 6.61
Fishbane,etal (2021) o 1.27 (1.01, 1.58) 22.46
Coyne,etal (2020) — 1.41 (0.91, 2.21) 5.74
Subgroup, MH (I2 =0.0%, p = 0.863) K) 1.37 (1.15, 1.64) 35.29

1

1

Roxadustat VS ESA
Akizawa,etal (2021) —_—— 0.91 (0.30, 2.81) 1.09
Barratt,etal (2021) —ot 0.88 (0.70, 1.11) 18.61
Chen,etal (2017) . 0.89 (0.10, 8.15) 0.28
Chen,etal (2019) — 0.77 (0.43, 1.37) 3.85

1
Provenzano (2021) -7— 1.11 (0.86, 1.45) 15.85
Charytan,etal (2021) ™ 1.32 (0.93, 1.87) 8.42
Csiky,etal (2021) =i 0.95 (0.71, 1.27) 14.06
Wu,etal (2021) —_— 0.42 (0.15, 1.16) 1.84
Hou,etal (2021) — 0.83 (0.21, 3.32) 0.72
Subgroup, MH (I2 =0.4%, p = 0.430) <$ 0.99 (0.87, 1.13) 64.71

1

1

Heterogeneity between groups: p = 0.003 |
Overall, MH (I2 =24.4%, p=0.184) é 1.13 (1.01, 1.25) 100.00
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