Allopurinol
Study ID

Daily: 50mg

Nagaoka, Y., etal. (2018)

Nagaoka, Y., etal. (2018)

Nagaoka, Y., et al. (2018)

Nagaoka, Y., etal. (2018)

Nagaoka, Y., et al. (2018)

Nagaoka, Y., etal. (2018)

Subgroup (I-squared = 64.9%, p = 0.014)

Daily: 100mg

Omrani, H., etal. (2016)

Jalalzadeh, M., etal. (2012)
Golmohammadi, S., et al. (2017)
Golmohammadi, S., et al. (2017)
Goicoechea, M., etal. (2010)

Subgroup (I-squared = 91.1%, p = 0.000)

Daily: 150mg
Yelken, B., etal. (2012)
Subgroup (I-squared =.%, p=.)

Daily: 200mg

Hosoya, T., etal. (2016a)

Hosoya, T., etal. (2017)

Siu, Y. P., etal. (2006)

Subgroup (I-squared = 84.3%, p = 0.002)

Daily: 300mg
Xu, S., etal. (2015; NCT02082769)
Becker, M. A,, et al. (2005; NCT00102440)
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(mg) Size

88333

888

g8

Schumacher, H.R., Jr., et al. (2008; NCT00174915)300

Becker, M. A, et al. (2010; NCT00430248)
Becker, M. A, etal. (2015; NCT01391325)
Huang, X., etal. (2014)

Shelmadine, B., et al. (2009)

Perez-Ruiz, F., etal. (1998)

Perez-Ruiz, F., et al. (1998)

Baumgartner, S., et al. (2018)
Baumgartner, S., et al. (2018)

Reinders, M. K., et al. (2009a)

Reinders, M. K., et al. (2009b)

Subgroup (I-squared = 78.6%, p = 0.000)

Daily: 461mg
Tausche, A. K., etal. (2014)
Subgroup (I-squared = %, p=.)
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% Urate Change
(95% CI)

% Study
Weight

19.05(15.97,22.13) 345
18.82(15.74,21.90) 345
13.10(10.02, 16.17) 345
1529 (1221,18.37) 345
1429 (1121,17.37) 345
18.82(15.74,21.90) 345
16.56 (14.44, 18.69) 20.68

2144 (18.36,24.52) 345
3256(29.48,35.63) 345
2163 (18.55,24.71) 345
18.98 (15.90, 22.06) 345
23.08(20.00, 26.16) 345
2354 (18.93,28.14) 17.23

34.88(31.80,37.96) 345
34.88(31.80,37.96) 345

34.30(32.18,3642) 353
40.18(36.91,43.45) 343
39.69(36.61,42.77) 345
37.91(33.82,42.00) 10.40

29,68 (26.60, 32.76) 345
32.99(31.0,34.89) 354
34.00(30.92, 37.08) 345
31.30(30.15, 32.45) 3.58
25.10(22.02,28.18) 345
3266 (29.58,35.74) 345
34.85(31.77,37.93) 345
31.98(28.90, 35.06) 345
36.70 (3362, 39.78) 345
3220(28.08,36.32) 3.33
28.70(24.00, 3340) 3.26
37.04 (33.96,40.12) 345
35.00 (32,80, 37.20) 352
3257(30.98, 34.16) 44.80

38.93(35.85,42.01) 345
38.93(35.85,42.01) 345
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NOTE: Weights are from random-efiects mode!
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Figure S1. Forest plot of SUA-lowering effect of allopurinol [42,43,45-63].



Febuxostat

Study ID (mg) Size
Daily: 20mg

Hosoya, T. and |. Ohno (2011) 20 9
Kamatani, N., et al. (2011d) 20 3
Kamatani, N., etal. (2011a) 20 43

Subgroup (I-squared = 34.0%, p = 0.220)

Daily: 40mg

Becker, M. A, et al. (2005; NCT00174967) 40
Kamatani, N., et al. (2011b) 40
Kamatani, N., etal. (2011a) 40
Kamatani, N., et al. (2011d) 40
Becker, M. A, et al. (2010; NCT00430248) 40
Huang, X, etal. (2014) 40
Kamatani, N., et al. (2011c) 40
Xu, S., etal. (2015; NCT02082769) 40
Schumacher, H. R., Jr., et al. (2009; NCT00174941)40
Subgroup (I-squared = 86.0%, p = 0.000)

Daily: 60mg

Kamatani, N., et al. (2011b)

Kamatani, N., et al. (2011a)

Subgroup (I-squared = 0.0%, p = 0.807)

23

Daily: 80mg

Schumacher, H.R., Jr., etal. (2008; NCT00174915)80
Becker, M. A,, et al. (2010; NCT00430248)
Xu, S, etal. (2015; NCT02082769)
Schumacher, H. R., Jr., et al. (2009; NCT00174941)80

88

Becker, M. A., et al. (2005; NCT00174967) 80
Kamatani, N., etal. (2011a) 80
Huang, X, etal. (2014) 80
Becker, M. A, et al. (2005; NCT00102440) 80

Subgroup (l-squared = 87.4%, p = 0.000)

Daily: 90mg

Tausche, A K., etal. (2014) 90
Subgroup (I-squared = .%,p =)

Daily: 120mg

Schumacher, H. R., Jr., et al. (2008; NCT00174915)120
Becker, M. A,, et al. (2005; NCT00102440) 120
Becker, M. A, et al. (2005; NCT00174967) 120

Schumacher, H. R., Jr., et al. (2009; NCT00174941)120
Subgroup (I-squared = 77.8%, p = 0.004)

Daily: 240mg
Schumacher, H. R., Jr., et al. (2008; NCT00174915)240
Subgroup (l-squared =%, p=.)
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% Urate Change % Study
(95% C) Weight

36.80(2850,45.10) 3.31
28.90(2537,3243) 392
30.78(2748,34.08) 394
30.70(27.64,33.77) 11.16

36.60 (32.54,40.66) 387
4296(3425,5167) 324
4144 (3662, 46.26) 378
44904098 4882) 388
33.10(32.00, 34.20) 4.07
3286(24.04,4168) 323
40.75(31.93,4957) 323
3249(2367,4131) 323
4550 (3854, 52.46) 350
38.96(34.77,43.16) 32.02

5247 (45.69,5925) 353
51.39(45.98,56.80) 3.71
51.81(47.58,56.04) 7.24

48.00(39.18,56.82) 323
4060 (39.18,42.02) 4.06
3822(2940,47.05) 323
51.10(47.06,55.14) 387
4430 (38.65,49.95) 368
54.73(50.07,59.39) 3.80
41.78(32.96,5061) 323
4473 (42.39,47.07) 401
4570 (41.75,49.65) 29.09

4054 (31.72,49.36) 323
4054 (31.72,49.36) 323

55.00 (46.18,63.82) 323
51.52(49.05,53.99) 4.00
59.10(55.77,62.43) 393
59.00 (47.93,70.07) 2.88
5569 (50.47,60.91) 14.04

68.00(59.18,76.82) 323
68.00(59.18,76.82) 323

|
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NOTE: Weights are from random-efiects model
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Figure S2. Forest plot of SUA-lowering effect of febuxostat [42,43,45-47,51,64-70].



Topiroxostat Dose Sample  Treatment % Urate Change % Study
Study ID (mg) Size Days (95% Cl) Weight
Daily: 20mg
Nagaoka, Y., etal. (2018) 2 13 N - 28.92 (2677, 31.06) 6.4
Nagaoka, Y., etal. (2018) 2 13 N - 23812166, 25.96) 644
Nagaoka, Y., etal. (2018) 2 13 2 -~ 25.30 (2315, 27.45) 644
Nagaoka, Y., etal. (2018) 2 13 2 - 27.38(25.23,295%) 644
Nagaoka, Y., etal. (2018) 2 13 5 + 2651(24.36, 28.65) 6.4
Nagaoka, Y., etal. (2018) 2 13 5 - 27.38(25.23,2053) 644
Subgroup (1-squared = 62.6%, p = 0.020) $ 2655 (25.12,27.98) 2863
Daily: 40mg
Hosoya, T, etal. (2016) ) % 56 —— 2350 (2040, 26.60) 623
Subgroup (l-squared =.%, p=.) 0 23.50(20.40, 26.60) 6.23
Daily: 60mg
Hosoya, T, etal. (2016) 60 7 5 —— 2240(18.95, 25.85) 6.15
Subgroup (I-squared = %, p=.) <> 2240 (18.95,2585) 6.15
Daily: 80mg
Hosoya, T, etal. (2016) 80 7 5 —— 30,00 (26.13, 3367) 603
Subgroup (l-squared = %, p=.) <> 30,00 (2613, 3387) 603
Daily: 120mg
Hosoya, T, etal. (2016a) 1 ® 112 - 3630 (3379, 3881) 637
Hosoya, T, etal. (2016) % 5 +: 30,80 (26.76, 34.84) 598
Hosoya, T, etal. (2017) PR 112 | 40.92 (3743, 4401) 624
Subgroup (1-squared = 87.1%, p = 0.000) " 36.15 (31,08, 41.23) 1858
Daily: 160mg
Tanaka, A, etal. (2017) %0 168 - 3043(28.29,32568) 6.4
Hosoya, T, etal. (2014) 0 6 154 P 45.38(30.95, 5081) 554
Hosoya, T, etal. 2017) 0 40 112 :—0— 4479 (408, 48.90) 5.9
Wada, T, etal. (2018) % 4 196 - 40,00 (37.85, 42.15) 6.4
Subgroup (\-squared = 95.5% p = 0.000) <> 3992 (32.465,46.99) 2438
| |
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Figure S3. Forest plot of SUA-lowering effect of topiroxostat [49,50,63,71-74].
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Figure S4. Funnel plot of AD for febuxostat monotherapy vs. allopurinol 300 mg daily [42-45].

Table S1. Exclusion of the Trial Arms in the Urate-Lowering Therapy Drug Analysis.

Reasons for Exclusion of the Trial Arms

Included
. . Collected .
Uric Lowering Dosage Number of Trial
Number of .
Therapy Drugs . Normal Other Arms in the
Trial Arms . . CKD Placebo or . .
Range of than Dose Uric Lowering . . . Final Analysis
o . e, Diagnosis Colchicine
Serum Once Titration Data Availability 2 .
. . . Availability  Trial Arms
Uric Acid Daily
(no QD)
Allopurinol 53 5 5 8 5 1 29
Benzbromarone 16 4 3 5 4
Febuxostat 48 6 1 2 11 28
Lesinurad 9 7 1 1
Pegloticase 11 4 7 0
Probenecid 4 1 1 1 1
Rasburicase 22 8 1 1 12 0
Topiroxostat 21 1 4 16
Combination of
two ULT drugs 26 ’ ! ? 3 4
Colchicine 2 2 0

Placebo 23 23 0




