SUPPLEMENTARY APPENDIX 6: Network Meta-Analyses (NMA) to Support Decision-Making
Regarding Use of ULT

2020 American College of Rheumatology Guideline for the Management of Gout

PICO 10: For patients diagnosed with gout with an indication for ULT, what is the relative
impact of starting allopurinol, febuxostat, probenecid, allopurinol/lesinurad 200mg
combination, febuxostat/lesinurad 200mg combination, pegloticase, or no treatment?

Evidence from randomized clinical trials

Summary
We found 21 studies (reported in 31 publications) addressing this question (1-31).

Note that some agents could not be analyzed in the NMA (or not analyzed for all possible outcomes) because
their outcomes were reported differently which precluded their ability to be pooled, or the comparisons
between interventions were not connected to the rest of the network. As a result, pegloticase was not included
in the NMA for the outcome gout flares (due to different measurement of gout flares) and tophus (not
connected to the network). We summarize results about how Pegloticase compares to placebo for the outcome
tophus. The summary of the evidence below is informed by the synthesis of the data provided in Table 1
below.

The evidence shows:

- There may be no differences among the (non-placebo) drugs regarding their effectiveness
to reduce the risk of gout flares for patients followed between 6-13 months (assessed in
final month of the trial)

- Allopurinol 300 mg, febuxostat 40 mg, and febuxostat 80 mg are the most effective drugs
for reducing the risk of gout flares up to 2 years. Probenecid 2g may also be among the
most effective.

- Patients on placebo have the highest risk of gout flares up to 2 years of treatment.

- Febuxostat 240 mg has the greatest risk of gout flares during the first 3 months of ULT
therapy. Febuxostat 120 mg may have higher risk of gout flares during the first 3 months
of ULT therapy.

- Allopurinol 300 mg, Allopurinol 300mg + Lesinurad 200mg, Febuxostat 40 mg
(including extended release), Febuxostat 80 mg (including extended release), Febuxostat
80 mg + Lesinurad 200 mg and placebo may have the lowest risk of gout flares during
the first 3 months of ULT therapy

- We are uncertain about how biweekly and monthly Pegloticase 8 mg compares to other
drugs for gout flares, because the trial assessing the effects of Pegloticase measured gout
flares in a different way.



- There may not be differences among the non-placebo drugs analyzed regarding their
efficacy for the outcome tophus up to 2 years

- Biweekly and monthly Pegloticase 8 mg may be more effective than placebo regarding
their efficacy for the outcome tophus up to 6 months. Biweekly Pegloticase 8 mg may be
more effective than monthly Pegloticase 8 mg for this outcome.

- Allopurinol 300mg and Febuxostat 80mg (extended release) are among the most effective
for achieving serum urate levels <6 mg/d up to 2 years. Allopurinol 300mg + Lesinurad
200mg, Febuxostat 40mg (extended release), Febuxostat 30mg bid, Febuxostat 120mg,
and Febuxostat 240mg may also be among the most effective. All the other drugs are less
effective than the above mentioned, but all are more effective than placebo.

- Compared to placebo, Febuxostat 120mg increases the risk of serious adverse events.
There may be no differences among any of the drugs in the risk of any serious adverse
events when compared to placebo.

- There may be no differences among any of the drugs in the risk of cardiovascular-related
serious adverse events when compared to Febuxostat 80mg.

- Most trials investigating allopurinol randomized patients to allopurinol 300 mg/d (or
200mg/d), in a fixed dose. Few studies reported on >300 mg dosages. No apparent
differences existed between these trials, and therefore all studies were combined.

The overall quality of the evidence is MODERATE
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Table 1: Most and least effective treatments for all outcomes. For each outcome, interventions were grouped according to effectiveness. Interventions depicted with the same
color belong to the same group. Green represents the most effective interventions, yellow represents intermediate effectiveness, and red represents the least effective. “Green”
designates ‘good’ patient outcomes, while “red” designates ‘inferior’ patient outcomes (including for the SAEs).

Serious adverse
events (SAES)

Longest follow-up ~ Longest follow-up ~ Longest follow-up ~ Longest follow-up ~ Longest follow-up
(up to 2 years)? (up to 2 years) (up to 2 years) (up to 2 years) (up to 2 years)

gout flares gout flares gout flares tophus sUA CV-related sAEs

Flare assessed in
0 to 3 months final month of 5-13
month trials*

Reference for estimates & certainty Table 2 Table 3 Table 4 Table 9 Table 5 Table 12 Table 13

allopurinol 300mg?

allopurinol 300mg + lesinurad 200mg
febuxostat 40mg

febuxostat 40mg XR

febuxostat 30mg bid

febu]cf:;z? ;t(;?l:nz())f? Ig _g

O B ot 120 - -
ebuxostat 120mg
febuxostat 240mg

————
monthly pegloticase 8mg S @ @ <= na

biweekly pegloticase 8mg | NA NA - - M

p”be”s.jfeﬁi NA m NA | NA
Cell | — Ee—1 . . __ T |
Caogory | ohor VOSSN OO ooy MO Loworvey  hghor L ot or
ol lowquality qulity VMY gy lowaually moderte gy gy outcome

! Risk of gout flares in a 1-month period. Measured at the latest follow-up after ULT initiation (range: 5 to 13 months).

2 Risk of gout flares at longest follow-up, where patients observed over a period of time greater than one month (e.g., baseline to 7 months or 2.25m to 24 months after ULT initiation; range: 0 to
24 months).

% The majority of trials report on this dose; there were too few trials that reported higher doses to analyze them separately, so all trials were combined.




Figure 1: Network plot for proportion of patients with at least 1 gout flare, 0 to 3 months
follow-up (range: 28 days to 3 months).




Table 2: Estimates and certainty for proportion of patients with at least 1 gout flare, 0 to 3 months follow-up (range: 28 days to 3 months).
(Measured as proportion of patients with at least 1 gout flare — analyzed using relative risk)

Comparison

Direct estimate

Indirect estimate

Network estimates

Point estimate

Point estimate

Point estimate

Intervention Comparator (95% Cl) Certainty (95% CI) Certainty (95% CI) Certainty Reasons

1 | Febuxostat 120mg Allopurinol 300mg 1.58 (1.05, 2.37) moderate | 1.05 (0.59, 1.86) | low 1.41 (1.05,1.9) moderate risk of bias
2 | Febuxostat 240mg Allopurinol 300mg 2.25 (1.49, 3.42) moderate | 1.22 (0.55, 2.73) | low 2.04 (1.47, 2.83) moderate risk of bias
3 | Febuxostat 40mg Allopurinol 300mg | 0.56 (0.27, 1.18) high 1.19 (0.74, 1.92) | low 0.93 (0.63, 1.36) low ir:;';r‘:;it;'i%sr;
4 | Allopurinol 300mg | Febuxostat 40mg XR | NA NA 1.56 (0.76, 3.21) | low 1.56 (0.76, 3.21) low ir:f]';r‘;‘;it;'i%sr;
5 | Febuxostat 80mg Allopurinol 300mg 1(0.67, 1.49) moderate | 0.97 (0.42, 2.28) | low 1.05 (0.8, 1.37) low risk of bias
6 | Allopurinol 300mg | Febuxostat 80mg + NA 0.64 (0.34, 1.21) | low 0.64 (0.34, 1.21) low risk of bias,

Lesinurad 200mg imprecision
7 | Allopurinol 300mg | Febuxostat 80mg XR | NA NA 0.86 (0.48, 1.52) | low 0.86 (0.48, 1.52) low iﬁ';r‘;‘;it;'%sﬁ
8 | Allopurinol 300mg Placebo 1.15(0.77,1.71) low 1.62 (0.89, 2.95) | low 1.31 (0.91, 1.88) low risk of bias
9 | Febuxostat 120mg Febuxostat 240mg 0.7 (0.56, 0.88) moderate | 0.62 (0.24, 0.61) | low 0.69 (0.51, 0.94) moderate risk of bias
10 | Febuxostat 120mg Febuxostat 40mg 1.63 (0.98, 2.7) low 1.44 (0.86, 2.42) | low 1.53 (1.05, 2.22) moderate risk of bias
11 | Febuxostat 120mg Febuxostat 40mg XR | NA NA 2.21 (1.08, 4.51) | moderate | 2.21 (1.08, 4.51) moderate risk of bias
12 | Febuxostat 120mg Febuxostat 80mg 1.31 (0.99, 1.73) low 1.58 (0.76, 3.26) | low 1.35(1.04, 1.76) moderate risk of bias
13 | Febuxostat 120mg | couxostat80mg + NA 0.9(047,17) | low 0.9 (0.47, 1.7) low risk of bias,

Lesinurad 200mg imprecision
14 | Febuxostat 120mg Febuxostat 80mg XR | NA NA 1.21 (0.69, 2.13) | low 1.21 (0.69, 2.13) low ir;;';rz‘;ibs'i%sr’]
15 | Febuxostat 120mg Placebo 1.72 (1.07, 2.76) moderate 26728()2 09, moderate | 1.85 (1.33, 2.57) moderate risk of bias
16 | Febuxostat 240mg Febuxostat 40mg NA NA 2.21 (1.44,3.37) | moderate | 2.21 (1.44, 3.37) moderate risk of bias
17 | Febuxostat 240mg Febuxostat 40mg XR | NA NA 3.19 (1.53, 6.67) | moderate | 3.19 (1.53, 6.67) moderate risk of bias
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18 | Febuxostat 240mg Febuxostat 80mg 1.85 (1.34, 2.55) moderate | 2.42 (1.21, 4.86) | moderate | 1.95 (1.43, 2.66) moderate risk of bias
19 | Febuxostat 240mg | couxostat80mg + NA 1.3 (0.67,2.51) | low 1.3 (0.67, 2.51) low risk of bias,
Lesinurad 200mg imprecision
20 | Febuxostat 240mg Febuxostat 80mg XR | NA NA 1.75 (0.96, 3.17) | low 1.75 (0.96, 3.17) low ir:f]';r‘;zit;'i?r;
21 | Febuxostat 240mg Placebo 2.57 (1.4,4.72) moderate | 2.98 (1.47, 6.02) | moderate | 2.67 (1.84, 3.88) moderate risk of bias
22 | Febuxostat 40mg XR | Febuxostat 40mg 0.86 (0.47, 1.57) moderate | 2.91 (0.4, 21.37) | low 0.69 (0.35, 1.37) moderate imprecision
23 | Febuxostat 40mg Febuxostat 80mg 0.84 (0.64, 1.1) low 0.56 (0.24, 1.32) | low 0.88 (0.63, 1.25) low risk of bias
24 | Febuxostat 40mg FEIVEEELENG |y NA 0.59 (0.3, 1.16) | low 0.59 (0.3, 1.16) low risk of bias,
Lesinurad 200mg imprecision
25 | Febuxostat 80mg XR | Febuxostat 40mg 1.2 (0.86, 1.68) moderate ioggg()o 86, low 1.26 (0.74, 2.14) moderate imprecision
26 | Febuxostat 40mg Placebo 1.06 (0.72, 1.57) moderate | 0.98 (0.51, 1.88) | low 1.21 (0.8, 1.83) moderate imprecision
27 | Febuxostat 40mg XR | Febuxostat 80mg 0.8 (0.58, 1.11) moderate | 0.62 (0.1, 3.63) | low 0.61 (0.31, 1.21) low risk of bias
28 | Febuxostat 40mg XR Feb_uxostat ST NA NA 0.41(0.17,1) low 0.41(0.17,1) moderate risk of bias
Lesinurad 200mg
29 | Febuxostat 80mg XR | Febuxostat 40mg XR | 1.3 (0.9, 1.87) moderate | NA NA 1.82 (0.89, 3.76) low risk of bias
30 | Febuxostat 40mg XR | Placebo 1.13 (0.73, 1.75) moderate | 0.41 (0.16, 1.07) | low 0.84 (0.4, 1.73) low risk of bias
31 | Febuxostat 80mg + | o octat 80mg 1.5 (0.88, 2.55) low NA NA 1.5 (0.84, 2.68) low risk of bias
Lesinurad 200mg
32 | Febuxostat 80mg XR | Febuxostat 80mg 0.99 (0.73, 1.36) moderate | 1.12 (0.37, 3.41) | low 1.11 (0.66, 1.89) low risk of bias
33 | Febuxostat 80mg Placebo 1.33 (0.96, 1.83) low 0.83(0.24, 2.87) | low 1.37 (0.99, 1.9) low risk of bias
g4 | Febuxostat80mg + | o oot 80mg XR | NA NA 1.35 (0.61, 2.96) | low 1.35 (0.61, 2.96) low [iskiofbids,
Lesinurad 200mg imprecision
35 Feb_u xostat 80mg + Placebo NA NA 2.05 (1.05, 4) moderate | 2.05 (1.05, 4) moderate risk of bias
Lesinurad 200mg
36 | Febuxostat 80mg XR | Placebo 1.62 (0.63, 4.17) moderate | 0.96 (0.47, 1.95) | low 1.53 (0.85, 2.74) low risk of bias

Estimates presented correspond to Treatment 1 (intervention) compared with Treatment 2 (comparison). Number above 1 indicate a larger risk of gout flares with Treatment 1
(favors Treatment 2); while numbers below 1 indicate a larger risk of gout flares with Treatment 2 (favors treatment 1).



Figure 2: Network plot for proportion of patients with at least 1 gout flare, at latest follow-
up (range: 5 to 13 months). Patients were observed for 1 month period only.
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Table 3: Estimates and certainty for proportion of patients with at least 1 gout flare, at latest follow-up (range: 5 to 13 months). Patients were observed for 1 month
period only.

(Measured as proportion of patients with at least 1 gout flare — analyzed using relative risk)

Comparison

Direct estimate

Indirect estimate

Network estimate

Point estimate

Point estimate

Point estimate

Intervention Comparator (95% CI) Certainty (95% CI) Certainty (95% CI) Certainty Reasons

1 Allopurinol 300mg Allopurinol 300m 0.79 (0.4, 1.54) moderate | NA NA 0.81 (0.42, 1.6) moderate imprecision
+ Lesinurad 200mg P g ' T ' T P

2 | Febuxostat 120mg | Allopurinol 300mg | 0.83 (0.31, 2.21) low 0.4 (0.02, 7.4) verylow | 0.79(0.36, 1.75) | low ir:f]‘;r‘;‘;gifﬁ

3 Febuxostat 40mg Allopurinol 300mg | 1.03 (0.33, 3.23) moderate | 1.82 (0.22, 15.43) | very low 1.13(0.48, 2.63) | moderate imprecision

4 | Febuxostat 80mg | Allopurinol 300mg | 0.99 (0.48, 2.03) low NA NA 0.99 (0.55,1.8) | low ir:f]‘;r‘;‘;gifﬁ

5 | Febuxostat80mg + | )00 a0l 300mg | NA NA 1.09(0.4,2.99) | low 1.09 (0.4,2.99) | low risk of bias,

Lesinurad 200mg Imprecision

g | Allopurinol 300mg | o octat 120mg | NA NA 103(0.36,29) | low 1.03(0.36,2.9) | low risk of bias,

+ Lesinurad 200mg Imprecision

7 | Allopurinol 300mg | o ocat 0mg | NA NA 0.72 (0.25,2.13) | low 0.72 (0.25, 2.13) | low risk of bias,

+ Lesinurad 200mg Imprecision

g | Allopurinol 300mg | - o ocratgomg | NA NA 0.82(0.33,2.01) | low 0.82 (0.33,2.01) | low risk of bias,

+ Lesinurad 200mg imprecision

Allopurinol 300mg | Febuxostat 80mg + risk of bias,

; + Lesinurad 200mg | Lesinurad 200mg NA NA 0.75(0.22,25) low 0.75(0.22,2.5) low imprecision

10 | Febuxostat 120mg | Febuxostat 40mg | NA NA 0.7(0.24,2.08) | low 0.7 (0.24,2.08) | low ir:z‘;r‘é‘;gifﬁ

11 | Febuxostat 120mg | Febuxostat 80mg | 1.26 (0.48, 3.29) low 1.59 (0.08,30.1) | low 0.8 (0.36,1.76) | low ir:z‘;r‘é‘;it;'iisﬁ

12 | Febuxostat 120mg | FEQUXOStLBOMG + )\ NA 0.73(0.23,2.25) |verylow | 0.73(0.23 2.25) | low HSKQTDIGS,

Lesinurad 200mg imprecision

13




13 | Febuxostat 40mg Febuxostat 80mg 0.76 (0.33,1.72) moderate | 0.74 (0.1, 5.22) low 1.14 (0.48, 2.69) | moderate imprecision
14 | Febuxostat4omg | Feouxostat80mg + |\ NA 1.03(0.32,337) | low 1.03 (0.32,3.37) | low e a7 oli;
Lesinurad 200mg imprecision

15 | Febuxostat8Omg + | o ociargomg | 1.1 (0.49, 2.48) low NA NA 1.1(0.49,2.48) | low risk of bias,
Lesinurad 200mg imprecision

Estimates presented correspond to Treatment 1 (intervention) compared with Treatment 2 (comparison). Number above 1 indicate a larger risk of gout flares with Treatment 1

(favors Treatment 2); while numbers below 1 indicate a larger risk of gout flares with Treatment 2 (favors treatment 1).
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Figure 3: Network plot for proportion of patients with at least 1 gout flare, at longest
follow-up (range: from baseline or 2.25 months up to 7 or 24 months). Patients were
observed for >1 month period.
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Table 4: Estimates and certainty for proportion of patients with at least 1 gout flare, at longest follow-up (range: from baseline or 2.25 months up to 7 or 24 months).
Patients were observed for >1 month period.
(Measured as proportion of patients with at least 1 gout flare — analyzed using relative risk)

Comparison Direct estimate Indirect estimate Network estimate
Intervention Comparator PoEggg/j t(l:rT)ate Certainty Po(lgg((;: tg?)ate Certainty Poég;gj t(l:nr)ate Certainty Reasons

1 | Febuxostat 40mg | Allopurinol 300mg | 0.56 (0.22, 1.41) | moderate NA NA 0.56 (0.22, 1.41) moderate imprecision

2 | Febuxostat 80mg | Allopurinol 300mg | 0.44 (0.16, 1.17) | moderate NA NA 0.44 (0.16, 1.17) moderate imprecision

3 | Allopurinol 300mg | Placebo NA NA 1.26 (0.54, 2.93) | low 1.26 (0.54, 2.93) low risk of bias, imprecision

4 | Allopurinol 300mg | Probenecid 2g 1.04 (0.57,1.89) | very low NA NA 1.04 (0.57, 1.89) very low risk of bias, imprecision

5 | Febuxostat 40mg Febuxostat 80mg 1.29 (0.49, 3.37) | moderate NA NA 1.29 (0.49, 3.37) moderate imprecision

6 | Febuxostat 40mg Placebo 0.71 (0.52,0.96) | moderate NA NA 0.71 (0.52, 0.96) moderate risk of bias

7 | Febuxostat 40mg Probenecid 2g NA NA 0.58 (0.22, 1.57) | very low | 0.58 (0.22, 1.57) very low risk of bias, imprecision

8 | Febuxostat 80mg | Placebo NA NA 0.55(0.2,1.51) | low 0.55 (0.2, 1.51) low risk of bias, imprecision

9 | Febuxostat 80mg Probenecid 2g NA NA 0.45(0.16,1.3) |verylow |0.45(0.16,1.3) very low risk of bias, imprecision
10 | Probenecid 2g Placebo NA NA 1.21 (0.43,3.41) | verylow | 1.21(0.43,3.41) very low risk of bias, imprecision

Estimates presented correspond to Treatment 1 (intervention) compared with Treatment 2 (comparison). Number above 1 indicate a larger risk of gout flares with Treatment 1
(favors Treatment 2); while numbers below 1 indicate a larger risk of gout flares with Treatment 2 (favors treatment 1).
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Figure 4: Network plot for proportion of patients with serum urate <6.0mg/dL at longest
follow-up (range: 28 days to 24 months)
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Table 5: Estimates and certainty for proportion of patients with serum urate <6.0mg/dL at longest follow-up (range: 28 days to 24 months)
(Measured as proportion of patients with serum urate <6.0mg/dL — analyzed using relative risk)

Comparison

Direct estimate

Indirect estimate

Network estimate

Point estimate

Point estimate

Point estimate

Intervention Comparator (95% CI) Certainty (95% CI) Certainty (95% CI) Certainty Reasons
Allopurinol 300mg . . i

1 + Lesinurad 200mg Allopurinol 300mg | 1.98 (1.64, 2.4) high NA NA 1.98 (1.47, 2.66) high NA

p | By Allopurinol 300mg | NA NA 0.83(0.11,6.4) | low 0.83 (0.11, 6.4) low RoB, imprecision
Pegloticase 8mg

3 | Febuxostat 120mg Allopurinol 300mg | 1.5 (0.92, 2.45) low 2.11 (1.59, 2.8) low 1.7 (1.43, 2.02) moderate RoB

4 | Febuxostat 240mg Allopurinol 300mg | 2.29 (1.72, 3.05) moderate 1.54 (0.94, 2.53) | very low 2 (1.48, 2.68) moderate RoB

5 Efdb“XOStawomg Allopurinol 300mg | NA NA 0.43(0.24,0.75) | low 0.43(0.24,0.75) | low RoB, inconsistency

6 | Febuxostat 40mg Allopurinol 300mg | 1.04 (0.89, 1.21) very low 1.04 (0.77, 1.4) very low 1.03 (0.88, 1.21) very low iF:];)FI?rélc?gi%?]slstency,

7 | Febuxostat40mg | Ajo0rinol 300mg | NA NA 0.74 (0.55,0.99) | low 0.74 (0.55,0.99) | low RoB, Inconsistency,
XR imprecision

8 | Febuxostat 80mg Allopurinol 300mg | 1.68 (1.31, 2.14) low 1.27 (0.88,1.84) | low 1.55(1.34, 1.79) low RoB, inconsistency
Febuxostat 80mg + . . i

9 Lesinurad 200mg Allopurinol 300mg | NA NA 0.51(0.34,0.79) | low 0.51 (0.34, 0.79) low RoB, inconsistency

10 | Febuxostat80mg | Ayyosirinol 300mg | NA NA 0.62 (0.47,0.83) | low 0.62 (0.47,0.83) | moderate ROB, inconsistency,
XR imprecision

11 g"n?gth'ypeg'o“case Allopurinol 300mg | NA NA 0.97 (0.13,7.57) | low 0.97 (0.13,757) | low RoB, imprecision

12 | Allopurinol 300mg | Placebo 36.11 (9.06, 143.87) | moderate %2'23)(7'35’ low 15.99 (9.2, 27.78) | moderate RoB

13 | Allopurinol 300mg | Biweekly NA NA 1.64 (021, 12.93) | low 164 (0.21,12.93) | low RoB, imprecision

+ Lesinurad 200mg

Pegloticase 8mg

18




Allopurinol 300mg

14 + Lesinurad 200mg Febuxostat 120mg | NA NA 1.16 (0.82,1.64) | low 1.16 (0.82, 1.64) low RoB, imprecision
Allopurinol 300mg . ..

15 + Lesinurad 200mg Febuxostat 240mg | NA NA 0.99 (0.65, 1.51) | low 0.99 (0.65, 1.51) low RoB, imprecision
Allopurinol 300mg | Febuxostat 30mg . ..

16 + Lesinurad 200mg | bid NA NA 0.85 (0.45, 1.6) low 0.85 (0.45, 1.6) low RoB, imprecision
Allopurinol 300mg . i

17 + Lesinurad 200mg Febuxostat 40mg NA NA 1.91(1.36,2.68) | low 1.91 (1.36, 2.68) low RoB, inconsistency
Allopurinol 300mg | Febuxostat 40mg . ..

18 + Lesinurad 200mg | XR NA NA 1.46 (0.97,2.22) | low 1.46 (0.97, 2.22) low RoB, imprecision
Allopurinol 300mg RoB, inconsistency,

19 + Lesinurad 200mg Febuxostat 80mg NA NA 1.28 (0.92,1.78) | very low 1.28 (0.92, 1.78) very low imprecision
Allopurinol 300mg | Febuxostat 80mg + . .

20 + Lesinurad 200mg | Lesinurad 200mg NA NA 1.02 (0.6, 1.71) low 1.02 (0.6, 1.71) low RoB, imprecision
Allopurinol 300mg | Febuxostat 80mg . .

21 + Lesinurad 200mg | XR NA NA 1.23(0.81,1.86) | low 1.23 (0.81, 1.86) low RoB, imprecision
Allopurinol 300mg | Monthly . .

22 + Lesinurad 200mg | Pegloticase 8mg NA NA 1.93(0.24,15.3) | low 1.93 (0.24, 15.3) low RoB, imprecision
Allopurinol 300mg 31.61 (16.87, 31.61 (16.87,

23| . Lesinurad 200mg Placebo NA NA 59.23) moderate 59.23) moderate RoB

24 Blwee!dy Febuxostat 120mg | NA NA 0.71 (0.09, 5.46) | low 0.71 (0.09, 5.46) low RoB, imprecision
Pegloticase 8mg

o5 | Biweekly Febuxostat 240mg | NA NA 0.6 (0.08,4.72) | low 0.6(0.08,472) | low RoB, imprecision
Pegloticase 8mg

26 | Dluieekly FEDDTEEL ATE |y NA 0.52 (0.06,4.24) | low 0.52 (0.06,4.24) | low RoB, imprecision
Pegloticase 8mg bid

g7 | Biweekly Febuxostat 40mg | NA NA 1.16 (0.15,8.97) | low 1.16 (0.15,8.97) | low RoB, imprecision
Pegloticase 8mg

| EIMEELY FODPEEEI AN |y NA 0.89 (0.11, 6.95) | low 0.89 (0.11,6.95) | low RoB, imprecision
Pegloticase 8mg XR

2g | Biweekly Febuxostat 80mg | NA NA 0.78(0.1,598) | low 0.78 (0.1, 5.98) low RoB, imprecision

Pegloticase 8mg
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Biweekly

Febuxostat 80mg +

30 Pegloticase 8mg Lesinurad 200mg NA NA 0.62 (0.08, 4.95) | low 0.62 (0.08, 4.95) low RoB, imprecision
31 | Biweekly Febuxostat 80mg | A NA 0.75(0.1,5.84) | low 0.75(0.1,5.84) | low RoB, imprecision

Pegloticase 8mg XR

Biweekly Monthly 0.37 (0, . ..
32 Pegloticase 8mg Pegloticase 8mg 1.32 (0.44, 3.95) low 123434.1) very low 1.17 (0.74, 1.86) low RoB, imprecision
33 | Biweekly Placebo 9.6 (1.39, 66.26) low NA NA 19.26 (2.7, 137.57) | moderate RoB

Pegloticase 8mg
34 | Febuxostat 120mg Febuxostat 240mg | 0.92 (0.85, 1) moderate 0.66 (0.37,1.21) | low 0.85 (0.64, 1.14) low RoB, imprecision
35 | Febuxostat 120mg Eiedb”XOStat 30mg | N NA 0.73(0.41,1.28) | low 0.73(0.41,1.28) | low RoB, imprecision
36 | Febuxostat 120mg Febuxostat 40mg 1.94 (1.38, 2.73) moderate 1.5(1.19,1.9) low 1.64 (1.37,1.97) moderate RoB
37 | Febuxostat 120mg )F(eguxostat 40mg NA NA 1.26 (0.94,1.7) low 1.26 (0.94, 1.7) low RoB, imprecision
38 | Febuxostat 120mg | Febuxostat 80mg | 1.08 (1.01,1.17) | moderate | 0.96 (0.63, 1.46) | very low 11(0.951.28) | very low ﬁg’gé'c?;%?]erence’
39 | Febuxostat 120mg Ezzlunﬁzg‘;%%f‘n%* NA NA 0.87 (057, 1.34) | low 0.87 (057,1.34) | low RoB, imprecision
40 | Febuxostat 120mg )F(eé)”XOStat 80mg | N NA 1.06 (0.79, 1.42) | low 1.06 (0.79, 1.42) | low RoB, imprecision
41 | Febuxostat 120mg Ill/zla(g)]rl]ct)?ilgase 8mg NA NA 1.66 (0.21, 12.89) | low 1.66 (0.21, 12.89) | low RoB, imprecision
42 | Febuxostat 120mg Placebo 28.66 (6.9, 119.11) moderate gé.gi)(ll.ﬂ, moderate i;.gé)(lS.Gz, moderate RoB
43 Efdb“XOStat 30Mg | Fepuxostat 240mg | NA NA 0.85(0.46, 1.58) | low 0.85(0.46,1.58) | low RoB, imprecision
44 | Febuxostat 240mg Febuxostat 40mg NA NA 1.93(1.42,2.63) | moderate 1.93(1.42, 2.63) moderate RoB
45 | Febuxostat 240mg ;eFE”XOStat 40mg | A NA 1.48 (1, 2.17) low 1.48 (1, 2.17) low RoB, imprecision
46 | Febuxostat 240mg | Febuxostat 80mg | 1.23 (1.08, 1.41) moderate | 1.42 (0.83, 2.45) | low 1.29(0.97,1.72) | very low FOZ, EBEEes;

imprecision
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Febuxostat 80mg +

47 | Febuxostat 240mg Lesinurad 200mg NA NA 1.03 (0.63, 1.68) | low 1.03 (0.63, 1.68) low RoB, imprecision
48 )F(eé’“XOStatSOmg Febuxostat 240mg | NA NA 1.24(0.85,1.82) | low 1.24(0.85,1.82) | low RoB, imprecision
49 | Febuxostat 240mg | Vonthly NA NA 1.94 (0.25, 15.34) | low 1.94 (0.25,15.34) | low RoB, imprecision
Pegloticase 8mg
50 | Febuxostat 240mg Placebo 93.98 (3.15, 2802.4) | moderate ég.gg)(l&l& moderate gé'ié)(ﬂ'm’ moderate RoB, imprecision
51 Efdb“XOStawomg Febuxostat 40mg | NA NA 2.26 (1.29,3.97) | moderate 2.26(1.29,3.97) | moderate RoB
52 Efdb“XOStawomg )F(eFE’”XOSta““)mg NA NA 1.73(0.94,3.17) | low 173(0.94,317) | low RoB, imprecision
53 tl:;adbuxostat30mg Febuxostat 80mg 1.52 (0.97, 2.39) low 550744(%03 very low 1.51 (0.88, 2.6) low RoB, imprecision
Febuxostat 30mg Febuxostat 80mg + i .
54 bid Lesinurad 200mg NA NA 1.2 (0.61, 2.36) low 1.2 (0.61, 2.36) low RoB, imprecision
55 Efdb“XOStawomg )F(ng’”XOStatSOmg NA NA 1.45(0.8,2.66) | low 145(0.8,2.66) | low RoB, imprecision
5 || FED@EkLENNY ) el NA NA 228 (0.27, 18.87) | very low 228 (0.27,18.87) | low RoB, imprecision
bid Pegloticase 8mg
Febuxostat 30mg 36.82 (16.78, 37.37 (17.54,
57 bid Placebo 22.85 (1.48, 353.5) low 80.81) moderate 79.62) moderate RoB
58 )F(eFE’“XOSta“‘O”"g Febuxostat40mg | 1.23 (0.97, 1.54) | moderate | 1.36 (0.8,2.31) | low 131 (1, 1.71) low RoB
59 | Febuxostat 40mg Febuxostat 80mg 0.68 (0.62, 0.74) moderate 0.72 (0.49, 1.05) | very low 0.67 (0.58, 0.77) moderate RoB
60 | Febuxostatdomg | Fepuxostat80mg + | NA 0.53 (0.35,0.81) | low 0.53 (0.35,0.81) | moderate RoB
Lesinurad 200mg
61 )F(eFE’“XOStatsomg Febuxostat40mg | 153 (1.22,1.91) | high 155 (0.93,2.6) | low 155 (1.19,2.03) | moderate RoB, imprecision
62 | Febuxostat omg | Monthly NA NA 1.01(0.13,7.83) | low 1.01(0.13,7.83) | low RoB, imprecision
Pegloticase 8mg
63 | Febuxostat 40mg Placebo 11.69 (6.6, 20.71) moderate 10.52 (5.42, 20.4) | low 16.54 (9.53, 28.73) | moderate RoB
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Febuxostat 40mg

64 XR Febuxostat 80mg 0.84 (0.7,1) moderate 0.98 (0.51,1.87) | low 0.87 (0.67, 1.14) low RoB, imprecision
Febuxostat 40mg Febuxostat 80mg + . .
65 XR Lesinurad 200mg NA NA 0.69 (0.43,1.12) | low 0.69 (0.43, 1.12) low RoB, imprecision
66 )F(eé)“XOStat 80mg )F(ng’”XOStat 40mg |4 95 (1.1, 1.42) high NA NA 119 (0.89,159) | low RoB, imprecision
g7 | Febuxostat40mg | Monthly NA NA 1.32 (0.17, 10.34) | low 1.32 (0.17,10.34) | low RoB, imprecision
XR Pegloticase 8mg
68 ;el.f“xo“at 40Mg | placeno 30.8 (3.51, 269.91) | moderate 53'32)0'87’ moderate | 21.6 (11.96, 39.02) | moderate RoB
gg | FeouxoStat8OMg + | o oot 80mg | 1.26 (0.99, 1.59) | moderate | NA NA 1.26 (0.84,1.88) | low RoB, imprecisiom
Lesinurad 200mg
70 ;eFE’“XOStat 80mg | Fopuxostat 80mg | 1.04 (0.8, 1.23) moderate | 1.16 (0.62, 2.18) | low 104 (0.8,1.35) | low RoB, imprecisiom
71 | Febuxostat 8omg | Monthly NA NA 1.51 (0.19, 11.67) | low 151 (0.19, 11.67) | low RoB, imprecision
Pegloticase 8mg
68.11 (4.51, 24.73 (14.43,
72 | Febuxostat 80mg Placebo 25.61 (8.87, 73.93) moderate 1028.69) low 42.38) moderate RoB
Febuxostat 80mg + | Febuxostat 80mg . .
73 Lesinurad 200mg XR NA NA 1.21(0.75,1.95) | low 1.21 (0.75, 1.95) low RoB, imprecision
Febuxostat 80mg + | Monthly . ..
74 Lesinurad 200mg Pegloticase 8mg NA NA 1.9 (0.24,15.26) | low 1.9 (0.24, 15.26) low RoB, imprecision
Febuxostat 80mg + 31.11 (15.88, 31.11 (15.88,
75 Lesinurad 200mg Placebo NA NA 60.91) moderate 60.91) moderate RoB
Febuxostat 80mg Monthly . .
76 XR Pegloticase 8mg NA NA 1.57(0.2,12.29) | low 1.57 (0.2, 12.29) low RoB, imprecision
77 )F(eé’“XOStat 80Mg | paceho 35.29 (3.08, 403.99) | moderate %gé%(g'%’ moderate 25.69 (14.26, 46.3) | moderate RoB
i 14
el A 7.2 (1.03, 50.31) low 533X 10°°(2.98 |\ derate 16.41 (2.28, 118.2) | moderate RoB

8mg

x 102, 9.54 x 10%)

Estimates presented correspond to Treatment 1 (intervention) compared with Treatment 2 (comparison). Number above 1 indicate a greater number of patients with serum urate
<6.0mg/dL with Treatment 1 (favors Treatment 1); while numbers below 1 indicate a greater number of patients with serum urate <6.0mg/dL with Treatment 2 (favors treatment

2).
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Table 6: Estimates and certainty for proportion of patients with pain closest to 3 months (follow up: 28 days).
(Measured as proportion of patients with subjective adverse event of pain — analyzed as relative risk)

Comparison Direct estimate Indirect estimate Network estimate
: Point estimate : Point estimate . P_oint .
Intervention Comparator Certainty Certainty estimate Certainty Reasons
(95% Cl) (95% Cl)
(95% Cl)
1 | Febuxostat 40mg Placebo 1.59 (0.27, 9.3) low NA NA NA NA risk of bias, imprecision
2 | Febuxostat 80mg Placebo 0.73(0.11,5.12) low NA NA NA NA NA
3 | Febuxostat 120mg Placebo 0.51 (0.06, 4.2) very low NA NA NA NA risk of bias, imprecision
4 | Febuxostat 120mg Febuxostat 40mg 0.32 (0.07, 1.51) low NA NA NA NA NA
5 | Febuxostat 40mg Febuxostat 80mg 2.16 (0.39, 11.89) | very low NA NA NA NA risk of bias, imprecision
6 | Febuxostat 120mg Febuxostat 80mg 0.7 (0.09, 5.43) very low NA NA NA NA risk of bias, imprecision

Estimates presented correspond to Treatment 1 (intervention) compared with Treatment 2 (comparison). Number above 1 indicate a larger risk of pain with Treatment 1 (favors
Treatment 2); while numbers below 1 indicate a larger risk of pain with Treatment 2 (favors treatment 1).
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Table 7: Estimates and certainty for change in pain score at longest follow-up (0 to 6.25 months).
(Measured using 0 to 100mm visual analogue scale, where higher scores are worse — analyzed using mean difference)

Comparison Direct estimate Indirect estimate Network estimate
Point estimate Felil Felil
Intervention Comparator (95% Cl) Certainty estimate Certainty estimate Certainty Reasons
(95% ClI) (95% ClI)

Biweekly pegloticase 8 Placebo -12.80 (-27.53, 1.93) | very low NA NA NA NA risk of bias, imprecision
mg

Monthly pegloticase 8 Placebo -8.30 (-22.33,5.73) | very low NA NA NA NA risk of bias, imprecision
mg

Biweekly pegloticase 8 Monthly pegloticase 8 -4.50 (-14.10,5.10) | very low NA NA NA NA risk of bias, imprecision
mg mg

Estimates presented correspond to Treatment 1 (intervention) compared with Treatment 2 (comparison). Positive numbers indicate a larger reduction of pain levels with Treatment
2 (favors Treatment 2); while negative numbers indicate a larger reduction of pain levels with Treatment 1 (favors treatment 1).

24




Table 8: Estimates and certainty for change patient global assessment as measured on 100mm visual analogue scale at longest follow-up (0 to 6.25 months)
(Measured using 0 to 100mm visual analogue scale, where higher scores are better — analyzed using mean difference)

Comparison Direct estimate Indirect estimate Network estimate
Point estimate Felil Felil
Intervention Comparator (95% Cl) Certainty estimate Certainty estimate Certainty Reasons
(95% ClI) (95% ClI)

Biweekly pegloticase 8 Placebo 12.69 (0.36, 25.02) moderate NA NA NA NA

mg risk of bias

Monthly pegloticase 8 Placebo 13.48 (0.31, 26.65) moderate NA NA NA NA

mg risk of bias

Biweekly pegloticase 8 Monthly pegloticase 8 -4.5(-14.1,5.1) low NA NA NA NA

mg mg risk of bias, imprecision

Estimates presented correspond to Treatment 1 (intervention) compared with Treatment 2 (comparison). Positive numbers indicate a larger improvement in patient global
assessment with Treatment 1 (favors Treatment 1); while negative numbers indicate a larger improvement in patient global assessment with Treatment 2 (favors treatment 2).
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Figure 5: Network plot for proportion of patients with tophus resolution at longest follow-
up (range: 0 to 24 months)
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Table 9: Estimates and certainty for proportion of patients with tophus resolution at longest follow-up (range: 0 to 24 months)
(Measured as proportion of patients with resolution of at least 1 tophus — analyzed using relative risk)

Comparison

Direct estimate

Indirect estimate

Network estimate

Point estimate

Point estimate

Point estimate

Intervention Comparator (95% CI) Certainty (95% CI) Certainty (95% Cl) Certainty Reasons
DIRECT COMPARISON ONLY
y | Biweekly Placebo 5.45 (0.80, 36.99) | very low NA NA NA NA risk of bias,
pegloticase 8 mg imprecision
p | W (G EHIEES | ooy 2,86 (0.40, 20.26) | low NA NA NA NA b o 3
8 mg imprecision
3 | Biweekly Monthly pegloticase | | 91 (1 01, 355) | moderate | NA NA NA NA risk of bias,
pegloticase 8 mg 8 mg
NETWORK COMPARISONS
Allopurinol 300mg . . -
1 + Lesinurad 200mg Allopurinol 300mg | 0.43 (0.05, 3.89) | moderate NA NA 0.43 (0.05, 3.89) low imprecision
2 | Febuxostat 80mg | Allopurinol 300mg | 2.04 (0.39, 10.66) | very low NA NA 2.04 (0.09, 44.64) | very low ir;f]';r‘:;it;'i%sﬁ
. Febuxostat 80mg + risk of bias,
3 | Allopurinol 300mg Lesinurad 200mg NA NA 0.45 (0.01, 26.07) | very low 0.45(0.01, 26.07) | very low imprecision
4 | Allopurinol 300mg | Probenecid 2g 1.33(0.27, 6.61) | very low NA NA 1.33 (0.06, 28.43) | very low ir;f]';r‘;‘;it;'%sﬁ
Allopurinol 300mg risk of bias,
5 + Lesinurad 200mg Febuxostat 80mg NA NA 0.21 (0, 9.35) very low 0.21 (0, 9.35) very low imprecision
Allopurinol 300mg | Febuxostat 80mg + risk of bias,
6 + Lesinurad 200mg | Lesinurad 200mg NA NA 0.19 (0, 19.56) very low 0.19 (0, 19.56) very low imprecision
Allopurinol 300mg , risk of bias,
7 + Lesinurad 200mg Probenecid 29 NA NA 0.57 (0.01, 24.8) | very low 0.57 (0.01, 24.8) very low imprecision
g | Febuxostat80mg + | oo\ ocioigomg | 1.08 (0.81,1.45) | low NA NA 1.08 (0.08,14.95) | verylow | Sk of bias,
Lesinurad 200mg imprecision
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. 2.72 (0.04, risk of bias,

9 | Febuxostat 80mg Probenecid 2g NA NA 209.97) very low 2.72 (0.04, 209.97) | very low imprecision
Febuxostat 80mg + . 2.94 (0.02, risk of bias,

10 Lesinurad 200mg Probenecid 2g NA NA 472.67) very low 2.94 (0.02, 472.67) | very low imprecision

Estimates presented correspond to Treatment 1 (intervention) compared with Treatment 2 (comparison). Number above 1 indicate a greater number of patients with tophus
resolution with Treatment 1 (favors Treatment 1); while numbers below 1 indicate a greater number of patients tophus resolution with Treatment 2 (favors treatment 2).
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Table 10: Estimates and certainty for change in health-related quality of life at longest follow-up (0 to 6.25 months)
(Measured using physical component summary (PCS) score of 36-1tem Short Form Health Survey (SF-36), where higher scores are better — analyzed using mean difference)

Comparison Direct estimate Indirect estimate Network estimate
Point estimate Felil Felil
Intervention Comparator (95% Cl) Certainty estimate Certainty estimate Certainty Reasons
(95% ClI) (95% ClI)
Biweekly pegloticase 8 Placebo 4.70 (0.35, 9.05) moderate NA NA NA NA
mg risk of bias
Monthly pegloticase 8 Placebo 5.20 (0.95, 9.45) moderate NA NA NA NA
mg risk of bias
Biweekly pegloticase 8 Monthly pegloticase 8 -0.5(-3.33, 2.33) low NA NA NA NA

mg

mg

risk of bias, imprecision

Estimates presented correspond to Treatment 1 (intervention) compared with Treatment 2 (comparison). Positive numbers indicate a larger improvement in health-related quality
of life with Treatment 1 (favors Treatment 1); while negative numbers indicate a larger improvement in health-related quality of life with Treatment 2 (favors treatment 2).
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Table 11: Estimates and certainty for change in activity limitation at longest follow-up (0 to 6.25 months).
(Measured using Health Assessment Questionnaire-Disability Index score (HAQ-DI), where lower scores are better — analyzed using mean difference)

Comparison Direct estimate Indirect estimate Network estimate
Point estimate Felil Felil
Intervention Comparator (95% Cl) Certainty estimate Certainty estimate Certainty Reasons
(95% ClI) (95% ClI)
Biweekly pegloticase 8 Placebo -0.24 (-0.46, -0.02) moderate NA NA NA NA
mg risk of bias
Monthly pegloticase 8 Placebo -0.22 (-0.43, -0.01) moderate NA NA NA NA
mg risk of bias
Biweekly pegloticase 8 Monthly pegloticase 8 -0.02 (-0.21, 0.17) low NA NA NA NA

mg

mg

risk of bias, imprecision

Estimates presented correspond to Treatment 1 (intervention) compared with Treatment 2 (comparison). Negative numbers indicate a larger improvement in activity limitation with
Treatment 1 (favors Treatment 1); while positive numbers indicate a larger improvement in activity limitation with Treatment 2 (favors treatment 2).
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Figure 6: Network plot for proportion of patients with serious adverse events at longest
follow-up (range: 28 days to 24 months)
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Table 12: Estimates and certainty for proportion of patients with serious adverse events at longest follow-up (range: 28 days to 24 months)
(Measured as proportion of patients with serious adverse events — analyzed with relative risk)

Comparison

Direct estimate

Indirect estimate

Network estimate

Point estimate

Point estimate

Point estimate

Intervention Comparator (95% CI) Certainty (95% CI) Certainty (95% Cl) Certainty Reasons
Allopurinol 300mg
1 | + Lesinurad Allopurinol 300mg | 0.95 (0.51, 1.79) | moderate NA NA 0.95 (0.5, 1.78) moderate imprecision
200mg
. Biweekly . L -
2 | Allopurinol 300mg . NA NA 0.76 (0.26, 2.19) | low 0.76 (0.26, 2.19) low risk of bias, imprecision
pegloticase 8 mg
3 | Febuxostat 120mg | Allopurinol 300mg | 1.54 (0.73, 3.26) | low 1.22 (3.21,0.46) | very low 1.48 (2.42,0.91) very low risk of bias, imprecision
4 | Febuxostat 240mg | Allopurinol 300mg | 1.43 (0.31, 6.59) | low 0.84 (5.52,0.13) | low 1.24 (3.27, 0.47) low risk of bias, imprecision
5 | Allopurinol 300mg Eiedbuxostat 30mg NA NA 1.88 (0.7,5.1) low 1.88 (0.7,5.1) low risk of bias, imprecision
6 | Febuxostat 40mg | Allopurinol 300mg | 1.3 (0.02, 68.22) | very low 1.29(2.92,0.57) | low 0.77(1.21,05) | very low ir:;l;r%‘;i'i%sﬁ Inconsistency,
7 | Allopurinol 300mg )F(eé)uxostat 40mg NA NA 1.91 (0.79, 4.6) very low 1.91 (0.79, 4.6) very low risk of bias, imprecision
8 | Febuxostat 80mg | Allopurinol 300mg | 1 (0.62, 1.59) low 0.4 (1.52,0.11) very low 0.95 (1.36, 0.66) low risk of bias, imprecision
Febuxostat 80mg Febuxostat 80mg + . o .
9 XR Lesinurad 200mg 1(0.62, 1.59) low 1.71 (0.6, 4.83) very low 1.71 (0.6, 4.83) low risk of bias, imprecision
10 | Allopurinol 300mg ;eFE’”XOStat 80mg | Na NA 1.06 (0.49,2.31) | low 1.06 (0.49,2.31) | low risk of bias, imprecision
17 | Febuxostat 80mg + | Monthly NA NA 0.79 (0.27,2.28) | low 0.79 (0.27,2.28) | low risk of bias, imprecision
Lesinurad 200mg | pegloticase 8 mg
12 | Allopurinol 300mg | Placebo 2.03 (0.58, 7.14) | moderate 1.44 (0.79, 2.62) | very low 1.54 (0.89, 2.64) low risk of bias, imprecision
13 | Allopurinol 300mg | Probenecid 2g 0.85 (0.02, 40.83) | very low NA NA 0.85(0.02, 40.83) | very low risk of bias, imprecision x2
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Allopurinol 300mg

Biweekly

14 | + Lesinurad . NA NA 0.72 (0.21, 2.47) | low 0.72 (0.21, 2.47) low risk of bias, imprecision
pegloticase 8 mg
200mg
Allopurinol 300mg
15 | + Lesinurad Febuxostat 120mg | NA NA 0.64 (0.29,1.42) | low 0.64 (0.29, 1.42) low risk of bias, imprecision
200mg
Allopurinol 300mg
16 | + Lesinurad Febuxostat 240mg | NA NA 0.76 (0.24,2.42) | low 0.76 (0.24, 2.42) low risk of bias, imprecision
200mg
Allopurinol 300mg
17 | + Lesinurad Eiedb”XOStat 30mg | Na NA 1.79 (0.55,5.81) | low 1.79 (0.55,5.81) | low risk of bias, imprecision
200mg
Allopurinol 300mg
18 | + Lesinurad Febuxostat 40mg NA NA 1.22 (0.57, 2.65) | very low 1.22 (0.57, 2.65) very low risk of bias, imprecision x2
200mg
Allopurinol 300mg
19 | + Lesinurad )F(eguxostat 40mg NA NA 1.81 (0.61,5.34) | low 1.81 (0.61, 5.34) low risk of bias, imprecision
200mg
Allopurinol 300mg
20 | + Lesinurad Febuxostat 80mg NA NA 1(0.48, 2.07) low 1(0.48, 2.07) low risk of bias, imprecision
200mg
Allopurinol 300mg
21 | + Lesinurad Feb_uxostat 80mg + NA NA 1.62(0.48,5.47) | low 1.62 (0.48, 5.47) low risk of bias, imprecision
Lesinurad 200mg
200mg
Allopurinol 300mg
22 | + Lesinurad ;eFE’”XOStat 80mg | Na NA 1.01(0.37,2.74) | low 1.01(0.37,2.74) | low risk of bias, imprecision
200mg
Allopurinol 300mg
23 | + Lesinurad Monthly NA NA 0.75 (0.22,2.58) | low 0.75 (0.22,2.58) | low risk of bias, imprecision
pegloticase 8 mg
200mg
Allopurinol 300mg
24 | + Lesinurad Placebo NA NA 1.46 (0.63, 3.35) | low 1.46 (0.63, 3.35) low risk of bias, imprecision
200mg
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Allopurinol 300mg

25 | + Lesinurad Probenecid 2g NA NA 0.81 (0.02, 40.76) | very low 0.81 (0.02, 40.76) | very low risk of bias, imprecision x2
200mg
Biweekly . L -

26 . Febuxostat 120mg | NA NA 0.89 (0.29, 2.68) | low 0.89 (0.29, 2.68) low risk of bias, imprecision
pegloticase 8 mg

27 Blwee_kly Febuxostat 240mg | NA NA 1.06 (0.27,4.21) | low 1.06 (0.27, 4.21) low risk of bias, imprecision
pegloticase 8 mg

o | 2B et NA 248 (0.66,9.28) | low 248 (0.66,9.28) | low risk of bias, imprecision
pegloticase 8 mg bid

29 Blwee_kly Febuxostat 40mg NA NA 1.7 (0.61, 4.74) low 1.7 (0.61, 4.74) low risk of bias, imprecision
pegloticase 8 mg

gy | SDEELY FUMPTEELAUTE |y NA 252(0.72,8.76) | low 252(0.72,8.76) | low risk of bias, imprecision
pegloticase 8 mg XR

31 Blwee_kly Febuxostat 80mg NA NA 1.39 (0.5, 3.88) low 1.39 (0.5, 3.88) low risk of bias, imprecision
pegloticase 8 mg

32 Blwee_kly Feb_uxostat el NA NA 2.25(0.55,9.29) | low 2.25 (0.55, 9.29) low risk of bias, imprecision
pegloticase 8 mg Lesinurad 200mg

33 | Biweekly Febuxostat 80mg | o NA 14(0.43,454) | low 14(0.43,454) | low risk of bias, imprecision
pegloticase 8 mg XR

5 || EIEELY il 1.04(0.6,1.8) | low NA NA 1.04 (0.6, 1.8) low risk of bias, imprecision
pegloticase 8 mg pegloticase 8 mg

35 | Biweekly Placebo 1.98 (0.83,4.73) | low NA NA 202 (0.82,5.02) | low risk of bias, imprecision
pegloticase 8 mg

36 Blwee_kly Probenecid 2g NA NA 1.12 (0.02, 62) very low 1.12 (0.02, 62) very low risk of bias, imprecision x2
pegloticase 8 mg

37 | Febuxostat 120mg | Febuxostat 240mg | NA NA 5.06 (0.46, 56.2) | very low 1.2 (0.45, 3.19) very low risk of bias, imprecision x2

38 | Febuxostat 120mg EfdbUXOStat U, NA NA 2.8 (0.99, 7.94) very low 2.8 (0.99, 7.94) very low risk of bias, imprecision x2

39 | Febuxostat 120mg | Febuxostat 40mg | 4.87 (0.24, 98.1) | very low 1.88 (1.04,3.4) | very low 1.92 (1.08,3.41) | very low ?ﬁiﬁ%ﬁﬁ'@? Inconsistency,

40 | Febuxostat 120mg )F(eFle)uxostat U NA NA 2.83(1.11, 7.27) | very low 2.83 (1.11, 7.27) very low risk of bias, imprecision x2
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risk of bias, inconsistency,

41 | Febuxostat 120mg | Febuxostat 80mg 1.42 (0.81, 2.51) | very low 3.04 (1.03,8.96) | low 1.56 (0.98, 2.5) very low imprecision

42 | Febuxostat 120mg Eigiun)ﬁ)rz\?tz?)%rrrr]]% T INA NA 2.54 (0.86, 7.49) | very low 2.54 (0.86, 7.49) very low risk of bias, imprecision x2
43 | Febuxostat 120mg )F(ng)uxostat 80mg NA NA 1.57 (0.67, 3.68) | very low 1.57 (0.67, 3.68) very low risk of bias, imprecision x2
44 | Febuxostat 120mg ;';/elg?ct)?ilgase 8 mg NA NA 1.17 (0.39, 3.56) | low 1.17 (0.39, 3.56) low risk of bias, imprecision
45 | Febuxostat 120mg | Placebo 2.03 (0.31, 13.53) | very low 2.25(1.09, 4.64) | very low 2.28 (1.21, 4.29) very low risk of bias, imprecision x2
46 | Febuxostat 120mg | Probenecid 2g NA NA 1.27 (0.03, 62.5) | very low 1.27 (0.03, 62.5) very low risk of bias, imprecision x2
47 | Febuxostat 240mg E;adbuxostat 30mg NA NA 2.34 (0.62, 8.86) | low 2.34 (0.62, 8.86) low risk of bias, imprecision
48 | Febuxostat 240mg | Febuxostat 40mg NA NA 1.6 (0.58, 4.41) low 1.6 (0.58, 4.41) low risk of bias, imprecision

49 | Febuxostat 240mg ieFE’UXOStat 40mg | A NA 237(0.68,831) | low 237(0.68,831) | low risk of bias, imprecision

50 | Febuxostat 240mg | Febuxostat 80mg | 0.91 (0.28,2.98) | low 36794 4(%'87’ low 131(05,339) | low risk of bias, imprecision

51 | Febuxostat 240mg Ezgfnﬁﬁzgtz?)%?n% T INA NA 2.12 (0.54, 8.3) low 2.12 (0.54, 8.3) low risk of bias, imprecision

52 | Febuxostat 240mg )F(eé)uxostat 80mg NA NA 1.32 (0.4,4.31) low 1.32 (0.4,4.31) low risk of bias, imprecision

53 | Febuxostat 240mg mg?;?i?ase smg | VA NA 0.98(0.25,3.91) | low 0.98 (0.25,3.91) | low risk of bias, imprecision
54 | Febuxostat 240mg | Placebo 2.51(0.2,31.38) | very low 1.58 (0.41, 6.1) very low 1.91 (0.68, 5.38) low risk of bias, imprecision

55 | Febuxostat 240mg | Probenecid 29 NA NA 1.06 (0.02, 57.15) | very low 1.06 (0.02,57.15) | very low risk of bias, imprecision x2
56 E.e db”XOStat 30Mg | Fehuxostat 40mg | NA NA 0.69 (0.25,1.84) | low 0.69 (0.25,1.84) | low risk of bias, imprecision

57 ¢ db“XOStat 30mg )F(eF?”XOStat 40mg | \A NA 1.01(0.3,3.45) | very low 101(0.3,3.45) | low risk of bias, imprecision

58 Ef db“XOStat 30Mg | Feohuxostat 80mg | 0.63 (023, 1.71) | low 0.24 (0.01,3.85) | low 0.56 (0.22, 1.44) | low risk of bias, imprecision
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Febuxostat 30mg

Febuxostat 80mg +

59 bid Lesinurad 200mg NA NA 0.91 (0.23,3.53) | low 0.91 (0.23, 3.53) low risk of bias, imprecision
60 Ele db“XOStat S )F(ng’”XOStat 80mg | Na NA 0.56 (0.18, 1.79) | low 0.56 (0.18, 1.79) | low risk of bias, imprecision
g1 | Febuxostat 30mg | Monthly NA NA 042 (0.11,157) | low 042 (0.11,157) | low risk of bias, imprecision
bid pegloticase 8 mg
62 Ef db“XOStat 30M3 | placeho 0.71(0.21, 2.44) | low 1.69 (0.15, 19.45) | low 0.82(0.31,2.12) | low risk of bias, imprecision
63 E?dbUXOStat 30mg Probenecid 2g NA NA 0.45 (0.01, 24.58) | very low 0.45(0.01, 24.58) | very low risk of bias, imprecision x2
64 ;el.f“xo“at 40Mg | Fobuxostat 40mg | 0.54 (0.7, 1.74) | low 2.08 (0.24, 17.83) | very low 0.68 (0.3, 1.54) low risk of bias, imprecision
65 | Febuxostat 40mg Febuxostat 80mg 0.77 (0.47,1.26) | moderate 0.62 (0.25,1.54) | low 0.82 (0.54, 1.23) moderate imprecision
Febuxostat 80mg + . . ..
66 | Febuxostat 40mg Lesinurad 200mg NA NA 1.32 (0.46, 3.81) | very low 1.32 (0.46, 3.81) very low risk of bias, imprecision x2
67 ;eFE’“XOStat 80Mg | Fehuxostat 40mg | 0.97 (0.23,4.09) | low 431 (0.87,21.23) | very low 122 (0.6,2.47) | low risk of bias, imprecision
68 | Febuxostat 40mg Month_ly NA NA 0.61(0.22,1.71) | low 0.61 (0.22, 1.71) low risk of bias, imprecision
pegloticase 8 mg
69 | Febuxostat 40mg Placebo 1.14 (0.59, 2.18) | moderate 0.9 (0.37, 2.18) very low 1.19 (0.74, 1.91) moderate imprecision
70 | Febuxostat 40mg | Probenecid 2g NA NA 0.66 (0.01, 32.45) | very low 0.66 (0.01, 32.45) | very low risk of bias, imprecision x2
71 )F(eFE’“XOStat 40Mg | Febuxostat 80mg | 0.78 (0.21, 2.87) | low 0.18 (0.04,0.88) | low 0.55(0.24,1.28) | low risk of bias, imprecision
Febuxostat 40mg Febuxostat 80mg + . . ..
72 XR Lesinurad 200mg NA NA 0.89 (0.25, 3.24) | low 0.89 (0.25, 3.24) low risk of bias, imprecision
73 )F(eFE’“XOStat 80mg ;eFE”XOStat 40Mg |1 65 (0.64,4.23) | low 3333.33 (0.55, ) | very low 18(0.73,4.42) | low risk of bias, imprecision
74 | FEOGIELADE | b Bl NA NA 0.41(0.12,1.45) | low 0.41(0.12,1.45) | low risk of bias, imprecision
XR pegloticase 8 mg
75 ;EFE’“XOStat 40M3 | placeho 0.76 (0.19, 3.13) | low 0.67 (0.13, 3.54) | low 0.8 (0.34, 1.89) low risk of bias, imprecision

36




Febuxostat 40mg

76 XR Probenecid 2g NA NA 0.45 (0.01, 23.6) | very low 0.45 (0.01, 23.6) very low risk of bias, imprecision x2

77 | Febuxostat 80mg + | o ociatgomg | 0.62 (0.23, 1.64) | low NA NA 0.62 (0.23, 1.64) | low risk of bias, imprecision
Lesinurad 200mg

78 )F(eé)“XOStat 80Mg | Fehuxostat 80mg | 1.22 (0.36,4.2) | low 0.67(0.2,2.25) | low 0.99 (0.48,2.07) | low risk of bias, imprecision

79 | Febuxostat 80mg Month'ly NA NA 0.75 (0.27, 2.1) low 0.75(0.27, 2.1) low risk of bias, imprecision

pegloticase 8 mg

80 | Febuxostat 80mg Placebo 1.13(0.52,2.43) | low 1.85(0.77,4.45) | low 1.46 (0.9, 2.36) low risk of bias, imprecision

81 | Febuxostat 80mg Probenecid 2g NA NA 0.81 (0.02, 39.4) | very low 0.81 (0.02, 39.4) very low risk of bias, imprecision x2
Febuxostat 80mg + | Febuxostat 80mg . L .

82 Lesinurad 200mg | XR NA NA 0.62 (0.18, 2.11) | low 0.62 (0.18, 2.11) low risk of bias, imprecision

g || FELb@BEL EOIG += | heoiinly NA NA 0.46 (0.11, 1.91) | low 0.46 (0.11,1.91) | low risk of bias, imprecision
Lesinurad 200mg | pegloticase 8 mg

84 Feb_uxostat 80mg + Placebo NA NA 0.9 (0.3, 2.67) low 0.9 (0.3, 2.67) low risk of bias, imprecision
Lesinurad 200mg
Febuxostat 80mg + . . . ..

85 Lesinurad 200mg Probenecid 2g NA NA 0.5(0.01, 27.43) | very low 0.5 (0.01, 27.43) very low risk of bias, imprecision x2

86 Febuxostat 80mg Month_ly NA NA 0.74 (0.23,2.43) | low 0.74 (0.23, 2.43) low risk of bias, imprecision
XR pegloticase 8 mg

87 )F(eémxostat Sme Placebo 1.22 (0.32, 4.7) low 1.96 (0.53,7.22) | low 1.45 (0.68, 3.07) low risk of bias, imprecision

88 )F(eé)uxostat 80mg Probenecid 2g NA NA 0.8 (0.02,41.59) | very low 0.8 (0.02, 41.59) very low risk of bias, imprecision x2

o | LoLELY Placebo 1.95 (0.57, 6.66) | low NA NA 1.95(0.78,4.85) | low risk of bias, imprecision
pegloticase 8 mg

90 Month_ly Probenecid 29 NA NA 1.08 (0.02, 59.68) | very low 1.08 (0.02,59.68) | very low risk of bias, imprecision x2
pegloticase 8 mg

91 | Probenecid 2g Placebo NA NA 1.8 (0.04, 89.29) | very low 1.8 (0.04, 89.29) very low risk of bias, imprecision x2

Estimates presented correspond to Treatment 1 (intervention) compared with Treatment 2 (comparison). Number above 1 indicate a larger risk of serious adverse events with
Treatment 1 (favors Treatment 2); while numbers below 1 indicate a larger risk of serious adverse events with Treatment 2 (favors treatment 1).

37




Figure 7: Network plot for proportion of patients with cardiovascular-related serious,

Longest follow-up (range: 28 day to median of 32 months)
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Table 13: Estimates and certainty for proportion of patients with cardiovascular-related serious, longest follow-up (range: 28 day to median of 32 months)

Comparison

Direct estimate

Indirect estimate

Network estimate

Point estimate

Point estimate

Point estimate

Intervention Comparator (95% CI) Certainty (95% CI) Certainty (95% Cl) Certainty Reasons
| Allopurinol 300mg | 0 rinol 300mg | 0.95 (0.49, 1.83) moderate | NA NA 0.95(0.49,1.83) | moderate | imprecision
+ Lesinurad 200mg P glv T : Iy L p
2 | Febuxostat 120mg | Allopurinol 300mg | 2.18 (0.19, 24.97) verylow | 1.01(0.23,451) | low 151 (0.51, 4.44) | low f;'%';:;::';‘rf
3 | Febuxostat 240mg | Allopurinol 300mg | 2.01 (0.04, 102.01) | verylow | 0.14 (0, 3.85) very low | 0.67 (0.08,5.65) | very low mi)“re"c‘]g'cf‘sxz
Febuxostat 30mg . Risk of bias,
4 bid Allopurinol 300mg | NA NA 4.03 (0.21, 78.34) very low | 4.03 (0.21, 78.34) | very low imprecisionX2
5 | Febuxostat40mg | Allopurinol 300mg | 1.04 (0.9, 1.2) moderate | 1.32 (0.16,10.92) | very low | 1.05(0.91,1.21) | low ffr'];‘;e‘g;’l';‘s
Febuxostat 40mg . Risk of bias,
6 XR Allopurinol 300mg | NA NA 0.37 (0.09, 1.57) very low | 0.37 (0.09, 1.57) | very low imprecisionX2
7 | Febuxostat 80mg | Allopurinol 300mg | 1.19 (0.4, 3.22) low 1.06 (0.38,2.97) | low 1.3 (0.7, 2.45) low m&e‘gg'ﬁ
Febuxostat 80mg + . Risk of bias,
8 Lesinurad 200mg Allopurinol 300mg | NA NA 0.25 (0.02, 2.56) very low | 0.25 (0.02, 2.56) | very low imprecisionX2
g | Febuxostat80mMg | Ayonrinol 300mg | NA NA 0.65(0.11,3.92) | low 0.65 (0.11,3.92) | low Risk of bias,
XR Imprecision
: Risk of bias,
10 | Allopurinol 300mg | Placebo 0.5 (0.03, 7.93) low 0.74 (0.27, 2.01) low 0.72 (0.29, 1.8) low imprecision
11 | Allopurinol 300mg | o octat 120mg | NA NA 0.63(0.18,2.22) | low 0.63(0.18,2.22) | low Risk of bias,
+ Lesinurad 200mg imprecision
Allopurinol 300mg Risk of bias,
12 + Lesinurad 200mg Febuxostat 240mg | NA NA 1.41 (0.15, 13.12) very low | 1.41(0.15, 13.12) | very low imprecisionX2
Allopurinol 300mg | Febuxostat 30mg Risk of bias,
13 + Lesinurad 200mg | bid NA NA 3.82 (0.18, 79.86) very low | 3.82(0.18, 79.86) | very low imprecisionX2
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Allopurinol 300mg

Risk of bias,

14 ) Febuxostat 40mg | NA NA 0.91 (0.46, 1.77) low 0.91 (0.46, 1.77) | low . .
+ Lesinurad 200mg imprecision
Allopurinol 300mg | Febuxostat 40mg Risk of bias,
15 |, osinurad 200my | XR NA NA 0.35(0.07,1.72) | low 035(007,1.72) | verylow | [ i
16 | Allopurinol 300mg | o octatgomg | NA NA 0.73 (0.29, 1.8) low 0.73(0.29,1.8) | low Risk of bias,
+ Lesinurad 200mg imprecision
. Febuxostat 80mg . .
17 | Allopurinol 300mg 5o NA NA 0.24 (0.02,2.66) | verylow |0.24(0.02,2.66) |verylow | Riskofbias,
+ Lesinurad 200mg 200mg imprecisionX2
Allopurinol 300mg | Febuxostat 80mg Risk of bias,
18 + Lesinurad 200mg | XR NA NA 0.62 (0.09, 4.17) very low | 0.62 (0.09, 4.17) | very low imprecisionX2
19 | Allopurinol 300mg | o, NA NA 0.68(0.22,2.11) | low 0.68 (0.22,2.11) | low Risk of bias,
+ Lesinurad 200mg imprecision
20 | Febuxostat 120mg | Febuxostat 240mg | 0.9 (0.31, 2.62) low 0.05 (0, 23582.8) | verylow |2.25(0.27, 18.53) | very low mi)i;;:iglc?r?XZ
Febuxostat 30mg 6.08 (0.28, Risk of bias,
21 | Febuxostat 120mg bid NA NA 6.08 (0.28, 131.74) | very low 131.74) very low imprecisionX2
22 | Febuxostat 120mg | Febuxostat 40mg | 0.97 (0.02, 47.7) very low | 1.49 (0.48,458) | low 1.44 (0.49, 4.24) | low m;‘;;cflg':ﬁ
23 | Febuxostat 120mg ;eé’”XOStat 40mg | \a NA 0.55 (0.1, 3.02) low 0.55(0.1,3.02) | low m;‘;e‘ggfs
24 | Febuxostat 120mg | Febuxostat 80mg | 0.83 (0.24, 2.84) low 8.52 (0.49, 147.11) | very low |1.16(0.43,3.12) | low m;“r;‘]gfs
Febuxostat 80mg Risk of bias
25 | Febuxostat 120mg + Lesinurad NA NA 0.38 (0.03, 4.38) very low | 0.38 (0.03, 4.38) | very low imprecision;(Z
200mg
26 | Febuxostat120mg | Lo XOStRtE0ME fya NA 0.99 (0.14,7.22) | low 0.99 (0.14,7.22) | low m;krscflg';f
27 | Febuxostat 120mg | Placebo 2.53 (0.08, 84.65) verylow | 0.68(0.13,3.46) | low 1.09 (0.32,3.71) | low m?krfcflg';f
28 | Febuxostat 240mg Ef db”XOStat 30mg |y NA 2.7(0.08,96.79) | verylow |2.7(0.08,96.79) | very low m;krfcflg':rfxz
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Risk of bias,

29 | Febuxostat 240mg Febuxostat 40mg | NA NA 0.64 (0.08, 5.4) very low | 0.64 (0.08, 5.4) low imprecision
Febuxostat 40mg Risk of bias,
30 | Febuxostat 240mg %R NA NA 0.25 (0.02, 2.98) very low | 0.25(0.02,2.98) | very low imprecisionX2
52.11 (0.01, 4.52 x Risk of bias,
31 | Febuxostat 240mg Febuxostat 80mg | 0.4 (0.04, 4.02) very low 109) very low | 0.52(0.06, 4.12) | very low imprecisionX2
Febuxostat 80mg Risk of bias
32 | Febuxostat 240mg + Lesinurad NA NA 0.17 (0.01, 3.57) very low |0.17 (0.01,3.57) |verylow |. BN
200mg imprecisionX2
Febuxostat 80mg Risk of bias,
33 | Febuxostat 240mg %R NA NA 0.44 (0.03, 6.55) very low | 0.44 (0.03, 6.55) | very low imprecisionX2
Risk of bias,
34 | Febuxostat 240mg Placebo 1.02 (0.02, 51.3) very low 0.14 (0, 5.23) very low | 0.48 (0.05, 4.37) | very low imprecisionX2
g5 | Febuxostat30mg | o ostat 40mg | NA NA 0.24(0.01,4.61) | verylow |024(0.01,4.61) |verylow | sKofbias,
bid imprecisionX2
Febuxostat 30mg Febuxostat 40mg Risk of bias,
36 bid %R NA NA 0.09 (0, 2.23) very low | 0.09 (0, 2.23) very low imprecisionX2
Febuxostat 30mg Risk of bias,
37 bid Febuxostat 80mg | 0.33 (0.01, 7.88) very low 0.01 (0, 15.92) very low | 0.19(0.01, 3.62) | very low imprecisionX2
Febuxostat 80mg i .
gg | Febuxostat30mg |\ ocinirad NA NA 0.06 (0, 2.51) verylow |006(0,251) | verylow | RiSKof bias,
bid 200mg imprecisionX2
Febuxostat 30mg Febuxostat 80mg Risk of bias,
39 bid XR NA NA 0.16 (0.01, 4.68) very low | 0.16 (0.01, 4.68) | very low imprecisionX2
Febuxostat 30mg 1.07 x 10° (0, 8.52 Risk of bias,
40 bid Placebo 0.13 (0.01, 2.66) very low X 1010) very low | 0.18 (0.01, 3.2) very low imprecisionX2
Febuxostat 40mg Risk of bias,
41 XR Febuxostat 40mg | 2.34 (0.12, 46.37) very low 1.91 (0.27, 13.32) very low | 2.6 (0.61,11.11) | very low imprecisionX2
42 | Febuxostat40mg | Febuxostat 80mg | 1.01 (0.42, 2.39) moderate | 0.61 (0.22, 1.7) low 0.8 (0.43, 1.5) low m;krfcflgfs
Febuxostat 80mg Risk of bias
43 | Febuxostat 40mg + Lesinurad NA NA 0.26 (0.03, 2.68) very low | 0.26 (0.03,2.68) |verylow |. BN 9
200mg imprecisionX
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Febuxostat 80mg

Risk of bias,

44 %R Febuxostat 40mg | 1.44 (0.06, 33.71) very low 1.08 (0.08, 14.53) very low | 1.46(0.24,8.73) | low imprecision
45 | Febuxostat40mg | Placebo 0.6 (0.15, 2.36) low 0.81 (0.2, 3.26) low 0.75(0.3,1.87) | low 5#%'?5.3?5
a6 | Febuxostatddmg | oo o octat80mg | 1.58 (0.08,30.81) | verylow | 2.77(0.27,2848) |verylow |2.09(05.87) | low AL I 3%,
XR Imprecision
Febuxostat 80mg . .
a7 | Febuxostatddmg |\ oG irad NA NA 0.68 (0.05, 9.7) verylow | 0.68 (0.05,9.7) | verylow | Riskofbias,
XR 200mg imprecisionX2
i | CEODERBEEOUE | FOREEEIATND | o g s s verylow | NA NA 0.56 (0.11, 3) low Risk of bias,
XR XR Imprecision
a9 | FebuxostatdOmg | oo 1.22 (0.1, 14.12) verylow | 2.37(0.2,2854) | verylow |1.96 (0.45,8.45) | low Risk of bias,
XR Imprecision
Febuxostat 80mg + Risk of bias,
50 Lesinurad 200mg Febuxostat 80mg | 3.08 (0.33, 29.19) very low NA NA 3.08 (0.33, 29.15) | very low imprecisionX2
51 | Febuxostat80mg | o ostat 80mg | 0.97 (0.04,22.42) | verylow | 1.53(0.09,26.67) |verylow |1.17(0.2,6:88) | low Risk of bias,
XR Imprecision
52 | Febuxostat 80mg | Placebo 0.78 (0.16, 3.78) low 0.68(0.13,3.42) | low 0.94 (0.38,2.29) | low m;‘;;cflg':ﬁ
Febuxostat 80mg + | Febuxostat 80mg Risk of bias,
53 Lesinurad 200mg %R NA NA 2.63 (0.15, 45.91) very low | 2.63(0.15, 45.91) | very low imprecisionX2
Febuxostat 80mg + Risk of bias,
54 Lesinurad 200mg Placebo NA NA 2.9 (0.26, 32.51) very low |2.9(0.26,32.51) | very low imprecisionX2
55 | Febuxostat8omg | by ooy 0.41 (0.04, 4.31) verylow | 1.29(0.06,2555) | verylow |1.1(0.18 6.65) | low Risk of bias,
XR imprecision

Estimates presented correspond to Treatment 1 (intervention) compared with Treatment 2 (comparison). Number above 1 indicate a larger risk of serious adverse events with
Treatment 1 (favors Treatment 2); while numbers below 1 indicate a larger risk of serious adverse events with Treatment 2 (favors treatment 1).
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Figure 8: Risk of bias assessment.



Figures 9a-1: Forest plots for proportion of patients with at least 1 gout flare, 0 to 3 months

follow-up (range: 28 days to 3 months).

Figure 9a: Allopurinol 300 mg vs. placebo.

Allo Placebo
Study Risk Ratio Events Total Events Total RR
APEX - 61 268 27 134 113
Park 2013 '§ 2 36 1 37 206
RE model ; 63 304 28 171 115
Heterogeneity: = 0%, = 0, p=0862 ! rord '
Overall effect: z =069 (p = 0.49) 01 051 2 10
Allo Placebo
Figure 9b: Any dose of febuxostat vs. placebo.
Febux Placcbo
Study Riek Ratio Events Total Events Total Weight RR
Doge = febux 040
Backar —pi 13 87 467 13  41% 098
Gunawardhana 2018 —_— 15 37 1.00 10 08% 405
Park 2013 . 1 35 0.33 12 02% 104
Saag 2019 s s a7 1850 89 143% 101
Effect estimale <5 104 66 2450 124  10.4% 06
Dose = febux 040 XR :
Gunawardhana 2018 —_— 9 39 1.00 10 08% 23
Saag 2019 —_— 81 357 1850 80 146% 1.09
Effect cstimale # 00 19.50 00 15.3% 13
APEX 15 73 262 900 45 77% 139
Becker 2005 —— 17 40 467 13 45% 118
Gunawardhana 2018 i 14 37 1.00 10 08% 378
Park 2013 . 0 a5 033 12 02% 021
Saag 2019 = 97 367 1850 89 152% 131
Effect cstimale = 201 731 33,50 69 28.4% 133
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Saaqg 2018 = % 357 1850 80 151% 128
Eficct estimai - ) ~E— 111 305 18.50 1.82
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Park 2013 : 3 36 033 12 02% 303
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Figure 9c: Any dose of febuxostat vs. allopurinol 300mg.

Study

Dose =febux 040
Park 2013

Xu 2015

Effect estimate

vaily! Pagiarnd freaguarat=0, p=i1 4

Dose = febux 080

APEX

Risk Ratio

£

Park 2013
Xu2015

Yu 2016
Effect estimate

ll A ] ’ 3 - v Jarwt o !
otrng y: koo ( ) )

Hi

Dose = febux 120 _

APEX —

Park 2013

Effect estimats -

Dose = febux 240

APEX -

Effect estimate -

Overall effect estimate -

Heterogeneity: Fsquared=57.437%, tau-squared=0.1383, p~0.016

Test for overall effoct: p=0.433

Tast for subgroup differsnces: Q=13.9, df«], p=0.003 : ; v l

0.01 01 1 10 100

Febux Ao

Figure 9d: Any dose of febuxostat vs. febuxostat 40mg.
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Figure 9e: Any dose of febuxostat vs. febuxostat 80mg.
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Figure 9f: Any dose of febuxostat vs. febuxostat 240mg.

Febux Febux 240
Study Risk Ratio Events Total Events Total Weight RR  95%-Cl
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Figure 9g: Febuxostat 80mg XR vs. febuxostat 40mg XR.
Febux 80xr Febux 40xr
Study Risk Ratio Events Total Events Total Weight RR 95%-CI
Gunawardhana 2018 - 16 38 9 39 23.3% 1.82 [0.92;361]
Saag 2019 - 95 357 21 357 T76.7% 117 [0.91; 1.52]
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Figure 9h: Lesinurad 200mg + febuxostat 80mg vs. febuxostat 80mg
Risk Ratio Les 200mg Febux 80mg
Study Total Events Total Events RR 95%-Cl
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RE model *'q;- 106 27 106 18 1.5 [0.88; 2.55])
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|
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Figure 9k: Network forest plot with placebo as comparator.

Comparison: other vs 'plac’

Treatment (Random Effects Model) RR 95%-Cl
allo T 1.23 [0.94; 1.60]
febux120 —— 1.78 [1.40; 2.25]
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plac : l 1.00
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Figure 9l: Network forest plot with allopurinol 300mg as comparator.
Comparison: other vs 'allo’
Treatment (Random Effects Model) RR 95%-Cl
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febux120 —— 1.45 [1.14: 1.84]
febux240 —= 2.09 [1.63; 2.69]
febux40 e 0.88 [0.67; 1.15]
febux40xr —— 0.88 [0.65; 1.19]
febux80 —— 1.08 [0.87; 1.35]
febux80 + lesu - 1.62 [0.91: 2.89]
febux80xr —— 1.09 [0.81; 1.45]
plac et 0.81 [0.63; 1.06]
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Figures 10a-c: Forest plots for proportion of patients with at least 1 gout flare, at latest
follow-up (range: 5 to 13 months). Patients were observed for 1 month period only.

Figure 10a: Any dose of febuxostat vs. allopurinol 300mg.
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Figure 10b: Any dose of febuxostat vs. febuxostat 80mg.

Febux Febux 80
Study Risk Ratio Events Total Events Total Weight RR  95%-Cl
Xu2015 : g 144 7 141 422% 126 [0.48 329
FACT ‘ & 9 153 13 167 578% 076 (033172
Overall effect estimate -——q—— 18 297 20 308 1000% 084 [0.50;1.75]
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Resxdual heterogenety I~ = NA%, p = NA 05 1 2
Test for overall effect:z = 020 (p = 0.839) Febux Febux 80

Test for subgroup diferences 1‘ ZDE3 dr=1({p=043)

Figure 10c: Lesinurad 200mg + allopurinol 300mg vs. allopurinol 300mg.

Les 200 Allo
Study Risk Ratio Events Total Events Total Weight RR  95%-Cl
Bardin 2017 14 204 18 206 100.0% C79 [0.4; 1.54]
Overall effect estimate: 14 204 18 206 100.0% 0.79 [0.4;1.54)
Hewarogeneily: 17 = NA%S, v/ = NA, p = NA J 1
Tes2 for overall effect 2 = 071 (p = 0.480) Ds 1 Vi

Les 200 Al 300
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Figure 10d: Network forest plot with allopurinol 300mg as comparator.
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Figures 11a-g: Forest plots for proportion of patients with at least 1 gout flare, at longest
follow-up (range: from baseline or 2.25 months up to 7 or 24 months). Patients were

observed for >1 month period.

Figure 11a: Any dose of febuxostat 40mg vs. placebo.

Study

Dalbeth 2017b

RE model

Residual heterogeneity: 1= MA%, p = NA
Overall effect z = -2.21 (p = 0.03)

Figure 11b: Any dose of febuxostat vs. allopurinol 300mg.

Study

Huang 2014

Huang 2014

Overall effect estimate

Heterogenelty: ksquared=0%, tau-squared=0, p-0.714
Test for overall effect: p=0.043

Test for subgroup differences: Q=0.1, dF~1, p~0.714

Figure 11c: Any dose of febuxostat vs. febuxostat 80mg.

Study

Huang 2014

Overali effect estimate _
Heterogenedy 1 = NA% = NA p = NA

Residual heterogenety ¥ = NASS, p = NA
Test for overat effect z = 0 51 (p =0 610)

Febux Febux B0
Risk Ratio Events Total Events Total Weight
T 9 172 7 172 100.0%
—emr =T ;
‘ 9 172 7 172 100.0%
05 1 2
Febux Febux 80

Febux Placebo
Risk Ratio Events Total Events Total RR 95%-CI
; 46 157 65 157 071 [0.52;096]
—=e R ——
e 46 157 65 157 0.71 [0.52; 0.96]
1
0.75 1 1.5
Febux Placebo
Risk Ratio Febux Allo
Events Total Events Total W(random) RR 95%-CI
— T a 172 8 86 534% 058 [022141]
| ———TL T —
: 7 172 8 86 46.6% 044 [016,117]
— TS — t $
——.-— 1% 344 16 172 100% 050 [0.26;0.98]
i 1 |
05 1 2 5
Febux Allo

RR 96%-Cl

120 [049, 337

129 [0.49:337)

o1



Figure 11d: Allopurinol 300mg vs. probenecid 2g.

Risk Ratio Allo 300 Prob
Study | Total Events Total Events RR 95%-Cl
Scott 1966 20 1 17 9 104 [057;189]
RE model 20 1 17 9 1.04 [0.57;1.89]
Overall effect p=0.9005 i
075 1 15
Allo 300 Prob
Figure 11e: Lesinurad 200mg + febuxostat 80mg vs. febuxostat 80mg.
Risk Ratio Les 200mg Febux 80mg
Study Total Events Total Events RR 95%-ClI
Dalbeth 2017a - 106 11 106 10 11 [049 248]
RE model - ' - 106 1 106 10 1.1 [0.49; 2.48]
Overall effect p~0.8183 I
05 1 2
Les 200 Febux 80
Figure 11f: Network forest plot with allopurinol 300mg as comparator.
Comparison: other vs "allo’
Treatment (Random Effects Model) RR 95%-ClI
allo 1.00
febux40 —T 0.56 [0.26; 1.24]
febux80 — 0.44 [0.18; 1.04]
plac e 0.12 [0.05; 0.31]
prob ; l—"-—l I 0.96 [0.53; 1.75]
0.1 051 2 10

favours other

favours allopurinol 300mg
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Figure 11g: Network forest plot with placebo as comparator.

Comparison: other vs 'plac’

Treatment (Random Effects Model) RR 95%-ClI
allo —#— 8.25 [3.18; 21.39]
febux40 —h— 464 (272, 792]
febux80 — 361 [1.20; 10.88]
plac 1.00

prob [ l l —*I— 7.94 [2.58,; 24 46]

0.1 051 2 10

favours ULT favours placebo

Figures 12a-m: Forest plots for proportion of patients with serum urate <6.0mg/dL at

longest follow-up (range: 28 days to 24 months)

Figure 12a: Allopurinol 300mg vs. placebo.
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Figure 12b: Any dose of febuxostat vs.

Study
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Figure 12c: Any dose of febuxostat vs. allopurinol 300mg.
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Figure 12d: Any dose of febuxostat vs. febuxostat 40mg.
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Figure 12e: Any dose of febuxostat vs. febuxostat 80mg.
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Figure 12f: Any dose of febuxostat vs. febuxostat 240mg.
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Figure 12g: Febuxostat 80mg XR vs. febuxostat 40mg XR.
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Figure 12h: Pegloticase 8mg vs. placebo.
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Figure 12i: Monthly vs. biweekly pegloticase 8mg.
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Figure 12j: Lesinurad 200mg + allopurinol 300mg vs. allopurinol 300mg.

Les 200mg Allo 300mg

Study Risk Ratio Total Events Total Events RR 95%-Cl
Saag 2017 —a— 201 107 201 52 206 [1.57;2.69]
Bardin 2017 —ir— 204 100 206 53 1.91 [1.45;250]
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Heterogeneity: 12 = 0%, ¥ =0,p =069 ! ' !

Overall effectz = 7.04 (p < 0.01) 0.5 1 2

Allo 300 Les 200

Figure 12k: Lesinurad 200mg + febuxostat 80mg vs. febuxostat 80mg

Risk Ratio Les 200mg Febux 80mg
Study : Total Events Total Events RR 95%-Cl
Dalbeth 2017a ——0-— 103 66 106 54 126 [0.99;159]
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Overall effect p=0.057 l i ]
0.75 1 15
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Figure 121: Network forest plot with allopurinol 300mg.

Comparison: other vs "allo’
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Figure 12m: Network forest plot with placebo as comparator.
Comparison: other vs "plac’
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Figures 13a-c: Forest plots for proportion of patients with subjective adverse event of pain;
closest to 3 months (follow up: 28 days)

Figure 13a: Any dose of febuxostat vs. placebo.
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Figure 13b: Any dose of febuxostat vs. febuxostat 40mg.
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Figure 13c: Any dose of febuxostat vs. febuxostat 80mg.
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Figures 14a-b: Forest plots for change in pain score using 0 to 100 mm visual analogue
scale, at longest follow-up (0 to 6.25 months)

Figure 14a: Pegloticase 8mg vs. placebo.
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Figure 14b: Biweekly vs. monthly pegloticase 8mg.
Mean difference Biweekly Peg Monthly Peg
Study Mean SD Total Mean SD Total MD  96%-Cl
Sundy 2011 — 114 338 78 69 27 78 45 [14.1,51)
RE mode! ————— 78 78 45 [14.1;51)
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| | |

0 5 0 5

Biweekly Peg

10
Monthly Peg

62



Figures 15a-b: Forest plots for change patient global assessment as measured on 100mm
visual analogue scale at longest follow-up (0 to 6.25 months)

Figure 15a: Pegloticase 8mg vs. placebo.
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Figure 15b: Biweekly vs. monthly pegloticase 8mg.
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Figures 16a-f: Forest plots for proportion of patients with tophus resolution at longest
follow-up (range: 0 to 24 months)

Figure 16a: Allopurinol 300mg vs. probenecid 2g.

Risk Ratio Allo 300 Prob
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Figure 16b: Pegloticase 8mg vs. placebo.
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Figure 16c: Biweekly vs. monthly pegloticase 8mg.
Risk Ratio Biweekly Peg  Monthly Peg
Study Total Events Total Events RR 96%-Cl
Sundy 2011 52 21 52 " 191 [103; 3.55
RE model 62 21 52 1 191 [1.03; 3.56)
Overall effect p=0.0409
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Figure 16d: Lesinurad 200mg + allopurinol 300mg vs. allopurinol 300mg
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Study Risk Ratio Total Events Total Events RR 95%-Cl
Saag 2017 —_—r 18 0 17 5 0.09 [0.01; 1.44]
Bardin 2017 8- 35 " 33 11 0.94 [0.47;1.87)
RE model % 53 1" 50 16 0.43 [0.05; 3.89]
Overall effect: z = -0.75 (p = 0.45) I J | ' |
0.01 0.1 1 10 100
Allo 300 Les 200
Figure 16e: Lesinurad 200mg + febuxostat 80mg vs. febuxostat 80mg
Risk Ratio Les 200mg Febux 80mg
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Figure 16f: Network forest plot with allopurinol 300mg as comparator.
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Figures 17a-b: Forest plot for change in physical component summary (PCS) score of 36-
Item Short Form Health Survey (SF-36) at longest follow-up (0 to 6.25 months)

Figure 17a: Pegloticase 8m vs. placebo.
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Figure 17b: Biweekly vs. monthly pegloticase 8mg.
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Figures 18a-b: Forest plots for change in Health Assessment Questionnaire-Disability
Index score (HAQ-DI) at longest follow-up (0 to 6.25 months)

Figure 18a: Pegloticase 8mg vs. placebo.
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Figure 18b: Monthly vs. biweekly pegloticase 8mg.
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Figures 19a-n: Forest plots for proportion of patients with serious adverse events at longest
follow-up (range: 28 days to 24 months)

Figure 19a: Allopurinol 300mg vs. placebo.
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Figure 19b: Any dose of febuxostat vs. placebo.
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Figure 19c: Any dose of febuxostat vs. allopurinol 300mg.

Febux Allo
Study Risk Ratio Events Total Events Total Weight RR 45%-Cl
Dose = febux D40
CONFIRMS . 19 757 0.0 378 0.2% 15812 [0.05; 477621.29]
Huang 2014 —t 2 172 1.0 8 2.5% 1.00 {0.08; 10.87]
Park 2013 - 1} 35 033 12 1.2% 021 [0.01; &.68)
Effect estimata —mE— 21 934 1.39 {70 3.59% 1.30 {0.02 68.22]
Hel wily. ¢ ( : i I
Dose = febux 080
AREX —p— " 287 233 89 7.3% 157 [0.38; 8.34)]
CONFIRMS S 28 755 1550 378 382% 0.50 [049; 1.88]
FACT * " 255 S5.5C 126 141% 088 [0.36; 2.€8]
Huang 2014 —_—t 1 172 1.00 85 1.8% 050 [0.03; 7.80]
FPark 2013 —_— 1 35 033 12 0.5% 1.04 [0.02; 50.30]
Yu 2016 —— 2 54 1.00 &5 2.58% 204 [0.19; 21.81]
Effect estirmate L 2 54 1540 25.66 746 65.0° 1.00 [0.62 1.59]
Dose = febux 120
AFEX — 9 269 233 89 7.0% 1.28 [0.31; 5.28]
FACT = 21 251 550 1286 169% 182 077, 4738
Park 2013 ——— 0 36 033 12 1.2% 0.21 [0.01; 8.5Q]
Effect estimate £ 30 556 B16 227 2570% 154 0,73  5.26]
Pose =Tebux 240
APEX e 5 134 233 80 B.0% 143 [0.31, 6.58
Effect estimata e~ 5 134 2.33 89 0.0% 1.4] [0.31 6.59]
Overall effect estimate b 110 3194 3754 1538 100.0% 113 [0.77; 1.64]
Heleageneily PEnooow e =0 p=0na f T
Residual heterogsnsty: I = 0.000%, p = 0.47 0001 01 1 10 1000
Tast for ol offect 2 = 062 (p = 05352) Febux Ao

lasttor sutqroup ditarances: [§ 103, 3 /9

Figure 19d: Any dose of febuxostat vs. febuxostat 40mg.
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Figure 19e: Any dose of febuxostat vs. febuxostat 80mg.
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Figure 19f: Any dose of febuxostat vs. febuxostat 240mg.
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Figure 19g: Febuxostat 80mg XR vs. febuxostat 40mg XR.
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Figure 19h: Allopurinol 300mg vs. probenecid 2g.
Allo 300 Prob

Study Risk Ratio Total Events Total Events RR 95%-ClI

Scott 1966 ' 20 0 17 0 085 [0.02;4083]

RE model *%:_;» 20 0 17 0 0.85 [0.02;40.83]

Overall effectz = -0.08 (p = 0.94) | r '

01 0512 10
Allo 300 Prob
Figure 19i: Pegloticase 8mg vs. placebo.
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Figure 19j: Monthly vs. biweekly pegloticase 8mg.
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Figure 19k: Lesinurad 200mg + allopurinol 300mg vs. allopurinol 300mg.
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Figure 191: Lesinurad 200mg + febuxostat 80mg vs. febuxostat 80mg.
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Figure 19m: Network forest plot with placebo as comparator.
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Figure 19n: Network forest plot with allopurinol 300mg as comparator.
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Figures 20a-l: Forest plots for proportion of patients with cardiovascular-related serious,
Longest follow-up (range: 28 day to median of 32 months)

Figure 20a: Allopurinol 300mg vs. placebo.
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Figure 20b: Any dose of febuxostat vs. placebo.
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Figure 20c: Any dose of febuxostat vs. allopurinol 300mg.
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Figure 20d: Any dose of febuxostat vs.

febuxostat 40mg.
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Figure 20e: Any dose of febuxostat vs. febuxostat 80mg.
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Figure 20f: Any dose of febuxostat vs. Febuxostat 240mg.

Febux Febux 240
Study Risk Ratio Events Total Events Total Weight RR 95%-Cl
APEX b 269 134 1000% 249 [029,2111)
Overall effect estimate | ——coeeSnee—— 6 269 134 1000% 249 [0.29; 21.11)
Residual heterogenety 1= NA%, p = NA . L L !
Test far overal effectz = 0.84 (p = 0.403) 01 05 1 2 10
Febux Febux 240
Figure 20g: Febuxostat 80mg XR vs. Febuxostat 40mg XR.
Febux 80xr Febux 40xr

Study Risk Ratio Events Total Events Total Weight RR 95%-Cl

Gunawardhana 2018 1 38 2 39  648% 051 [0.05 543]

Saag 2019 0 357 1 355 352% 033 [0.01:8.11)

Overall effect estimate | ——EEpE—— 1 395 3 394 100.0% 0.44 [0.07; 2.94]

Heteragensity: /2 = D,000%, * = 0, p = 0.83 T T 1

Test for overall ofiect: 2 = -0.85 (p = 0 396) 01 051 2 10

Febux 80xr  Febux 40xr

Figure 20h: Monthly vs. Biweekly pegloticase 8mg.

Study
Sundy 2011

RE model
Overall effect p=0.2016

Risk Ratio Biweekly Peg  Monthly Peg
Total Events Total Events RR  95%-Cl
—— 85 3 84 7 042 [0.11,158]
— 85 3 84 7 042 [0.11;1.58)
I 7l I |

02 05 1 2 5
Biweekly Peg Monthly Peg

Figure 20i: Lesinurad 200mg + allopurinol 300mg vs. allopurinol 300mg

Study

Saag 2017
Bardin 2017

RE model
Owerall effectz = -0.16 (p = 0.88)

Les 200mg Allo 300mg
Risk Ratio Total Events Total Events
A 201 9 201 7
—_— 204 8 206 1"
-E'z| 405 17 407 18
0.5 1

2
Les 200 Alio 300

RR 95%-Cl

129 [0.49; 3.39]
0.73 [0.30; 1.79]

095 [0.49; 1.83]
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Figure 20j: Lesinurad 200mg + febuxostat 80mg vs. febuxostat 80mg.

Study
Dalbeth 2017a

RE model
Overall effect p=0.3259

01

Risk Ratio Les 200mg Febux 80mg
Total Events Total Events RR 96%-CI
-~ 06 3 109 1 308 [0.33;2919]
106 3 109 1 308 [0.33;29.19]
l T  E—
051 2 10

Les 200 Febux 80

Figure 20k: Network forest plot with placebo as comparator.
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Treatment

allo
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febux120
febux240
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Figure 201: Network forest plot with allopurinol 300mg as comparator.
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