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Study Odds Ratio OR 95%-ClI 12
Omitting PROTOSTAR (2024) > 69.21 [47.60; 100.63] 0.0%
Omitting ORION (2021) > 51.25 [21.26; 123.55] 69.1%
Omitting VOYAGE 1 (2018) > 48.58 [15.76;149.72] 67.1%
Omitting VOYAGE 2 (2017) > 53.74 [16.37; 176.42] 69.9%
Omitting Ohtsuki (2018) > 45.20 [17.32;117.94] 64.5%
Random effects model 54.84 [24.72; 121.64] 60.1%
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Figure S1. The leave-one-out analysis of PROTOSTAR for IGA 0/1 did show a decrease in heterogeneity among the
studies. CI: confidence interval; OR: odds ratio.

Odds Ratio
Studies Events Total Events Total Weight OR 95% CI MH, Random, 95% ClI
Adolescents ;
PROTOSTAR (2024) 13 31 0 16 7.9% 22.62 [1.24; 412.05] +
Adults
Ohtsuki (2018) 57 128 0 64 85% 103.74 [6.28;1713.01] —
ORION (2021) 50 62 0 16 8.0% 133.32 [7.48; 2376.94] —
VOYAGE 1 (2018) 157 329 2 174 321% 78.50 [19.15; 321.73] —.—
VOYAGE 2 (2017) 215 496 2 248 325% 94.11 [23.14; 382.71] —
Total (95% Cl) 81.2% 91.40 [37.48; 222.89] >
Heterogeneity: Tau? = 0; Chi? = 0.12, df = 3 (P = 0.9893); I = 0% ;
Children :
PROTOSTAR (2024) 3 10 1 10 10.9% 3.86 [0.33; 45.57] ——l—
Test for overall effect: Z = 1.07 (P = 0.28) :
Total (95% ClI) 100.0% 58.04 [25.49; 132.19] <>
Heterogeneity: Tau® = 0.0306; Chi? = 6.15, df = 5 (P = 0.2917); I = 18.7% ' I T '
Test for overall effect: Z=9.67 (P < 0.01) 0.001 01 1 10 1000
Test for subgroup differences: Chi? = 6.03, df = 2 (P = 0.0490) Favors Placebo Favors Guselkumab

Figure S2. The odds of achieving IGA 0 in adults were higher than in adolescents, and even higher than in children.
CI: confidence interval; MH: Mantel-Haenszel; OR: odds ratio.
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Omitting PROTOSTAR (2024) > 86.44 [48.69; 153.48] 3.1%
Omitting ORION (2021) > 42.37 [11.13;161.29] 77.1%
Omitting VOYAGE 1 (2018) > 38.51 [8.90; 166.64] 74.8%
Omitting VOYAGE 2 (2017) > 38.12 [8.81;164.90] 73.4%
Omitting Ohtsuki (2018) > 37.18 [10.62; 130.11] 75.3%
Omitting Sofen (2014) > 58.78 [16.36; 211.24] 74.1%
Random effects model 46.47 [14.23; 151.76] 71.7%
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Figure S3. The leave-one-out analysis of PROTOSTAR for PASI90 did show a decrease in heterogeneity among the
studies. CI: confidence interval; OR: odd ratio.

Odds Ratio
Studies Events Total Events Total Weight OR 95% CI MH, Random, 95% CI
Adolescents
PROTOSTAR (2024) 18 31 1 15 13.2% 19.38 [2.26; 166.50] ——
Adults
Ohtsuki (2018) 90 128 0 64 10.2% 303.23 [18.29; 5026.48] —a—
ORION (2021) 47 62 0 16 10.0% 101.13 [5.73; 1785.96] .
Sofen (2014) 18 20 2 4 11.8% 9.00 [0.78; 103.72] ———
VOYAGE 1 (2018) 241 329 5 174 19.8% 92.57 [36.80; 232.81] -
VOYAGE 2 (2017) 347 496 6 248 20.2% 93.93 [40.86; 215.94] e 3
Total (95% ClI) 72.0% 86.44 [48.69; 153.48] <
Heterogeneity: Tau® = < 0.0001; Chi? = 4.13, df = 4 (P = 0.3889); I> = 3.1%
Children
PROTOSTAR (2024) 5 10 3 10 14.8% 233 [0.37; 14.61] —l—
Test for overall effect: Z=0.91 (P = 0.37)
Total (95% CI) 100.0% 37.90 [11.21; 128.18] -
Heterogeneity: Tau? = 1.7299; Chi? = 18.76, df = 6 (P = 0.0046); I* = 68.0% f T I !
Test for overall effect: Z=5.85 (P <0.01) 0.001 0.1 1 10 1000
Test for subgroup differences: Chi? = 14.64, df = 2 (P = 0.0007) Favors Placebo Favors Guselkumab

Figure S4. The odds of achieving PASI90 in adults were higher than in adolescents, and even higher than in children.
CI: confidence interval; MH: Mantel-Haenszel; OR: odds ratio.

Odds Ratio
Studies Events Total Events Total Weight OR 95% CI MH, Random, 95% CI
10 mg
Sofen (2014) 4 5 2 4 34% 4.00 [0.21; 75.66] —T
Test for overall effect: Z=0.92 (P = 0.36)
100 mg
Ohtsuki (2018) 44 63 0 64  3.7% 294.38 [17.32; 5003.39] ——'—
ORION (2021) 47 62 0 16 3.6% 101.13 [5.73; 1785.96] ——
Sofen (2014) 4 5 2 4 34% 4.00 [0.21; 75.66] ——-—
VOYAGE 1 (2018) 241 329 5 174 34.6% 92.57 [36.80; 232.81] R 3
VOYAGE 2 (2017) 347 496 6 248 425% 93.93 [40.86; 215.94] E
Total (95% Cl) 87.8% 86.92 [48.70; 155.13] 0
Heterogeneity: Tau? = < 0.0001; Chi® = 4.99, df = 4 (P = 0.2887); I* = 19.8% :
30 mg
Sofen (2014) 5 5 2 4  26% 11.00 [0.37; 324.52] ————
300 mg
Sofen (2014) 5 5 2 4 26% 11.00 [0.37; 324.52] 74__7
50 mg
Ohtsuki (2018) 46 65 0 64 3.7% 307.62 [18.11; 5224.84]
Total (95% Cl) 100.0% 73.71 [42.84; 126.84] ‘
Heterogeneity: Tau? < 0.0001; Chi’ = 12.48, df = 8 (P = 0.1312); I = 35.9% ' ' I I
Test for overall effect: Z = 15.53 (P < 0.01) 0.001 01 1 10 1000
Test for subgroup differences: Chi?=7.49, df =4 (P=0.1122) Favors Placebo Favors Guselkumab

Figure S5. The odds of achieving PASI90 were the highest with the 100 mg dosage. CI: confidence interval;
MH: Mantel-Haenszel; OR: odds ratio.
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Odds Ratio

Studies Events Total Events Total Weight OR 95% CI MH, Random, 95% CI
100 mg

Ohtsuki (2018) 29 63 36 64 8.9% 0.66 [0.33; 1.34] B
ORION (2021) 39 62 11 16 3.2% 0.77 [0.24; 2.50]

VOYAGE 1 (2018) 170 329 86 174 32.3% 1.09 [0.76; 1.58]

VOYAGE 2 (2017) 235 494 111 248 46.5% 1.12 [0.82; 1.52] ?
Total (95% Cl) 90.9% 1.04 [0.84; 1.30]

Heterogeneity: Tau? = 0; Chi? = 2.13, df = 3 (P = 0.5452); 12 = 0%
Test for overall effect: Z =0.36 (P = 0.72)

50 mg
Ohtsuki (2018) 30 65 36 64 9.1% 0.67 [0.33; 1.33] —_—

Total (95% Cl) 100.0% 1.00 [0.81; 1.23] ->

Heterogeneity: Tau? = 0; Chi? = 3.58, df = 4 (P = 0.4664); I = 0.0%
Test for overall effect: Z = 0.00 (P = 1.00) 0.5 1 2
Test for subgroup differences: Chi® = 1.44, df = 1 (P = 0.2297) Favors Guselkumab Favors Placebo

Figure S6. The odds of experiencing at least one AE were the highest with the 100 mg dosage. CI: confidence
interval; MH: Mantel-Haenszel; OR: odds ratio.

Risk of bias domains

Study

Domains: Judgement

D1: Bias arising from the randomization process. )

D2: Bias due to deviations from intended intervention. . High

D3: Bias due to missing outcome data. B Some concerns
D4: Bias in measurement of the outcome.

D5: Bias in selection of the reported result. . Low

Figure S7. Quality assessment of the RCTs per Cochrane RoB 2.
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