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Number of Ulcers, LS Mean (SE)

Overall Study Population

—— Placebo (n=103)

—l— Apremilast 30 mg BID (n = 104)

2.0

Weeks

Placebo, n
(LS mean)

1

103 (2.78)

2

103 (2.66)

6

Study Week

4

103 (2.46)

6

103 (2.43)

8

103 (2.49)

103 (2.10)

103 (2.04)

Apremilast, n
(LS mean)

104 (1.79)

104 (1.31)

104 (1.28)

104 (1.40)

104 (1.28)

104 (1.01)

104 (1.06)

Pvalue

0.0010

<0.0001

0.0002

0.0015

0.0003

0.0003

0.0003

Number of Ulcers, LS Mean (SE)

Japanese Subgroup

—@— Placebo (n=20)
—l— Apremilast 30 mg BID (n=19)

1 2 4 6 8 10 12
Study Week

Weeks 1 2 4 6 8 10 12
Placebo, n
(LS mean) 20 (3.32) 20 (2.92) 20 (2.66) 20 (2.22) 20 (2.41) 20 (2.55) 20 (1.82)
Apremilast, n
(LS mean) 19 (1.49) 19 (1.10) 19 (1.21) 19 (1.14) 19 (1.17) 19 (0.96) 19 (1.19)
Difference, LS 0.45 0.37 0.45 0.52 0.48 0.37 0.66
mean (95% CI) | (0.24,0.83) | (0.18,0.76) | (0.22,0.93) | (0.22,1.19) | (0.19,1.21) | (0.16,0.90) | (0.27, 1.58)
Pvalue 0.0124 0.0081 0.0311 0.1152 0.1152 0.0300 0.3340
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Week 12 Baseline Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
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Vieira, 2021 42 50 27 50 429% 4.47 [1.75, 11.43] — &
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Total events 220 177
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Week 12 Baseline Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Atienza-Mateo, 2020 50 51 48 51 26.0% 3.13[0.31, 31.09] -
Hirahara, 2020 13 14 9 14 25.8% 7.22[0.72,72.70] T
Vieira, 2021 48 50 45 50 48.2% 2.67 [0.49, 14.44] —T—
Total (95% CI) 115 115 100.0% 3.59 [1.11, 11.61] i
Total events 111 102
Heterogeneity: Tau? = 0.00; Chi = 0.49, df = 2 (P = 0.78); I = 0% I f t J
.01 A 1 1 1
Test for overall effect: Z = 2.14 (P = 0.03) 00 lE)etermrated Improved ° %
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Week 12 Baseline Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Atienza-Mateo, 2020 47 51 37 51 33.1% 4.45[1.35, 14.64] —
Hirahara, 2020 7 14 7 14 23.3% 1.00 [0.23, 4.40] -
Vieira, 2021 43 50 32 50 43.6% 3.46 [1.29, 9.26] —
Total (95% CI) 115 115 100.0% 2.81[1.29, 6.15] -
Total events 97 76
Heterogeneity: Tau? = 0.11; Chi = 2.60, df = 2 (P = 0.27); I2 = 23% f t t i
Test for overall effect: Z = 2.59 (P = 0.010) 0.01 %ellefioraled ! Improved 10 100
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Week12 Baseline 0Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Atienza-Mateo, 2020 49 51 46 51 18.8% 2.66 [0.49, 14.41] I L
Hirahara, 2020 13 14 13 14 6.5% 1.00[0.06, 17.75]
Vieira, 2021 37 50 20 50 74.7% 4.27 [1.83, 9.97] _._
Total (95% Cl) 115 115 100.0% 3.55 [1.71, 7.40] -
Total events 99 79
Heterogeneity: Tau? = 0.00; Chiz=1.04, df = 2 (P = 0.59); 12 = 0% t t i f
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