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o Non-D2T UC D2T UC
(n=250) (n=250) OR (95% Cl)

Age <65yr 193 209 L 1
265 yr 57 41 —— 0.720 (0.448, 1.150)

Sex Male 156 148 L 1
Female 94 102 — 1.115 (0.766, 1.626)

Extraintestinal manifestation No 217 204 L 1
Yes 33 48 o 1.508 (0.911, 2.519)

Treatment for six months prior to the index date

Duration of 5-ASA <1 mo 60 70 L 1
21 mo 190 180 — 0.722 (0.468, 1.110)

Duration of CS <1 mo 143 128 L 1
21,<3 mo 49 63 — 0.983 (0.564, 1.712)
23 mo 58 59 | E— 1.074 (0.588, 1.969)

Maximum dose of CS 0 mg/day 93 66 L 1
>0, <30 mg/day 48 31 b 0.908 (0.454, 1.799)
230 mg/day 109 153 = 1.879 (1.081, 3.285)

Thiopurine No 155 142 L 1
Yes 95 108 - 1.330 (0.908, 1.953)

Duration of PPI 0 day 138 124 L 1
21 day, <3 mo 43 67 _—u 1.354 (0.806, 2.283)
23 mo 69 59 ——— 0.844 (0.507, 1.400)

0 1 2 3
Non-D2T UC «— —» D2TUC  OR (95% Cl)
(B) Non-D2TUC  D2T UC
(n=310) (n=2310) OR (95% Cl)

Age <65yr 237 261 L 1
265 yr 73 49 — ] 0.655 (0.429, 0.994)

Sex Male 174 183 L 1
Female 136 127 —- 0.937 (0.672, 1.307)

Extraintestinal manifestation No 243 260 [ 1
Yes 67 50 — = 0.753 (0.491, 1.151)

Treatment for six months prior to the index date

Duration of 5-ASA <1 mo 81 73 E 1
21 mo 229 237 — 1.076 (0.732, 1.584)

Duration of CS <1mo 176 155 L 1
21,<3 mo 61 7 — 0.902 (0.546, 1.491)
23 mo 73 84 —_—]— 1.220 (0.718, 2.078)

Maximum dose of CS 0 mg/day 116 79 L 1
>0, <30 mg/day 67 52 — 1.075 (0.586, 1.969)
230 mg/day 127 179 = 1.927 (1.189, 3.139)

Thiopurine No 185 159 L 1
Yes 125 151 S B E— 1.336 (0.943, 1.895)

Duration of PPI 0 day 154 146 L 1
21 day, <3 mo 58 78 — - 1.206 (0.768, 1.896)
23 mo 98 86 —a— 0.775 (0.509, 1.174)

0 1 2 3

Non-D2T UC «— —» D2TUC  OR (95% CI)

Supplementary Fig. 2. Factors associated with D2T UC and non-D2T UC using multivariate logistic regression by covariates (sensitivity
analyses). (A) Results on setting the period for determining D2T UC as 1 year. (B) Results on setting the period for determining D2T UC as
three years. (C) Results of adding the extent of disease to the explanatory variable by imputing missing values. D2T, difficult-to-treat; UC,
ulcerative colitis; OR, odds ratio; Cl, confidence interval; 5-ASA, 5-aminosalicylates; CS, corticosteroids; PPI, proton pump inhibitor.
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e Non-D2TUC D2T UC
(n=355) (n=3595) OR (95% Cl)
Age <65yr 298 299 1
265 yr 57 56 1.177 (0.767,1.806)
Sex Male 204 218 1
Female 151 137 0.904 (0.656, 1.246)
Extraintestinal manifestation No 291 306 L 1
Yes 64 49 = 0.843 (0.545, 1.299)
Treatment for six months prior to the index date
Duration of 5-ASA <1 mo 73 94 o 1
21 mo 282 261 T 0.663 (0.452, 0.968)
Duration of CS <1 mo 214 181 L 1
21,<3 mo 60 80 I 1.157(0.713,1.881)
>3 mo 81 94 T 1.347 (0.813,2.243)
Maximum dose of CS 0 mglday 145 97 L 1
>0, <30 mg/day 69 49 e 0.862 (0.478, 1.545)
230 mg/day 141 209 e 1.887 (1.197, 2.986)
Thiopurine No 220 179 : 1
Yes 135 176 — 1.700 (1.227,2.364)
Duration of PPI 0 day 188 175 o 1
>1 day, <3 mo 66 95 I 1.343 (0.879, 2.057)
23 mo 101 85 o 0.783 (0.519,1.176)
Extent of disease
Extensive No 120 91 1 1
Yes 235 264 = 2.485(0.976, 6.615)
Left-sided No 279 283 T 1
Yes 76 72 = 2.229 (0.870,5.987)
Proctosigmoiditis No 331 345 1
Yes 24 10 0.756 (0.275, 1.994)
Proctitis No 322 331 1
Yes 33 24 = 1.844(0.701,5.073)
°o 1 2 3 4 5 & 7
Non-D2T UC «— —» D2TUC OR (95% CI)

Supplementary Fig. 2. Continued
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