Effects of evobrutinib, a Bruton’s tyrosine METHODS
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Figure 3. SEL detection on MRI Table 1. Statistical analyses of SEL volume
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Evobrutinib reduced SEL volume (20) in a dose-dependent manner

Favors evobrutinib Favors placebo$

< > Location shift [95%0 CI] p value
Evobrutinib 25 mg QD (n=42) , PY ! _1.67 [-4.94, 1.49] 0.281
1
(1) STRATIFIED !
ANALYSIS — ALL Evobrutinib 75 mg QD (n=46) ' o o —3.26 [-6.18, -0.08] 0.040*
PATIENTSST !
1
Evobrutinib 75 mg BID (n=43), P ! —4.34 [-7.02, —1.46] 0.003*
|
1
1
}
1
Evobrutinib 25 mg QD (n=39) ! @ : —-1.23 [-4.62, 2.27] 0.439
(2) STRATIFIED !
ANALYSIS — - _ i .
COMPLETERS Evobrutinib 75 mg QD (n=42) ® : —3.48 [-6.53, -0.50] 0.022
(Week 48)8% :
Evobrutinib 75 mg BID (n=42) , o ! —4.11 [-6.84, -1.23] 0.005*
-8 6 -4 -2 0 2 4

Decreasing SEL volume (%) Increasing SEL volume (%)

SEL volume, as a percentage of baseline T2 lesion volume,

decreased with increasing evobrutinib dose relative to placebo

*p value <0.05; §Patients switched from placebo to evobrutinib 25 mg QD for the second 24-week treatment period; TEvobrutinib treatment groups versus placebo/evobrutinib 25 mg QD (n=42);
TEvobrutinib treatment groups versus placebo/evobrutinib 25 mg QD (n=38)

Unstratified test results show that most of the adjustment for baseline T2 lesion volume is accomplished by using the percent volume endpoint with additional adjustment accomplished by using stratification
BID, twice daily; CI, confidence interval; QD, once daily; SEL, slowly expanding lesions
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The effect of evobrutinib on SEL volume (26) was also evident
INn patients with more advanced disease

(1) STRATIFIED ANALYSIS: ALL PATIENTS (2) STRATIFIED ANALYSIS: COMPLETERS (Week 48)
Favors Favors
High dose Low dose | ocation shift [95% CI] p value High dose Low dose | ocation shift [95% CI] p value
Overall —— : —2.97 [-5.00, -0.81] 0.006* —— E —3.38 [-5.53, —1.28] 0.002*
1
| |
1 1
1 1
Baseline EDSS <3 o— —1.51 [-4.15, 1.30] 0.263 ' o— —1.77 [-4.84, 0.93] 0.225
1 1
Baseline EDSS =3.5 @ ' —4.89 [-8.37, —1.64] 0.004* t @ | —5.35 [-8.85, —2.14] 0.002*
| |
1 1
1 1
Non-HDA : |
(<1 relapse in 2 years @ L —2.94 [-6.17, 0.34] 0.072 b L L —3.06 [-6.58, 0.19] 0.070
pre-randomization) ] !
HDA | |
(=2 relapse in 2 years : —2.68 [-5.43, 0.06] 0.062 i —3.50 [-6.33, —0.39] 0.027*
pre-randomisation) ! '
| |
1 1
1 1
Recent disease onset ! . ! .
(<8.5 years) .: —0.51 [-3.80, 2.48] 0.700 @ | —1.33 [-4.58, 1.88] 0.416
1
Protracted disease onset : * : *
(28.5 years) i PA : —4.42 [-7.96, —1.26] 0.005 , o ! —4.72 [-8.29, —1.69] 0.003
-10 8 6 -4 -2 O 2 4 -10 8 6 4 -2 O 2 4
Decreasing SEL volume (%) Increasing SEL volume (%0) Decreasing SEL volume (%) Increasing SEL volume (%0)

Overall: (all patients: high dose/low dose, completers: high dose/low dose) n=89/n=84, n=84/n=77; EDSS =3: n=40/n=47, n=37/n=42; EDSS =3.5: n=49/n=37, n=47/n=35; non-HDA: n=36/n=46, n=34/n=44;
HDA: n=53/n=38, n=50/n=33; Recent onset: n=33/n=51, n=30/n=46; Protracted onset: n=56/n=33, n=54/n=31. High dose: evobrutinib 75 mg QD + BID; Low dose: placebo/evobrutinib 25 mg QD +
evobrutinib 25 mg QD; *p value <0.05. BID, twice daily; CI, confidence interval; EDSS, Expanded Disability Status Scale; HDA, high disease activity; QD, once daily; SEL, slowly expanding lesions
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