BACKGROUND RESULTS

MS Relapse Redefined:

] * The primary endpoint in relapsing multiple sclerosis (MS) trials involves reducing the annualized relapse rate (ARR). * In the ULTIMATE | and Il trials, using the original protocol definition of relapses, the ARR reduction for ublituximab vs. teriflunoimide was 51.5% in Year 1 [LS means Rate Ratio (95% CI):
Add ressi ng the » In trials of high efficacy therapies such as ULTIMATE | and Il, a paradox emerges whereby new/ enlarging (n/e)T2 lesions were 0.485 ( 0.341, 0.689); P<0.0001] and 58% in Year 2 [LS means Rate Ratio (95% Cl): 0.420 (0.286, 0.616); P<0.0001] (Figure 3).
] h reduced by > 90% while relapse reduction was 54.2%." * Applying the criteria of MRI-supported relapses, the ARR reduction for ublituximab vs. teriflunoimide was 82.7% in Year 1 [LS means Rate Ratio (95% Cl): 0.173 ( 0.098, 0.303); P<0.0001]
Rad |O|Og |ca|/ - This paradox may be due to confounding from pseudoexacerbations: symptom recrudescence events meeting relapse criteria without and 92.8% in Year 2 [LS means Rate Ratio (95% Cl): 0.072 ( 0.028, 0.187); P<0.0001] (Figure 4).
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_ _ _ outcome that will disproportionately affect the higher efficacy treatments due to the lower number of true relapses.
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and " Trlals » Relapses in the ULTIMATE trials were defined as clinical episodes reported by subjects and meeting the criteria below as 0.10 -
documented by neurological assessments and confirmed by an Independent Relapse Adjudication Panel:

 Criteria 1: An increase of =2 0.5 points in the EDSS score (unless EDSS = 0, then an increase of at least 1.0 points is required)
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* MRI-supported relapses - A more stringent relapse definition meeting the above criteria but additionally requiring n/e T2 lesions on - Using the MRI-supported relapse criteria, 75 of 97 events (~77%) in ublituximab-treated participants and 38 of the 213 (~18%) events in the teriflunomide-treated participants were
MRI subsequent to the relapse event. identified as pseudoexacerbations (Figure 5).

0 BJ ECTIVES * Relapse counts per patient were modeled using generalized estimating equation model with logarithmic link function and
treatment, region and baseline EDSS strata as covariate and log(years of treatment) as offsets. For epoch analysis of MRI- Figure 5. Number of relapses measured under original definition and under the MRI-supported relapse” criteria

. To develop a methodology to reduce the impact of supported relapses by year 1 and 2, treatment alone was used as covariate to accommodate convergence of the model.
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< . . Race, n (%) defined (MRI-supported defined (MRI-supported
was observed for ublituximab vs teriflunomide [LS means relapses relapse criteria) I | tord
Rate Ratio (95% Cl): 0.458 (0.338, 0.619); P<.0001; ARR of White 534 (97.8%) 533 (98.2%) relapses relapse criteria)
0.183 for teriflunomide and 0.084 in ublituximab] Black or African-American 9 (1.6%) 8 (1.5%)
» Applying the stringent criteria of MRI-supported relapses, Other 3 (0.5%) 2 (0.4%) * Power analysis of sample size using redefined ARR (MRI-supported relapse) reduced the number of trial participants needed to demonstrate significant difference between treatment
the ublituximab ARR reduction increased to 87.5% vs. Time since MS diagnosis (years) 4.7 +5.1 49+54 arms (Table 2).
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0.212); P<.0001; ARR of 0.096 for teriflunomide and 0.012 in Number of relapses in the previous 24 months 1.9+1.0 1.8+ 0.9 findings have implications for future clinical trial design (Figure 6).
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 Using the MRI-supported relapse criteria, 75 of 97 events Number of baseline Gadolinium (Gd+) lesions, n (%) Table 2. Estimated sample size for trial participants Figure 6. Estimated sample size for trial participants for original ARR and redefined ARR
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