Ph3 results of the ULTIMATEI&II global studies: Ublituximab v. teriflunomide in RMS
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Background and Objectives Study Design

Ublituximab is a novel monoclonal antibody that targets a unique epitope of
CD20 (Figure 1) and is glycoengineered for enhanced antibody-dependent
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ADCC: antibody-dependent cellular cytotoxicity; ADCP: antibody-dependent cellular phagocytosis; CDC: complement-
dependent cytotoxicity; D: day; MS: multiple sclerosis; wk: week. a Initial infusion time over 4 hours; b Initial infusion time
over 2.5 hours ; *after initial dose

Weeks
*After completing Week g6, patients entered into a 20-week safety follow-up and were eligible to enroll into an open-label extension study.

Time to CDI for at least 12 weeks
Time to CDI for at least 24 weeks

Patient Disposition & Analysis Population Demographics and Disease Characteristics Primary Endpoint

Characteristic ULTIMATE | (N = 545) ULTIMATE Il (N = 544) ULTIMATE | ULTIMATEI
. Mean + standard deviation o 0.2
Patients ULTIMATEI ULTIMATEII ‘,ffy_d *ta eviation ot 0.188 o178
screened N =673 N = 660 Age, years 37.029.63 36.2£8.24 36.2+8.96 34.5%8.76 0 0
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Race, % g ) i ‘
. Caucasian 266 (97.1) 264 (97.4) 268 (98.5) 260 (98.9) 0.15 Relative reduction Relative reduction
Patients African American 6(2.2) 6(2.2) 3(2.2) 2(0.7) & p<o0.0001 p=0.0022
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Investigator decision 2 (0_7) 4 (1.5) 2 (0.7) 2(0.7) 26 months 2.0%1.11 1.8+0.96 1.8+0.92 1.8+0.94
Pregnancy 2(0.7) 1(0.4) 4(1.5) EDSS at screening 2.8gx117 2.96+1.21 2.96 +1.20 2.80%1.31
Tz lesion volume, cm? 14.9 +15.8 15.9 + 16.0 15,7+ 17.5 14.7 £ 13.5
Lost to follow-up 2(0.7) 2(0.7) 2(0.7) - Number of T2 lesions
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Modified Intent-to-Treat population: All patients in the ITT population who received at least one dose of study drug and had at least one
baseline and post-baseline efficacy assessment. *Untreated with disease-modifying therapy in 5 years prior to study entry. DMT:
disease-modifying therapy; EDSS: expanded disability status scale; Gd+: gadolinium-enhancing; MS: multiple sclerosis.

The modified Intention-to-Treat (mITT) population consists of all subjects in the ITT population who received at least one dose of study medication and had at
least one baseline and post-baseline efficacy assessment. Based on negative binomial model (GEE) for the relapse count per subject with logarithmic link
function, treatment, region, and baseline EDSS strata as covariates and log (years of treatment) as offset. Cl: confidence interval.

MRI: T1 and T2 Lesions Disability

Data represented as n (%). *Others include: alternative treatment and COVID-19.

. 06 ULTIMATEI W o ULTIMATEII Ublituximab Teriflunomide
W w03 10 1 12-week CDP 10 24-week CDP
S 0.491 ° > " o +Censored " 04
‘R 05 'E 0.25 0. 50 £ s s s +Censored
v J = h g~ °7
= - =R % s X 74
0.4 o < 5-9 5
L
o 6 0/ 2 o2 6 % 0o 64 oo 6 4.8%
+ 9 3 7 0 & s e 51 5 2% s e 51
T © N ; Toa Relative reduction .
o Relative reduction (9 5 E = 4 _5 o 4 4 Modified Intention-to-Treat MRI (mITT-MRI)
G o2 p<o.0001 B o4 p<0.0001 g s 3] ‘g S 3 3.3% population: all subjects in the ITT population with
= . age 29 Hazard ratio (5% Cl). a2 27 . at least one dose and one baseline and post-
3 2 o 1 8 S 3 1 Hazardratio (95% Cl): baseline effi .
-g 0.1 E 0.05 o 009 Modified Intenti to-Treat MR! (m/TT-MIR) a 0 0.843(0.504, 1.407); p =0.5099 & o 0.657(0.358, 1.205); p = 0.1716 aseline efficacy assessments
odified Intention-to-Trea mITT-
. = - . ) . ]
2 ) 0.016 Z o population: all subjects in the ITT population with at 0 2 48 G % 120 0 #_048 o 9 120
: : least one dose and one baseline and post-baseline N atrisk Time since Randomization (weeks) N atrisk Time since Randomization (weeks)
Rate ratio (95% Cl): 0.033 (0.019, 0.058) Rate ratio (95% Cl): 0.035 (0.019, 0.064) efficacy and MR efficacy assessments
8 o 20 - 12-week CDI @ - 24-week CDI
s 3 2.789 2.031 £ +Censored 3 18 102% +Censored
65 25 % g ] 116% § 16 o ‘ 3
2 a ) 0.0Y0 < 144 increase vs 12.0% < 44 4 increase vs
2 .
ge - 92'4 /0 |9 i E ~ 12 4 teriflunomide E %‘12 b teriflunomide 96%
%0 L Relative reduction Relative reduction £8 0] p=owoos 2 S0 4 p =0.0026
5 o p<0.0001 p <0.0001 nﬂfé g J a8 g4
c - o
-g B e S 6 4 o c 6 Modified Intention-to-Treat MRI (mITT-MRI)
= H J 6.0% 2 4 4 1% . ) . .
58 og 8 .0 4 =] 5.1% population: all subjects in the ITT population with
Z7<c 0.213 0.252 5 2 4 Hazard ratio (95% CI): 2 27 Hazardratio (55% CI at least one dose and one baseline and post-
v o L L — . Modified Intention-to-Treat MRI (mITT-MRI) s 04 2156 (1406,3.313) o 0 20311269, 3:248) baseline efficacy assessments
Teriflunomide Ublituximab Teriflunomide Ublituximab population: all subjects in the ITT population with at o 0 2 43 7 % o™ 0 24 3 72 % 120
N = 270 N =265 N = 267 N =272 least one dose and one baseline and post-baseline N atrisk Time since Randomization (weeks) N atrisk Time since Randomization (weeks)
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Based on negative binomial model (GEE) with logarithmic link function, covariates treatment, region, baseline EDSS strata, baseline number of lesions (o/>=1) and an offset based on the
log-transformed number of post-baseline MRI scans. MRI assessed by Independent Review

No Evidence of Disease Activity (NEDA)

Hazard ratio is estimated using Cox regression model with treatment group as covariate stratified by region, baseline EDSS and study. P-value is from stratified log-rank test. UTX: ublituximab;
Teri: teriflunomide

Most common AEs, n (%)

>5% in any treatment group
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SAE: serious adverse event; SOC: system organ class

Immunoglobulins

In the Phase Il ULTIMATE | & Il studies ublituximab met its primary endpoint of ARR and reduced MRI
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parameters compared with teriflunomide
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These data are being prepared for marketing authorization application submissions in the US and EU

LLN Threshold LLN Threshold

In ULTIMATE | & ULTIMATE II, ublituximab, a one-hour infusion, demonstrated robust efficacy and a favorable
safety profile that benefited RMS patients

Age <20:0.23g/L

Age < 20:0.619/L
Age 2 20: 0.4 g/L

Age 2 20:0.7g/L

LLN: Lower Limit of Normal
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