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OBJECTIVE

• To evaluate disease progression in treatment-naïve participants enrolled in ULTIMATE I and II who had 

their MS symptom onset ≤ 3 years prior to study entry.

KEY FINDINGS

• In treatment-naïve participants who had their first MS symptom ≤ 3 years prior to enrollment, 

improvements in disability outcomes with ublituximab versus teriflunomide were observed at week 96, 

including: 

• Mean change from baseline in Expanded Disability Status Scale (EDSS) score of -0.16 and 0.02, 

respectively (P=0.0086)

• The proportion of participants with Confirmed Disability Improvement (CDI) for at least 12 weeks, 

14.4% versus 3.6% (P=0.0015)

• Improvement in the change from baseline in Multiple Sclerosis Functional Composite (MSFC) 

score, 0.32 vs 0.09 (3.6x improvement for ublituximab vs teriflunomide). 

CONCLUSION

• In post hoc analyses of ULTIMATE studies, early ublituximab treatment was associated with improved 

disability outcomes versus teriflunomide in treatment-naïve participants who had their first MS 

symptom ≤ 3 years prior to enrollment.



BACKGROUND

• Ublituximab is a novel monoclonal antibody targeting CD20 and is glycoengineered for enhanced antibody-

dependent cellular cytolysis1-3,a

• The exclusion of specific fucose molecules on the Fc region enhances its affinity for all variants of 

FcγRIIIa receptors, thereby increasing engagement of natural killer (NK) cells and resulting in increased 

antibody-dependent cellular cytolysis relative to other approved anti-CD20 antibodies1,4,5

• Ublituximab is administered in lower doses and with shorter infusion times compared with other currently 

infused anti-CD20 therapies6 

• ULTIMATE I (NCT03277261) and ULTIMATE II (NCT03277248) are identical, Phase 3, randomized, 

multicenter, double-blind, active-control studies evaluating the efficacy and safety of ublituximab versus 

teriflunomide in participants with relapsing multiple sclerosis (RMS)6

• ULTIMATE I and II met their primary endpoint, demonstrating a statistically significant reduction in ARR for 

ublituximab compared with teriflunomide as well as significant improvements in the number of Gd+ T1 

lesions and the number of new/enlarging T2 lesions6

• Older age and higher EDSS scores at baseline have shown to be predictors of early disability.7  Additionally, 

delay in treatment has shown to increase MS patients’ likelihood of future disability progression, and early 

initiation of treatment can be beneficial in limiting this risk.7

3
aUblituximab was approved by the U.S. Food and Drug Administration for the treatment of relapsing forms of multiple sclerosis in December 2022.



METHODS

• ULTIMATE I and II enrolled a total of 1094 adult participants from 10 countries with a diagnosis 

of RMS (relapsing-remitting or secondary-progressive) with disease activity6

• Participants received ublituximab 450 mg administered by 1-hour intravenous infusion every 

24 weeks (following Day 1 infusion of 150 mg and Day 15 infusion of 450 mg) or teriflunomide 

14 mg orally once daily for 96 weeks6 

• Pooled post hoc analyses evaluated disability measures in participants who were treatment-

naïve prior to enrollment who had their first MS symptom ≤ 3 years prior to enrollment. 
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RESULTS

• Demographic and baseline characteristics for treatment-naïve participants. Table 1
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Characteristic

Mean ± standard deviation or %

Treatment-naïve participants who had their 

first MS symptom ≤ 3 years prior to enrollment

Teriflunomide 

(n=140)

Ublituximab 

(n=139)

Age, years 32.5±8.7 32.6±8.5

Sex, female, % 64.3 64.0

Time since first MS symptoms, years 1.4±0.8 1.5±0.8

Time since diagnosis, years 0.7±0.7 0.8±0.7

Time since most recent relapse, months 5.0±2.9 5.6±3.2

Number of relapses in the year prior to screening 1.4±0.7 1.5±0.6

Number of relapses in the 2 years prior to screening 2.0±0.9 1.8±0.8

Baseline EDSS score 2.3±1.0 2.2±1.2

Number of baseline Gd+ T1 lesions 2.8±5.5 2.4±5.3

Baseline T2 lesions count 52.7±35.5 56.3±40.0

BaselineT2 lesion volume, mL 9.4±10.4 10.3±10.5



RESULTS (continued)

• Estimated 12-week confirmed disability progression was low in both groups of the treatment-

naive participants who had their first MS symptom ≤ 3 years prior to enrollment, hazard ratio 

(95% CI), 0.514 (0.184-1.433; P=0.1956)

• In treatment-naïve participants who had their first MS symptom ≤ 3 years prior to enrollment, 

significant improvement at week 96 in EDSS score was observed for ublituximab vs teriflunomide 

[-0.16 and 0.02, respectively (P=0.0086)] Figure 1

6



Figure 1. Change from Baseline of EDSS at Week 96 For 
Treatment-Naïve Participants Who Had Their First MS Symptom 
≤ 3 Years Prior to Enrollment 
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RESULTS (continued)

• In treatment-naïve participants who had their first MS symptom ≤ 3 years prior to enrollment, 

significant improvement in the proportion of participants with CDI for at least 12 weeks for 

ublituximab vs teriflunomide [14.4% and 3.6%, respectively (P=0.0015)] Figure 2

8



Figure 2. CDI For Treatment-Naïve Participants Who Had Their 
First MS Symptom ≤ 3 Years Prior to Enrollment 
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RESULTS (continued)

• Among treatment-naive participants who had their first MS symptom ≤ 3 years prior to 

enrollment, there was improvement in change from baseline in MSFC score with ublituximab 

versus teriflunomide (LS mean: 0.32 versus 0.09) Figure 3
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Figure 3. Change from Baseline in MSFC Score In Treatment-Naïve 
Participants Who Had Their First MS Symptom ≤ 3 Years Prior to 
Enrollment 
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