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Objective: This study aims to analyze the efficacy of teriflunomide (aubagio®) in extending the time to a seminal 
acute or progressive demyelinating event in a cohort of radiologically isolated syndrome (RIS) subjects from 
Europe and Turkiye. 

Background: RIS subjects present with MRI features typical for multiple sclerosis (MS) without clinical 
symptomatology suggestive of central nervous system demyelination. Earlier treatment intervention may prevent 
the onset of a first clinical event and reduce the risk of new lesion development on MRI, decreasing the risk of 
permanent neurological impairment. In 2022, the ARISE study (NCT027395420) demonstrated that treatment with 
dimethylfumarate resulted in >80% risk reduction in developing MS relative to placebo in RIS. 

Design/Methods: This Phase III study (NCT03122652) enrolled 124 subjects and randomized 89 who fulfilled the 
2009 RIS Criteria. Study participants were randomized 1:1 to teriflunomide (14 mg daily) or placebo. The primary 
outcome measure was time to the first event from study entry. All MRI and clinical data were independently 
adjudicated. Standardized brain and spinal cord MRI studies and clinical events were performed at baseline and 
weeks 48 and 96. 

Results: Of the 89 randomized RIS subjects, 63 (70.8%) were female, mean age of 39.8 years, age at index 
MRI:38 y). 28 clinical events were detected during follow-up (PCB:20, teriflunomide: 8). Results from the 
unadjusted (HR=0.38,95% confidence interval (CI)=0.17-0.88, p=0.025) and adjusted (HR=0.34,95% CI=0.14-
0.82, p=0.016) demonstrated the superiority of teriflunomide. Compared to placebo, the number of patients with 
Gd+ lesions (OR=0.31,95%CI:0.08-1.18, p=0.087) and the cumulative number of new or-enlarging T2 lesions 
(RR=0.69,95% CI=0.34-1.40, p=0.31) were reduced in the teriflunomide arm, even if the statistical significance 
was not achieved. 
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Conclusions: Treatment with teriflunomide resulted in a 63% risk reduction relative to placebo in preventing a first 
clinical event in participants with RIS. These data support early intervention with disease-modifying treatment 
during the presymptomatic phase of MS. 
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