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BACKGROUND: Teriflunomide is a once-daily oral immunomodulator approved for relapsing—
remitting multiple sclerosis (MS). TERACLES (NCT01252355) is a study assessing the effect
of teriflunomide in combination with interferon-beta (IFNB) on relapses and MRI activity in
patients with relapsing MS.

OBJECTIVES: To report key outcomes from TERACLES.

METHODS: Eligible patients were aged 18-55 years, receiving IFN for 26 months, with =1
relapse or 21 gadolinium (Gd)-enhancing T1-lesion on MRI, and baseline EDSS score <5.5.
Primary and key secondary endpoints were annualised relapse rate (ARR) and total number
of Gd-enhancing T1-lesions per MRI scan. The company sponsor decided to terminate the
study early.

RESULTS: 534 patients (planned N=1455) were randomised 1:1:1 to teriflunomide
14mg+IFNB, 7mg+IFNB or placebo+IFNB. Average treatment duration was <300
days/treatment group. The combination of teriflunomide 14mg+IFN led to greater reductions
in ARR and number of Gd-enhancing T1 lesions/scan as compared with IFN alone (20.3%;
NS and 70.8%; p=0.0061, respectively); non-significant reductions were observed with
7mg+IFNB. No new safety signals were identified versus teriflunomide monotherapy studies.
CONCLUSIONS: An incremental beneficial effect on MRI activity and relapses was observed
with the addition of teriflunomide 14mg to IFNB when IFNB alone was unable to contain
disease activity. Although the early termination of the study limited its power and
interpretability, these results suggest a potential benefit in combining teriflunomide+IFNp, two
therapies with different mechanisms of action. The combination was generally well tolerated,
suggesting no concern about immediate switching between IFN3 and teriflunomide therapies.
Study supported by Genzyme, a Sanofi company.
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