
OBJECTIVE
• To present the design of the REMODEL I and 

II Phase 3 trials, which aim to evaluate the 
efficacy, safety, and tolerability of remibrutinib 
versus teriflunomide in patients with relapsing 
MS (RMS)

Study Design
• REMODEL I and II studies consist of an initial double-blind core part followed by an 

open-label extension
• An adaptive design with flexible study duration will enable completion of the core part 

after the collection of a pre-specified number of relapse and disability progression events
• A futility interim analysis is planned based on pooled 6-month magnetic resonance 

imaging (MRI) data (new/newly enlarging T2 lesions) from a subset of participants
Randomised, double-blind, double-dummy, active comparator-controlled, fixed-dose, parallel-group, 
event-driven multicentre studies

Screening Double-blind core treatment period
(up to 30 months. 1:1 randomisation)

Open-label extension period
(up to 5 years)

Remibrutinib (n=400 in each study, total N=800)

Teriflunomide (n=400 in each study, total N=800)

Long-term extension ≥18 to 55-year-old
RMS patients with
EDSS activity of

 0–5.5

Baseline EoS, Flexible

EDSS, Expanded Disability Status Scale; EoS, end of study; N, total number of patients; n, number of patients; RMS, relapsing multiple 
sclerosis.

Key Inclusion and Exclusion Criteria

Key inclusion criteria

• Male or female participants aged 18 to 
55 years (inclusive) at screening

• Diagnosis of RMS according to the 
2017 revised McDonald diagnostic 
criteria5

• RMS as defined by Lublin et al (2014)6

• At least: 1 documented relapse within 
the previous year, OR 2 documented 
relapses within the previous 2 years 
prior to screening, OR 1 active 
gadolinium enhancing (Gd+) lesion in 
the 12 months prior to screening

• Expanded Disability Status Scale 
(EDSS) score of 0–5.5 (inclusive) at 
screening and randomisation

• Neurologically stable within 1 month 
prior to screening and randomisation 
(including no MS relapse)

Key exclusion criteria

• Diagnosis of primary progressive MS (PPMS) 
according to the 2017 revised McDonald 
diagnostic criteria5

• Disease duration of >10 years in participants with 
an EDSS score of ≤2 at screening

• History of clinically significant central nervous 
system (CNS) disease other than MS

• History of malignancy of any organ system in past 
5 years

• Active clinically significant systemic bacterial, 
viral, parasitic, or fungal infections

• Significant bleeding risk or coagulation disorders
• Have received any live or live attenuated 

vaccines within 6 weeks prior to randomisation
• Pregnant or nursing (lactating) female participants 

or women of childbearing potential unless using a 
highly effective method of contraception

Study Endpoints
Primary endpoint • Annualised relapse rate

Key secondary 
endpoints

• 3-month and 6-month confirmed disability progression
• Number of new or enlarging T2 lesions on MRI per year
• Total number of Gd+ T1 lesions per MRI scan
• NfL concentration in serum
• Percentage of participants with NEDA-3

MRI, magnetic resonance imaging; NEDA, no evidence of disease activity; NfL, neurofilament light chain.

Participating Countries*

Planned
Enrolment ~40

countries
~1600 

patients 

REMODEL (I + II)

REMODEL I and II studies are currently recruiting patients

*Listed countries may be pending to receive local HA, EC, and IRB approval. For more details on participating countries and study sites, 
please visit the clinicaltrials.gov website.
EC, Ethics Committee; HA, health authority; IRB, Institutional Review Board.

Phase 3 REMODEL I/II Trials: Efficacy, 
Safety and Tolerability of Remibrutinib in 
RMS
Heinz Wiendl1, Laura Airas2, Tanuja Chitnis3, Mitzi Williams4, Jin Nakahara5, Robert Bermel6,  
Brett Loop7, Alit Bhatt8, Brian Hunter9, Ying Zhang10, Rajesh Karan9, Roman Willi9,  
Bernd Kieseier9, Xavier Montalban11

1Department of Neurology with Institute of Translational Neurology, University of Münster, Münster, Germany; 2Turku University 
Hospital and University, Turku, Finland; 3Brigham and Women’s Hospital, Department of Neurology, Boston, Massachusetts, 
United States; 4Joi Life Wellness Group, Atlanta, Georgia, United States; 5Department of Neurology, Keio University School of 
Medicine, Tokyo, Japan; 6Mellen Center for MS, Cleveland Clinic, Cleveland, Ohio, United States; 7Novartis Pharmaceutical 
Corporation, Cambridge, Massachusetts, United States; 8Novartis Healthcare Private Limited, Hyderabad, India; 9Novartis Pharma 
AG, Basel, Switzerland; 10Novartis Pharmaceutical Corporation, East Hanover, New Jersey, United States; 11Department of 
Neurology-Neuroimmunology, Centre d’Esclerosi Múltiple de Catalunya (Cemcat), Hospital Universitari Vall d’Hebron, Barcelona, 
Spain

Poster 44Xavier Montalban |  xavier.montalban@cem-cat.org

CONCLUSIONS
• Remibrutinib is a highly selective and potent, covalent BTK inhibitor with 

a promising pharmacological and favorable safety profile, which could 
allow for maximising efficacy with the goal of achieving complete MS 
disease control

• The REMODEL I and II studies would provide clinical and paraclinical 
data by assessing the efficacy, safety, and tolerability of remibrutinib 
compared with teriflunomide in patients with RMS

• These studies will support regulatory approval worldwide for remibrutinib 
as a potential new oral treatment for patients with this disabling disease

INTRODUCTION
• Inhibition of Bruton’s tyrosine kinase (BTK), a cytoplasmic tyrosine kinase and member of the tyrosine protein kinase (TEC) 

family, results in reduced activation of B cells and innate immune cells1

 – This offers an alternative mechanism to modulate immune regulatory networks and related neuroinflammation via 
inhibition of B cells and myeloid cells1

• BTK inhibitors are a novel class of therapies that target B cells and innate immune cells, preventing inflammation and 
potential disease progression without depleting B cells in multiple sclerosis (MS)2–4

• Remibrutinib is a potent, highly selective, covalent BTK inhibitor with a promising pharmacological and safety profile
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