EAN 2022 Siponimod Delayed T2W Use in SPMS Patients
BAF-AB -107557/SRQ0042369

Dynamics of progression to wheelchair in SPMS and
iImpact of siponimod: Subgroup analyses from the
EXPAND study

Patrick Vermersch?, Sophie Arnould?, Ralf Gold3, Ludwig Kappos®*, Robert Fox®,
Amit Bar-Or®, Bruce A.C. Cree’, Soudeh Ansari?, Daniela Piani Meier?, Goeril
Karlsson?, Nicolas Rouyrre?,Gavin Giovannoni?®

1Univ. Lille, Inserm U1172 LiINCog, FHU Precise, F-59000 Lille, France; 2Novartis Pharma AG, Basel,
Switzerland; 3Department of Neurology, St Josef-Hospital/Ruhr-University Bochum, Bochum, Germany;
“Neurologic Clinic and Paliclinic, Departments of Medicine, Clinical Research, Biomedicine and
Biomedical Engineering, University Hospital and University of Basel, Basel, Switzerland; 5Mellen Center
for Treatment and Research in Multiple Sclerosis, Neurological Institute, Cleveland Clinic, Cleveland, OH,
USA,; 8Center for Neuroinflammation and Experimental Therapeutics and Department of Neurology,
Perelman School of Medicine, University of Pennsylvania, Philadelphia, PA, USA; "Department of
Neurology, UCSF Weill Institute for Neurosciences, University of California San Francisco, San
Francisco, CA, USA; 8Blizard Institute, Barts and The London School of Medicine and Dentistry, Queen
Mary University of London, London, United Kingdom

INTRODUCTION

Worsening ambulation is a hallmark of secondary progressive multiple sclerosis (SPMS)
leading to wheelchair dependence (EDSS score of 27.0), which is associated with
poorer quality of life and increased healthcare costs.

DESIGN/METHODS

The EXPAND core part (CP) was an event-driven, placebo-controlled study assessing
the safety/efficacy of siponimod in patients with SPMS. Patients with 6-month confirmed
disability progression during the CP were offered switch to open-label siponimod. This
post-hoc analysis assessed time-to-sustained (until the end of the CP) progression to
EDSS 27.0 using Cox proportional hazards models and Kaplan-Meier estimates in a
modified full analysis set (MFAS) that excluded EDSS data following any switch to
open-label siponimod during the CP. Extrapolation of observed data beyond the CP in
the overall mFAS population and in pre-defined active/non-active SPMS (a/naSPMS)
subgroups was performed based on multi-state Markov model estimates.

RESULTS

In the EXPAND CP, siponimod reduced the risk of reaching sustained EDSS =7.0 by;
40% (HR [95% CI]:0.60 [0.41; 0.88] p=0.009) in the overall mFAS, 51% (0.49 [0.29;
0.81], p=0.005) in aSPMS and numerically by 22% (0.78 [0.42; 1.45], p=0.437) in
naSPMS, versus placebo.
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Extrapolating beyond the CP, siponimod delayed the median time to wheelchair by; 5.8
years (15.3 versus 9.4 years, p=0.0134) in the overall mFAS, 7.9 years (15.5 versus 7.6
years, p=0.015) in aSPMS, and numerically by 3.0 years (15.5 versus 12.6 years,
p=0.398) in naSPMS, versus placebo.

CONCLUSIONS

These results indicate that siponimod reduces risk of reaching wheelchair dependence
in SPMS patients.
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e Coma and chronic disorders of consciousness
e COVID-19

e Education in neurology

e Epilepsy

e Ethics in neurology

e Headache

e Higher cortical functions

e History of neurology

e Infectious diseases

e Motor neurone diseases

e Movement disorders

e MS and related disorders

e Muscle and neuromuscular junction disorder
e Neurocritical care

e Neuroepidemiology

e Neurogenetics

e Neuroimaging

e Neuroimmunology

e Neuroinformatics

e Neurological manifestation of systemic diseases
e Neurology and arts

e Neuro-oncology

e Neuro-ophthalmology/ neuro-otology

e Neuropathies

e Neurorehabilitation

e Neurosonology
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e Neurotoxicology/occupational neurology
e Neurotraumatology

e Pain

e Palliative care

e Peripheral nerve disorders

e Sleep-wake disorders

e Spinal cord and root disorders
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