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= Multiple Sclerosis (MS) is a chronic autoimmune disease affecting the central [12 UK cegtges recruiting for]
nervous system 319""3
= The immune system mistakenly attacks the protective myelin sheath of the a4 paicnanS TanaomiEed

nerves, causing damage 1:1
= MS leads to impairment in strength, sensation, balance, vision & cognition
= ~150,000 people living with MS in UK

= Symptoms include fatigue, vision, mobility & balance issues [aHSCT with Cy/ATG conditioning} [DMT (Alemtuzumab, Ocrelizumab,]

= Autologous haematopoietic stem cell transplantation (aHSCT) is increasingly regimen Ofatumumab or Cladribine
used as a treatment for patients with active MS, after failure of disease modifying .
therapies (DMTs) [ Zysar follow:tp peniod ]
= Unanswered guestions remain about the relative efficacy and safety of aHSCT P‘.’ . . ——
. . . . _ _ o rimary endpoint: proportion of participants who
over high efficacy DMTs (standard of care) in patients with relapsing remitting MS [maintain no evidence of disease activity (NEDA) status}

(RRMS) or rapidly evolving severe MS (RES-MS)
Aim

Evaluate the effectiveness and safety profile of aHSCT versus high efficacy DMTs In

I

patients with highly active relapsing remitting MS or treatment naive rapidly Sheffield
evolving severe MS

= Design: Pragmatic, parallel group, open-label superiority trial /
= Participants: Adults aged 16-55 with diagnosis of MS ‘ King’s College 10
= Sample: n=94 across 12 UK sites from March 2021 to September 2024 il

University 16
College London

Imperial College 12

= Randomisation: Stratified by site and baseline Expanded Disability Status Scale Nottingham 5
score (EDSS) (4.0 vs >4.0) to aHSCT or clinician selected DMT Southampton 6
" Primary outcome: Proportion of participants achieving "no evidence of disease
activity" (NEDA) over a 2-year follow-up. Leeds 3
= NEDA: Absence of all 3 of the following; protocol defined relapse, 6 months Barts 2
confirmed EDSS progression of at least 1 point & any evidence of MRl disease ,
. Edinburgh 2
activity
= Secondary outcomes: time to disease activity, immune reconstitution following St George’s 2
aHSCT, safety, disability (EDSS), and multiple quality-of-life metrics Newcastle 1

_ Recruitment numbers . . Walton 1
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94 patients
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= Participants recruited between March 2021 and September 2024
= Exceeded target sample size of 90

Autologous haematopoetic stem Clinician and

cell transplantation | batient selected = Last patient last visit scheduled end of September 2026
2) Outpatient | T f' high efficiacy DMT = Datato be analysed on an intention to treat and per protocol basis
craon ) = Results expected Spring 2027
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3) Inpatient course of
cyclophasmide and T-cell
depleting serotherapy
followed by re-infusion of

stem cells

=" Provides evidence on the clinical effectiveness of aHSCT compared to
current high-efficacy DMTs for highly active RRMS and RES-MS
= Potential to influence MS clinical guidelines

Ability to cross over following
relapse and EDSS progression

. A or MRI disease acitivty | = |f aHSCT is more efficacious than the 4 DMTs, potential NHS cost savings
[
cyclop(;woshamide = |mprove quality of life, patient outcomes; reduce number of relapses
and G-CSF.
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