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Treat early!

Brain Health: Time matters in multiple sclerosis. 

http://msbrainhealth.org/perch/resources/time-matters-in-ms-report-

may16.pdf

http://msbrainhealth.org/perch/resources/time-matters-in-ms-report-may16.pdf
http://msbrainhealth.org/perch/resources/time-matters-in-ms-report-may16.pdf


Is it ever too late for DMT?

https://www.chariotms.com/

What is early?



8 y 20 y 30 y

Advanced MS
Used to be excluded from DMT trials

~35-40%



MS lesions can hit long tracts in more places than short ones, 

legs/bladder/bowel functions are therefore at higher risk than arms!

Mult Scler Relat Disord 2015;4:95–103. Mult Scler Relat Disord 2017;12:70-78.

55% of cortico-

spinal tract axons 

terminate at the 

cervical level.

Schieber MH. J Neurophysiol 2001;86:2125–43.



http://www.jla.nihr.ac.uk/priority-setting-partnerships/multiple-sclerosis/top-10-priorities/

http://www.jla.nihr.ac.uk/priority-setting-partnerships/multiple-sclerosis/top-10-priorities/
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• Effective in pwRMS (phase III evidence)1,2

• Effective in pwPMS (phase II evidence)3-5

• Convenient: immune reconstitution therapy, rapid elimination, no 

drug-drug interactions, drug free pregnancy6,7

• CNS penetrant: kills non-/dividing lymphocytes8,9

• Safe: risk of infections mitigated by personalized dosing6,7; cancer 

risk not exceeding other DMTs10; no secondary autoimmunity11; 

licensed for relapsing MS1,12; favourable COVID-19 safety profile13

1Giovannoni, et al. NEJM 2010; 2Leist, et al. Lancet Neurol 2014; 3Sipe, et al. Lancet 1994; 4Beutler, et al. Proc Nat Acad Sci USA 1996; 5Rice, et al. Neurology 2000; 
6Mao, et al. MSARD 2019; 7Allen-Philbey, et al. Ther Adv Neurol Disord 2021; 8Santana, et al. Blood 1994; 9Kearns Cancer Res 1994; 10Pakpoor, et al. Neurol

Neuroimmunol Neuroinflamm 2015; 11Baker, et al. JAMA Neurol 2017; 12http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion_-

_Initial_authorisation/human/004230/WC500229786.pdf 13Tallantyre, at al. Ann Neurol 2022.

Why Cladribine?

http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion_-_Initial_authorisation/human/004230/WC500229786.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion_-_Initial_authorisation/human/004230/WC500229786.pdf


Not licensed for use in MS



Allen-Philbey K, et al. Ther Adv Neurol Disord 2021;14:1-16

CSF Neurofilament light chain levels

Not licensed for use in MS



Screening

Secondary clinical
ARAT, SDMT, 25ftWT, NFI-MS, EDSS, 

ABILHAND-56, SLCVA, Safety

Randomisation

Placebo

Cladribine
Tablets

-1  0 1             6                 12              18              24 

Outcomes 9HPT

Cladribine
Tablets

Placebo

Exploratory
Serum neurofilament level & B-Cell subsets

PROM patient related outcome measures; 9HPT 9 hole peg test; SDMT symbol digit modality test; T25WT timed 25 foot walking test; 
NFI-MS Neurological fatigue index MS; EDSS Expanded disability status scale; ARAT Action research arm test;  SLVCA Sloan low contrast 
visual acuity; MSIS-29 Multiple Sclerosis Impact Scale, WPAI-GH: Work Productivity and Activity Impairment-General Health

Health Economics
MSIS-29, EQ-5D-5L, WPAI-GH

Key inclusion criteria
EDSS 6.5-8.5

Upper limb deterioration
9HPT ≤ 180sec

MRI

MRI outcomes

● Whole brain volume
● C2 Cross sectional area
● T2 Lesion burden
● T1 Hypo-intense lesions
● Grey matter volumes
● Slowly expanding lesions (SELs)

Study overview
Primary outcome: 9HPT speedn=200 participants

No upper age limit !



Cladribine to halt deterioration in 
people with advanced multiple 
sclerosis NCT04695080

20 trial sites open now!

Green = Actively recruiting
Pink = To be activated soon

More information:

www.chariotms.com

Contact:

chariot@qmul.ac.uk

bartshealth.chariotms@nhs.net



Is it ever too late for DMT?

https://www.mssociety.org.uk/research/latest-research/latest-research-news-and-blogs/painter-ms-becomes-first-person-join-ground-breaking-new-trial-advanced-ms?utm_source=Twitter&utm_medium=organic_post&utm_content=carol_participant_chariotms_tw&utm_campaign=2021M7202_1164



https://www.eadt.co.uk/news/health/woodbridge-man-in-ms-therapy-trial-8916294
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