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• More than 50% of patients with RRMS transition to SPMS within 15–20
years, and disability continues to gradually worsen. Majority of
currently available treatments did not consistently show efficacy in
slowing disability progression independent of relapses

• Neurostatus-eEDSS is a standardized electronic neurological
assessment to quantify disease related impairment and disability in
patients with MS. It includes an automated real-time consistency-check
and a digital expert-based review system. As part of
Neurostatus.eEDSS the Ambulation Score (AS) provides a numerical
score from 0 to 16, based on walking distance as assessed during the
site visit and type of assistance required for walking1

• In the Phase 3 EXPAND study in patients with SPMS, siponimod
significantly reduced the Neurostatus-EDSS-measured risk of 3/6-
month confirmed disability progression versus placebo by 21%/26%,
with more pronounced effects (31%/37%) in patients with active
SPMS2
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1D‘Souza M et al. Mult Scler. 2020 Jul;26(8):993-996
2Kappos L, et al., Lancet. 2018;391(10127):1263-1273;
EDSS, Expanded Disability Status Scale; RRMS, relapsing remitting multiple sclerosis; SPMS, secondary progressive multiple sclerosis
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apresence of relapses in the 2 years prior to screening and/or ≥1 T1 gadolinium-enhancing lesion at baseline
bpatients with no relapse in prior 2 years and no gadolinium-enhancing lesions at baseline .
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Methods
• EXPAND core part was a multi-center, randomized (2:1), double-blind, parallel-group, placebo-controlled, variable 

treatment duration, event-driven study in patients with SPMS1  ([median (range) duration: 21 (0.2–37.0) months]):

o The present analyses included all randomized subjects with assigned treatments who took at least one dose of study medication
o The analyses comprised 1645 patients: 1099 in the siponimod group and 546 in the placebo group; active SPMSa/non-active 

SPMSb (Siponimod  516/557, placebo 267/270)
o Median EDSS at baseline was 6.0

• The effect of siponimod on the EDSS and AS was evaluated by:
o Difference in mean change in EDSS and AS from baseline was assessed using Jonckheere Terpstra test
o Time-to-3 month and 6 month confirmed worsening on AS by ≥1/≥2-points was assessed by Cox regression adjusted for treatment 

and baseline AS 
o Categorical changes: Mantel Haenszel chi-square test was used to assess the effect of treatment on proportion of patients with 6

month confirmed worsening or confirmed improvement by ≥1-point during the core study

1Kappos L, et al., Lancet. 2018;391(10127):1263-1273;

Objective
• To perform a post hoc analysis of the EXPAND trial data to assess the effect of siponimod on the AS of the 

Neurostatus-EDSS in patients with SPMS

AS, ambulation score; EDSS, Expanded Disability Status Scale; SPMS, secondary progressive multiple sclerosis
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Results: Effect of siponimod on change in EDSS and AS from 
baseline in overall SPMS and in patients with active SPMS
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Patient 
population

Parameter Siponimod
n/N

Placebo
n/N

HR P value Risk 
reduction

Overall SPMS  3m-CDP, ≥1pt 343/1078 207/542 0.78 (0.66-0.93) 0.0046 22-29%

6m-CDP, ≥1pt 267/1078 171/542 0.74 (0.61-0.90) 0.0023

3m-CDP, ≥2pts 237/1078 158/543 0.71 (0.58-0.86) 0.0007

Active SPMS 3m-CDP, ≥1pt 157/506 109/263 0.68 (0.53-0.87) 0.0021 32-40%

6m-CDP, ≥1pt 120/506 91/263 0.63 (0.48-0.82) 0.0007

3m-CDP, ≥2pts 102/506 82/263 0.60 (0.45-0.80) 0.0005

non Active 
SPMS 

3m-CDP, ≥1pt 177/548 92/266 0.89 (0.69-1.15) 0.37 11-18%

6m-CDP, ≥1pt 139/548 75/266 0.88 (0.66-1.16) 0.35

3m-CDP, ≥2pts 129/548 72/266 0.82 (0.61-1.09) 0.17

Results: Effect of siponimod on time to confirmed disease 
progression as measured using the AS in patients with SPMS
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Favors Siponimod           Favors Placebo
0        0.5 1.0 1.5

• Siponimod significantly reduced the risk of confirmed progression on the AS in overall and in the active SPMS population; the 
reduction was more apparent with more stringent parameters

AS, ambulation score; HR, hazardous ratiok;  M, month;  ns, non-significant; OP, overall population; SPMS, secondary progressive multiple sclerosis



45.2
49.1

33.4 31.9

10.6 8.9
14.9 13.6

0

10

20

30

40

50

60

70

Overall SPMS active SPMSPa
tie

nt
s 

pr
og

re
ss

in
g/

im
pr

ov
in

g 
on

 A
S 

(%
)

Progression/improvement on AS
Placebo worsened Siponimod worsened
Placebo improved Siponimod improved

• Significantly fewer patients worsened, and more patients improved on siponimod compared to patients on placebo on both the 
EDSS and the AS in overall SPMS and in the active SPMS population

• In patients with non-active SPMS, trends favoring siponimod vs placebo were observed for both the EDSS and the AS with 
fewer patients worsening on siponimod (Neurostatus-EDSS 24.6% vs 29.4% and AS 34.4% vs 40%, p=ns)

Results: Effect of siponimod on proportion of patients with 6-m 
confirmed progression/improvement on EDSS and AS at 24 months
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AS, ambulation score; EDSS, Expanded Disability Status Scale; M, month; N, number of subjects; ns, non-significant; Plc, placebo; Sipo, Siponimod; SPMS, secondary progressive multiple sclerosis



• These findings corroborate the efficacy of siponimod on disability progression in patients with SPMS
• Siponimod had a more pronounced effect on both Neurostatus-eEDSS and AS scores in overall and 

active SPMS sub-group and with the more stringent endpoint definitions
o In non-active SPMS patients, favorable non-significant trends were observed

• Significantly less patients worsened, and more patients improved on the EDSS and AS with siponimod vs 
placebo

• The ambulation score of the Neurostatus-eEDSS might provide complementary information on disability 
progression, especially in patients with higher EDSS scores (requiring walking aids)

• The Neurostatus-eEDSS is a standardized method to reduce inconsistencies and background noise of 
the neurological assessment and to reliably detect progression

Conclusions D’Souza et al 
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