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Introduction

Siponimod (Mayzent) is approved in Australia for adults
with secondary progressive multiple sclerosis (SPMS)'.

An integrated digital platform, ‘MSGo’, was developed by
Novartis and RxMx® to support healthcare professionals
and their multiple sclerosis patients to complete the
onboarding process that includes CYP2C9 genotype
test to determine a siponimod maintenance dose, and
the 6-days of dose titration. The data available through
the patient support program were utilised in a secondary
use of data study to capture the Australian experience of
siponimod patient onboarding.

Objective

Primary objective

To characterise the siponimod onboarding experience
of SPMS patients in Australia in relation to pre-initiation
duration.

Secondary objectives

To characterise adherence to treatment during titration and
up to the first 3 months of maintenance and explore how
patient demographics and HCP/laboratory assessments,
influence SPMS patient onboarding and adherence to
siponimod.

Methods

The final analysis included 368 patients enrolled in the
study prior to 20" April 2022.

Analyses was carried out from data exclusively extracted
from the MSGo platform.

Primary endpoint

Average time for siponimod onboarding, (days between
patient MSGo registration to taking the first dose of
siponimod).

Secondary endpoint

Rate of adherence to siponimod and sub-group analyses
determining the absolute and relative differences for
onboarding time and adherence.

Results

Baseline patient characteristics

Aligned with the results presented for the interim
analysis?, the baseline patient characteristics (Table 1)
show more females than males (71% vs 29%), a median
age range of 51-60 years and 11% of patients nominating
a care partner.

Table 1 Baseline characteristics and confirmed
siponimod initiation

Registered Initiated Tx

All patients 368 (100) 237 (100)
Sex

Male 107 (29) 63 (27)

Female 261 (71) 174 (73)
Age (years)

18-30 1(0) 0 (0)

31-40 17 (9) 13 (9)

41-50 62 (17) 43 (18)

51-60 132 (36) 85 (36)

61-70 118 (32) 74 (31)

>70 38 (10) 22 (9)
Care partner

Yes 42 (11) 36 (15)

No 326 (89) 201 (895)

n (percentage of subgroup)

Onboarding

Analysis of time to first dose identified 211 patients that
commenced titration, with an estimated median time

to initiation of 56 days (95% CI 47-59) in the predicted
population of patients who will ever initiate siponimod.

Patients with a nominated care partner had faster
onboarding (HR: 2.1 95% CI 1.5-3.0, p=0.0003) (Fig 1).

Among those who Initiated siponimod and reported a
delay in initiation, the most common reason for delay was
‘waiting for vaccination’ (11/21 patients) followed by ‘HCP
choice’ (5/21 patients).

Figure 1. Siponimod initiation time by care partner
sub-group
Days from registration to siponimod initiation (Kaplan-Meier
survival curve) by care partner sub-group
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CYP2C9 genotype testing

In total, 294 genotype assessments were performed
through MSGo and the median time from registration

to receiving results was 19 days (95% CI 17-21). Dose
selection was completed for 195 patients with all but two
patients having the recommended' maintenance dose. A
maintenance dose of 1 mg was selected for two patients

with rare *1*5 and *1*11 genotypes which have no dose
recommendation’ (Table 2).

Table 2. Maintenance dose selection by CYP2C9
genotype

1 mg 2 mg
CYP2C9 genotype

*1*1 0 122
*1*2 0 43
*2*2 0 1
*1*3 21 0
*2*3 6 0
Other 2 0

Adherence analysis

Of the patients enrolled in MSGo, 206 had =1
maintenance dose of siponimod with 193 accepting the
app terms of service that enabled database maintenance
dose entry.

The treatment reminder function in MSGo, used to
capture the reporting of daily treatment, identified an
~25% fall in reporting at commencement of maintenance
which continued to decline over time.

Patients with a nominated care partner were twice as

likely to continue to self-report siponimod dosing (HR:
2.2,95% CI1 1.3-3.7, p=0.0002) (Fig 2).

Analysis of the age sub-group revealed a non-significant
trend for reduced reporting with increased age with only
28% of those >70y continuing to self-report at day 90
compared to 47-69% among the younger age groups.

Figure 2 Reporting of maintenance dose

Days from start of siponimod maintenance to discontinuation of
reporting (Kaplan-Meier survival curve) by care partner sub-group

1.00+

0.75-

0.50-

0.25+

Proportion still reporting daily siponimod dosing

0.00+

1 | | | | |

0 14 28 o6 90 168
Days after start of siponimod maintenance

Has care partner
No 155 94 85 i1 62 43
Yes 35 32 31 30 26 20

Conclusions

e Median time to initiate siponimod was 56 days.

 Median time to complete CYP2C9 genotyping was
19 days and dose selection was aligned to local
recommendations1.

 Patients with care partners onboarded more quickly
and continued to report their siponimod dose during
maintenance for a longer period, highlighting the
importance of the role of the support person for
people living with SPMS.

A small proportion of HCPs who provided reasons for
delayed initiation revealed the impact of COVID-19
vaccination on siponimod onboarding time

e Utilising dose self-reporting data in the real world
provides an estimate of true adherence but in this
case was hampered by a high proportion of opt-outs
for reminders during maintenance.

 This study provides insights into siponimod
onboarding for adults living with SPMS in Australia
and demonstrates the impact of MSGo and care
partner support during a period challenged by the
COVID-19 pandemic
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