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Background Objectives

Disease-modifying therapies (DMTSs) are essential in managing MS m Investigation of three  switching
Decision to switch DMTs is influenced by various individual factors scenarios: HET to HET (H-H), HET to
Age-related increased risk of comorbidities and side effects may be a relevant moderately effective DMTs (H-M) and
factor for ceasing/switching highly effective DMTs (HET) HET discontinuation for at =12 months
=>» systematic data on disease activity thereafter are rare (H-D)

At higher age (250 years vs. <50), any return of disease activity may become less Focus on age-related differences and
likely when ceasing HET predictors of switching patterns

Methods
Retrospective cohort study on patients from the German MS Register who had ended HET since 2018
Relapse rates were assessed for each subgroup over a 12-months period before HET stop date (index), a 3-months period after
index (washout) and up to subsequent 9 months under the new therapy
Predictors for DMT switch pattern were investigated with boosted regression models and included reasons for discontinuing,
recent disease activity, demographics and MS history

1091 MS patients categorized into: H-H (n=786), H-M (n=86) and H-D (n=219) (Figure 1) Age
Each subgroup stratified by age: <50 years (H-H [n=558], H-M [n=67], H-D [n=149]) and =50
(H-H [n=228], H-M [n=19], H-D [n=70]) (Table 1)

Before HET stop date, higher annualized relapse rate (ARR) in H-H group (0.18) than in H-M EDSS atindex
(0.13) or H-D group (0.08) Lack of efficacy
H-H <50: overall ARR increased temporarily during washout period (0.27) but subsequently
decreased to 0.12 under the new HET

H-M: ARR increased only in younger (0.36 during washout, 0.63 during new therapy) but not
in older age group Patient's choice

H-D: higher ARR in patients >50 vs. <50 years of age (0.14 vs. 0.05) before index, while an | #H-M (vs. H-H) 10 20 30 40
increase after 3 months after index was only observed in younger age group (0.11 vs. 0.13) BH-D (vs. H-H) Relative information
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786 switched to HET (including 86 switched to non-HET DMTs 219 did not switch to another DMT
H-D <50 moderate efficacy HET) within 12 (including Immunoglobuline) within within 12 months of HET
(N_149) months of HET discontinuation 12 months of HET discontinuation discontinuation

Disease duration

Adverse events

JCV

Table 1. Patient characteristics H-H H-M H-D
total <50y >50y total <50y >50y total <50y >50y
N=786  N=558  N=228 N=86 N=67 N=19 N=219  N=149 N=70
Females 72% 74% 68% 76% 76% 74% 74% 78% 67%
. Age [years], mean (sd) 42.5(11.3) 36.8(7.6) 56.4(4.7) |41.6 (10.4) 37.6(7.5) 56.0(4.8) |44.1(11.7) 37.7(7.4) 57.7(6.1)
0.8 MS duration [years], mean (sd)| 13.9 (8.4) 11.7(6.7) 19.3(9.7) | 13.1(7.3) 12.1(7.0) 16.6(7.4) | 13.9(8.1) 11.7(6.9) 18.6 (8.4)
ARR  EDSS at index, mean (sd) 3.1(19 26(1.7) 41(1.7) | 3.0(1.8) 26(1.6) 4.2(2.0) | 3.7(22) 3.2(22) 4.6(1.8)
DMT discontinuation reasons:
Figure 2. Estimated annualized relapse rates (ARR) in Lack of efficacy 30% 30% 30% 12% 12% 14% 18% 13% 26%
the last 12 months on discontinued HE-DMT (green), 3 Adverse events 12% 10% 14% 38% 33% 57% 12% 10% 17%
months  afterwards  (grey), and from therapy start Positive JCV status 17% 18% 14% 14% 17% 0% 5% 8% 0%

. ) .
gizig'n‘?iiﬂaﬁtgn /u::’] der:‘r?gwfi)]er:;;'(blﬁi) months  after Patient's choice 11% 10% 13% 14% 15% 7% 23% 24% 21%

Conclusions

m Age does not strongly impact ARR following a switch between HET, but it does in the de-escalation groups
» ARR increases after de-escalation (H-M and H-D) in patients <50 years, and remain unchanged in patients =50 years

m Beside age, the difference in relapse rates in older compared to younger patients might also be related to the different reasons
for DMT discontinuation (i.e. adverse events and lack of efficacy) for H-M and H-D

m Effects stratified by DMT will be investigated in greater detail
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