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With Multiple Sclerosis Who Introduction Methods
* More than 25 disease-modifying therapies (DMTs) have been approved for the treatment of relapsing-remitting Study Design 1ZBTO Full Follow-Up Period
I H I I H RRM .1 . . . . . _ . . -. o
= = = multiple sc er.OSIS ( S.) | | | o | The_ Komodo Hgalth Claims databe_zse integrates dlspgrate sources of patient-level information to map de-identified, Follow-Up Period 1 FUM Follow-Up Period 2
WI c e ro m e rl u n o m I e « TERI (Aubagio® or generic),2 dimethyl fumarate (Tecfidera® or generic),3 and diroximel fumarate (Vumerity®)* are patient-level claims data from multiple payer sources in the US. treatment
U.S. Food and Drug Administration-approved oral DMTs for treating RRMS in adults. - This retrospective analysis of the Komodo Health claims database included patients newly diagnosed with MS N
. 2 = . « DMT switches are common over the disease course of pwMS.5.6 who initiated either TERI or FUM as first-line therapy for > 90-days between 01 January 2017 and 31 July 2023. FUM-1L F_ _ ’ I \I
to F u m a rates Ve rs u S I n Itl atl n g — These therapy switches may be implemented due to lack of efficacy (including worsening of disease activity — The full follow-up period was composed of Period 1 and Period 2 (Figure 1). cohort
or a higher relapse rate), intolerability, patient preference, or cost.” « TERI-FUM switchers were propensity-score (PS) matched 1:2 with FUM-1L patients. TERI FUM
. . » Optimization of long-term outcomes of MS requires early intervention using effective DMTs, increased DMT - For each TERI-FUM switcher, a cohort of FUM-1L patients was evaluated as potential matches by having at least as many 1:2PS treatment treatment
F u m a rate s a S a F I rst_ L I n e I h e ra py adherence, and reduced medication switching.®1° days between (1) initial MS diagnosis and DMT initiation, and (2) initiation of first-ine DMT and end of follow-up in the study. TERIFUM ; A 1’ A \
* We have previously shown that pwMS who switched from TERI to FUM showed a statistically significant reduction - TERI-FUM switchers were then matched without replacement to the FUM-1L controls on baseline demographics and cohort I'- - —I—I— —>
in MS-related HCRU and HCCs. comorbidities measured during the 12-months prior to first-line DMT initiation.
* However, there is limited understanding of real-world clinical outcomes among pwMS who start with TERI first-line « ARRs and HCRU in both treatment cohorts were computed using generalized linear models, adjusting for
then switch to FUM (TERI-FUM switchers) when compared with pwMS treated with FUM-1L. matched-pair correlation. BL = baseline; FUM = fumarates; PS = propensity score; TERI = teriflunomide
Results Table 1. Patient Demographics and Characteristics Figure 4. ARR in the FUM-1L Cohort and TERI to FUM Switch Cohort
Baseline Characteristi nd Follow-Up Period -
aseline Characteristics a ollow-Up Periods Unadjusted Population PS-Matched Population Rate ratio: 0.40

OBJ ECTIVE * Overall, this analysis included 8973 pwMS (FUM-1L cohort, n = 8801; TERI-FUM switchers cohort, n = 172)

O [
(Figure 2). 95% ClI, 0.29-0.74

_ Demographics and Characteristics FUM-1L TERI-FUM FUM-1L TERI-FUM 0.8 ~ Rate ratio: 0.43 p < 0.0001 _
* After 1:2 PS matching: TERI-FUM, n = 172; FUM-1L, n = 344 (Table 1). n = 8801 n=172 n =344 n=172 95% Cl. 0.30—0.61 | Rate ratio: 0.46
— The demographic baseline characteristics were balanced for both treatment groups. Age, y, mean (SD) 44.3 (10.9) 46.1 (10.0) 46.4 (9.7) 46.1 (10.0) p < 0.0001 95% ClI, 0.29-0.74

p =0.0012 @ TERI-FUM (n = 172)
B FUM-1L (n = 344)

To compare the annualized relapse rate (ARR) and
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— The mean (SD) age was 46.4 (9.7) years for FUM-1L and 46.1 (10.0) years for TERI-FUM switchers,

Female, n (%) 6348 (72.1) 136 (79.1) 271 (78.8) 136 (79.1)

healthcare resource utilization (HCRU) in peop'e with where 78.8% (FUM-1L) and 79.1% (TERI-FUM switchers) of patients were female.
multiple sclerosis (pwMS) who were initiated on
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Relapse Outcomes Race/ethnicity?, n (%)

ARR, Mean (95% ClI)
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! . . * The mean number of years on treatment for both FUM-1L cohort and TERI-FUM switchers cohort was 2.9 years. White 4479 (65.2) 96 (64.9) 206 (67.8) 96 (64.9)
teriflunomide (TERI) then switched to fumarates (FU M) - Patients switching from TERI to FUM experienced a 29% lower risk in ARR after initiation of FUM Black 1233 (17.9) 22 (14.9) 45 (14.8) 22 (14.9)
= mgw = = (rate ratio [95% CI]: 0.71 [0.54-0.94]; p = 0.02) (Figure 3). ' ' ' ' 0.2 -
versus thOSe WhO Inltlated FU M fl rSt Ilne (FU M 1 L) * Among patients who initiated FUM-1L, there was no statistically significant difference in ARR from Follow-Up Other 1165 (16.9) 30 (20.2) 53 (17.4) 30 (20.2)
Pferlod 1 versus Follow-Up Period 2 (p = 0.20). This indicates that FUM-1L patients had a consistent effect State with high level of poverty, n (%) 2304 (26.2) 49 (28.5) 87 (25.3) 49 (28.5)
with FUM throughout the treatment. . _ . : _ 0.0 —
CONCLUSIONS - The mean (95% CI) ARR for FUM-1L was 0.18 (0.14-0.23), and 0.42 (0.33-0.53) for WG SITED b1 Eiglosiis et BT 3 0.38 (0.74) 0.40 (0.65) 0.88 (1.01) 0.40 (0.65) Full Follow-Up Follow-Up Period1  Follow-Up Period 2
TERI-FUM switchers (Figure 4)’ where the rate ratio was 0.43 (030_061 )’ representing a 57% lower ARR mean (SD) ARR = annualized relapse rate; Cl = confidence interval; FUM = fumarate; FUM-1L = FUM first line; TERI = teriflunomide
for the FUM-1L group (p < 0.0001). MS severity score, mean (SD) 3.47 (3.38) 4.22 (3.87) 4.71 (4.05) 4.22 (3.87) e | | |
MS-Related HCRU and HCC Charlson comorbidity index, mean (SD) 0.54 (1.21) 0.92 (1.56) 0.92 (1.64) 0.92 (1.56) - & S Related HORU
= gl = =g *Th 95% CI Il MS-related HCRU and HCC ignificantly | in FUM-1L cohort igure o. -Relate
PwMS who initiated FUM-1L had significantly lower ARR The mean (95% C) overall MS-related HCRU and HGC were significantly lower in FUM-1L cohort versus nsurance type, n (%) 9
. . ' Rate ratio: 0.69
and multiple sclerosis (MS)-related HCRU versus pwMS — The mean (95% Cl) full follow-up MS-related HCRU for the FUM-1L cohort was 9.28 (7.48-11.53) Commercial 5896 (67.0) 104 (60.5) 204 (59.3) 104 (60.5) | 95% G| 0.47-.0.99
. . . . . compared with the TERI-FUM switchers cohort rate of 14.39 (11.80—17.55), representing a 35% lower ARR o 25 — Rate ratio: 0.65 | = 0.042 : _
receiving second-line FUM after switching from TERI. of HCRU for the FUM-1L group (p = 0.003) (Figure 5). Medicaid 1946 (22.1) 47 (27.3) 82 (23.8) 47 (27.3) 95%Cl,048-086 1 p=" 1 Rate ratio: 0.60
. o/ : . — The mean (95% CI) overall MS-related HCC for the FUM-1L cohort was $14,545 ($11,997-$17,635) Medicare 482 (5.5) 10 (5.8) 23 (6.7) 10 (5.8) = 90 — p =0.003 : : 95% Cl’ 8'382_0'83
Relapse rates declined by 29% in pwMS who switched compared with the TERI-FUM switchers cohort cost of $29,949 ($22,446-$39,961), representing a 51% o G | . ! =0 B TERI-FUM (n = 172)
t FU M ft _ _t_ I TERI t t t lower HCC for the FUM-1L group (p < 0.0001) (Figure 6). Combination insurance®/unknown 477 (5.4) 11 (6.4) 35 (10.2) 11 (6.4) § : : I
o arter inita reatment. « The HCRU and HCC of the TERI-FUM cohort were higher during Follow-Up Period 1 while pwMS were receiving ARR 1y prior to first DMT date, regardless 0.95 (0.50 0.39 (0 0.44 (0.6 526 (@ S 15 — ! ! B FUM-1L (n = 344)
TERI-1L and decreased during Follow-Up Period 2 after the switch to FUM. of MS diagnosis date, mean (SD) 25(0-50) 39(0.77) 44 (0.67) 39(0.77) G ' '
In parallel, there was a reduction in MS-related HCRU > . | S ' '
p J : . * The meant MEL-JFI\G/:ated HCRU and HCC of the FUM-1L cohort were lower during Follow-Up Period 2, after longer All-cause HCRU in prior 1 y, mean (SD) 10,969 (19,830) 15.950 (23,968) 15,899 (20’404) 15,950 (23,968) = 10 — : :
exposure to . =)
and healthcare cost (HCC) in pwMS who switched to All-cause HCC in prior 1, $, mean (SD) 16.18 (23.32)  25.34 (37.78)  26.56 (38.71)  25.34 (37.78) g i i
F U M afte r treatm e nt Wlth TE RI " Flgure 2 Patlent DISpOSItlon ARR = annuglized relapse rate; DMT = disease-modifying therapy; FUM-1L = fumarate first-line; MS = multiple sclerosis; PS = propensity score; TERI-FUM = teriflunomide to L : :
F M 1 M h . I I I r Patients with = 2 claims with MS diagnosis and < 1-year continuous ‘ Z‘LljJr:\]I?rr\itv?/r? \:v;fg?gr 1924 FUM-1L and 24 TERI-FUM in the unadjusted population; and 40 FUM-1L and 24 TERI-FUM in the PS-matched population. 0 — ' '
U - L pw S ad conSISte nt y Ower re apse rates enroliment before and after first MS diagnosis Medicaid, Medicare; Commercial, Medicaid, Medicare; Commercial, Medicare, Supplemental; or Medicare, Supplemental. Full FO"OW-Up FO"OW-Up Period 1 Fo"ow-Up Period 2
: N = 309,434
th ro u g h o Ut F U M treatm e nt (Com pa red Wlth TE RI to F U M : I : \ ER = emergency room; FUM = fumarates; FUM-1L = FUM first-line; HCRU = healthcare resource utilization; TERI = teriflunomide
switchers)_ Age 18§64%’62t'7r;d59x date Figure 3. ARR on Prior TERI vs. ARR After Switching to FUM
= - - : C : TERI treatment . Figure 6. MS-Related HCC
The deC“nlng trend in HCRU of pWMS with early and Exclude all pregnancy —365 to +365 days from Index Rate ratio: 0.71 FUM treatment J
: : N = 250,334 95% Cl, 0.54-0.94 Rate ratio: 0.49
sustained treatment with FUM suggests long-term L . J p = 0.02 Doog —  95% Cl:0.34-0.69
- r Exclude patients with any DMT use prior to incident MS diagnosis | 0, 7 ' '
benefits of FUM. P e 9 08 - p<00001 :
\ ’ / = ' '
- . . | . = O 40,000 — | Rate ratio: 0.46 !
Patients demonstrated |mproved outcomes after they Patients with FUM-1 AND patients with TERI-1L who switched to a FUM o o 58 | o - ~ | - ¥ TERI-FUM (n = 172)
N = 13,104 2 0.6 29% o 1 95% CI: 0.30-0.70 + Rate ratio: 0.52
™ n [ [ L = y y =) ' (2] ! ' 0 . —V. - —
switched from TERI to FUM, but optimal clinical and r . ‘ 2 < 30,000 - R0y R en | FUMHIL (n =349
. . Continuous enrollment from incident MS diagnoses through FUM initiation © ' ' :
economic outcomes were achieved when FUM was N = 11.979 & 04- g 0 oo0 : |
" mgm . . - ] g = PP ' '
initiated first-line. - 90 days of FUM use v o 2 : :
N = 8973 °<¢ : © 10,000 — | |
- I ’ 0.49 0.35 = ! !
, . $29,949 ' $16,418 ' $13,559
Final FUM-1L Final TERI to FUM 0.0 _ _ 0 -
L N = 8801 N =172 ) Follow-Up Period 1 Follow-Up Period 2 Full Follow-Up Follow-Up Period 1  Follow-Up Period 2
CMSC (2025) Consortium of Multiple Sclerosis Centers 2025 Annual Meeting DMT = disease-modifying therapy; FUM = fumarates; FUM-1L = FUM first-line; TERI = teriflunomide; TERI-1L = TER! first-line ARR = annualized relapse rate; FUM = fumarates; TERI = teriflunomide FUM = fumarates; FUM-1L = FUM first-line; HCC = healthcare cost; TERI = teriflunomide
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