BACKGROUND METHODS

= Siponimod (SIPO, Mayzent®), an oral S1P receptor type 1, 5 modulator approved in STUDY DESIGN Figure 1. EXCHANGE study design
the USA for adults with RMS (including CIS, RRMS, and active SPMS), reduces
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= SARS-CoV-2 spike IgG was used to assess vaccine response; SARS-CoV-2 nucleocapsid IgG Day: 1 5> 3 4 5 &
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safety and tolerability of immediate conversion to dose-titrated SIPO from other was assessed simultaneously to inform any confounding COVID-19 infection and natural immunity Target Dose (mg): 0.55 055 05 035 55
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- have received at least a full course (2 doses) of mMRNA COVID-19 vaccine . . [REEEREEES _ Siponimod 2 m - .
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— Notably, some patients were vaccinated prior to switching to SIPO and some patients once | | | Fumarates | e (|
. . . = While data suggests there is limited effect of SIPO on development of the immune commencing SIPO on study, and is reflected in these data | | | Teriflunomide = | | Dosga?grasnon 24-weeks | |
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. spike protein =214 days after full course vaccination A
. . . . . . . *Injectable DMTs: IFN beta-1a, IFN beta-1b, GA, peglFN beta-1a; tDefined as cessation of existing DMT and
= aC C I n e u 'S u y O = To report results of a sub-study assessing humoral immune response to mMRNA = Exploratory endpoints include rate of seroconversion and evaluation of magnitude of humoral initiation of SIPO within 24 hours, followed by subsequent 5-day dose titration; AV, Assessment Visit
COVID-19 vaccines (Pfizer/Moderna) in a subset of patients enrolled in EXCHANGE response to COVID-19 vaccination
RESULTS
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Total (N=10) full course vaccination (responders) are described in Table 2 patient | Age | coviD-19 | Prior ms | MS BMT : Patient | Age | COVID-19 Prior MS '\gtstiDmMeT o ey
= Overall, 70% (7/10) achieved a positive humoral immune response # (y) | vaccine DMT attime | Ab titer id (¥) vaccine DMT of vacc

1Center for Neuroinflammation and Experimental Therapeutics, and Department of Neurology, %Sposl'“iod” / Rdeason' n (%) 10 (500 to COVID-19 vaccine at the post-vaccination assessment (Table 2) - - ofvace ey
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Perelman School of Medicine, University of Pennsylvania, Philadelphia, PA, USA; 2Autoimmunity on (Sn y 3/10 230 o; = 57.1% (4/7) and 100% (3/3) achieved a positive response after two 7 twvacce q — DME SIPO 1616 1017006 47 Moderna GA OCR Negative
Center of Excellence, Multiple Sclerosis Center, University of Michigan, Ann Arbor, MI, USA,; Disgc]:ontignued* /10 (20'0) and three vaccine doses, respectively (Table 2) 065018 a4 Moderna TER <IPO 1616 1041014 29 Moderna FIN FIN Negative
3Department of Neurology, University of Miami Miller School of Medicine, Miami, Florida, USA; ' = 75% (3/4) and 66% (4/6) of patients <40 and >40 years, 1026001 &1 sf.ema NAT SIPO 101 1037010 47 Pfizer OCR SIPO Negative
4Cleveland Clinic, Cleveland, OH, USA; °Novartis Pharmaceuticals Corporation, East Hanover, Age, years respectively, had a positive humoral response post-vaccination 1076005 38 Pf:z: R T 1os Ab, antibody; vacc, vaccination; y, year
NJ, USA; 8Providence Multiple Sclerosis Center, Providence Brain and Spine Institute, Portland, median (range) 47.0 (27-60) (Table 2) T ———— ' ' SAFETY
OR. USA <40, n (%) 4 (40.0) = 80% (4/5) of patients on SIPO treatment at time of vaccination had : : : ,
, saU, n (7o - a positive humoral response (Tables 2-4) § Moderna/ 1) 3232 » Five (50.0%) patients experienced AEs during the study
>40, n (%) 6 (60.0) P . P _ 1013005* 47 Pfizer GA GA 2) 6464 — AEs by preferred term included increased blood alkaline phosphatase,
Female, n (%) 7 (700) — 100% (3/3) response rate among SIPO-treated patients <40 1026003 49 Pizer TER TER 3232 COVID-19, dyspnea, headache, increased hepatic enzyme, influenza-
ike illness, nasopharyngitis, peripheral swelling, rash, and upper-
years like ill h t heral Il h, and
Race, n (%) _ 1026004 60 Pfizer Any IFN-B - Any IFN-B 3232 airway cough syndrome, each by n=1 (10.0%), 95% CI: (0.5, 45.9)
White 7 (70.0) Table 2. Immune response to COVID-19 vaccine , , , , _ , — 1 patient (#1013005, received booster under GA therapy) developed
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vaccine response in subjects switching to siponimod in the EXCHANGE ety : Number of vaccine doses Patient 1013005 was on GA at time of all vaccinations, and Ab — AEs leading to permanent SIPO discontinuation included peripheral
Hispanic or Latino 2 (20.0) titers were captured while still on GA (at screening, assessment swelling and rash, each by n=1 (10.0%), 95% CI: (0.5, 45.9)
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These preliminary findings offer emerging evidence that the majority of MS DMT at time of vaccination Age (years) expansion of the immune response following vaccination was CONCLUSIONS
siponimod-treated patients seroconvert following two doses of COVID-19 SIPO 5 (50.0) <40 3/4 (75.0) not restricted under S;PO (T?b'e 3) | o
- - - : : 4/6 (66.7) — Patient was negative for nucleocapsid IgG at time of bot
vaccination, demonstrating IgG towards SARS-Cov-2 spike protein FIN 1(10.0 >40 . ) . PPN : : _
919 PIKE P OCR 1 Elo 0; assessments, which suggest that the patient had not had prior " Albeit limited by small sample size, this preliminary sub-
TER ) (10'0) MS DMT at time of vaccination COVID-19 exposure at the assessment timepoints, although study adds to our understanding of_hurr_\ora_ll immune
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. . : : er : . i i i L
more likely to develop a vaccine response, some patients may benefit Any IFN-B 1 (10.0) (60.0) 90°/;> (9/10) %flpfélz‘t‘le_ntdS_ were negatlv? fordSARS_CO(\:/()ZVID 6 « These findings offer emerging evidence that the majority of
) - - - ] ot nucleocapsid IgG, indicating no confounding prior - _ _
from a COVID-19 booster where the vaccine response rate is highest Type of COVID-19 vaccine infiection and natural immunity SIPO-treated patients seroconvert following two doses of
- Moderna 5/10 (50.0) : . COVID-19 vaccination
Number of vaccine doses Pfizer 6/10 (60.0) — Patient #1026003 demonstrated a positive response to _ _ _
2 7 (70.0) — — nucleocapsid 1gG suggesting prior COVID-19 exposure - Patlent’_s_age and nun_1ber of vaccine doses may contribute to
3 3 (30.0) fg[‘h“e’}lbﬁ,’N°Inpfff’221!“&fi’i'iv.fé“f:fﬁ',“gir&ffl?f'iﬁtfﬂ'ﬂa(?]ff;a = The 3 non-responders were each on OCR, SIPO, or FIN at time the p_OSItlve humoral immune response to mRNA COVID-19
Study discontinuations were due to subject decision (n=1) and physician decision (n=1) tOne patient received 2 doses of the Moderna vaccine and a booster dose of the Pfizer vaccine of vaccination; 66.7% (2/3) were >40 years (Table 4) vaccines
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