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Table S2 Part 2 schedule of activities — EID versus IV OLE for participants who transitioned from part 1
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Safety (AE,
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Any AE collected between the signing of the part 2 ICF and EOS visit is to be recorded regardless of the severity of the event or its relationship to
study treatment; any SAE experienced by the participant between the time of the signing of the ICF and the follow-up safety phone call is to be
recorded (more details in Section 15.3 of the protocol)
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AE adverse event, CRF case report form, C-SSRS Columbia Suicide Severity Rating Scale, EDSS Expanded Disability Status Scale, EID extended interval
dosing, EOS end of study, EQ-5D-5L EuroQol-5 dimensions 5-level questionnaire, ET early termination, Gd+ gadolinium-enhancing, /CF informed consent form, /V
intravenous, JCV John Cunningham virus, MR/ magnetic resonance imaging, MSIS-29 Multiple Sclerosis Impact Scale, NeuroQoL Neurology Quality of Life
questionnaire, OLE open-label extension, PD pharmacodynamic, PK pharmacokinetic, PPQ Patient Preference Questionnaire, SAE serious adverse event, SC
subcutaneous, TSQM Treatment Satisfaction Questionnaire for Medication

aInformed consent can be obtained any time between day —42 and the day of the last pre-study dose of natalizumab. The last pre-study dose of natalizumab must
occur between days —33 and —26 from the baseline visit. Some screening assessments must be performed immediately prior to the last pre-study dose of
natalizumab (see footnote g). All other screening assessments can occur any time between the day of the last pre-study natalizumab dose and baseline.
Randomization to crossover study treatment should be done at the week 108 visit to confirm crossover treatment allocation

bThe part 1 and part 2 assessments at week 84 are the same and should be performed only once

°If a participant chooses to withdraw from the study, an ET visit should occur as soon as possible but no later than 4 weeks after the last dose of study treatment,
to be followed by a final EOS visit at 12 weeks (+ 10 days) and the follow-up safety phone call at 24 weeks after the last dose of study treatment

dParticipants who suspect that they are experiencing new or worsening neurological symptoms, including possible relapse, need to phone the Investigator within

72 hours of the onset of the symptoms. The participant is to be evaluated by the neurologist within 5 days of the onset of symptoms. Relapses should be
documented in the relapse assessment form. The maximum number of samples eligible for collection and analysis is two (one for each unscheduled visit)

®Participants should have a follow-up safety phone call 24 weeks after their last dose of study treatment
fThe part 2 informed consent and eligibility assessment should be performed during week 72 of part 1 if possible. In the event that this cannot be performed at

that time, informed consent and eligibility assessment should be conducted prior to the participant starting part 2 at the week 78 or week 84 visit. Randomization
enrollment in part 2 of the study

9Vital signs collected at each of the specified timepoints include temperature, systolic and diastolic blood pressure, pulse rate, and respiratory rate. Vital signs
collected as part of the participant’s standard of care on the same day as a study visit do not need to be repeated for the study if Biogen has access to the
information and data recorded in the participant's CRF. Vital signs on a study treatment day must be performed prior to the administration of study treatment
hThe part 1 “baseline/screening” C-SSRS must be completed at the part 1 screening visit; at all other visits, the “since last visit” C-SSRS must be used
iSample to be collected prior to dosing

iIf a participant experiences signs and symptoms suggestive of liver failure (such as jaundice, vomiting, anorexia, nausea, fatigue, and right upper abdominal
discomfort), liver function tests (alanine aminotransferase, aspartate aminotransferase, alkaline phosphatase, gamma-glutamyl transferase, bilirubin, and albumin)
must be performed at the local laboratory on an expedited basis

kFollow-up testing for women of childbearing potential throughout the study will be done at the discretion of the Investigator or as required by local law. In
each case of delayed menstruation (> 1 month between menstrual periods), a urine pregnancy test should be performed
IAll post-baseline MRIs are to be completed within a 7-day window of the dosing visit. If a participant’s MRI is scheduled to occur < 4 weeks after the last dose of

steroid treatment for relapse, the MRI should be rescheduled so it is performed either before the steroid treatment or between 4 and 8 weeks after the last dose of
steroid treatment. MRI does not need to be performed at the ET visit if the last MRI was performed within the previous 4 weeks. In the event of an early

termination for a pregnancy, a Gd+ MRI should not be conducted

mThe time required for drug preparation and drug administration should be recorded in detail for each occasion of treatment administration during the crossover
period

"Participants in part 2 will receive a final dose of natalizumab 300 mg by SC injection or IV infusion at the week 156 visit with the route of administration being the
participant’s choice

°PPQ assessments at week 138 and week 150 must be collected after study treatment administration



PParticipants should be contacted by phone 24 weeks after the last dose of study treatment to discuss if there has been any new development of neurological
symptoms. PML or new neurological symptoms indicative of progressive multifocal leukoencephalopathy (new or sudden change in thinking, vision, balance, or
strength persisting over several days) must be immediately reported as a SAE



Table S3 Summary of PPQ by visit (mITT population)?

IVISC SC/IV Total
(N = 66) (N = 65) (N=131)
No. of participants with PPQ data at week
42/150 62 61 123
Main reasons for preference of IV®, n (%)
Feels less emotionally distressing 2(3.2) 2(3.3) 4 (3.3)
Requires less time in the clinic 0 0 0
Lower level of injection site pain 3(4.8) 2(3.3) 5(4.1)
Feels more comfortable during
administration 3(4.8) 2 (3.3) 5(4.1)
Other 2(3.2) 2(3.3) 4 (3.3)
Main reasons for preference of SC®, n (%)
Feels less emotionally distressing 13 (21) 10 (16.4) 23 (18.7)
Requires less time in the clinic 48 (77.4) 54 (88.5) 102 (82.9)
Lower level of injection site pain 8 (12.9) 6 (9.8) 14 (11.4)
Feels more comfortable during
administration 27 (43.5) 26 (42.6) 53 (43.1)
Other 7 (11.3) 14 (23) 21 (17.1)

1V intravenous, mITT modified intention-to-treat, PPQ Patient Preference Questionnaire, SC subcutaneous

mITT: all randomized participants who received at least one dose of SC natalizumab after randomization in part 2 and who

completed at least the first question in the PPQ on one occasion

PPQ was collected twice, once after the second dose after switching treatments and again after the fourth (and last) dose after

switching treatments (two periods, four doses per period)

aParticipants with at least one answer to the first question of the PPQ are included in the analysis

bParticipants were asked to provide two reasons



Table S4 Treatment-emergent AEs with > 5% in either IV or SC route of administration®®

IVISC SC/IiV v SC Total
(N=75) (N = 66) (N=136) (N=132) (N=141)
No. of participants with any event, n (%) 63 (84.0) 49 (74.2) 78 (57.4) 83 (62.9) 112 (79.4)
Infection and infestations 50 (66.7) 37 (56.1) 46 (33.8) 57 (43.2) 87 (61.7)
COVID-19 36 (48.0) 23 (34.8) 28 (20.6) 31 (23.5) 59 (41.8)
Nasopharyngitis 12 (16.0) 4(6.1) 3(2.2) 13 (9.8) 16 (11.3)
Urinary tract infection 2(2.7) 5(7.6) 7(5.1) 2 (1.5) 7 (5.0)
Nervous system disorders 16 (21.3) 11 (16.7) 13 (9.6) 15 (11.4) 27 (19.1)
Headache 7(9.3) 3(4.5) 7(5.1) 4 (3.0) 10 (7.1)
Musculoskeletal and connective tissue disorders 13 (17.3) 11 (16.7) 12 (8.8) 12 (9.1) 24 (17.0)
Arthralgia 6 (8.0) 4 (6.1) 2(1.5) 8 (6.1) 10 (7.1)

AE adverse event, COVID-19 coronavirus disease 2019, IV intravenous, /V/SC crossover from IV to SC, SC subcutaneous, SC/IV

crossover from SC to IV
2By system organ class and preferred term
bSafety population
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Table S5 PROs: change from baseline® in NeuroQol Fatigue scale, MSIS-29 Physical and
Psychological subscales, and EQ-5D-5L (full analysis set)

NeuroQolL Fatigue MSIS-29 Physical MSIS-29 EQ-5D-5L
Scale Subscale Psychological
Subscale
Dose route v SC \% SC \% SC \% SC
(N=136) (N=132) (N=136) (N=132) (N=136) (N=132) (N=136) (N=132)

Nb 127 127 127 127 127 127 127 127
LS Mean —-0.51 0.01 -0.12 -0.01 -1.50 0.37 0.02 -0.02
SE of LS Mean 0.410 0.415 0.605 0.610 0.793 0.800 0.011 0.011
Difference 0.51 0.1 1.88 —-0.05
95% ClI (-0.83, 1.86) (-1.89, 2.12) (-0.55, 4.30) (-0.08, -0.01)
P value 0.450 0.911 0.129 0.004

ClI confidence interval, EID extended interval dosing, EQ-5D-5L EuroQol-5 dimensions 5-level questionnaire, /V intravenous, LS
least squares, MSIS-29 29-item Multiple Sclerosis Impact Scale, NeuroQoL Quality of Life in Neurological Disorders, PRO patient-
reported outcome, SC subcutaneous, SE standard error, SID standard interval dosing

@Baseline was defined as the last assessment before the first dose administration during that period. Change from baseline was
calculated relative to the start of each period. A linear mixed effects model was performed including factors for treatment, period,
sequence, crossover baseline body weight (continuous variable), duration of natalizumab exposure at baseline (< 3 years vs. > 3
years), stratification factor (SID, EID, new participants), and baseline EQ-5D score. An unstructured variance-covariance matrix
structure was used

®Participants with baseline data were included in the analysis. Missing post-baseline data were imputed prior to analyzing
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