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(i.e Group 4 + optional LPs).
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Supplementary Figure 1. CLOCK-MS study design, key inclusion and exclusion criteria, and study endpoints
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Key exclusion criteria

X Have any contraindication for LP X Have malignancy, infections, signs/symptoms suggestive of PML

X Have received natalizumab during the last 6 months X Have been previously treated with ocrelizumab, alemtuzumab, or daclizumab

aFor patients assigned to a LP, the LP-aligned blood sample needs to be obtained on the same day as the LP. °For patients in Group 1, the LP and aligned blood samples need to be obtained on the same day and following the last
intake of Week 5 CladT treatment course. “All patients randomized to Groups 1-3 will have the option to volunteer for a third, optional LP at the end of Year 2, the timing of which would be aligned with the second LP of Group 4.
9If the start of the second treatment year needs to be delayed (e.g., to allow for lymphocyte recovery to =800 cells/uL), to maintain the protocol-specified time interval between start of CladT Year 2 treatment and all following
assessments, Year 2 visits and procedures for this participant will be delayed accordingly (for up to 6 months). ¢Patients to receive CladT 3.5 mg/kg per the United States Prescribing information.! ‘fEach treatment week consists of
daily treatment over 4-5 consecutive days. The second treatment week is considered 23 to 27 days after the last dose of the first treatment week.! The second treatment year is considered at least 43 weeks after the last dose
of the first treatment year and can be delayed for up to 6 months!.

1. Mavenclad. Prescribing information. EMD Serono, Inc; 2024.

CladT, cladribine tablets; DMT, disease-modifying therapy; EDSS, Expanded Disability Status Scale; LP, lumbar puncture; Mo, month; MRI, magnetic resonance imaging; PML, progressive multifocal leukoencephalopathy;
RMS, relapsing multiple sclerosis; RRMS, relapsing-remitting multiple sclerosis; SPMS, secondary progressive multiple sclerosis; Wk, week.

Primary endpoints

Levels of lymphocyte subsets and neuronal injury marker in the CSF:
o CD3+ T lymphocytes, CD19+ B lymphocytes
o NfL

Secondary endpoints

Levels of lymphocyte subsets and soluble immunological and neurological
injury markers in the peripheral blood?

e CD3+ T lymphocytes, CD19+ B lymphocytes
e NfL and serum GFAP

Levels of other lymphocyte subsets and immune cells in the CSF and
peripheral blood?

e CD4+ T cells and subsets
e CD8+ T cells, plasmablasts, NK cells, CD14+ cells

Clinical outcomes

e ARR over 24 months

e Change in EDSS from baseline at Months 12 and 24
e 6-month confirmed EDSS progression

MRI outcomes at Months 12 and 24
e T1 Gd+ and new/enlarging T2 lesions

e Changes in quantitative gradient echo contrast imaging (R2t*) in cerebral
cortex, white and deep grey matter

Safety
e TEAEs, SAEs, and TEAEs leading to treatment discontinuation
o ALC

e Complete blood cell count

2aChange from baseline to second LP (end of 5 weeks, 10 weeks, 1 year, and/or 2 years).

ALC, absolute lymphocyte count; ARR, annualized relapse rate; CD, cluster of differentiation; CSF, cerebrospinal fluid;
EDSS, Expanded Disability Status Scale; Gd+, gadolinium-enhancing; GFAP, glial fibrillary acidic protein; MRI, magnetic resonance
imaging; NfL, neurofilament light chain; NK, natural killer; SAE, serious adverse event; TEAE, treatment-emergent adverse event.



SUPPLEMENTARY MATERIAL

Supplementary Table 1. Baseline demographics and disease characteristics Supplementary Table 2. Prior DMTs
Characteristics Characteristics
Age, years, meanxSD 42.9+12.3 Received prior DMT, n (%)
Female, n (%) 28 (59.6) NGO 14 (29.8)
Race, n (%)
Yes 33 (70.2)
White or Caucasian 39 (83.0)
_ _ Last Prior DMT, n (%)
Black or African American 6 (12.8)
Asian (all types) 2 (4.3) None 14 (29.8)
Ethnicity, n (%) Natalizumab 2 (4.3)
Hispanic or Latino 2 (4.3) Interferon beta-1a 3 (6.4)
Non-Hispanic or non-Latino 45 (95.7) Fingolimod 6 (12.8)
MS type, n (%
ype, n (%) Dimethyl fumarate 8 (17.0)
RRMS 44 (93.6)
Teriflunomide 6 (12.8)
SPMS 3 (6.4)
Disease duration from MS diagnosis, years, median (IQR) 6.0 (1.0,17.0) Diroximel fumarate 1(2.1)
EDSS, median (IQR) 2.0 (1.5,4.0) Other 7 (14.9)
EDSS, Expanded Disability Status Scale; IQR, interquartile range; MS, multiple sclerosis; RRMS, relapsing-remitting MS; DMT, disease-modifying therapy.

SD, standard deviation; SPMS, secondary progressive MS.

Supplementary Table 3. CSF levels of immmune cell subsets at BL, Wk 5, Wk 10, Yr 1 and Yr 2 post-CladT initiation

Per-protocol set Optional LP set (Post-hoc analysis)

?Cbeﬁfgny?umbers Baseline Difference?® Baseline week 10 Difference? Bas_eline Difference? BasEIine Difference? Bas_eline Difference?

median [Q1,03] (n=8) (n=11) (n=11) (n=12) GQEL)) (n=17)

CD19+ B cells [1.52,141.3] [0.210',0151.9] [—1_.(5);8.780] 0.64 [9.:13,262.7] [0.816.,97.4] [—65.161,'—85.1] 0.001 [2.66,.117.1] [0.61?;,74.3] [—1:21;3.401 0.02 [0.22;25.2] [1.;'161.7] [—3_0(?52.5] 0.63 [2.06,.131.6] [0.510',43.2] [—9.5,2—'?).83] 0.004
Memory B cells [1.2;8.2] [0.415,27.9] [—z.g,l—'?)se] 0.02 0.4l1.7,25.7] [0.415',63.1] [—25._04,1'—80.701 0.005 [1.032',09.5] [o.(1)'22,§.5] [—6.5,2—.2(3).19] 0.002 [2.87,.326.5] [1.037',75.4] [—32._81,'—90.05] 0.25 [1.625;8.0] [0.8'7%3.0] [—3.;,1—'2).75] 0.003
CD3+ T cells [2373.3?630.4] [1132.3?5(3)3.1] [—34_81.3,6—.38.3] 0.11 [180.216,3'2119.8] [41.161,3'557.8] [—177_52.?,1—.206.8] 0.002 [87.126,2'267.9] [21.2?1'6757.3] [—44_5%5,1—.36.9] 0.002 [65.1??3.30.8] [13423,75'?7.0] [—111_60.'22,201.4] 0.88 [1261.273,23.83.0] [31.160,2306.8] [—22%.101,2187.3] 0.02
CDa+ T cells [1332.3,25'89.2] [67.166,;120.01 [—27_9%31,7—'15.2] 0.08 [120.13%6989.0] [34.2326.7] [—135_381.357,'—087.1] 0.002 [52.171,1653.2] [16.??1.33.9] [—335.%4}'—232.3] 0.005 [1.41?650.9] [94.107,32110.9] [—6.193,53'309.5] 0.38 [88.121,1.811.0] [22.?,51'29.6] [—17_38.3;16.6] 0.08
CD4+ Treg cells [9.;2'2.1] [4.%,13.8.6] [—100.216,115.7] 0.64 [18.2,1i(3)2.0] [4.613,32.;.8] [—54_1.252,'—55.3] 0.005 [4.;13.673.6] [0.7(2);4112.8] [—32_.8,'24.01 0.002 [2.16,.408.4] [4.411?3'2.2] [—42?2'?30.3] 1.00 [7.411,12'%.5] [1;;9.7] [—19_.2,'i4.7] 0.009

aDifferences are calculated as baseline minus the follow-up time point.
BL, baseline; CD, cluster of differentiation; CladT, cladribine tablets; CSF, cerebrospinal fluid; LP, lumbar puncture; Treg, T regulatory; Wk, week; Yr, year.
Note: At each timepoint the total number (n) reflects the number of patients randomized minus the number of patients with missing data.

Supplementary Table 4. Percent change from baseline in immune cell subsets post-CladT initiation in CSF Supplementary Table 5. Changes in CSF OCBs in Yr 1 and Yr 2 post-CladT initiation

CSF Per-protocol set Optional LP set (Post-hoc analysis)

Optional LP set Baseline Baseline
(Post-hoc analysis) (n=11) (n=5)

Baseli
Per-protocol set o

(n=18)

Percentage change
from baseline,

median [Q1,Q3] Week 10 OCBs (IgG) present or absent in the CSF
(n=11)
Absent, n (%) 0 (0.0) 1(9.1) — — — —
CD19+ B cells —44 .5% —-83.5% —83.0% —46.7% —84.9%
[—83.8,—8.6] [—95.1,—79.9] [—90.8,36.1] [—84.0,4273.2] [—91.7,—39.6] Present, n (%) 11 (100.0) 10 (90.9) 5 (100.0) 5 (100.0) 18 (100) 18 (100)
—60.7% —75.4% —85.5% —52.5% —-81.7%
Number of bands?
Memory B cells (-67.5,-42.1]  [-91.1,-18.6] [-94.1,-44.9]  [-80.5,—20.1] [—94.5,—52.3]
D3+ T cells —43.8% ~76.8% —69.2% 4.5% —69.1% Z — — 0 (0.0) 1 (20.0) — 3 (16.7)
[—69.7,8.5] [—83.8,—68.0] [—83.0,—-37.7] [—82.0,9941.0] [—86.3,32.1]
3 0 (0.0) 1 (10.0) — — — 1 (5.6)
CD4+ T cells —46.4% —78.3% —62.5% 86.1%:° —68.5%"
[—69.7,0.11] [-83.6,-67.3]  [-83.7,-41.8] [-78.9,17011.1] [—85.2,6.5] 4 1 (10.0) 0 (0.0) 0 (0.0) 1 (20.0) — 1 (5.6)
CD4+ Treq cells 6.6% —63.7% —72.0% 32.8% —78.2%
J [—70.9,62.6] [—84.8,—22.1] [—88.3,—-49.9] [—82.9,49686.7] [—91.6,—45.8] >5 9 (90.0) 9 (90.0) 5(100.0) 3 (60.0) 18 (100) 13 (72.2)
CD, cluster of differentiation; CladT, cladribine tablets; CSF, cerebrospinal fluid; LP, lumbar puncture; Treg, T regulatory. There was 1 patient who had OCB present = Yes at baseline, and OCB = Absent at Year 1, but the number of bands was not noted when present at baseline.

Note: At each timepoint the total number (n) reflects the number of patients randomized minus the number of patients with missing data. 2n=3; °n=16. CSF, cerebrospinal fluid; IgG, immunoglobulin G: LP, lumbar puncture; OCBs, oligoclonal bands; Yr, year.



SUPPLEMENTARY MATERIAL

Supplementary Table 6. Blood levels of immune cell subsets at BL, Wk 5, Wk 10, Yr 1 and Yr 2 post-CladT initiation

Per-protocol set

Absolute numbers

lgfglllisa/nm[lzz)1,q3] B(?15=e;ig)e \(I\Il1e=e3k6§ Difference? p-value B(a;s:éig)e Difference? B(is;e;i;)e Difference? B(?15=e;i;)e Difference?

CD19+ B cells [49.192,%742.4] [4.07,'293.3] [—15_4%2?—'%7.5] <0.0001 [48.121,615.958.8] [5.53';.2] [—17_2%91,4—'4:;2.2] <0.0001 [51.162,?.832.5] [39.§,Si§9.2] [—5;.26%.158.5] 0.07 [51.161,411.938.8] [62.2,71§7.1] [—5;.250,2135.7] 0.46
Memory B cells [1.45,167.4] [0.3'573.7] [—16_.gf1.2] <0.0001 [1.35,'220.5] [O.SL);Z.S] [—17_.?3‘,'21.2] <0.0001 [1.35,127.7] [0.412,52.7] [—15._54,“—40.26] <0.0001 [1.45,'220.5] [o.cs)lsgz.S] [—16._64}.—60.71] <0.0001
CD3+T cells [4557.3,79'23.3] [1863.8,1538.4] [—556.384,19.1794.6] <0.0001 [4446?675,59'(3)6.3] [2022.2,1483.6] [—522)2.2,3—'(5);0.9] <0.0001 [51773,29.26.3] [2393.2,2427.3] [—54;.33632'1175.01 <0.0001 [5337.2,3é(3)7.2] [1552.:]3.?3.26.7] [—70626,;9.369.8] <0.0001
CDa+ T cells [2954.188,65'965.1]b [78.%)6,331(.)2.2]'0 [—365.295,3'1416.5] <0.0001 [284%96,85.;2.3]'0 [115.127,92'912.9]b [—38_1#99,3—-318.5] <0.0001 [3274.2,45'912.3]c [128?5,83.50.9? [—351.293,3.1028.3] <0.0001 [332%;?5'85.1] [69.121,?.831.8] [—444_1.353,5'1377.5] <0.0001
CD4+ Treg cells [22.36?433.4]b [8.22,23'16.6]b [—25.12%1.09] 0.0001 [19.36(,)4%.2]b [13.%)6,5é(;.3]b [—1§.51',65.1] 0.05 [22.37%2113.2]c [10.22(,)'2%.9]c [—1;.184,1'—82.3] <0.0001 [22.373,2183.4] [5.;12%.7] [—2;.117,'—19.8] <0.0001

aDifferences are calculated as baseline minus the follow-up time point.
BL, baseline; CladT, cladribine tablets; CD, cluster of differentiation; Treg, T regulatory; Wk, week; Yr, year.
Note: At each timepoint the total number (n) reflects the number of patients randomized minus the number of patients with missing data. °n=37; n=40.

Supplementary Table 7. Percent change from baseline in immune cell subsets post-CladT initiation peripheral blood

Blood

Percentage change

from baseline,
median [Q1,Q3]

~88.8 ~87.2 ~27.2 ~14.5
CD19+ B cells [~96.9,~71.4] [~94.2,~76.6] [-53.4,24.0] [—46.7,54.9]
Memory B cells —20.6 000 o o
Y [-96.8,—75.8] [-96.7,—77.3] [—91.1,—55.5] [—92.6,—40.8]
~46.3 ~48.9 ~52.4 ~70.3
CD3+ T cells [—68.1,—-30.6] [—69.5,—13.2] [—61.6,—33.9] [—80.3,—40.1]
~53.5 ~53.9 ~55.3 ~71.8
CD4+ T cells (—73.3.-33.5] (—72.7,-20.6] [—59.6,—37.0] [—83.1,-58.8]
~37.4 —24.3 —45.1 ~55.8
CD4+ Treg cells [—59.2,0.62] [—49.6,22.6] [—63.8,—13.5] [—82.0,—39.8]

CD, cluster of differentiation; CladT, cladribine tablets; CSF, cerebrospinal fluid; Treg, T regulatory.
Note: At each timepoint the total number (n) reflects the number of patients randomized minus the number of patients with missing data.

Supplementary Table 8. Serum biomarkers at BL, Wk 5, Wk 10, Yr 1 and Yr 2 post-CladT initiation

Per-protocol set

Baseline : Baseline . Baseline : Baseline .
Cells/mL (n=37) Difference (n=35) Difference (n=41) Difference (n=39) Difference
NfL level (pg/mL; 11.0 11.8 0.70 01 11.0 11.8 0.33 021 10.2 8.1 —-1.8 0.002 10.2 10.2 —-0.22 093
median [Q1,Q3]) [8.3,17.3] [8.8,17.5] [—0.86,2.6] ' [7.7,18.1] [8.9,14.7] [—0.35,2.2] ' [7.9,17.3] [5.9,11.2] [—4.6,0.48] ] [7.7,17.9] [7.1,14.0] [—6.2,2.0] '
GFAP level (pg/mL; 97.0 114.0 1.2 0 31 97.0 96.9 0.75 0.97 96.7 97.3 —2.6 0 39 98.9 101.0 —-3.7 012
median [Q1, Q3] [74.3,173.0] [77.7,156.0] [—7.3,18.5] ' [73.1,170.0] [69.1,169.0] [—17.8,20.4] ' [71.4,166.0]° [74.0,146.0]° [—24.5,17.2] ' [74.3,170.0] [71.1,129.0] [—45.0,11.1] '
NfL Z-Score 5941 9 N N N N N N N N N N N
(mean+SD) 1. 1.20 1.394+1.23 0.16£0.51 0.06 1.28%+1.27 1.37+1.11 0.08+0.62 0.44 1.23+1.19 0.62+1.03 —-0.61+1.03 0.001 1.23+1.22 0.85+0.83 —0.38+1.2 0.05

BL, baseline; CladT, cladribine tablets; GFAP, glial fibrillary acidic protein; NfL, neurofilament light chain; Q, quartile; SD; standard deviation; Wk, week; Yr, year.
Note: At each timepoint the total number (n) reflects the number of patients randomized minus the number of patients with missing data. °n=40.



