Table S1 Clinical demographics of IFN-B-treated MS patients in the NEDA and EDA groups

MS w/IFN- p value

NEDA EDA (=40 NEDA  EDA  NEDA

(n=8) (n=13) HCs HCs EDA
Female, n (%) 6 (75.0) 9(69.2) 27 (61.4) NS NS NS
Age at examination, years 47.0 [44.5-53.8] 44.0 [41.0-46.5] 35.0[32.3-43.8] 0.004 0.010 NS
Age at disease onset, years 30.5 [25.5-34.8] 27.0 [23.5-34.0] - - - NS
Disease duration at INF-f initiation, years 6.83 [1.38-10.3] 6.50 [2.29-12.9] - - - NS
Disease duration at examination, years 15.8 [9.00-23.9] 15.2 [10.7-20.6] - - - NS
Subtype (RRMS / SPMS / PPMS), n (%) (87.57//11 é(.)S/0.0) (46.2%66/.12/7.7) - - - NS
EDSS score at IFN-f initiation 3.0[1.25-6.13] 2.5[1.75-5.25] - - - NS
EDSS score at examination 2.0[1.13-2.75] 4.5[2.0-6.25] - - - NS (0.062)
AEDSS —0.5[-1.5-0.0] 1.0 [0.25-2.5] - - - 0.003
MSSS at IFN-f initiation 4.89 [2.86-8.38] 6.00 [2.15-7.19] - - - NS
MSSS at examination 1.84 [0.57-3.65] 3.52[1.99-7.39] - - - NS (0.060)
AMSSS —2.69 [-5.16-—1.16] —0.20 [-1.69-0.96] 0.013
Years of IFN-f treatment 9.50 [5.50-14.5] 7.00 [4.50-8.50] - - - NS

Values are the median [IQR] or count (%). AEDSS was calculated as the difference between EDSS scores at IFN-f initiation and at examination. AMSSS was the

difference between MSSS at IFN-f initiation and at examination.



EDA = evidence of disease activity; EDSS = Expanded Disability Status Scale; HCs = healthy controls; IFN-B = interferon-p; IQR = interquartile ranges; MS =
multiple sclerosis; MSSS = multiple sclerosis severity score; NEDA = no-evidence of disease activity; NS = not significant; PPMS = primary progressive MS;
RRMS = relapsing-remitting MS; SPMS = secondary progressive MS; w/ = with.



Table S2 Clinical demographics of untreated MS patients in the NEDA and EDA groups

Untreated MS p value

NEDA EDA (et NEDA  EDA  NEDA

(n=19) (n=13) HCs HCs EDA
Female, n (%) 16 (84.2) 12 (92.3) 27 (61.4) NS (0.086) 0.044 NS
Age at examination, years 52.0 [38.0-62.0] 49.0 [35.5-55.5] 35.0 [32.3-43.8] <0.001 NS (0.054) NS
Age at disease onset, years 31.0 [24.0-44.0] 31.0 [24.5-36.5] - - - NS
Disease duration at examination, years 13.9 [8.2-26.9] 13.0 [4.6-21.0] - - - NS
Subtype (RRMS/SPMS/PPMS), 7 (%) (73.7171/53./82/10.5) (76.91/(1/52./41/7.7) B B - NS
EDSS score at 2 years before examination” 2.0[0.0-4.0] 1.0 [0.0-5.4] - - - NS
EDSS score at examination 2.0[0.0-4.0] 2.0 [1.0-5.5] - - - NS
AEDSS® 0.0 [0.0-0.0] 1.00 [1.0-2.5] - - - <0.001
MSSS at 2 years before examination” 2.13[0.25-5.44] 1.27 [0.06-6.16] - - - NS
MSSS at examination 1.80[0.21-5.16] 2.85[0.88-8.89] - - - NS
AMSSS” —0.09 [-0.62-—0.03] 1.18 [0.33-1.44] = - - <0.001

Values are the median [IQR] or count (%). AEDSS was calculated as the difference between EDSS scores at 2 years before examination and at examination.

AMSSS was the difference between MSSS at 2 years before examination and at examination.

“The data of 5 patients are missing because of a lack of data before the onset.

EDA = evidence of disease activity; EDSS = Expanded Disability Status Scale; HCs = healthy controls; IFN-B = interferon-p; IQR = interquartile ranges; MS =

multiple sclerosis; MSSS = multiple sclerosis severity score; NEDA = no-evidence of disease activity; NS = not significant; PPMS = primary progressive MS;

RRMS = relapsing-remitting MS; SPMS = secondary progressive MS.



Table S3 Comparison of clinical demographics between RRMS and PMS patients

Untreated MS MS w/IFN-$

RRMS PMS RRMS PMS

(n = 26) (n=9) p value (n = 13) (n=8) p value
Female, n (%) 23 (88.5) 7(77.8) NS 9(69.2) 6 (75.0) NS
Age at examination, years 45.0 [36.5-54.0] 56.0 [46.5-67.5] 0.043 46.0 [43.0-47.0] 44.0[40.8-51.5] NS
Age at disease onset, years 31.0[27.8-36.0]  29.0[19.0-55.0] NS 30.0 [25.0-34.0] 26.0[21.0-36.8] NS
Disease duration at examination, years 13.0 [7.6-18.3] 20.9[10.7-28.1] NS (0.086) 15.4[11.1-21.7] 15.2[10.2-20.8] NS
EDSS score at examination 1.5[0.0-3.0] 7.0 [6.25-7.25] <0.001 2.0 [1.5-2.5] 6.25 [5.63-6.88] <0.001
MSSS at examination 1.57[0.24-2.99]  7.97 [6.56-8.60] <0.001 1.64 [0.61-2.88] 7.24 [6.78-7.60] <0.001
Disease duration at IFN-f initiation, years - - - 7.1[1.7-12.9] 5.8 [1.9-11.5] NS
EDSS score at IFN- initiation - - - 2.0[1.0-3.5] 4.0 [2.5-6.0] NS (0.074)
MSSS at IFN-f initiation - - - 3.69[1.32-5.62] 7.19[6.04-7.74] 0.015
Years of IFN-f treatment - - - 7.0 [4.0-9.5] 8.5[6.3-13.8] NS

Values are the median [IQR] or count (%).

EDSS = Expanded Disability Status Scale; IFN-f = interferon-p; IQR = interquartile ranges; MS = multiple sclerosis; MSSS = MS severity score; NS = not

significant; PMS = progressive MS; RRMS = relapsing-remitting MS; w/ = with.



Table S4 Comparison of the percentages of CD4" T cell subsets between the untreated MS group, IFN-B-treated MS group and healthy controls

p2d value
In total CD4* T cells U“t(;eitg‘;)MS MS(:VL IZFll)\IB (nH:C: » P ‘@';‘:st()K Untre::ed MS MS wV/SIFN-ﬁ Untre::ed MS
HCs HCs MS w/ TFN-p
Tnaive (CCR7T*CD45RAY)  453[38.8-50.4] 51.2[41.2-58.8]  49.4 [36.1-56.9] NS = - -
Tcm (CCR7*CD4SRA) 279[21.7-33.7]  26.7[21.0-32.0]  25.7 [23.2-33.6] NS - - -
Tem (CCR7 CD45RA") 192[125-24.7]  16.4[13.9-26.8]  18.8 [15.3-28.8] NS - - -
Teff (CCR7 CD45RA") 282[L74-387] 2.87[2.20-458]  2.51[1.99-3.67] NS - - -
Activated T (HLA-DR") 196 [L50-3.07]  2.36[1.72-3.02]  2.81[L.59-3.57] NS = - -
Treg (CD25*CD127/0%) 441[2.83-5.95] 3.80[3.50-5.82] 597 [4.34-687]  0.012 NS NS (0.077) NS

Values are the median [IQR]. Percentages of each population in total CD4" T cells are shown.

p values (K-W test) were obtained by Kruskal-Wallis analyses, and if they were statistically significant, then p*¥ values were calculated using multivariate linear

regression analyses adjusted for age and sex.

HCs = healthy controls; IFN-B = interferon-f3; IQR = interquartile ranges; K-W = Kruskal-Wallis; MS = multiple sclerosis; NS = not significant; Tcm = central

memory T cells; Teff = effector T cells; Tem = effector memory T cells; Tnaive = naive T cells; Treg = regulatory T cells; w/ = with.



Table S5 Comparison of the percentages of CD8" T cell subsets between the untreated MS group, IFN-B-treated MS group and healthy controls

In total CD8* T cells

Untreated MS
(n=35)

MS w/ IFN-$
(n=21)

HCs
(n=44)

Tnaive (CCR7*CD45RA")
Tcm (CCR7*CD45RA")
Tem (CCR7-CD45RA")
Teff (CCR7-CD45RA")

Activated T (HLA-DR")

28.1[17.7-53.8]
5.14 [3.04-9.04]
37.6 [26.7-46.6]
15.9 [8.70-25.2]
4.27 [2.72-6.83]

46.0 [28.6-64.3]
8.68 [5.51-12.0]
26.7 [16.9-45.3]
11.6 [6.68-17.4]
4.55 [2.79-6.58]

44.4 [33.6-54.2]
5.55 [3.72-7.58]
29.2 [23.9-44.0]
12.8 [8.16-22.8]
3.63 [2.07-6.17]

ped value
pvalue (K- ;. (reated MS ~ MS w/IFN-p  Untreated MS
W test) VSs. VS. VS.
HCs HCs MS w/ IFN-B
0.035 NS NS 0.031
0.017 NS NS 0013
NS - B -
NS - B -
NS - B -

Values are the median [IQR]. Percentages of each population in total CD8" T cells are shown.

p values (K-W test) were obtained by Kruskal-Wallis analyses, and if they were statistically significant, then p¥ values were calculated using multivariate linear

regression analyses adjusted for age and sex.

HCs = healthy controls; IFN-B = interferon-f3; IQR = interquartile ranges; K-W = Kruskal-Wallis; MS = multiple sclerosis; NS = not significant; Tcm = central

memory T cells; Teff = effector T cells; Tem = effector memory T cells; Tnaive = naive T cells; w/ = with.



Table S6 Comparison of the percentages of cytokine-producing af3 T cell subsets between the untreated MS group, IFN-B-treated MS group and healthy controls

pad value
Untreated MS ~ MS w/ IFN-§ HCs pvalue  ypreated MS MS w/IFN-§  Untreated MS
(n=35) (n=21) (n=44) (K-W test) VS. Vs, VS.
HCs HCs MS w/ IFN-B
In CD4* T cells
IL-17A* 0.24[0.16-058]  0.37[0.27-0.61]  0.55[0.25-1.11] 0.004 0.017 NS NS
IFN-y* 5.77[2.04-824] 6.70[2.38-10.3] 9.42[459-146] NS (0.052) - - -
IL-4* 1.70[0.83-2.91]  1.64[1.04-2.69]  2.76 [1.67-4.31] 0.018 0.011 NS NS
GM-CSF* 1.36[0.76-3.19]  1.90[1.56-3.71]  5.40 [1.19-7.91] 0.002 0.002 0.034 NS
IL-17A*IFN-y*  0.03[0.01-0.08]  0.04 [0.02-0.08]  0.06 [0.02-0.14] 0.039 NS (0.093) NS NS
g_s-gNem- 0.04[0.01-0.08]  0.05[0.03-0.11]  0.15 [0.07-0.32] <0.001 0.010 NS (0.081) NS
In CD8* T cells
IL-17A* 0.17[0.08-028]  0.24[0.14-0.39]  0.16 [0.10-0.31] NS - - -
IFN-y* 18.7[10.1-37.6]  15.6[4.97-33.0]  27.2 [16.1-38.3] NS - - -
IL-I7A*IFN-y*  0.05[0.02-0.10]  0.06 [0.02-0.07]  0.07 [0.02-0.14] NS - - -

Values are the median [IQR]. Percentages of each population are shown.

p values (K-W test) were obtained by Kruskal-Wallis analyses, and if they were statistically significant, then p*¥ values were calculated using multivariate linear
regression analyses adjusted for age and sex.

GM-CSF = granulocyte macrophage colony-stimulating factor; HCs = healthy controls; IFN = interferon; IL = interleukin; IQR = interquartile ranges; K-W =

Kruskal-Wallis; MS = multiple sclerosis; NS = not significant; w/ = with.



Table S7 Comparison of the percentages of cytokine-producing yd T cell subsets in IFN-B-treated MS patients stratified to the NEDA or EDA groups

MS w/IFN- p2d value
NEDA EDA meay  ewie VDA . e
(n=8) (n=13) HCs HCs EDA
In Vo1*yoT cells
IL-17A* 0.58 [0.10-1.04]  0.27[0.00-1.20]  0.18 [0.01-0.72] NS — - -
IFN-y* 35.2[17.7-56.9]  25.0[5.75-34.3]  45.8 [24.4-60.8] 0.015 NS 0.001 NS (0.070)
IL-17A*IFN-y*  0.21[0.04-0.75]  0.11[0.00-0.55]  0.08 [0.00-0.31] NS - - ~
IL-17AIFN-y~  64.8[42.9-82.0]  75.0[65.3-93.2]  54.1[39.1-75.5] 0.014 NS 0.001 NS (0.074)
In V627 yaT cells
IL-17A* 0.00 [0.00-2.10]  0.00 [0.00-0.82]  0.13 [0.01-0.52] NS - - -
IFN-y* 39.9[23.1-74.7]  32.4[18.8-58.7]  83.6[69.1-92.7] <0.001 0.003 <0.001 NS
IL-17A*IFN-y*  0.00 [0.00-1.56]  0.00[0.00-0.18]  0.11[0.01-0.42] NS - - -
IL-17ATIFN-y~  60.1 [25.0-76.9] 67.6 [40.8-78.9] 16.0 [7.30-30.9] <0.001 0.003 <0.001 NS
In V41-Va2-voT
cells
IL-17A* 1.03[0.39-2.13]  0.79[0.31-1.87]  1.24[0.66-2.81] NS - - -
IFN-y* 31.1[14.6-52.8]  14.2[8.88-27.3]  47.1[32.5-58.2] <0.001 NS <0.001 0.033
IL-17A*IFN-y*  0.44[0.19-0.80]  0.34[0.00-0.65]  0.35[0.19-1.22] NS - - -
IL-17ATIFN-y~  68.6 [46.4-84.7] 84.0 [72.2-88.6] 51.7 [41.3-66.9] <0.001 NS <0.001 0.038

Values are the median [IQR]. Percentages of each population are shown.



p values (K-W test) were obtained by Kruskal-Wallis analyses, and if they were statistically significant, then p*¥ values were calculated using multivariate linear
regression analyses adjusted for age and sex.

EDA = evidence of disease activity; HCs = healthy controls; IFN = interferon; IL = interleukin; IQR = interquartile ranges; K-W = Kruskal-Wallis; MS = multiple
sclerosis; NEDA = no-evidence of disease activity; NS = not significant; w/ = with.



Table S8 Comparison of the percentages of yd T cell subsets in untreated MS patients stratified to the NEDA or EDA groups

Untreated MS padi value

ey o MR EA D

(n=19) (n=13) HCs HCs EDA
Val1* 20.0[14.0-71.5]  31.9[17.5-51.8]  18.4[11.6-34.2] NS - - -
V51t Vy9* 4.00[1.63-16.3]  391[1.14-8.07]  215[L.12-471] NS = = -
V51t Vy9 231[10.2-42.3]  30.4[15.0-414]  155][8.47-315] NS - - -
V52! 385[5.30-56.2]  29.9[15.6-517]  54.9[31.7-65.9] 0.024 NS NS (0.076) NS
V52+Vy9* 37.9[5.16-559]  29.8[14.5-51.0]  54.3[31.1-65.7] 0.021 NS NS (0.073) NS
V52 VY9 0.19[0.11-046]  0.14[0.03-0.67]  0.08 [0.03-0.29] NS - - -
VS1V52 21.1[14.1-27.3]  28.2[17.3-43.0]  22.8[17.1-30.3] NS = = -
V51 Ve2Vy9*  1.61[0.30-2.69]  1.10[0.46-3.15]  2.42[1.25-3.83] NS (0.069) = = -
VSI'Ve2Vy9-  20.0[11.0-257]  27.5[17.2-36.9]  18.1[10.7-26.4] NS (0.065) = = -

Values are the median [IQR]. Percentages of each population in total vy T cells are shown.

p values (K-W test) were obtained by Kruskal-Wallis analyses, and if they were statistically significant, then p*¥ values were calculated using multivariate linear

regression analyses adjusted for age and sex.

EDA = evidence of disease activity; HCs = healthy controls; IFN-p = interferon-f; IQR = interquartile ranges; K-W = Kruskal-Wallis; MS = multiple sclerosis;

NEDA = no-evidence of disease activity; NS = not significant.



Table S9 Comparison of the percentages of B cell subsets in untreated MS patients stratified to the NEDA or EDA groups

Untreated MS p2d value
NEDA EDA sty wien MDA Ea o NEDA
"= (=19 HCs HCs EDA
Naive (CD27-1gD") 46.3[27.1-54.0] 53.8[38.8-59.5]  51.8 [41.4-60.6] NS . _ _
Memory (CD277) 13.4[9.82-24.4]  19.9[12.6-36.2]  22.7 [16.9-29.9] 0.024 NS NS NS
CS* Memory (CD277IgD") 11.2[8.84-22.0] 18.0[11.1-32.7]  18.8[14.4-25.2] NS (0.060) - _ _
CS™ Memory (CD27*IgD") 1.65[0.72-2.68]  2.28[1.86-3.80]  3.49 [2.49-4.67] <0.001 0.043 NS NS
Plasmablasts (CD38"9"CD20") 0.25[0.12-0.49]  0.61[0.28-1.48]  0.37 [0.24-0.67] 0.030 NS NS (0.064) 0.008
Transitional (CD24""CD38"9") 316 [1.80-4.14]  2.50 [0.58-6.09]  3.14 [2.32-4.45] NS - - _

Values are the median [IQR]. Percentages of each population in total B cells are shown.

p values (K-W test) were obtained by Kruskal-Wallis analyses, and if they were statistically significant, then p*¥ values were calculated using multivariate linear

regression analyses adjusted for age and sex.

CS* = class-switched; CS™ = non-class-switched; EDA = evidence of disease activity; HCs = healthy controls; IFN-B = interferon-B; IQR = interquartile ranges; K-

W = Kruskal-Wallis; MS = multiple sclerosis; NEDA = no-evidence of disease activity; NS = not significant.



Table S10 Comparison of the percentages of yo T cell subsets between RRMS and PMS patients

Vel
V1 Vyo*

Vo1tVy9-

ok
V82 Vy9*

V82 Vy9-

Vo1 Vo2
V81V82 Vy9*

Va1 V82 Vy9-

Untreated MS MS w/IFN-$

RRMS PMS RRMS PMS

(n = 26) (n=9) pvalue (n=13) (n=8) pvalue
270[13.3-474]  49.7[168-77.2] NS 206[149520] 245 [12.7-43.6] NS
326[0.93-531]  111[264-209] NS (0.062) 3.22[188-6.70]  2.68 [152-3.90] NS
225[9.64-3880]  36.7[10.6-51.2] NS 235[9.18-42.7] 219 [11.4-35.3] NS
370[18.6:-548]  7.34[211-543] NS 110[3.75-242]  334[112445] NS (0.076)
36.0[180546]  7.34[187-54.0] NS 106[355238]  322[111-444] NS (0.089)
020[0.11-0.51] 006 [0.00-0.27] NS 021[0.11-0.72]  0.06[000-020] NS (0.099)
262[164-429]  22.7[145-38.7] NS 436[228634]  32.3[27.7-43.2] NS
189[0.38-357) 0.6 [0.10-131] 0.050 222[0.33-282]  0.88[0.25-148] NS
238[154-348]  21.3[13.8-37.0] NS 414[195-60.0] 317 [25.4-425] NS

Values are the median [IQR]. Percentages of each population in total y5 T cells are shown.

IFN-pB = interferon-B; IQR = interquartile ranges; MS = multiple sclerosis; NS = not significant; PMS = progressive MS; RRMS = relapsing-remitting MS; w/ =

with.



Table S11 Comparison of the percentages of CD4" T cell subsets between RRMS and PMS patients

In total CD4" T cells

Tnaive (CCR7*CD45RA")
Tcm (CCR7'CD45RA)
Tem (CCR7 CD45RA")
Teff (CCR7 CD45RAY)
Activated T (HLA-DR™)

Treg (CD25*CD127"°%")

Untreated MS MS w/IFN-$

RRMS PMS value RRMS PMS value

(n = 26) (n=9) P (n = 13) (n=8) P
55.8 [43.4-66.2] 38.8 [32.9-41.8] 0.002 51.9 [44.4-57.1] 44.6 [33.2-60.6] NS
25.3 [21.2-33.5] 30.4 [28.0-38.0] NS 26.7 [19.4-34.1] 27.5[21.7-31.6] NS
17.6 [12.1-22.1] 26.4 [20.8-35.0] 0.004 16.4 [14.7-19.0] 22.8 [10.7-34.7] NS
2.75[1.73-3.52] 2.85 [1.77-7.60] NS 2.87 [2.19-5.39] 2.76 [2.15-3.03] NS
1.86 [1.31-2.86] 2.55[1.84-4.01] NS (0.070) 2.36 [1.83-2.91] 2.05 [1.06-4.73] NS
4.16 [2.39-5.85] 5.21 [4.05-6.12] NS 3.83[3.57-5.82] 3.66 [2.30-6.13] NS

Values are the median [IQR]. Percentages of each population in total CD4" T cells are shown.

IFN-B = interferon-f; IQR = interquartile ranges; MS = multiple sclerosis; NS = not significant; PMS = progressive MS; RRMS = relapsing-remitting MS; Tcm =

central memory T cells; Teff = effector T cells; Tem = effector memory T cells; Tnaive = naive T cells; Treg = regulatory T cells; w/ = with.



Table S12 Comparison of the percentages of CD8" T cell subsets between RRMS and PMS patients

In total CD8" T cells

Tnaive (CCR7*CD45RA")
Tem (CCR7*CD45RA")
Tem (CCR7-CD45RA")
Teff (CCR7-CD45RA")

Activated T (HLA-DR™)

Untreated MS MS w/IFN-$

RRMS PMS value RRMS PMS value

(n = 26) (n=9) P (n = 13) (n=8) P
31.7 [19.6-58.2] 219[6.77-28.7] NS (0.052) 52.1 [43.0-64.3] 28.6 [16.4-70.9] NS
5.22 [3.03-7.81] 3.45 [2.28-9.97] NS 9.97 [7.87-13.1] 6.15[3.41-11.0] NS (0.076)
36.4 [25.0-46.0] 43.5 [34.8-55.6] NS 21.1[16.9-30.6] 45.3 [14.5-64.8] NS
15.9 [7.62-26.5] 19.4 [12.0-41.1] NS 11.6 [6.18-17.4] 12.7 [7.29-23.0] NS
411 [2.71-7.25] 4.27 [2.85-6.43] NS 4.77 [4.12-6.58] 3.07 [1.67-6.43] NS

Values are the median [IQR]. Percentages of each population in total CD8" T cells are shown.

IFN-B = interferon-f; IQR = interquartile ranges; MS = multiple sclerosis; NS = not significant; PMS = progressive MS; RRMS = relapsing-remitting MS; Tcm =

central memory T cells; Teff = effector T cells; Tem = effector memory T cells; Tnaive = naive T cells; Treg = regulatory T cells; w/ = with.



Table S13 Comparison of the percentages of B cell subsets between RRMS and PMS patients

Naive (CD27 IgD")
Memory (CD27%)
CS* memory (CD27"IgD")
CS memory (CD27"IgD")
Plasmablasts (CD38"9"CD20")

Transitional (CD24"9"CD38" ")

Untreated MS MS w/IFN-$

RRMS PMS value RRMS PMS value

(n = 26) (n=9) P (n = 13) (n=8) P
45.5[27.7-56.3] 52.0 [29.6-60.7] NS 55.6 [50.3-63.2] 35.1 [18.0-40.9] <0.001
17.3[11.4-29.2] 11.3[8.47-19.8] NS 8.81 [6.12-12.5] 14.0 [8.42-23.8] NS (0.065)
15.3 [10.2-25.6] 10.7 [7.72-18.1] NS 6.93 [5.31-11.3] 13.2 [7.48-20.9] NS (0.060)
2.27 [0.98-2.78] 1.65 [0.57-2.50] NS 1.13 [0.89-1.67] 0.92 [0.64-2.86] NS
0.28 [0.11-0.59] 0.49 [0.16-1.65] NS 0.36 [0.21-0.47] 0.31[0.28-1.14] NS
2.83 [1.88-6.00] 3.20 [0.48-7.00] NS 6.36 [4.16-10.5] 1.52 [1.05-5.14] 0.015

Values are the median [IQR]. Percentages of each population in total B cells are shown.

CS* = class-switched; CS™ = non-class-switched; IFN-B = interferon-B; IQR = interquartile ranges; MS = multiple sclerosis; NS = not significant; PMS =

progressive MS; RRMS = relapsing-remitting MS; w/ = with.,



Table S14 Comparison of the percentages of cytokine-producing yé T cell subsets between RRMS and PMS patients

Untreated MS MS w/IFN-$
RRMS PMS RRMS PMS
(n = 26) (n=9) pvalue (n=13) (n=8) pvalue
In Vo1*yo T cells
IL-17A" 0.13 [0.00-0.41] 0.12 [0.00-0.50] NS 0.54 [0.02-1.03] 0.33 [0.04-1.16] NS
IFN-y* 35.9 [16.5-40.8] 36.6 [12.4-54.9] NS 25.0 [7.14-45.2] 32.7[11.9-37.9] NS
IL-17ATIFN-y* 0.03 [0.00-0.14] 0.00 [0.00-0.12] NS 0.17 [0.00-0.66] 0.18 [0.00-0.58] NS
IL-17ATIFN-y~ 64.1 [58.5-81.8] 63.4 [45.0-87.4] NS 75.0 [54.8-91.9] 66.8 [62.1-87.7] NS
In V62" yd T cells
IL-17A" 0.07 [0.00-0.45] 0.00 [0.00-0.47] NS 0.00 [0.00-2.63] 0.00 [0.00-1.15] NS
IFN-y* 51.5[12.7-85.1] 37.5[6.33-62.4] NS 38.1 [24.6-56.3] 49.2 [11.4-71.9] NS
IL-17ATIFN-y* 0.00 [0.00-0.29] 0.00 [0.00-0.06] NS 0.00 [0.00-1.06] 0.00 [0.00-0.47] NS
IL-17ATIFN-y~ 48.5 [14.9-87.3] 62.5 [36.8-93.2] NS 61.9 [43.4-75.4] 50.4 [27.2-88.5] NS
In Vo1-Vo2 78 T cells
IL-17A" 0.63[0.27-1.38] 0.53[0.25-1.43] NS 0.73[0.40-1.72] 1.22 [0.20-1.93] NS
IFN-y* 29.3 [14.0-40.7] 23.9 [6.52-41.7] NS 15.8 [11.6-42.4] 24.8 [7.81-31.7] NS
IL-17ATIFN-y* 0.23 [0.03-0.53] 0.17 [0.00-0.51] NS 0.34 [0.18-0.48] 0.65 [0.00-0.92] NS
IL-17A IFN-y~ 70.6 [58.9-85.6] 75.8 [57.9-93.5] NS 83.9 [56.7-87.8] 75.1[67.3-91.9] NS

Values are the median [IQR]. Percentages of each population are shown.



IFN = interferon; IL = interleukin; IQR = interquartile ranges; MS = multiple sclerosis; NS = not significant; PMS = progressive MS; RRMS = relapsing-remitting
MS; w/ = with.



Table S15 Comparison of the percentages of cytokine-producing off T cell subsets between RRMS and PMS patients

Untreated MS MS w/IFN-$
RRMS PMS RRMS PMS
(n = 26) (n=9) pvalue (n=13) (n=8) pvalue
In CD4* T cells
IL-17A* 0.24 [0.15-0.61] 0.29 [0.11-0.47] NS 0.39 [0.27-0.57] 0.33 [0.27-0.62] NS
IFN-y* 4.42 [2.01-7.32] 8.20 [3.19-9.98] NS 6.70 [2.38-8.74] 8.22 [2.57-16.0] NS
IL-4* 1.48 [0.80-2.81] 2.46 [1.06-3.85] NS 1.64 [1.04-2.44] 2.12 [1.06-3.55] NS
GM-CSF* 1.47 [0.76-3.22] 1.36 [0.48-4.01] NS 2.59 [1.78-4.12] 1.68 [1.28-2.13] NS
IL-17AIFN-y* 0.03 [0.01-0.06] 0.03 [0.01-0.05] NS 0.04 [0.02-0.09] 0.04 [0.02-0.08] NS
IL-17A*GM-CSF* 0.04 [0.01-0.10] 0.04 [0.01-0.05] NS 0.08 [0.03-0.15] 0.04 [0.02-0.05] NS (0.089)
In CD8" T cells
IL-17A* 0.19 [0.10-0.37] 0.13[0.06-0.17] NS 0.25 [0.16-0.63] 0.18 [0.13-0.25] NS
IFN-y* 16.8 [9.97-29.1] 37.6 [8.73-50.7] NS 15.3 [4.97-20.9] 33.0 [7.12-41.5] NS
IL-17A*IFN-y* 0.05 [0.02-0.12] 0.04 [0.01-0.08] NS 0.06 [0.02-0.13] 0.04 [0.03-0.06] NS

Values are the median [IQR]. Percentages of each population are shown.

GM-CSF = granulocyte macrophage colony-stimulating factor; IFN = interferon; IL = interleukin; IQR = interquartile ranges; MS = multiple sclerosis; NS = not

significant; PMS = progressive MS; RRMS = relapsing-remitting MS; w/ = with.



