Table $1. Summary Resus Ex-vivo lmmunophenotyping
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cose

CSFNFILTRATING GELLS ] [ "PERIPHERAL BLOOD CELLS |
DGy, WITHOUTINCREASED e WiTHOUT i
“ % % #Collsx 10° L. #Colls x10° L.
Mean & STOEV Mean: STDEV Mean + STDEV Mean STOEV. I Mean ¢ STOE! Mean: STOEV. ®
3
PLRSWACELLS TTZE02 SE 3 FLASHA CELLS TOTE00 Ta07I00T 3 TOREIATET ) =
PLASMABLASTS 5161781 6912750 ns PLASMABLASTS, 0272039 0192038 ns 52388 1 115412 19507 2 42287 ns
IS 270621453 24223 1648 ne 30982148 37962 1298 ne 7480.93  112285.12 4549993 2 55976.17 e
DOUBLE NEGATIVE : 30221216 ns 597252166 61521300 ns 7816741 1 13270417 ns
BeELs 5 ora CELLS BcELs 5 orB CELLS
NAVE 5652 0728 e AVE EEEsan TEir 1605 e 2745957 1 46061 51955 3698330
UNSWITCHED 18672814 14822841 ne UNSWITCHED 18862877 1554 ne 13745.08 + 2560511 530175 2 8334.51
591121044 591221185 ns SWITCHE 27921 1245 21792850 0020338 20852 12 2 35007 38 9376332 1163075
8892415 130221216 ne DOUBLE NEGATIVE 8632044 ne 5177932 88026
% 01CD3 [
4+ COB- TARETTT AT e [CDa+ CDE- BRI EEIE e »
lcoa+ Cos+  DoUBLE POSTVE 1745123 1525 ,99 ne lcoa+ Cos+ 2082208 1355125 ne 1715514 + 1824235 799178+ 1429553
lcva-cos+  coa 20132707 2073 4678 ne lca-coa+ 32481756 308921029 ne 24088146 + 10164565 15654296 + 131889.01
lcos-coe- ___pousLe nesave 2715151 315 £157 ne lcos- coe: 622:389 9162877 ns 4017547 + 18385 81 4243301 + 4056256
o4 o4 5 orcDas
CENTRAL WEWORY R EGEEG 3 [CCR7+ COTeR  CENTRAL WEWORY EPRFFSTXF EECEEPLE] 3 TEZ6T5 A8 T 6RATET TIT75EI LRI Go0B3aT
NAVE 5082245 5082256 ns CoR7+ CDasRe  NANE 413721620 459511616 ns 162656 31+ 12779872 12770906 18721353 ns
TEMRA 1472100 1993161 ne 7-CDMSR+  TEMRA 2052194 196233 ne 865226 : 7896.86 555091 2 1237569 ne
30332811 335451140 ns [CoR7- coas. 1455289 12092522 ns 0001250
coss 5 orCoas cos 5 orCDas
CENTRALWEWORY  CDZ6+ D27+ 5291576 50721107 e CENTRALWEVIORY G026+ o771+ 751559 ESEEsad e T53199 7 6506180 T0710987 7 76927 01 0007308
D28+ CD2r- 3062169 1 ne 28+ CD27- 331 227 12, ne s 8363, 34 0041351
coze 0022005 02+ ns coze- 001 2002 001 +002 ns 94511 71755 2514596 ns
EFFECTORMEMORY  CD28+CD27+ 24482712 270721031 ne EFFECTORMEMORY  CD28+CD27+ 23 761 £326 ne 139213 £ 1951656 2085748 + 145887 0005378
D28+ G2 5422253 6923, ns 028+ CD27- 456 2528 354 1246 ns 1694134 + 23701 68 917677 £ 8463.1 0012278
cpzs. 0392041 0562088 ne cozs- 1220 093 246 ne 9069.32.£ 1022056 3599.09.+ 1329083 ns
TEMRA 28+ CD27+ 1251108 1622127 ns TEMRA Cozs- coa7s 051 037 054 069 ns 1900564 + 1384 112579177165 0005041
D28+ CD2r- 0232022 0372052 ne 28+ CD27- 033 2037 044 £096 ne 157939 £ 170559 102074+ 2206.48. ns
cozs 0072014 0072005 ns cozs. 1212187 12226 ns 5572072 74465 0032850
CENTRALMEMORY CD28+CD27+ % of CDé+ CENTRAL MEMORY CD28+ CD27+ CENTRALMEMORY ~  CD28+CDZ7+ % of CDA+ CENTRAL MEMORY CD28 CD27+
[CCR6- CCRA® CRTFE: ETr TETEIT 3 [CCRe.- CCRa® CRTAE: HIALTE R e W10 9822517880 067573 12305645 Toa750
[CoR6-CCR4+ CRTH2:  THZB 0334032 0344033 ne [CoRs-CCRa+ CRTHZ:  THZB 1212081 1432083 ne 244146 1 261383 171412 235238 s
[CCR6- CCR#-CRTHZ+  CCR6- CCRY- CRTHZ+ 0041004 0032007 ne CR- CCRA-CRTHZ+  CCR6- CCRY- CRTHZ+ 0082007 008008 ne 14449 13283 856 92 + 5855 7 ns
[CoR6-COR-CRTH2.  THT 34522835 327911105 ne [CoRs-CCR4-CRTH2.  THT 21882587 22612944 ne N 21858322 1 0000127
[CoRe+ CRa+CRTHZ  THI7 941271 20261742 ne Corer CCRa+ CRTHZ  THI7 20821685 20912931 ne 4864038 2 24639.11 3368537 + 2644701 ns
[CCR+ CORd+ CRTH2+  CORG+ CCRa+ CRTHR+ 0024002 0012002 ns [CORG+ CCRa+ CRTH2+  CORG+ CCRa+ CRTHR+ 0112008 0142011 ne 3 16666 + 328,79 ns
[CCR+ CCRA-CRTHZ+  CCRG* CCRA- CRTHZ+ 00220, 00082001 0007843 [Core+ CCRa-CRTH2+  CCRe* CCRA- CRTHE+ 0012001 0022003 ne 477 5 11678 ns
jCoRé+ CORd- CRTHE- 19862726 18412815 n CoRs+ COR4: CRTH:- 20012836 7312721 ne 3443557 2 1621924 1646465 + 1605324 0002581
CENTRALMEMORY ~  CD28+CD27- % of CDi+ CENTRAL MEMORY CD28+ CD27. CENTRALMEMORY ~  CD28+CDZ7- % of CDi+ CENTRAL MEMORY D28+ CD27.
[CORG- CORe» GRIFZ.  THZA TeaATATE THTTETEE TG07853 [CoRG-CORA» GRIFZ.  THZA 5555478 52821 e TO5T 575 120655 T55% 307 177343 W
CR6-CCR4+CRTHZ+  THZB 6182472 694255 ne CR6-CCRA+ CRTHZ+  TH2B 10482503 11872599 ne 134759 : 122588 6279 119658 e
[CCR6- COR4-CRTH2+  CORG- CORA- CRTH2+ 0362072 2710 ns [COR6-CCR4-RTHZ+  CORG- CCR4- GRTH+ 0572077 0481063 ns 752121066 853539821 ns
CR6-CCRA-CRTHZ  THT 213221620 146921028 ne Core-CCRa-CRTH2:  ThT 6252652 126, ne 120148 £ 1616.14 61174 £ 127991 e
[CoRGr COR+ CRTHZ.  THI7 319911468 32722971 ns [CoR6v CCRa+ CRTHZ.  THIT 460621141 450311026 ns 573432 £ 3188 98 3774782 382519 ns
[CCR+ CCRA+ CRTHZ+  CCRG+ CCRA+ CRTHZ+ o07:0.19 0262082 ne [CoRe+ CCRa+CRTHZ+  CCRG+ CCRa+ CRTHZ+ 1562092 1593112 ne 1322329 14339 2 20504 e
[COR6* CORA-CRTHZ+  CCRé# CORd- CRTHZ+ 0022005 0032017 ns [CoR6+ CORa-CRTHZ+  CCRé+ CCR4- CRTH2Y 002003 003005 ns 192 7426, ns
[ccre: cera- crTHz- 20135 1271 25953 1228 ne ccre: cera- crTHz 1838 2 1045 18122800 ne 1595722 171736 0022251
CENTRALMEMORY ~ CD28- 5, o1 CD4+ CENTRAL MEMORY CD25. CENTRALMEMORY ~ CDZ8- 5 o1 CD3+ CENTRAL MEMORY CD26.
[CCRG. COR* CRTFZ  THZA. T T g [CoRG. CGRa Ci THEA TeTiZ7Z g 7T THITe ™
(CoR6-CCRd+ CRTHZ:  THZB - - - CoRs-CCRd+CRTHZ:  THZB - - 0:0 0:0 s
[CCR6-CCR4-CRTHZ+  CCRG- CCRY- CRTH2+ . . . [CoRe-CCRA-CRTH2+  CCRG- CCRA- CRTH2+ - - 0:0 0:0 ne
[CoRs-CORA-GRTH2. T - - - [CoRs-CCRA-GRTH2. T 507071 48126802 ns 3053213113 216429473 ns
[CoRe+ CORM+ CRTHE . . . CoRer CORd+ CRTHE: - A 0:0 0s0 ne
[CORG+ CCRA+ CRTHZ+  CCRG* CCRA+ CRTHZ+ - - - [COR6+ CCRA+ CRTH2+  CORG+ CCRd+ CRTHR+ - - 0:0 0:0 s
[CCRe+ CCRA-CRTH2+  CCR* CCRd- CRTH2+ . . . [CoRe+ CCRa-CRTH2+  CCRG+ CCRd- CRTH2+ - . 0:0 39991 2233187 ne
jcoRe: CoRacRTHZ __THi1" - - - coRer Cora-cRTH2 __THi1- - - 0:0 0z0 o
EFFECTORMEMORY CD28+CD27+ %ol CD4+ EFFECTOR MEMORY CD28: CD27: EFFECTORMEMORY ~ CD28+CDZ7+ % of CDA+ EFFECTOR MEMORY CD28: CD27:
[CCRe- CORP* ATz THZA. ETE ETFS 3 [CCRo-CCRA® CRTRZ.  THZA EorE e e 7500587 639344 Eree TozsETT
[CoR6-CCR4+ CRTH2:  THZB 0854091 0821075 ne [CoRs-CCRa+ CRTHZ:  THZB 2364171 2824151 ne 83580+ 107286 61674 266510 s
(CoRs- CCRY- CCRG- CCRY- CRTHZ+ 0112013 072012 ne [CoRs-CCRA-CRTHZ+  CCR6- CCRY- CRTHZ+ 056+ 053047 ne 20623 £ 22000 25158 + 1103.38 e
[CoR6-COR-CRTH2.  THT 350911109 334121161 ne [CoRs-CCR4-CRTH2.  THT 22092952 235911005 ne " 0004779
[CoRs+ CCRa+ CRTH- 14524502 1544 £6.1 ne [crs+ ccras criz. 2535773 27152777 ne 828614 : 5241.84 5866.53 2 4869.10. s
[CCR+ CORd+ CRTH2+  CORG+ CCRa+ CRTHR+ 0012002 0032007 ns [CORG+ CCRa+ CRTH2+  CORG+ CCRa+ CRTHR+ 0252024 0362032 ne 92361 17368 93042 15439 ns
[CoR+ CCRA-CRTHZ+  CCRG+ CORA- CRTHZ+ - - - [Core+ CRa-CRTH2+  CCRe* CCRA- CRTH+ 0012002 0022002 ne a2: s
jCcRé+ CORd- CRTH2- 15042535 14482728 ne CoRs+ COR4: CRTH:- 263121186 24581024 ne 5105772381692 0006046
EFFECTORMEMORY ~  CD28+CD27- % of CDi+ EFFECTOR MEMORY CD28: CD2T. EFFECTORMEMORY ~ CD28+CD27- % of CDi+ EFFECTOR MEMORY CD28+ GO27-
[CORG-CORA™ CRIFZ. T2 A T2TEa BT TGt [CoRG- CORAr CRIFZ.  THZA TEZTI5AT 5758 e 076757 89245 T6E5 127 162650 W
[CoRs-CCR4+ CRTHZ+  THZB 5072531 71127, ne Cors-CCRa+ CRTHZ:  THZB 9482702 9782647 ne 991,88 2 895.0 16.53 2 10029 e
[CCR6-COR4-CRTH2+  CORG- CORA- CRTH2+ 081 0002330 ns [COR6-CCR4-RTHZ+  CORG- CCR4- GRTH+ 1162085 1348127 ns 157 44 2 16381 142083575 ns
lcoRe-CCRe-CRTHZ  THT 27821782 21382975 ne Cors-CCRa-CRTH2:  ThT 238622014 19932 1566 ne 40778 1346084 5+ ooi0se2
[CoRr COR+ CRTHZ.  THI7 237221189 21462700 ns [CoRv CCRa+ CRTHZ.  THIT 26161 1584 26721980 ns 321835 £207301 256774 2 240907 ns
[CCR+ CCRA+CRTH2+  CCRG+ CCRA+ CRTHZ+ 0122010 013:026 ne [CoRe+ CCRa+CRTHZ+  CCRG+ CCRa+ CRTHZ+ 0742044 0572081 ne 54 92642200, e
[COR6* CORA-CRTHZ+ GO CORd- CRTHZ+ - - - [CoR6+ CORa-CRTHZ+  CCRé+ CCR4- CRTH2Y 0012002 03006 ns 16134 2 ns
[ccre: cera- crTz- 2121288 21482700 ne ccre+ cera- crTHz 22443 1201 23351 1358 ne 4965.45 + 868 195248 2 181571 0016512
EFFECTORMEMORY  CD28- 5, o1 CD4+ EFFECTOR MEMORY CD28 EFFECTORMEMORY  CD28- 5 o1 CD4+ EFFECTOR MEMORY CD28.
[CCRG- CCRA® CRTH: A EPErEry WezETaTA  00w0es [CoRG. CORA* CRTHZ.  THEA. F2ETaE T e EEren TR T 30075 ™
(CoR6-CCRA+ CRTHZe  THZB - - - CoRs-CCRd+CRTHZ:  THZ B 0120 - 020 78e ns
[CCR6-CCR4-CRTHZ+  CCRG- CCRY- CRTH2+ - - - [CoRe-CCRA-CRTH2+  CCRG- CCRA- CRTH2+ 00042001 0092045 ne 077228 8.1 ne
[CoR6-CCRA- T 95192333 708422228 0028653 [CoRs-CCRA-GRTH2. T 1121333 91832849 ns 946297 11022126 3672642 13521 ns
[CoR+ CCRA+CRTHZ.  THI7 : : - [CoRer CCRa+CRTHZ.  THI7 11 A 0:0 8911 ne
[CORG+ CCRA+ CRTHZ+  CCRG* CCRA+ CRTH+ - - - [COR6+ CCRd+ CRTH2+  COR6+ CCRd+ CRTHR+ 0022003 - 0:0 0082047 ns
[CCRe+ CCRA-CRTH2+  CCR* CCRd- CRTH2+ . . . [CoRe+ CCRa-CRTH2+  CCRG+ CCRd- CRTH2+ - . 0:0 3136218556 ne
[coRe« CoRa- cRTH2- - - - [coRs+ cora- crTH2. 0232033 - 0:0 9 ns
TEMRA CD28+CDZT+ % of CDAs TERA CD28+ CD27+ TEMRA CD28+CDZT+ % of CDA+ TEMRA CD28: CD27+
[CCR6.- CCRas CRTRZ. 17 TEATETH 1070 00HTH [CCRo-CCRa® CRTRZ.  THEA TR T 28T TIEITEEs 3 TEART 05 Te95i = 14976 3
[CoR6-CCRa+ CRTH2:  THZB 1874208 1092146 ne [CoRs-CCRa+ CRTHZ:  THZB 5282273 4732378 ne 4424827 9438 ns
[CCRs- CCR#-CRTHZ+  CCR6- CCRY- CRTHZ+ 0172037 0122036 ne CRS-CCRA-CRTHZ+  CCR6- CCRY- CRTHZ+ 2792342 £, ne 4797+ 56.04 701 s
[CoR6-COR- CRTH2.  THT 71288815 671121200 ne [CoRs-CCR4-CRTH2.  THT 381521663 474541501 ne 8574462264 5527243139 0044968
[CoRs+ CCRa+ CRTH- . - h CoRs+ CCRa+ CRTHE- 1033265 ne 16032 14726 11358+ 15881 ns
[CCR+ CORd+ CRTH2+  CORG+ CCRé+ CRTHR+ - - - [CORG+ CCRa+ CRTH2+  CORG+ CCRa+ CRTHR+ 0382071 0631141 ne 70341395 674 108¢ ns
[CoR+ CCRA-CRTHZ+  CCRG+ CORA- CRTHZ+ : : - [Core+ CCRa-CRTH2+  CCRe* CCRA- CRTHE+ 003z01s - 0: 2231356 e
jcoRer CoRa CRTH2. __Thi1" - - - [CoRer CRa cRTH2. __Th1” 27452188 2441120 ne 73444 + 105974 2518428345 0005484
TEMRA CD28+CD27- % ofCD4+ TEMRA CD28+ CD27- TEMRA €D28CD27- % ofCDA+ TEMRA CD28+ CD2T-
[CoRe-CORA» CRIF2.  THEA ToRzEaT W68 e [CoR6-CORA» GRIF2.  THZA TATITZ 03908 e B T AT W
[CoRe-CCR4+ CRTHZ+  THZB - - A Core-CCRas CRTHZ:  THZB 3982424 553566 ne 248823222 351325691 ne
[CCR6-COR4-CRTH2+  CORG- CORA- CRTH2+ - - - [CCR-CCR4-CRTHZ+  CCR6- CCR4- CRTHE+ 1781364 251358 ns 114322101 166293171 ns
lcoRe-CCRe-CRTHZ  THT 86752641 662522211 ne Core-CCRa-CRTM2:  ThT 435123034 494912021 ne 82051 £ 146744 856.85 2 235028 e
[CoRér CORdv CRTHE- : - - [CoR6r CORd+ CRTHE- 164121146 187211016 ns 1240611153 ns
[CCR+ CCRA+CRTHZ+  CCRG+ CCRA+ CRTH2+ : : - [CoRe+ CCRa+CRTHZ+  CCRG+ CCRa+ CRTHZ+ 0742089 12156 ne 7210: 799+ 18 e
[COR6* CORA-CRTHZ+  CCRé# CORd- CRTHZ+ - - - [CoR6+ CORa-CRTH2+  CCRé+ CCR4- CRTH2Y 012031 0052018 ns 0532180 0242089 ns
jcore: CoRra-cRTHz: __THi® - - - [coRer cra-criz__THi- 20422410 207522284 ne 373275266 15687223585 ne
TEMRA co2s- 5, o1 CD4+ TEMRA CD2. TEMRA cozs- 5 o1 CD+ TEMRA CD2.
[CCRe. CORAs CRTIZ.  THZA. T T g [CoRG. CRAs CRTIZ. TR, TTE AT eI e Te T T TAL A W
OR6-CCRA+CRTHZ+  THZB - - - CR6- CCRA+ CRTH2+  THZ-B 012038 - i3 ns
[CCR6-CCR4-CRTHZ+  CCRG- CCRY- CRTH2+ . . . [CoRe-CCRA-CRTH2+  CCRG- CCRA- CRTH2+ 0152044 2652834 ne 159249 7 2 8¢ ne
[CoRs-CORA-GRTH2. T - - - [CoRs-CCRA-GRTH2. T 07792316 27922744 ns 528526 £ 738969 2095022475589 ns
[CoRe+ CORA+ CRTHE . . . [ccRer coRas CRTH:. A 0:0 222, ne
[CORG+ CCRA+ CRTHZ+  CCRG* CCRA+ CRTH+ - - - [COR6+ CCRd+ CRTH2+  COR6+ CCRd+ CRTHZ+ 0032008 - 0:0 0152065 s
[CCRe+ CCRA-CRTH2+  CCR* CCRd- CRTH2+ . . . [CoRe+ CCRa-CRTH2+  CCRG+ CCRd- CRTH2+ 1332345 . 0:0 1257 25756 ne
[coRe+ CoRa- cRTH2- - - - [cRs+ cora- crTH2. 14042177 - 0:0 4493211207 ns
coes coer 5 of o
CENTRAL TEVIORY ETrE W9 T1017 004080 CENTRAL EVIORY TS 7T T eeeT e W75 AT 1863 77i57 12 253831 To278TS
NAVE 6512168 8112450 ne NAVE 351121636 32572 1827 ne 7842581 2 3679954 4435742 3422073 0001736
CRT-CDASR®  TEMRA 9291568 2442502 ne TEMRA 201211109 26361 1683 ns 4697727 2 3108586 4876877 +85023.18 ns
53642743 546911181 ne 20812 1314 277221181 ne 0014267
coes 5 of o8+ coes 5 orcoss
CENTRALTEWORY  CDZ7 77255937 AT e CENTRALWENORY  CbZ+ T 77T T2 TE7T e 04 27 AT 70507 56 3 2527267 702260
cpzs- 0812052 0742087 ne coze- 0462031 035023 ne 106194 +767.66 64429 2 125251 ns
EFFECTORMEMORY  CDZ8+ 42232583 440121168 ns EFFECTORMENORY  CDZ8+ 18312831 17642745 ns 442793538739 91 2679075 2 22507 67 0037687
cpzs- 11392691 11432651 ne coze- 1492030 10082819 ne 3044743 2 3165244 1630639 17766.02 0027182
TEMRA 28+ 4341388 6582355 ns TEMRA co2se 1812163 2891275 ns 3427232 25627 555034 £ 14627 87
cozs: 951274 6312338 ne cozs- 18322 1069 23485 1547 ne 4351108 + 309733 4326197 2 73320.02 ne
CENTRALMEMORY ~ CD28+ 5, o1 CDB+ CENTRAL MEMORY CD28+ CENTRALMEMORY  CD28+ 5 o1 CDB+ CENTRAL MEMORY CD28+
[CCRG- CORA® CRTNE: WA EETS e [CCRG. CCRA® CRTRE. 57 TRIiE e TETETE 1020776 ToaTZ
[CoR6- CR4+ CRTHZ+ 83511016 55911038 ns [CoR6- CCRd+ CRTHZ+ 10972 1081 8642926 ns 754122 1698676 26581729824 51 ns
[CoRa- CCR4- CRTH+ 0562094 0272078 ne CoRo- CCR4- CRTH2+ 542056 045055 ne 4029 2 9605 16,06 + ne
[CoR6-CCR4- GRTH2- 493211537 567821616 ns [CoRs-CCRa- GRTH2- 507321183 560411323 ns 16334 08 + 1447082 10466.26 + 875779 0010843
[CoRe+ CORA+ CRTHE - 7238 A CoRer CRd+ CRTHE: 1712108 2152124 ne (46,84 + 50302 ne
(CoR6+ CORd+ CRTH+ - 0132033 - [COR6+ CCRd+ CRTH 0292033 0342042 ns 932827652 12014+ 34268 ns
[CoRer CORi- CRTH2+ . - . CoRer CCRd- CRTH2+ 0042005 004005 ne 1452+ 1608 1946038 ns
[coRe« CoRa- cRTH2- - 7242072 - [cRs+ cora- crTH2. 13692791 9722575 0035952 3841542196175 174954 2 192404 0000550,
CENTRALMEMORY  CDZ8- 4, of CDB+ CENTRAL MEMORY CD2e- CENTRALMEMORY  CD28 5, of CDB+ CENTRAL MEMORY CD26-
[CCRG- CCRA® CRTFE: T T TaETEaeE o [CCRo.- CCRA® CRTAE: EEFFREL 7i33 3 L o505 3
[CoRa- CoRs+ CRTH+ - : - CRa+ CRTHZY - 0082025 - 020 0522198 s



EFFECTOR MEMORY

EFFECTOR MEMORY

TEMRA

TEMRA

o2

cozs.

co2es

cozs-

lcoR6- CCRY- CRTHZ+ 055 078 1.7 2248 ns
[CoR6- CCR4. GRTH2. 96351233 85382589 0034408
[CoRe+ CRi+ CRTHE- - f :
(COR6+ CORd+ CRTH+ . : .
[coRer CCRi- CRTHZ+ . : 5
jccRé+ CoRd- CRTH2- - . 5
5, o1 CDB+ EFFECTOR MEMORY CD28+

[CoR6- CoRA» CRTFZ. Tz 58 [ESEr e
[CoRe- CCR4+ CRTH2+ 4412837 3362811 ns
(CoR6- CCRA- CRTH+ 0382002 022:098 ns
[coRe- CCRa- CRTH. 409121802 419921308 ne
[CCRé+ CCRd+ CRTHE- 10920, 124 ns
[CCRe+ CCRa+ CRTH+ : 0028£0.06 A
[CoRé+ CORd-CRTHZ+ - 000120004 -
[ccRe: CoRa- cRTH2 5385167 4812511 ns
5, o1 CDB+ EFFECTOR MEMORY CD28

[CoRG- CORa™ TOTEETaT TSaTEaE e
[CoRs- CCR4+ CRTH+ 0115041 0042019 ns
(CoRa- CCRs. CRTHE+ 0072017 0022011 ne
[CoRs- CCRa- CRTH2- 706721488 198996 ne
[CoRa+ CORd+ CRTHE- - . "
(CoR6+ CCRa+ CRTHZ+ . . 5
[CoRar CORd- CRTHZ+ . . B
[cors: cera- crTHz- - - 5
5, o1 CDB: TEMRA CD28+

[CCRG- CCRA® CRTFE. HRLT6T0 ErrE e
[CoR6- COR4+ CRTHZ+ 5281828 592772 ns
CRo- CCRY- CRTHZ+ 062 1.5 222075 ns
[CoR6- CCR4. GRTH2. 672811828 69981517 ns
[coRe+ CCRi+ CRTHE- - : -
(COR6+ CORd+ CRTH+ . : .
[coRer CCRa- CRTHZ+ . : 5
jccRé+ CoRd- CRTH2- - . 5
5, o1 CD8+ TEMRA COZ8-

[CoR6- CORd» GRTFZ s o5z 70T ™
[CoRe- CCR4+ CRTH2+ - 0008£0.04 A
(CoR6- CCRA- - 0062033 -
[coRe- CCRa- CRTH. 901321454 92162735 ne

[CoRé+ CORd-CRTHZ+

[ccRe: CoRa- cRTH2-

p<005.
p<001

EFFECTOR MEMORY

EFFECTOR MEMORY

TEMRA

TEWRA

e

cozs-

coase

cozs.

JCoRs- CCRA- CRTHZ+ ne 2210, ns
[CoRs-CCR4- GRTH2 692122211 775811492 ns 63341253785 3788134623 0041682
CoRer CCRa+ CRTHE- ne 22, ne
[CoR6+ CCRa+ GRTH - N - 020 0:0 ns
CRer CCRa- CRTH2+ 004000 03s087 ne 0:0 449972273539 ns
jCoRs+ CORd- CRTH2. 435822140 34352871 ns 25268 258500 4883310037 0043927
5 of CDB+ EFFECTOR MEMORY CD28+

[CoR6- CoRi» CRTAZ a3 558 i e e 5207 1969337 T795 252 565058 3
CRG- CCR4+ CRTH2+ 4412604 3502534 ne 268949+ 5999.79 98712214154 ns
coRs- CCR4- 0472063 038057 ns 305,15 267 31989+ 151335 ns
[CoRe-CCRa- CRTH 410321019 452241673 ne 1925115 2 1974572 11213662 957027 0027580
[coRer CoRax CRTH:. 1 511 ns 41881240510 71097 s
[CoRe+ CCRa+ CRTH2+ 0212044 0232050 ne 0. 14 7407222087 ns
[CoRer CORd- CRTHZ+ 2001 022004 ns 5552638 18936+ 134703 ns
[CcRe+ CCRa- cRTH2. 35892 2287 34042 1811 ne 9353422 1091365 ne

5 o1 CDB+ EFFECTOR MEMORY CD28.

[CoRG- CoRa™ O TRz THRIZ78 e TIE T T2E TETIeTaT W
CRé- CCRd+ CRTH+ 0022004 00220, ns 0034200
[CoR6- CCR4- CRTHE+ 0052007 0062011 ne 18651524 922107 ns
[cRs- CCRa- cRTH2- 9585480 95692371 ns 2060064 + 3151954 1863416 1724852 0026262
[CoRer CORd+ CRTHE- 0152017 0132014 ne 2112702 36341099 ns
CoRs+ CCRa+ CRTHZ+ - - h 0:0 ns
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Figure S1. Gating strategy. First doublets are excluded, followed by identification of lymphocytes by size. Next,
CD3- are identified and among them, plasma cells (CD19- CD138+), plasma blasts (CD19+ CD138+), B cells
(CD19+ CD138-) and CD19- CD138- cells. Among B cells, naive (IgD+ CD27-), unswitched memory (IgD+
CD27+), switched memory (IgD- CD27+) and doublé negative (IgD- CD27-) B cell subsets are also identified. In
CD3+ T cells, CD3+ CD4+ and CD3+ CD8+ cells are first identified and then separated in CM (CCR7+ CD45RA-),
EM (CCR7- CD45RA-), TEMRA (CCR7- CD45RA+) and naive (CCR7+ CD45RA+). CM, EM and TEMRA CD8+ T
cells are then separated in CD28+ and CD28- while CM, EM and TEMRA CD4+ T cells in CD28+ CD27+, CD28+
CD27- and CD28-. Each one of these CD4+ and CD8+ T cells are separated first in CCR6- and CCR6+ and then in
Th1 (CCR6- CCR4- CRTH2-), Th2-A (CCR6- CCR4+ CRTH2-), Th2-B (CCR6- CCR4+ CRTH2+), CCR6- CCR4-
CRTH2+, Th1* (CCR6+ CCR4- CRTH2-), Th17 (CCR6- CCR4+ CRTH2-), CCR6+ CCR4+ CRTH2+ and CCR6+
CCR4- CRTH2+ cells.

Antibodies: anti-CD3 AF700, anti-CD4 PE TR, anti-CD8 BV510, anti-CD45RA BV711, anti-CCR7 BV421, anti-
CD27 APC Cy7, anti-CD28 PE Cy7, anti-CCR4 APC, anti-CRTh2 PE, anti-CCR6 BV785, anti-CD19 PerCPCy5.5,
anti-lgD BV605 and anti-CD138 FITC.
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Figure S2. Immunophenotyping/cytokines in CSF/peripheral blood. A. Comparison between patients with (red) and without (black) increased QAIb of frequencies of Th1 (CCR6- CCR4- CRTH2-), Th2-A (CCRG6-
CCR4+ CRTH2-), Th2-B (CCR6- CCR4+ CRTH2+), CCR6- CCR4- CRTH2+, Th1* (CCR6+ CCR4- CRTH2-), Th17 (CCR6+ CCR4- CRTH2-), CCR6+ CCR4+ CRTH2+ and CCR6- CCR4- CRTH2+ cells in CM

CD28+ CD27-, EM CD28+ CD27-, EM CD28- and TEMRA CD28+ CD27+ CD4+ CSF-infiltrating T cells. B. Comparison between patients with (and without increased Qay, of the amount of cytokines expressed as

pg/ml present in the CSF of 30 patients. C. Comparison between patients with and without increased Qarp of the frequency of Th1 (CCR6- CCR4- CRTH2-), Th2-A (CCR6- CCR4+ CRTH2-), Th2-B (CCR6- CCR4+
CRTH2+) and CCR6- CCR4- CRTH2+ in CD4+ CM CD28+ CD27-, CD4+ EM CD28+ CD27-, CD4+ EM CD28- and CD4+ TEMRA CD28+ CD27- obtained by x-vivo immunophenotyping of peripheral blood cells

Ex-vivo immunophenotyping has been done in subcohort-1 consisting in 79 MS patients. In all graphs each dot corresponds to one patient and bars show the mean. T test applying the Bonferroni correction was u.sed
to compared patients with and without increased Qap. Statistical significance (* p<0.05, ** p<0.01, *** p<0.001 and **** p<0.0001) is shown
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