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Supplementary Information Table 1. Clone ID, TCR VB CDR3 sequence and specificity of autoreactive CD4* T cell
clones from narcolepsy patients

PT Clone ID TCR VB CDR3 Clonotype Specificity No Ag (cpm)” HCRT (cpm)’
P1 AO05P1 CASRGGAYSNQPQHF 1 HCRT 1456 10960
P1 AO06P1 CASRGGAYSNQPQHF 1 HCRT 870 15333
P1 A12P1 CASRGGAYSNQPQHF 1 HCRT 787 94649
P1 B0O5P2 CASRGGAYSNQPQHF 1 HCRT 588 25178
P1 CO3P1 CASRGGAYSNQPQHF 1 HCRT 427 57637
P1 Co6P2 CASRGGAYSNQPQHF 1 HCRT 553 28054
P1 CO8P1 CASRGGAYSNQPQHF 1 HCRT 662 9157
P1 DO6P2 CASRGGAYSNQPQHF 1 HCRT 610 27588
P1 D12P2 CASRGGAYSNQPQHF 1 HCRT 485 10073
P1 EO02P2 CASRGGAYSNQPQHF 1 HCRT 611 46819
P1 EO5P2 CASRGGAYSNQPQHF 1 HCRT 372 22275
P1 GO7P2 CASRGGAYSNQPQHF 1 HCRT 1076 16007
P1 HO2P2 CASRGGAYSNQPQHF 1 HCRT 744 35417
P1 A10P2 CASSATSGAINEQFF 2 HCRT 1029 12916
P1 BO3P2 CASSATSGAINEQFF 2 HCRT 487 102346
P1 B12P2 CASSATSGAINEQFF 2 HCRT 666 29913
P1 DO9P2 CASSATSGAINEQFF 2 HCRT 541 20570
P1 EO09P2 CASSATSGAINEQFF 2 HCRT 474 77547
P1 FO2P2 CASSATSGAINEQFF 2 HCRT 383 57949
P1 G04P2 CASSATSGAINEQFF 2 HCRT 2121 25532
P1 HO7P2 CASSATSGAINEQFF 2 HCRT 663 58564
P1 HO8P2 CASSATSGAINEQFF 2 HCRT 390 28642
P1 EO06P2 CATSDSGFGYTF 3 HCRT 4682 27815
P1 L1-A1 CASSRDSALAKNIQYF 4 HCRT 148 58821
P1 L1-A2 CASSRDSALAKNIQYF 4 HCRT 109 51649
P1 L1-A6 CASSRDSALAKNIQYF 4 HCRT 162 33273
P1 L1-B3 CASSRDSALAKNIQYF 4 HCRT 137 52995
P1 L1-B4 CASSRDSALAKNIQYF 4 HCRT 128 67969
P1 L1-B5 CASSRDSALAKNIQYF 4 HCRT 162 23106
P1 L13-D1 CASSLNRGLNGYTF 5 HCRT 425 9990
P1 L13-D3 CASSLNRGLNGYTF 5 HCRT 395 2639
P1 L20-7 CASSRASAGEQYF 6 HCRT 994 8569
P1 L20-20 CASSRASAGEQYF 6 HCRT 266 16007
P1 L20-11 CASSYDNSYNSPLHF 7 HCRT 136 3256
P1 L20-64 CASTRDRSFPQHF 8 HCRT 730 7123
P1 L24-3 CSARDPRVASPLHF 9 HCRT 287 20362
P1 L25-A3 CASSQLAANEQFF 10 HCRT 331 33630
P1 L25-A4 CASSQLAANEQFF 10 HCRT 287 21429
P1 L25-B6 CASSQLAANEQFF 10 HCRT 289 23726
P1 L27-18 CASSFPGQGSYNEQFF 1 HCRT 333 2097
P1 L6-14 CASSVGGGLQPHEQYF 12 HCRT 1094 5758
P3 LD7-C12 CASSEQGPSLTEAFF 13 HCRT 2370 11410
P3 LA10A-03 CASSLYQGFSGNTIYF 14 HCRT 127 1944
P3 LA10B-08 CASSQDWGDSSITGAFF 15 HCRT 100 5536
P3 LA10B-01 CASSQDWGDSSITGAFF 15 HCRT 130 5327
P3 LA10B-03 CASSQDWGDSSITGAFF 15 HCRT 151 4387
P3 LAO3A-11 CAWSPQAPNGYTF 16 HCRT 2440 10600
P3 LAO3A-12 CAWSPQAPNGYTF 16 HCRT 2440 17130
P4 LA11-1P2 CASSRPGQPMAGELFF 17 HCRT 800 2607
P4 LA11-18P1 CASSRDSNQPQHF 18 HCRT 323 13517
P4 LE10-19 CASSSTAQSYEQYF 19 HCRT 1576 8287
P4 LE10-3 CASSYSKGVGGYTF 20 HCRT 1576 8287
P4 LE10-14 CASSYSKGVGGYTF 20 HCRT 6035 23262
P4 LD01-6 CASSLNYASSQETQYF 21 HCRT 807 2904
P4 LD07-10 CASSPQLGVETQYF 22 HCRT 153 4427
P4 LD07-15 CASSPQLGVETQYF 22 HCRT 482 8161
P4 LD07-17 CSASPGQVEAFF 23 HCRT 5650 40779
P8 B05 CAILYRTTNKGYTF 24 HCRT 76 29865
P8 CR3-07 CAILYRTTNKGYTF 24 HCRT 82 4827
P8 A01_PA CASGGVNQPQHF 25 HCRT 87 39348
P8 A03_PA CASGGVNQPQHF 25 HCRT 26 17307
P8 A06_PA CASGGVNQPQHF 25 HCRT 196 90635
P8 A07_PA CASGGVNQPQHF 25 HCRT 130 23832
P8 A08_PA CASGGVNQPQHF 25 HCRT 115 96160
P8 A09_PA CASGGVNQPQHF 25 HCRT 122 13989
P8 BO5_PA CASGGVNQPQHF 25 HCRT 494 51985
P8 B06_PA CASGGVNQPQHF 25 HCRT 67 19140
P8 B10_PA CASGGVNQPQHF 25 HCRT 131 12265
P8 B11_PA CASGGVNQPQHF 25 HCRT 57 26764
P8 CO05_PA CASGGVNQPQHF 25 HCRT 341 46574
P8 C06_PA CASGGVNQPQHF 25 HCRT 67 12098
P8 C09_PA CASGGVNQPQHF 25 HCRT 63 106584
P8 DO01_PA CASGGVNQPQHF 25 HCRT 235 48104
P8 D02_PA CASGGVNQPQHF 25 HCRT 35 57407
P8 D03_PA CASGGVNQPQHF 25 HCRT 74 17602

P8 D05_PA CASGGVNQPQHF 25 HCRT 445 17358
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P10 LC10PC-08  CATSEFTGELFF 46 HCRT 221 58671

P10 LC10P-11 CSASDRDRGLSRQYF 47 HCRT 300 33880
P10 LC10PC-01 CASSRTGTGSSGRSYE 48 HCRT 356 21828
P10 LC10PC-04  CASSRTGTGSSGRSYE 48 HCRT 390 39592
P10 LC10P-07 CASSRTGTGSSGRSYE 48 HCRT 282 43834
P10 C04PB CASSYLGGGHNEQFF 49 HCRT 333 3480

P10 AO2PA CASSYLSGTDTQYF 50 HCRT 396 2335

P10 LD8P2-09 CSASLLGGEQYF 51 HCRT 241 15898
P10 LD9P2-08 CSVVETNYGYTF 52 HCRT 1259 21248
P10 LH3P1-08 CSVVETNYGYTF 52 HCRT 608 23181

P10 LE4P2-01 CASSFDSYGYTF 53 HCRT 2139 12376
P10 LG04P1-02 CASTQNGLNTEAFF 54 HCRT 315 36121

P10 LG04P1-02 CASTQNGLNTEAFF 54 HCRT 326 52301

P10 LG04P1-10 CASTQNGLNTEAFF 54 HCRT 488 54703
P10 LG7P2-12 CASSAATGVPTDTQYF 55 HCRT 352 16893
P10 LG7P2-09 CSAFQARSNTEAFF 56 HCRT 1287 118048
P10 LC10P-02 CSAFQARSNTEAFF 56 HCRT 2335 128961
P10 LHO5P1-10 CASSLGAASGANVLTF 57 HCRT 374 39488
P10 LHO5P1-03 CASSSSRAHEQYF 58 HCRT 597 40544
P10 LA4P2-08 CASSLTDRDNEQFF 59 HCRT 4702 21933
P11 LP1E2-01 N.D. 60 HCRT 2176 20074
P13 13_EV CASTYKATGIFTGELFF 61 HCRT 219 2015

P14 L6A3 N.D. 62 HCRT 2989 18005
P14 L1A1_1 N.D. 63 HCRT 3001 22590
P14 L1A1_2 N.D. 63 HCRT 4871 29871

P22 E4 CASTQQGLTEAFF 64 HCRT 463 3346

P7 LFO6P1-02 CASSPRGRFGLSGRLG 65 TRIB2 953 5822

P7 LFO6P1-12 CASSLGAGGGETQYF 66 TRIB2 1031 17075
P7 LFO6P1-06 CASSLGAGGGETQYF 66 TRIB2 4003 12265
P7 LFO6P1-08 CASSLGAGGGETQYF 66 TRIB2 138 9224

P14 1B5-T1 CAIRNSGGPTSTDTQYF 67 TRIB2 426 65819
P14 7C6-T1 CAIRNSGGPTSTDTQYF 67 TRIB2 351 13592
P14 7C6-T2 CAIRNSGGPTSTDTQYF 67 TRIB2 1381 10575
P14 5B4-T2 CAIRNSGGPTSTDTQYF 67 TRIB2 816 13963
P14 5B4-T3 CAIRNSGGPTSTDTQYF 67 TRIB2 590 29084
P14 5B4-T5 CAIRNSGGPTSTDTQYF 67 TRIB2 1183 31760
P14 6C2-T1 CAIRNSGGPTSTDTQYF 67 TRIB2 1545 21850
P14 6C2-T4 CAIRNSGGPTSTDTQYF 67 TRIB2 168 33730
P14 5B4-T1 CASASGGSTDTQYF 68 TRIB2 392 24668
P14 1B5-T3 CASSPNAAGELFF 69 TRIB2 195 51017
P14 1B5-T4 CASSSAGSSYEQYF 70 TRIB2 548 27541

P14 7C6-T5 CASSVEGDRASEKLFF 71 TRIB2 1256 12221

P14 L6C2-3 N.D. 72 TRIB2 286 46669
P22 H2 CASSAKTGAGANVLTF 73 TRIB2 330 3752

P22 H4 CASSAKTGAGANVLTF 73 TRIB2 5886 35072
P22 Ad CASSGAQAQGPQHF 74 TRIB2 420 4959

P22 G4 CASSGSGVAYEQYF 75 TRIB2 2109 16604
P22 C5 CASSGSGVAYEQYF 75 TRIB2 541 13450
P22 H5 CASSIGLAGGQGDTQYF 76 TRIB2 843 22137
P22 B3 CASSIGLAGGQGDTQYF 76 TRIB2 545 20887
P22 C6 CASSLETGTEAFF 77 TRIB2 537 13504
P22 D3 CASSLETGTEAFF 77 TRIB2 435 28082
P22 E4 CASSLETGTEAFF 77 TRIB2 486 32638
P22 E6 CASSLETGTEAFF 77 TRIB2 245 18963
P22 E3 CASSLVSPPGPDTQYF 78 TRIB2 611 15071

P22 C3 CASSQDRGAGGLSSYN 79 TRIB2 416 8327

*Specificity of T cell clones was assessed by stimulating the cells with autologous B cells pulsed with HCRT or TRIB2 peptide
pool. Shown are cpm values measured after 16h-pulse with [3H]-thymidine. N.D., Not Determined



Supplementary Information Table 2. List of samples for which TCR sequencing data are available as .txt file

Sample ID* Source T cell subset Diagnosis DQg1L’¢)-6:02
P1 CSF CD4* T cells NTA1 +
P1 PBMC CD4* CD45RA- CCR6-T cells NT1 +
P1 PBMC CD4* CD45RA-CCR6" T cells NT1 +
P2 CSF CD8* T cells NTA1 +
P2 PBMC CD8* CD45RA- T cells NT1 +
P2 PBMC CD4* CD45RA- T cells NT1 +
P2 CSF CD4*CCR6* T cells NTA1 +
P2 CSF CD4* CCR6™ T cells NTA1 +
P3 PBMC CD4* CD45RA- T cells NT1 +
P5 PBMC CD4* CD45RA- T cells NT1 +
P7 PBMC CD4* CD45RA- T cells NT1 +
P7 CSF CD4* T cells NTA1 +
P8 PBMC CD4* CD45RA- T cells NT1 +
P10 PBMC CD8* CD45RA- T cells NT1 +
P10 CSF CD4* T cells NTA1 +
P10 PBMC CD4* CD45RA- T cells NT1 +
P10 CSF CD8* T cells NTA1 +
P11 PBMC CD4* CD45RA- T cells NT1 -
P12 PBMC CD4* CD45RA- T cells NT1 +
P13 CSF CD4* T cells NTA1 +
P13 CSF CD8* T cells NTA1 +
P13 PBMC CD4* CD45RA- T cells NT1 +
P13 PBMC CD8* CD45RA- T cells NT1 +
P16 PBMC CD4* CD45RA- T cells NT1 +
P17 PBMC CD4* CD45RA- T cells NT1 +
P20 PBMC CD4* CD45RA- T cells NT1 +
P22 CSF CD8* T cells NT1 -
P22 PBMC CD8* CD45RA- T cells NT1 -
P22 CSF CD4* T cells NT1 -
P22 PBMC CD4* CD45RA- T cells NT1 -
P24 PBMC CD4* CD45RA- T cells NT1 +
P4 PBMC CD4* CD45RA- T cells NT2 -
P9 PBMC CD4* CD45RA- T cells NT2 -
P14 CSF CD8* T cells NT2 -
P14 PBMC CD4* CD45RA- T cells NT2 -
P14 CSF CD4* T cells NT2 -
C2 PBMC CD4* CD45RA- T cells Control +
C4 PBMC CD4* CD45RA- T cells Control +
Cc7 PBMC CD4* CD45RA- T cells Control +
C9 PBMC CD4* CD45RA- T cells Control +
Cc10 PBMC CD4* CD45RA- T cells Control +
C11 PBMC CD4* CD45RA- T cells Control +
C12 PBMC CD4* CD45RA- T cells Control +
C13 PBMC CD4* CD45RA- T cells Control +
C14 PBMC CD4* CD45RA- T cells Control +
C15 PBMC CD4* CD45RA- T cells Control +
Cc16 PBMC CD4* CD45RA- T cells Control +
Cc17 PBMC CD4* CD45RA- T cells Control +
C20 PBMC CD4* CD45RA- T cells Control +

* Sequencing of P6 was not performed due to the limited amount of blood obtained



Supplementary Information Table 3. List of peptides pools spanning the entire sequence of prepro-hypocretin
(HCRTpp) or TRIB2

HCRT (15mer overlapping of 11)

HCRT (20mer overlapping of 12)

TRIB2 (20mer overlapping of 12)

0 N o0 U W N

13.

15.
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17.
18.
19.
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21.
22.
23.
24.
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26.
27.
28.
29.
30.

MNLPSTKVSWAAVTL
STKVSWAAVTLLLLL
SWAAVTLLLLLLLLP
VTLLLLLLLLPPALL
LLLLLLPPALLSSGA
LLPPALLSSGAAAQP
ALLSSGAAAQPLPDC
SGAAAQPLPDCCRQK
AQPLPDCCRQKTCSC
PDCCRQKTCSCRLYE
ROKTCSCRLYELLHG
CSCRLYELLHGAGNH
LYELLHGAGNHAAGI
LHGAGNHAAGILTLG
GNHAAGILTLGKRRS
AGILTLGKRRSGPPG
TLGKRRSGPPGLQGR
RRSGPPGLQGRLQRL
PPGLQGRLQRLLQAS
QGRLORLLQASGNHA
ORLLQASGNHAAGIL
QASGNHAAGILTMGR
NHAAGILTMGRRAGA
GILTMGRRAGAEPAP
MGRRAGAEPAPRPCL
AGAEPAPRPCLGRRC
PAPRPCLGRRCSAPA
PCLGRRCSAPAAASV
RRCSAPAAASVAPGG
APAAASVAPGGQSGI

0 o0 U W N

13.

15.

MNLPSTKVSWAAVTLLLLLL
SWAAVTLLLLLLLLPPALLS
LLLLLLPPALLSSGAAAQPL
ALLSSGAAAQPLPDCCRQKT
AQPLPDCCRQKTCSCRLYEL
ROKTCSCRLYELLHGAGNHA
LYELLHGAGNHAAGILTLGK
GNHAAGILTLGKRRSGPPGL
TLGKRRSGPPGLQGRLQRLL
PPGLQGRLQRLLQASGNHAA
ORLLQASGNHAAGILTMGRR
NHAAGILTMGRRAGAEPAPR
MGRRAGAEPAPRPCLGRRCS
PAPRPCLGRRCSAPAAASVA
LGRRCSAPAAASVAPGGQSGI
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31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.

MNIHRSTPITIARYGRSRNK
ITTIARYGRSRNKTQDFEELS
SRNKTQDFEELSSIRSAEPS
EELSSIRSAEPSQSFSPNLG
AEPSQSFSPNLGSPSPPETP
PNLGSPSPPETPNLSHCVSC
PETPNLSHCVSCIGKYLLLE
CVSCIGKYLLLEPLEGDHVF
LLLEPLEGDHVFRAVHLHSG
DHVFRAVHLHSGEELVCKVF
LHSGEELVCKVFDISCYQES
CKVFDISCYQESLAPCFCLS
YQESLAPCFCLSAHSNINQI
FCLSAHSNINQITEIILGET
INQITEIILGETKAYVFFER
LGETKAYVFFERSYGDMHSF
FFERSYGDMHSFVRTCKKLR
MHSFVRTCKKLREEEAARLF
KKLREEEAARLFYQIASAVA
ARLFYQIASAVAHCHDGGLV
SAVAHCHDGGLVLRDLKLRK
GGLVLRDLKLRKFIFKDEER
KLRKFIFKDEERTRVKLESL
DEERTRVKLESLEDAYILRG
LESLEDAYILRGDDDSLSDK
ILRGDDDSLSDKHGCPAYVS
LSDKHGCPAYVSPEILNTSG
AYVSPEILNTSGSYSGKAAD
NTSGSYSGKAADVWSLGVML
KAADVWSLGVMLYTMLVGRY
GVMLYTMLVGRYPFHDIEPS
VGRYPFHDIEPSSLFSKIRR
IEPSSLFSKIRRGQFNIPET
KIRRGQFNIPETLSPKAKCL
IPETLSPKAKCLIRSILRRE
AKCLIRSILRREPSERLTSQ
LRREPSERLTSQEILDHPWF
LTSQEILDHPWFSTDFSVSN
HPWFSTDFSVSNSAYGAKEV
SVSNSAYGAKEVSDQLVPDV
AKEVSDQLVPDVNMEENLDP
VPDVNMEENLDPFFN

HCRT (orexin) neuropeptide precursor [Homo sapiens], GenBank: EAW60810.1
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