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Figure S1. Hexameric, amyloidogenic peptides segregated by composition and their propensity to form fibrils. Those peptides whose crystal
structure has been published (Sawaya et al., 2007; Eisenberg and Jucker, 2012) are in italics with their denoted classes, with the hydrophobic amino acids
highlighted in light gray, and acidic residues and basic amino acids in dark gray. Those peptides shown to be effective therapeutics for active EAE are
listed in a bold font. D-amino acids are listed in lower case.
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Figure S2. Schematic depiction of the relationship between the two pathways that are induced by the amyloid fibrils composed of the
hexapeptides.
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Table S1. NF-xB and AP-1 pathways are inhibited when symptoms of EAE are reduced. Genes (65) that
are part of the NF-xB and/or AP-1 pathways (Ingenuity pathways) whose expression was reduced greater than
twofold in PBCs from mice with EAE treated with Tau 623-628 compared with PBS-treated animals. The
order is the same as in the heat map in Fig. 1 B.

Gene Symbol Description Probe fold change day 3 fold change day 10

Ccl? chemokine (C-C maotif) ligand 7 A_51_P43ses52 2.07 -29.47
Tnfaip3 wmer necrosis factor, alpha-induced protein 2 A_S5_| P2052838 -1.74 -8.78
Cel2 chemokine (C-C maotif) ligand 2 A_S1_P288737 1.49 -13.87
Saal serum amyloid A 3 A_S5_| P1953168 272 -8.74
Cor2 chemeoking (C-C metif) receptor 2 A_S1_P245289 -1.06 -10.16
Myk myeloblastosis encogene A_S5_| P2017826 -1.19 -2.76
Thez1 thrembospondin 10] A_G5_P20MTEIE -2.07 -3.63
Camp cathelicidin antimicrebial peptide A_S5_P2039599 1.20 -2.95
Camp cathelicidin antimicrebial peptide A_S5_P2158102 1.58 =3.35%
Cxcl10 chemokine (C-X-C maotif) ligand 10 A_G5_PR0iBds2 1.98 6,57
Fegri Fe receptor, IgG, high affinity | A_55_P2O0ET40 1.39 -5,29
Tmpo thymopeoietin A_S2_PlaT564 -1.1% -3.87
Mmpd maftrix metallopeptidase & A_S1_P231320 -2.57 =315
Irg1 immunaresponsive gene 1 A_S1_P123625 =147 -8.28
Lgals3 lectin, galactose binding, soluble 3 A_S5_| PZITINE -1.24 =3.31
Anal annexin A1 (Anxal), [NM_010720 A_GE_P120567 -1.31 -3.09
Ckaib CDCES protein kinase 1b A_S1_P22T004 =233 -3.00
leam1 intercellular adhasion molecule 1 A_52 PE13241 1.07 =373
Ltbp1 latent transforming growth factor beta binding protein 1 A_S5_P1973033 1.84 6,18
Cd2da CD24a antigen A_G52_P244193 1.18 -2.79
Eif2a eukaryotic translation initiation factor 3, subumnit & A_52_P524895 -1.38 237
CafZra colony stimulating factor 2 receptor, alpha A_S1_P341465 -1.08 -3.25
Trafd THF receptor-associated factor 3 A_S5_P2092968 1.35 -2.74
leos inducible T-cell co-stimulator A_S5S_P1891TTS 1.05 -3.06
Cold chemokine (C-C maotif) ligand 4 A_S1_PS0OSTE -1.85 -4.28
Cddd CDd4 antigen A_55_P2168488 1.40 -2.89
Cdsd CDEE antigen A_S55_P206T583 366 =332
Cona2 cyclin A2 A_S1_P481920 -1.089 -2.81
Serpinel  serine {or cysteine) peptidase inhibitor, clade E A_S5_| P2119257 -1.78 =370
Plki polo-like kinase 1 A_51_Pl44566 1.22 =315
Cuer? chemeking (C-X-C motif) receptor 7 A_52 PE75305 -4,58 -3.94
TIr13 toll-like receptor 13 A_S5_P2048279 -1.46 -2.88
Ifng interferon gamma A_S2_PGasas 218 -16.89
BircS baculoviral IAP repeat-containing 5 A_SS_P1883773 1.32 -2.89
Mmp7 maftrix metallopeptidase 7 A_S1_P426096 -4 88 -3.20
Tnfsf10 wmer necrosis factor superfamily, member 10 A_S5_| P2018017 247 -5.01
Wim vimentin A_S1_PI82687 -1.20 -2.81
Traf THF receptor-associated factor 1 A_S1_P343833 -3.02 -4,80
Cacld chemokine (C-X-C maotif) ligand 9 A_55_P1977038 2.07 -8.44
Pipro protein tyresine phesphatase, receptor type, O A_SS5_P2Z2T355 -2.61 -3.06
1 interleukin 11 A_S1_P2BTT83 -1.45 -2.88
Gzmb granzyme B A_S1_P333274 -1.23 -3.87
Fasl Fas ligand A_S5_| PO16114 1.28 -3.19
MNos2 nitric oxide synthase 2, inducible A_S5_P2158T41 1.21 -16.45
Cdd CD40 antigen A_55_P203e693 1.25 -2.86
Tnf wmer necrosis factor A_51_P3a5099 -1.45 -4.70
Cde2 cell division cycle 20 homeleg A_55_P199B046 -1.02 -4.01
Serpinalg  serine {or cysteine) peptidase inhibitor A_S1_P3zE1u 1.04 -4,29
Ccl3 chemokine (C-C maotif) ligand 3 A_S1_P140710 -1.29 -3.08
Foxmi forkhead box M1 A_S5_P2153428 1.97 -3.23
Col2 chemokine (C-C motif) ligand 12 A_55_P1984556 2N -2.80
Cacls chemokine (C-X-C maotif) ligand 5 A_55_P1590032 1.92 =337
Tap1 fransperter 1, ATP-binding cassette, sub-family B A_S1_P100327 2.08 -4 .95
Gstal glutathione S-fransferase, alpha 1 A_S5_| _P2032046 -3.22 -10.84
Cd274 CD274 antigen A_51_P24s668 1.77 6,30
Col24a1 collagen, type XXV, alpha 1 A 51_P4DB430 1.18 -2.81
Kri19 keratin 19 A_S1_Passed2 -1.49 -2.80
Socs! suppressor of eytokine signaling 1 A_S1_P2T9806 -1.38 -7.01
Serpinb®  serine {or cysteine) peptidase inhibitor A_S5_P2134246 1.45 272
Cxcld chemeking (C-X-C motif) ligand 9 A_S1_P461665 1.65 -5.84
22 interleukin 22 A_55_P2199202 1.79 -3.01
Ccls chemokine (C-C maotif) ligand 5 A_52_PE38459 -1.60 -3.00
Foxp3 forkhead box P23 A_SS_P2032T03 1.74 -2.90
MNod2 nudleatide-binding oligomenzation demain containing 2 A_S5_P2352797 1.08 -2.79

Cavd caveolin 3 A_S1_P255304 1.57 -3,39
Cyp2c55  cytochrome P450, family 2, subfamily ¢, polypeptide 55 A_Ei_P44??EE -2.36 -3.25



Table S2. Expression of a set of neutrophil genes is inhibited prior to reduction of symptoms. Neutrophil
genes (Ingenuity pathways) whose expression was reduced greater thantwo fold in PBCs from mice with EAE
treated with three daily injections of Tau 623-628 compared with PBS-treated animals. The order is the same
as in the heat map in Fig. 1 D.

GeneSymbol Desecription ProbeMame Fold change day 3
Defa2d defensin, alpha, 23 A_S5_P2104071 454,18
Defal defensin, alpha 1 A_G5_P1999108 -357.22
Defal defensin, alpha, 3 A_S5_P20549013 -322.02
Chab chromagranin B A_S1_P191669 -256.82
Defal defensin, alpha, 3 A_S5_P2077649 -152.20
Defa-rsi defensin, alpha, related sequence 1 A_55_P14972007 -136.23
Defal defensin, alpha, 3 A_S5_P1951410 -90.35
MNpy neuropeptide ¥ A_G1_P454873 -60.58
Zgls Zymogen granule protein 168) A_S1_P140429 -51.93
Defal defensin, alpha 1 A_SS_P1898110 -A7 65
Regig regenerating islet-denived 3 gamma A_51_P354128 -36.99
Regib regenarating islet-derived 3 beta A_S1_P1696T1 -2743
Chga chromegranin A A_S1_P35E316 -24.26
Defa2i defensin, alpha, 21 A_SS_P1971928 -20.87
Seg2 secretagranin Il A_55_P1992490 -20.56
Defa23 defensin, alpha, 23 A_G2_P4TEE3S -10.88
Cpe carboxypeptidase E A 55 P2024T04 -8.10
Defa-rs2  defensin, alpha, related sequence 2 A_S55_P2018859 -8.63
Cd14 CD14 antigen A_G1_P172853 6.4
Arg2 arginase type Il A_G2 PaT489T7 -5.60
Cpe carboxypeptidase E A_SS_P2025038 =315
Tryd frypsin 4] A_S5_P2101290 -5.00
MmpT matrix metallopeptidase 7 A_51_P42s095 -4.88
Prss2 protease, serine, 2 A_51_P418901 -3.78
Cel13 ehemokine (C-X-C metif) ligand 13 A_G1_PaTeyen -3.76
Ghbpl guanylate binding protein 1 A_55_P20aT21% -3.76
Fpra formyl pepiide receptor 2 A_S1_P2aB138 -3.55
lr2 interleukin 1 receptor, type Il A_S1_P4aT0079 -3.53
1d1 inhibitor of DMA binding 1 A_S5_P2052563 -3.40
Ppap2a phosphatidic acid phosphatase type 24 A_SS_P22I6291 -3.40
Cd38 CD38 antigen A_BE_P101835 -3.23
Wgf VGF nerve growth factor inducible A_55_P2085080 -3.14
Maff v-maf musculeapeneurotic fibresarcema oncogene A_G2 Pe0EI22 -3.13
Fpri formyl peptide receptor 1 A_51_P312485 -2.81
7 toll-ike receptor 7 A_SS5_P2129047 -2.80
Saald serum amyloid & 3 A_55_P1953189 -2.72
Ripk1 receptor (TNFRSF-interacting serine-threonine kinase 1 A_52 P174775 -2.58
Gpdoa glycoprotein 49 A A_S5_P2083736 -2.58
Racl RAS-related C3 botulinum subsirate 1] A_B1_PE13254 -2.58
Mmp8 matrix metallopeptidase 8 A_S1_P231320 -2.57
Nrgn neuragranin A_SS_P21T24T0 -2.56
Aldh1a2  aldehyde dehydrogenase family 1 A_S2 _P58145 -2.54
Sefa2li stefin A2 like 1 A_S2_Pagso2s -2.53
Clcad chloride channel calcium activated 3 A_S1_P422751 -2.45
Aplpl amyloid beta (Ad) precursor-like protein 1 A_55_P1991605 -2.45
Belil BE-cell leukemiatymphoma 10 A_51_P20as2T -2.44
Pesks proprotein convertase subtilisin/kexin type 5 A_S2 Po44043 -2.41
Cell7 chemokine (C-C motif) ligand 17 A_S1_Pi14462 -2.38
Segh secretagranin A_55_P19s1929 -2.34
Apcs serum amyloid P-companent A_51_P354185 -2.24
Bmg1 bone morphegenetic protein 1 A_55_P200669S -2.24
Nrdai nuclear receptor subfamily 4, group A, member 1 A_51_P239654 -2.21
Itgb2 integrin beta 2 A_G1_P2E2208 -2.18
Cd83 CD&3 antigen A_S1_P199135 -2.18
Cisk cathepsin K2] A_S5_P1951335 -2.16
Progr pretein C receptor, endothelial A_S1_Paazi15s2 -2.15
Cih cystathionase A 55 P19590923 243
Ear2 eosinophil-associated, ribonuclease A family, member 2 A_S5_P1952618 -2.12
Fos FBJ ostecsarcoma oncogene A_G2 P2B2219 -2
Rgsi regulator of G-protein signaling 1 A_51_P2e0683 -2.09
Cdsg CDEY antigen A_S1_P1a1288 -2.07
Jagl jagged 1 A_G2_Pe34000 -2.04
Rhak ras homolog gene family, member B A_52 PBISET -2.04
Relb avian reficuloendotheliosis viral {v-rel) ancogene related B A_55_P2168736 -2.04
Ayl amylase 1, salivary] A_55_P1983418 -2.03

Ctss  cathepsin & A_55_P2024588 -2.00



Table S3. Gene expression patterns consistent with activation of type 1 IFN pathway before reduction of
symptoms. Genes that are part of the type 1 IFN pathway (Ingenuity pathways) whose expression was
increased or reduced greater than two fold, consistent with the activation of the pathway, in PBCs from mice
with EAE treated with three daily injections of Tau 623-628 compared with PBS-treated animals. The order is

JEM

the same as in the heat map in Fig. 1 E.

GeneSymbol Description ProbeMame Prediction Fold Change
Ifnak interferon alpha B A_GS_P2030077  Activated 1245
Ifit1 interferon-induced protein with tetratricopeptide repeats 1] A_S1_P327751  Activated 961
Ifit2 interferan-induced protein with tetratricopeptide repeats 2 A_S1_P161021  Activated 70
Dasl 2-5" oligoadenylate synthetase-like 1 A_S5_P20E6433  Activated 5.32
Gas? growth amest specific 7 A_S5_P205T537  Activated 6.30
Sifni10-ps  schlafen 10, pseudogens A_S5_PZ135200  Activated 5.88
Cmpk2 cytidine monophosphate (UMP-CMP) kinase 2 A_S5_P2158404  Activated 567
Rasai RAS p21 protein activator 1 A_S5_P18S&TTa  Affected 561
Itgam integrin alpha M A_G5_P1877934  Activated 5.43
Mx1 myxovirus (influenza virus) resistance 1] A_S5_P2118441  Activated 5.42
Ifita interferon-induced protein with tetratricopeptide repeats 3 A_S1_Pa59537T0  Actvated 515
H2-Q10 histocompatibility 2, G region locus 10 A_S5_P2037343  Activated 4.71
Itgam integrin alpha M A_G5_P1977926  Activated 4.68
Zbp1 Z-DMA binding protein 1 A_BS_P139583  Activated 4.53
Dhx58 DEXH (Asp-Glu-X-His) box polypeptide 58 A_S2_PIZI809  Activated 4.20
Ifid4 interferan-induced protein 44 A_S1_P487690  Activated 382
Aimz2 absent in melanoma 2 A_S5_P2080130  Activated 3.83
Uspid ubiquitin specific peptidase 18 A_S55_P2114853  Activated 382
Ly&i lymphecyte antigen & complex, locus | A_S5 P20ET11E  Activated A |
Mucd mucin 4 A_55_P2029603  Actvated 385
Hbb-bh1  hemoglobin Z, beta-like embryonic chain A_G5_P2005828  Affected 345
Bdgalts UDP-GalbetaGleNAs beta 1 4-galactosyltransferase, polypeptide 5 A_S1_P324535  Activated 3.38
Sorll sorilin-related receptor, LOLR class A repeats-containing A_S55_P2151608  Affected 324
Ripd receptor transporter profein 4 A_S1_P304170  Activated 324
Cdhld cadherin 11 A_S5_P2181356  Affected 332
Ahnak AHNAK nucleoprotein {desmoyokin) A_S5_P2153621  Activated 322
Ifiz7iza interferon, alpha-inducible protein 27 like 24 A_S52_Po0383 Activated 317
Rarb retingic acid receptor, beta A_S5_P1962154  Affected 300
Dasla 2-5' oligoadenylate synthetase 1A A_SS_P1908043  Activated 3.08
Nrici nuclear receptor subfamily 3, group C A_S52_P254174  Activated 278
Zbp Z-DMA binding protein 1 A_G5_P1994042  Activated 275
Caspd caspase 3 A_S2_PNTSTE  Activated 2.78
Read2 radical S-adenosyl methionine domain containing 2 A_S2_PST0026  Actvated 267
Lisps ulhquitin specific peptidase & A_S5_PZ00&950  Activated 263
Dasl2 2-8" oligoadenylate synthetase-like 2 A_S1_P38T123  Activated 281
18r1 interleukin 18 receptor 1 A_S1_PS0S61T  Actvated 2.589
Mezdadc membrane-gpanning 4-domains, subfamily &, member 4C) A_BE_P106388  Activated 2.54
Pyhin1 pyrin and HIN demain family, member 1 A_SS5_P1974178  Activated 2.54
Piges prostaglandin E synthase] A_S5_P1874189  Affected 2.53
Silfnd schlafen 40] A_S1_P183812  Activated 253
Ubay uldquitin-like modifier activating enzyme 7 A_S5_P2026233  Activated 2.53
Plagi pleiomorphic adenoma gene 1 A_S5_P2030025  Affected 25
s interleukin 15 A_S52_P15481 Activated 2.44
Sp1Q Sp110 nuclear body pretein A_S5_P2037235  Activated 2.42
Tert telomerase reverse transcriptase A_S1_P433778 Imhibited 2.40
Gbpii guanylate binding protein 11 A_S5_P2042813  Activated 238
Fgft fibrablast growth facter 1 A_S2_P5386TI  Affected 2.38
Adar adenosing deaminase, RNA-specific A_S2_P183181  Activated 2.37
Itgb1 integrin beta 1 A_S52_P3IS1816  Activated 238
Jun Jun aneogene A_S5_P2158000  Affected 2.30
Pyhin1 pyrin and HIN domain family, member 1 A_S5_P2033509  Activated 2.28
Irf1 interferon regulatory factor 1 A_S5_P2000062  Activated 226
Birch baculoviral AP repeat-containing 5 A_S5_P1o83Ted  Affected 2.24
Prkce protein kinase C, epsilon A_SS_P200T944  Activated 2.24
Mmp3 mairix metallopeptidase 3 A_S51_P255809 Imhibited 223
Pome pre-opiomelanocortin-alpha A_SZ_PETIS43 Imhibited 2.23
Tyrpl wyrosinase-related protein 1] A_GS_P18535T73  Affected 2.23
Ciad cytotoxic T-lymphocyte-associated protein 4 A_S5_P2147712  Activated 223
Cdknia  cydin-dependent kinase inhibitor 14 A_S5_P1976204  Activated 2.22
Cdknla cyedin-dependent kinase inhibitor 14 A_S1_PIEI4T  Activated 2.22
Cell2 chemokine (C-C motif) ligand 12 A_55_P1584556  Activated 221



JEM

Table S3 (cont.)

Cxel
Ifng
ItgaZk
iz
Oas3
Trnfsf10
Tap2
Emid1
Veam?
P
Pambg
Stati
Cdéa
Cert
Tap1
Ccl?
Cuclg
Crem
Oasd
Kirk1
liZra
Ifnad
F3
Cish
Cyp2d34
Can2
NtSc3
F13b
Sap30
Wars
Mre1
Fos
Ly9s
liiri
Mcl
Reums
Topbp!
Rnasel
Cd&3
Pdcd2
Sgam3
Slchiad
Serpinaln
Irf5
I18r1
Caspb
Itigam
Ripk1
Cafirb
Mampt
Cors
TIr 7
Tmpo
Traf1
Pim2
Cd3a
Cyp2c3d
Cypdaii
Aurted
Pim1
Ghbpt
Tir1
Arg2
Cdi4

Description
chemekine (C-X-C motif) ligand 11
interferon gamma
integrin alpha 2k
interleukin 2
2-5' oligoadenylate synthetase 3
wmor necrosis factor (ligand) superfamily, member 10)
fransporter 2, ATP-binding cassette, sub-family B
EMI domain containing 1
vascular cell adhesion molecule 1
pralactn
proteasome (prosome, macropain) subunit, beta type 9
signal transducer and activator of transcription 1
CD& antigen, alpha chain
chemekine (C-C motif) receptor 1
fransporter 1, ATP-binding cassette, sub-family B
chemokine (C-C motif) ligand 7
chemoking (C-X-C motif) ligand 9
cAMP responsive element modulater
2-5 oligeadenylate synthetase 2
killer cell lectin-like receptor subfamily K, member 1
interleukin 2 receptor, alpha chain
interferon alpha 4
coagulation factos |1l
cytokine inducible SH2-containing protein
cytochrome P450, family 2, subfamily d, polypeptide 34
casein beta
S-nuclestidase, cytosalic 1]
coagulation factor X1, beta subunit
sin3 associated polypeptide
ryptophanyl-tRMNA synthetase
mannose receptor, C fype 1
FBJ osteosarcoma oncogene
lymphocyte antigen %6
interleukin 1 receptor, type |
myeloid cell leukemia sequence 1
runt related transcription factor 1
topoisomerase (DNA) Il binding protein 1
ribonuclease L (2", S-cligoiscadenylate synthetase-dependent)
CDa3 antigen
pregrammed cell death 2
small G protein signaling modulator 3
solute carmier family & (neurotransmitter transporter, serotonin)
serine {or cysteine) peptidase inhibitor, clade A
interferon regulatory factor 5
interleukin 18 receptor 1
caspase 6
integrin alpha M
receptor (TNFRSF Hinteracting serine-threonine kinase 1
colony stimulating facter 2 receptor, beta
nicotinamide phosphoribosyltransferase
chemekine (C-C motif) receptor 5
toll-dike receptor 7
thymopoietin
THF receptor-associated factor 1]
proviral integration site 2
CD3E antigen
cytochrome P450, family 2, subfamily ¢, pelypeptide 38
cytochrome P450, family 4, subfamily a, polypeptide 310]
autism susceptibiity candidate 2
proviral integration site 1
guanylate binding protein 1
toll-dike receptor 1
arginase type |l
CD14 antigen

PrabeName
A_55_P21603&7
A_52_Peaggs
A_52_P459564
A_S5_P23&T803
A_51_P472867
A_S55_P2018017
A_S55_P2017645
A_S5_P1954277
A_S2_PE20405
A_S5_P2160168
A_51_PIG0E0T
A_S5_P1953008
A_52 P443334
A_52_PE16356
A_S1_Pi00327
A_51_P436652
A_S55_P1977038
A_S55_P2044257
A_S5_P2019715
A_S2_P2T2TTE
A_S5_P1980798
A_51_P35s5820
A_G5_P08aT1
A_S1_P4T0T1S
A_55_P2041350
A_51_P446285
A_55_P2035504
A_S1_P113205
A_51_P432199
A_S5_P20s2002
A_S5_P19&8108
A_S2_P2E2219
A_S51_P4TEE01
A_S1_P27T1503
A_S52_P93933
A_S5_P2182438
A_S1_P02es1
A_S1_P3ITTTE0
A_S1_P189135
A_51_P455187
A_52_PAS1418
A_S55_P20T4042
A_51_P159453
A_51_Pl4E66E
A_S55_P2092402
A_S1_P215922
A_S5_P1977029
A_S2_PIT4TTS
A_S2_PS2618
A_51_PT235
A_52_PSTETIZ
A_S55_P2129047
A_G5_P104350
A_S1_P243833
A_52_Pe0E25S
A_BE_P101835
A_52_P46ES64
A_S5_P2024033
A_S1_Plosiol
A_52_P530291
A_S5_P2047215
A_51_P455581
A_S2_PaT489T
A_S1_P172853

Prediction Fold Change

Activated
Activated
Activated
Activated
Activated
Activated
Activated
Affected
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Activated
Affected
Affected
Affected
Inhibited
Affected
Inhibited
Inhibited
Inhibited
Inhibited
Inhibited
Affected
Inhibited
Inhibited
Inhibited
Inhibited
Inhibited
Inhibited
Affected
Affected
Affected
Affected
Affected
Inhibited
Affected
Inhibited
Affected
Inhibited
Inhibited
Inhibited
Inhibited
Inhibited
Inhibited
Inhibited
Affected
Affected
Inhibited
Inhibited
Inhibited
Inhibited
Inhibited
Inhibited

2.20
219
218
218
218
217
216
215
215
215
215
214
212
210
208
2.07
207
208
2.06
2.05
2.04
2.04
2.04
202
202
202
-2.00
-2.02
-2.07
-2.08
-2.08
=21
=212
=213
=213
-2.15
-2.16
-2.18
=219
-2.18
-2.20
-2.24
-2.34
=237
-2.40
-2.41
-2.52
-2.59
-2.65
-2.87
-2.74
-2.80
-2.87
-3.02
-3.08
-3.23
-3.40
-3.67
-3.69
-3.75
-3.76
-3.78
-5.61
-6.25



