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Supplementary Figure S1. Amino acid sequences, structural and intrinsic disorder-based features of
HCYV proteins, human TLRs, and major players of the TLR-regulated downstream signaling pathways.
With exception for HCV proteins, information for each protein includes amino acid sequence in FASTA
format, disorder profile generated based on the outputs of RIDAO, functional disorder profile generated
by D2P?, protein-protein interaction network generated by STRING, and a model of 3D structure
generated by AlphaFold. For HCV polyprotein and mature individual proteins, amino acid sequences and
disorder profile generated based on the outputs of RIDAO are shown.
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>sp|000206| TLR4 HUMAN Toll-like receptor 4 OS=Homo sapiens OX=9606 GN=TLR4 PE=1 SV=2
MMSASRLAGTLIPAMAFLSCVRPESWEPCVEVVPNITYQCMELNFYKIPDNLPFSTKNLDLSENPLRHLGSYSFEFSFPELQVLDL
SRCEIQTIEDGAYQSLSHLSTLILTGNPIQSLALGAFSGLSSLOQKLVAVETNLASLENFPIGHLKTLKELNVAHNLIQSFKLPEY
FSNLTNLEHLDLSSNKIQSIYCTDLRVLHQMPLLNLSLDLSLNPMNFIQPGAFKEIRLHKLTLRNNEFDSLNVMKTCIQGLAGLEV
HRLVLGEFRNEGNLEKFDKSALEGLCNLTIEEFRLAYLDYYLDDIIDLENCLTNVSSFSLVSVTIERVKDFSYNFGWQHLELVNC
KFGQFPTLKLKSLKRLTFTSNKGGNAFSEVDLPSLEFLDLSRNGLSFKGCCSQSDFGTTSLKYLDLSENGVITMSSNEFLGLEQLE
HLDFQHSNLKOMSEFSVFLSLRNLIYLDISHTHTRVAFNGIEFNGLSSLEVLKMAGNSFQENFLPDIFTELRNLTFLDLSQCQLEQ
LSPTAFNSLSSLQVLNMSHNNFFSLDTFPYKCLNSLQVLDYSLNHIMTSKKQELQHFPSSLAFLNLTONDFACTCEHQSFLOWIK
DQRQLLVEVERMECATPSDKQGMPVLSLNITCQMNKTITIGVSVLSVLVVSVVAVLVYKFYFHLMLLAGCIKYGRGENIYDAFVIY
SSODEDWVRNELVKNLEEGVPPFQLCLHYRDFIPGVAIAANI THEGFHKSRKVIVVVSQHFIQSRWCIFEYETAQTWQFLSSRAG
ITFIVLOKVEKTLLRQOVELYRLLSRNTYLEWEDSVLGRHIFWRRLRKALLDGKSWNPEGTVGTGCNWQEATST
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>sp|060602 | TLRS HUMAN Toll-like receptor 5 OS=Homo sapiens OX=9606 GN=TLR5 PE=1 SV=4
MGDHLDLLLGVVLMAGPVFGIPSCSFDGRIAFYRFCNLTQVPQVLNTTERLLLSEFNYIRTVTASSFPFLEQLOLLELGSQYTPLT
IDKEAFRNLPNLRILDLGSSKIYFLHPDAFQGLFHLFELRLYFCGLSDAVLKDGYFRNLKALTRLDLSKNQIRSLYLHPSFGKLN
SLKSIDFSSNQIFLVCEHELEPLQGKTLSFEFSLAANSLYSRVSVDWGKCMNPFRNMVLEILDVSGNGWTVDITGNFSNAISKSQA
FSLILAHHIMGAGFGFHNIKDPDONTFAGLARSSVRHLDLSHGEFVFSLNSRVFETLKDLKVLNLAYNKINKIADEAFYGLDNLQV
ILNLSYNLLGELYSSNFYGLPKVAYIDLOKNHIATIQDQTFKFLEKLQTLDLRDNALTTIHFIPSIPDIFLSGNKLVTLPKINLTA
NLIHLSENRLENLDILYFLLRVPHLQILILNQNRFSSCSGDQTPSENPSLEQLFLGENMLQLAWETELCWDVFEGLSHLQVLYLN
HNYLNSLPPGVFSHLTALRGLSLNSNRLTVLSHNDLPANLEILDISRNQLLAPNPDVEFVSLSVLDITHNKFICECELSTFINWLN
HTNVTIAGPPADIYCVYPDSFSGVSLFSLSTEGCDEEEVLKSLKFSLFIVCTVTILTLFLMTILTVTKFRGFCFICYKTAQRLVFEK
DHPQGTEPDMYKYDAYLCEFSSKDFTWVQONALLKHLDTQYSDONRENLCFEERDFVPGENRIANIQDATIWNSRKIVCLVSRHFLRD
GWCLEAFSYAQGRCLSDLNSALIMVVVGSLSQYQIMKHQSTRGEFVQKQOQYLRWPEDFQODVGWELHKLSQQILKKEKEKKKDNNIP
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>sp|Q9Y2CY9 | TLR6 HUMAN Toll-like receptor 6 OS=Homo sapiens OX=9606 GN=TLR6 PE=1 SV=2
MTKDKEPIVKSFHEVCLMITIVGTRIQFSDGNEFAVDKSKRGLIHVPKDLPLKTKVLDMSONYIAELQVSDMSFLSELTVLRLSH
NRIQLLDLSVFKENQDLEYLDLSHNQLQKISCHPIVSFRHLDLSENDFKALPICKEFGNLSQLNFLGLSAMKLOQKLDLLPTIAHLH
LSYILLDLRNYYIKENETESLOQILNAKTLHLVFHPTSLFATQVNISVNTLGCLQLTNIKLNDDNCQVFIKFLSELTRGSTLLNET
ILNHIETTWKCLVRVFQFLWPKPVEYLNIYNLTITIESIREEDFTYSKTTLKALTIEHITNQVFLFSQTALYTVFSEMNIMMLTISD
TPFIHMLCPHAPSTFKFLNFTONVETDSIFEKCSTLVKLETLILOKNGLKDLFKVGLMTKDMPSLEILDVSWNSLESGRHKENCT
WVESIVVLNLSSNMLTDSVFRCLPPRIKVLDLHSNKIKSVPKQVVKLEALQELNVAFNSLTDLPGCGSEFSSLSVLIIDHNSVSHP
SADFFQSCQOKMRSIKAGDNPFQCTCELREFVKNIDQVSSEVLEGWPDSYKCDYPESYRGSPLKDFHMSELSCNITLLIVTIGATM
LVLAVTVTSLCIYLDLPWYLRMVCOQWTQTRRRARNIPLEELQRNLQFHAFISYSEHDSAWVKSELVPYLEKEDIQICLHERNEVP
GKSIVENIINCIEKSYKSIFVLSPNEFVQSEWCHYELYFAHHNLFHEGSNNLILILLEPTPONSIPNKYHKLKALMTQRTYLQWPK
EKSKRGLFWANIRAAFNMKLTLVTENNDVKS
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>sp|QI9NYK1 |TLR7 HUMAN Toll-like receptor 7 OS=Homo sapiens 0X=9606 GN=TLR7 PE=1 SV=1
MVEFPMWTLKROQILILFNIILISKLLGARWEFPKTLPCDVTLDVPKNHVIVDCTDKHLTEIPGGIPTNTTNLTLTINHIPDISPASFE
HRLDHLVEIDFRCNCVPIPLGSKNNMCIKRLOIKPRSFSGLTYLKSLYLDGNQLLEIPQGLPPSLOLLSLEANNIFSIRKENLTE
LANIEILYLGONCYYRNPCYVSYSTEKDAFLNLTKLKVLSLKDNNVTAVPTVLPSTLTELYLYNNMIAKIQEDDEFNNLNQLQILD
LSGNCPRCYNAPFPCAPCKNNSPLQIPVNAFDALTELKVLRLHSNSLOQHVPPRWEFKNINKLOQELDLSONFLAKETIGDAKFLHFLP
SLIQLDLSENFELQVYRASMNLSQAFSSLKSLKILRIRGYVFKELKSEFNLSPLHNLONLEVLDLGTNFIKIANLSMFKQFKRLKV
IDLSVNKISPSGDSSEVGFCSNARTSVESYEPQVLEQLHYFRYDKYARSCREFKNKEASFMSVNESCYKYGQTLDLSKNSIFEFVKS
SDFQHLSFLKCLNLSGNLISQTLNGSEFQPLAELRYLDEFSNNRLDLLHSTAFEELHKLEVLDISSNSHYFQSEGITHMLNEFTKNL
KVLOKLMMNDNDISSSTSRTMESESLRTLEFRGNHLDVLWREGDNRYLQLFKNLLKLEELDISKNSLSFLPSGVFDGMPPNLKNL
SLAKNGLKSFSWKKLQCLKNLETLDLSHNQLTTVPERLSNCSRSLKNLILKNNQIRSLTKYFLQDAFQLRYLDLSSNKIQMIQKT
SFPENVLNNLKMLLLHENRFLCTCDAVWEVWWVNHTEVTIPYLATDVTCVGPGAHKGQSVISLDLYTCELDLTNLILFSLSISVS
LELMVMMTASHLYFWDVWYIYHFCKAKIKGYQRLISPDCCYDAFIVYDTKDPAVTEWVLAELVAKLEDPREKHFNLCLEERDWLP
GQPVLENLSQSIQLSKKTVEFVMTDKYAKTENFKIAFYLSHQRLMDEKVDVIILIFLEKPFQKSKFLOQLRKRLCGSSVLEWPTNPQ
AHPYFWQCLKNALATDNHVAYSQVFKETV
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>sp |QI9NRO7|TLR8 HUMAN Toll-like receptor 8 OS=Homo sapiens 0OX=9606 GN=TLR8 PE=1 SV=1

MENMFLOSSMLTCIFLLISGSCELCAEENFSRSYPCDEKKQNDSVIAECSNRRLQEVPQTVGKYVTELDLSDNFITHITNESFQG
LONLTKINLNHNPNVQHONGNPGIQSNGLNITDGAFLNLKNLRELLLEDNQLPQIPSGLPESLTELSLIQNNIYNITKEGISRLT
NLKNLYLAWNCYEFNKVCEKTNIEDGVFETLTNLELLSLSFNSLSHVPPKLPSSLRKLFLSNTQIKYISEEDFKGLINLTLLDLSG
NCPRCFNAPFPCVPCDGGASINIDRFAFONLTQLRYLNLSSTSLRKINAAWFKNMPHLKVLDLEFNYLVGEIASGAFLTMLPRLE
ILDLSEFNYIKGSYPQHINTISRNEFSKLLSLRALHLRGYVFQELREDDFQPLMOQLPNLSTINLGINFIKQIDFKLEFONEFSNLEITYL
SENRISPLVKDTRQSYANSSSFQRHIRKRRSTDFEFDPHSNEFYHFTRPLIKPQCAAYGKALDLSLNSIFFIGPNQFENLPDIACL
NLSANSNAQVLSGTEFSAIPHVKYLDLTNNRLDFDNASALTELSDLEVLDLSYNSHYFRIAGVTHHLEFIQNFTNLKVLNLSHNN
IYTLTDKYNLESKSLVELVFSGNRLDILWNDDDNRYISIFKGLKNLTRLDLSLNRLKHIPNEAFLNLPASLTELHINDNMLKFFEN
WTLLOQFPRLELLDLRGNKLLFLTDSLSDFTSSLRTLLLSHNRISHLPSGFLSEVSSLKHLDLSSNLLKTINKSALETKTTTKLS
MLELHGNPFECTCDIGDFRRWMDEHLNVKIPRLVDVICASPGDQRGKSIVSLELTTCVSDVTAVILFFFTFFITTMVMLAALAHH
LEYWDVWEIYNVCLAKVKGYRSLSTSQTFYDAYISYDTKDASVTDWVINELRYHLEESRDKNVLLCLEERDWDPGLAIIDNLMQS
INQSKKTVEFVLTKKYAKSWNFKTAFYLALQRLMDENMDVIIFILLEPVLQHSQYLRLRQRICKSSILOWPDNPKAEGLFWQTLRN
VVLTENDSRYNNMYVDSIKQY
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>sp |QI9NRO6 | TLRY HUMAN Toll-like receptor 9 OS=Homo sapiens 0OX=9606 GN=TLRY9 PE=1 SV=2
MGFCRSALHPLSLLVQAIMLAMTLALGTLPAFLPCELQPHGLVNCNWLFLKSVPHFSMAAPRGNVTSLSLSSNRIHHLHDSDFAH
LPSLRHLNLKWNCPPVGLSPMHFPCHMTIEPSTFLAVPTLEELNLSYNNIMTVPALPKSLISLSLSHTNILMLDSASLAGLHALR
FLFMDGNCYYKNPCRQALEVAPGALLGLGNLTHLSLKYNNLTVVPRNLPSSLEYLLLSYNRIVKLAPEDLANLTALRVLDVGGNC
RRCDHAPNPCMECPRHFPQLHPDTFSHLSRLEGLVLKDSSLSWLNASWFRGLGNLRVLDLSENFLYKCITKTKAFQGLTQLRKLN
LSEFNYQKRVSFAHLSLAPSFGSLVALKELDMHGIFFRSLDETTLRPLARLPMLOTLRLOMNFINQAQLGIFRAFPGLRYVDLSDN
RISGASELTATMGEADGGERKVWLQPGDLAPAPVDTPSSEDFRPNCSTLNFTLDLSRNNLVTVQPEMFAQLSHLQCLRLSHNCISQ
AVNGSQFLPLTGLQVLDLSHNKLDLYHEHSFTELPRLEALDLSYNSQPFGMQGVGHNFSFVAHLRTLRHLSLAHNNIHSQVSQQL
CSTSLRALDFSGNALGHMWAEGDLYLHFFQGLSGLIWLDLSONRLHTLLPQTLRNLPKSLOQVLRLRDNYLAFFKWWSLHFLPKLE
VLDLAGNQLKALTNGSLPAGTRLRRLDVSCNSISFVAPGFFSKAKELRELNLSANALKTVDHSWEFGPLASALQILDVSANPLHCA
CGAAFMDFLLEVQAAVPGLPSRVKCGSPGQLOGLSIFAQDLRLCLDEALSWDCFALSLLAVALGLGVPMLHHLCGWDLWYCFHLC
LAWLPWRGRQSGRDEDALPYDAFVVFDKTQSAVADWVYNELRGQLEECRGRWALRLCLEERDWLPGKTLFENLWASVYGSRKTLF
VLAHTDRVSGLLRASFLLAQQORLLEDRKDVVVLVILSPDGRRSRYVRLROQRLCRQOSVLLWPHQPSGORSFWAQLGMALTRDNHHE
YNRNFCQGPTAE
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>sp|Q9BXR5|TLR10 HUMAN Toll-like receptor 10 OS=Homo sapiens 0X=9606 GN=TLR10 PE=1
SV=2
MRLIRNIYIFCSIVMTAEGDAPELPEERELMTNCSNMSLRKVPADLTPATTTLDLSYNLLFQLQSSDFHSVSKLRVLILCHNRIQ
QLDLKTFEFNKELRYLDLSNNRLKSVTWYLLAGLRYLDLSFNDFDTMPICEEAGNMSHLETILGLSGAKIQKSDFQKIAHLHLNTV
FLGFRTLPHYEEGSLPILNTTKLHIVLPMDTNFWVLLRDGIKTSKILEMTNIDGKSQFVSYEMORNLSLENAKTSVLLLNKVDLL
WDDLFLILQFVWHTSVEHFQIRNVTEFGGKAYLDHNSEFDYSNTVMRTIKLEHVHFRVEFYTQODKIYLLLTKMDIENLTISNAQMPH
MLEFPNYPTKFQYLNFANNILTDELFKRTIQLPHLKTLILNGNKLETLSLVSCFANNTPLEHLDLSONLLOHKNDENCSWPETVVN
MNLSYNKLSDSVFRCLPKSIQILDLNNNQIQTVPKETIHLMALRELNIAFNFLTDLPGCSHFSRLSVLNIEMNFILSPSLDEVQS
CQEVKTLNAGRNPFRCTCELKNFIQLETYSEVMMVGWSDSYTCEYPLNLRGTRLKDVHLHELSCNTALLIVTIVVIMLVLGLAVA
FCCLHFDLPWYLRMLGQCTQTWHRVRKTTQEQLKRNVRFHAFISYSEHDSLWVKNELIPNLEKEDGSILICLYESYFDPGKSISE
NIVSFIEKSYKSIFVLSPNEFVONEWCHYEFYFAHHNLFHENSDHITLILLEPIPFYCIPTRYHKLKALLEKKAYLEWPKDRRKCG
LEWANLRAAINVNVLATREMYELQTFTELNEESRGSTISLMRTDCL
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Proteins in TLR-related signaling pathways

>sp|P58753 | TIRAP _HUMAN Toll/interleukin-1 receptor domain-containing adapter protein
OS=Homo sapiens 0X=9606 GN=TIRAP PE=1 SV=2
MASSTSLPAPGSRPKKPLGKMADWFROTLLKKPKKRPNSPESTSSDASQPTSQODSPLPPSLSSVTISPSLPPTHASDSGSSRWSKD
YDVCVCHSEEDLVAAQDLVSYLEGSTASLRCFLOLRDATPGGAIVSELCQALSSSHCRVLLITPGFLODPWCKYQMLOALTEAPG
AEGCTIPLLSGLSRAAYPPELRFMYYVDGRGPDGGFRQVKEAVMRYLQTLS
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>sp|Q99836|MYD88 HUMAN Myeloid differentiation primary response protein MyD88 OS=Homo
sapiens 0X=9606 GN=MYD88 PE=1 SV=1
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>sp|P51617|IRAKL HUMAN Interleukin-1 receptor-associated kinase 1 OS=Homo sapiens
0X=9606 GN=IRAKl PE=1 SV=2
MAGGPGPGEPAAPGAQHFLYEVPPWVMCREYKVMDALEPADWCQFAALIVRDQTELRLCERSGOQRTASVLWPWINRNARVADLVH
ILTHLOLLRARDIITAWHPPAPLPSPGTTAPRPSSIPAPAEAEAWSPRKLPSSASTFLSPAFPGSQTHSGPELGLVPSPASLWPP
PPSPAPSSTKPGPESSVSLLOGARPFPFCWPLCEISRGTHNFSEELKIGEGGFGCVYRAVMRNTVYAVKRLKENADLEWTAVKQS
FLTEVEQLSRFRHPNIVDFAGYCAQNGFYCLVYGFLPNGSLEDRLHCQTQACPPLSWPQRLDILLGTARAIQFLHQDSPSLIHGD
IKSSNVLLDERLTPKLGDFGLARFSRFAGSSPSQSSMVARTQTVRGTLAYLPEEYIKTGRLAVDTDTFSFGVVVLETLAGQRAVK
THGARTKYLKDLVEEEAEEAGVALRSTQSTLOAGLAADAWAAPIAMQIYKKHLDPRPGPCPPELGLGLGQLACCCLHRRAKRRPP
MTQVYERLEKLOAVVAGVPGHSEAASCIPPSPOENSYVSSTGRAHSGAAPWQPLAAPSGASAQAAEQLORGPNQPVESDESLGGL
SAALRSWHLTPSCPLDPAPLREAGCPQGDTAGESSWGSGPGSRPTAVEGLALGSSASSSSEPPQITINPARQKMVOQKLALYEDGA
LDSLOLLSSSSLPGLGLEQDRQGPEESDEFQS
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>sp|QI9NWZ3 | IRAK4 HUMAN Interleukin-1 receptor-associated kinase 4 OS=Homo sapiens
0X=9606 GN=IRAK4 PE=1 SV=1
MNKPITPSTYVRCLNVGLIRKLSDFIDPOQEGWKKLAVAIKKPSGDDRYNQFHIRRFEALLOTGKSPTSELLFDWGTTNCTVGDLV
DLLIQONEFFAPASLLLPDAVPKTANTLPSKEATITVQQKOQMPFCDKDRTLMTPVONLEQSYMPPDSSSPENKSLEVSDTRFHSEFSFEF
YELKNVTNNEFDERPISVGGNKMGEGGFGVVYKGYVNNTTVAVKKLAAMVDITTEELKQQFDQETIKVMAKCQHENLVELLGFSSDG
DDLCLVYVYMPNGSLLDRLSCLDGTPPLSWHMRCKIAQGAANGINFLHENHHTHRDIKSANILLDEAFTAKISDFGLARASEKFA
QTVMTSRIVGTTAYMAPEALRGEITPKSDIYSFGVVLLEIITGLPAVDEHREPQLLLDIKEEIEDEEKTIEDYIDKKMNDADSTS
VEAMYSVASQCLHEKKNKRPDIKKVQQLLQEMTAS
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>sp|Q9Y4K3 | TRAF6 HUMAN TNF receptor-associated factor 6 OS=Homo sapiens 0X=9606
GN=TRAF6 PE=1 SV=1
MSLLNCENSCGSSQSESDCCVAMASSCSAVTKDDSVGGTASTGNLSSSFMEEIQGYDVEFDPPLESKYECPICLMALREAVQTPC
GHRFCKACIIKSIRDAGHKCPVDNEILLENQLFPDNFAKREILSIMVKCPNEGCLHKMELRHLEDHQAHCEFALMDCPQCQRPFQ
KFHINITHILKDCPRRQVSCDNCAASMAFEDKEIHDONCPLANVICEYCNTILIREQMPNHYDLDCPTAPIPCTFSTFGCHEKMQOR
NHLARHLQENTQSHMRMLAQAVHSLSVIPDSGYISEVRNFQETTHQLEGRLVRQDHQIRELTAKMETQSMYVSELKRTIRTLEDK
VAETEAQQOCNGIYIWKIGNEFGMHLKCQEEEKPVVIHSPGEFYTGKPGYKLCMRLHLQLPTAQRCANYISLEFVHTMQGEYDSHLPWP
FOGTIRLTILDQSEAPVRONHEE IMDAKPELLAFQRPTIPRNPKGFGYVTFMHLEALRQRTFIKDDTLLVRCEVSTRFDMGSLRR
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>sp|043318 |M3K7 HUMAN Mitogen-activated protein kinase kinase kinase 7 OS=Homo

sapiens 0X=9606 GN=MAP3K7 PE=1 SV=1
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HPNIVKLYGACLNPVCLVMEYAEGGSLYNVLHGAEPLPYYTAAHAMSWCLQCSQGVAYLHSMQPKALTHRDLKPPNLLLVAGGTV
LKICDFGTACDIQTHMTNNKGSAAWMAPEVFEGSNYSEKCDVESWGIILWEVITRRKPFDEIGGPAFRIMWAVHNGTRPPLIKNL
PKPIESLMTRCWSKDPSQRPSMEEIVKIMTHLMRYFPGADEPLQYPCQYSDEGQSNSATSTGSFMDIASTNTSNKSDTNMEQVPA
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>sp|P28482|MKO1 HUMAN Mitogen-activated protein kinase 1 OS=Homo sapiens 0X=9606
GN=MAPK1 PE=1 SV=3
MAAAAAAGAGPEMVRGQVEFDVGPRYTNLSYIGEGAYGMVCSAYDNVNKVRVAIKKISPFEHQTYCQRTLREIKILLRFRHENIIG
INDIIRAPTIEQMKDVYIVQODLMETDLYKLLKTQHLSNDHICYFLYQILRGLKYIHSANVLHRDLKPSNLLLNTTCDLKICDFGL
ARVADPDHDHTGFLTEYVATRWYRAPEIMILNSKGYTKSIDIWSVGCILAEMLSNRPIFPGKHYLDQLNHILGILGSPSQEDLNCI
INLKARNYLLSLPHKNKVPWNRLEFPNADSKALDLLDKMLTEFNPHKRIEVEQALAHPYLEQYYDPSDEPIAEAPFKEFDMELDDLPK
EKLKELIFEETARFQPGYRS
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>sp|P27361|MKO3 HUMAN Mitogen-activated protein kinase 3 OS=Homo sapiens 0X=9606
GN=MAPK3 PE=1 SV=4
MAAAAAQGGGGGEPRRTEGVGPGVPGEVEMVKGQPFDVGPRYTQLQYIGEGAYGMVSSAYDHVRKTRVAIKKISPFEHQTYCQRT
LREIQILLRFRHENVIGIRDILRASTLEAMRDVYIVQODLMETDLYKLLKSQQLSNDHICYFLYQTILRGLKYIHSANVLHRDLKPS
NLLINTTCDLKICDFGLARIADPEHDHTGFLTEYVATRWYRAPEIMLNSKGYTKSIDIWSVGCILAEMLSNRPIFPGKHYLDQLN
HILGILGSPSQEDLNCIINMKARNYLQSLPSKTKVAWAKLFPKSDSKALDLLDRMLTENPNKRITVEEALAHPYLEQYYDPTDEP
VAEEPFTFAMELDDLPKERLKELIFQETARFQPGVLEAP
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>sp|P31152|MKO4 HUMAN Mitogen-activated protein kinase 4 OS=Homo sapiens 0X=9606
GN=MAPK4 PE=1 SV=2

MAEKGDCIASVYGYDLGGRFVDFQPLGFGVNGLVLSAVDSRACRKVAVKKIALSDARSMKHALREIKITRRLDHDNIVKVYEVLG
PKGTDLOGELFKEFSVAYIVQEYMETDLARLLEQGTLAEEHAKLFMYQLLRGLKYIHSANVLHRDLKPANIFISTEDLVLKIGDEFG
LARIVDQHYSHKGYLSEGLVTKWYRSPRLLLSPNNYTKAIDMWAAGCILAEMLTGRMLFAGAHELEQMQLILETIPVIREEDKDE
LLRVMPSFVSSTWEVKRPLRKLLPEVNSEATIDFLEKILTFNPMDRLTAEMGLQHPYMSPYSCPEDEPTSQHPFRIEDEIDDIVLM
AANQSQLSNWDTCSSRYPVSLSSDLEWRPDRCQDASEVQRDPRAGSAPLAEDVQVDPRKDSHSSSERFLEQSHSSMERAFEADYG
RSCDYKVGSPSYLDKLLWRDNKPHHYSEPKLILDLSHWKQAAGAPPTATGLADTGAREDEPASLFLETIAQWVKSTQGGPEHASPP
ADDPERRLSASPPGRPAPVDGGASPQFDLDVFISRALKLCTKPEDLPDNKLGDLNGACIPEHPGDLVQTEAFSKERW
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>sp|Q1l6659|MKO6 HUMAN Mitogen-activated protein kinase 6 OS=Homo sapiens 0X=9606
GN=MAPK6 PE=1 SV=1
MAEKFESLMNIHGFDLGSRYMDLKPLGCGGNGLVFEFSAVDNDCDKRVAIKKIVLTDPQSVKHALREIKITIRRLDHDNIVKVFEILG
PSGSQLTDDVGSLTELNSVYIVQEYMETDLANVLEQGPLLEEHARLFMYQLLRGLKYIHSANVLHRDLKPANLFINTEDLVLKIG
DFGLARIMDPHYSHKGHLSEGLVTKWYRSPRLLLSPNNYTKAIDMWAAGCIFAEMLTGKTLFAGAHELEQMQLILESIPVVHEED
ROELLSVIPVYIRNDMTEPHKPLTQLLPGISREALDFLEQILTFSPMDRLTAEEALSHPYMSIYSFPMDEPISSHPFHIEDEVDD
ILLMDETHSHIYNWERYHDCQFSEHDWPVHNNEDIDEVQLDPRALSDVTDEEEVQVDPRKYLDGDREKYLEDPAFDTNYSTEPCW
QYSDHHENKYCDLECSHTCNYKTRSSSYLDNLVWRESEVNHYYEPKLIIDLSNWKEQSKEKSDKKGKSKCERNGLVKAQTALEEA
SQOLAGKEREKNQGEDEDSFIAGTIQLSSQHEPTDVVDKLNDLNSSVSQLELKSLISKSVSQEKQEKGMANLAQLEALYQSSWDS
QFVSGGEDCFFINQFCEVRKDEQVEKENTYTSYLDKFFSRKEDTEMLETEPVEDGKLGERGHEEGFLNNSGEFLFNKQLESIGIP
QFHSPVGSPLKSIQATLTPSAMKSSPQIPHQTYSSILKHLN
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>sp|Q13164|MKO7 HUMAN Mitogen-activated protein kinase 7 OS=Homo sapiens 0X=9606
GN=MAPK7 PE=1 SV=2
MAEPLKEEDGEDGSAEPPGPVKAEPAHTAASVAAKNLALLKARSEFDVTEFDVGDEYEITETIGNGAYGVVSSARRRLTGQQVAIKK
IPNAFDVVTNAKRTLRELKILKHFKHDNITATKDILRPTVPYGEFKSVYVVLDLMESDLHQITHSSQPLTLEHVRYFLYQLLRGL
KYMHSAQVIHRDLKPSNLLVNENCELKIGDFGMARGLCTSPAEHQYFMTEYVATRWYRAPELMLSLHEYTQAIDLWSVGCIFGEM
LARRQLFPGKNYVHQLQLIMMVLGTPSPAVIQAVGAERVRAYIQSLPPRQPVPWETVYPGADRQALSLLGRMLRFEPSARISAAA
ALRHPFLAKYHDPDDEPDCAPPFDFAFDREALTRERIKEAIVAEIEDFHARREGIRQQIRFOQPSLOPVASEPGCPDVEMPSPWAP
SGDCAMESPPPAPPPCPGPAPDTIDLTLOPPPPVSEPAPPKKDGAISDNTKAALKAALLKSLRSRLRDGPSAPLEAPEPRKPVTA
QERQREREEKRRRRQERAKEREKRRQERERKERGAGASGGPSTDPLAGLVLSDNDRSLLERWTRMARPAAPALTSVPAPAPAPTP
TPTPVQPTSPPPGPVAQPTGPQPQSAGSTSGPVPQPACPPPGPAPHPTGPPGPIPVPAPPQIATSTSLLAAQSLVPPPGLPGSST
PGVLPYFPPGLPPPDAGGAPQSSMSESPDVNLVTQQLSKSQVEDPLPPVEFSGTPKGSGAGYGVGEFDLEEFLNQSEFDMGVADGPQD
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>sp|P45983 | MK0O8 HUMAN Mitogen-activated protein kinase 8 OS=Homo sapiens 0X=9606

GN=MAPK8 PE=1 SV=2

MSRSKRDNNEFYSVEIGDSTEFTVLKRYONLKPIGSGAQGIVCAAYDAILERNVAIKKLSRPFONQTHAKRAYRELVLMKCVNHKNI
IGLLNVFTPQKSLEEFQDVYIVMELMDANLCQVIQMELDHERMSYLLYQOMLCGIKHLHSAGITHRDLKPSNIVVKSDCTLKILDF
GLARTAGTSFMMTPYVVTRYYRAPEVILGMGYKENVDLWSVGCIMGEMVCHKILEFPGRDYIDQWNKVIEQLGTPCPEFMKKLOPT
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>sp|P45984 |MKOS HUMAN Mitogen-activated protein kinase 9 OS=Homo sapiens 0X=9606

GN=MAPK9 PE=1 SV=2

MSDSKCDSQFYSVQVADSTEFTVLKRYQQLKPIGSGAQGIVCAAFDTVLGINVAVKKLSRPFONQTHAKRAYRELVLLKCVNHKNI
ISLLNVFTPOKTLEEFQDVYLVMELMDANLCQVIHMELDHERMSYLLYQOMLCGIKHLHSAGITHRDLKPSNIVVKSDCTLKILDF
GLARTACTNFMMTPYVVTRYYRAPEVILGMGYKENVDIWSVGCIMGELVKGCVIFQGTDHIDQWNKVIEQLGTPSAEFMKKLOPT
VRNYVENRPKYPGIKFEELFPDWIFPSESERDKIKTSQARDLLSKMLVIDPDKRISVDEALRHPYITVWYDPAEAEAPPPQIYDA
QLEEREHATIEEWKELIYKEVMDWEERSKNGVVKDQPSDAAVSSNATPSQSSSINDISSMSTEQTLASDTDSSLDASTGPLEGCR

1.00 -

0.75 |

PONDR VLXT
PONDR VSL2
PONDR VL3
IUPred_short
IUPred_long
—— PONDR FIT
=== MDP

Disorder score
o
o
o
=

Residue number

'_— Espritz-D
Espritz-X
[ 7] Espritz-N
IUPreg-L
IUPred-S
EN i I PV2
PIDOS
I VSL2b
VLXT

(! Predicted Domains

ﬁredicted DisorderAgreement

I |
! 1 ™ .:.'.",.'.' A Ad A } “MoRF Regions
i | 1 (| Il
L@l ‘ | U] I
[UNP) | ® @ | g PTM Sites
‘ |
@ 8 (U] (P
0 50 100 150 200 250 300 350 400
Key: Disorder: Superfamilies:
Predicted SCOP Structure [ Espritz-D (1] Protein kinase-like (PK-like)
! Weaker Support [ | Espritz-X Pfams:
OPfam Conserved Domain [] Espritz-N 0[2] .Protein kinase domain
[]Predicted Disorder [l [UPred-L
v Predicted MoRFs [l [UPred-S
© Curated PTM Site []pv2
B PrDOS
I VSL2b
B VLXT

62



—
— ELK1 W
—ouseis (& / \
SH3RF1 " 4 * = R

— IL2RB //‘]l | \

7/ ||

63



64



>sp|P53779|MK10 HUMAN Mitogen-activated protein kinase 10 OS=Homo sapiens 0X=9606

GN=MAPK10 PE=1 SV=2

MSLHFLYYCSEPTLDVKIAFCQGEDKQVDVSYIAKHYNMSKSKVDNQFYSVEVGDSTFTVLKRYONLKPIGSGAQGIVCAAYDAV
LDRNVAIKKLSRPFONQTHAKRAYRELVLMKCVNHKNIISLLNVEFTPOKTLEEFQDVYLVMELMDANLCQVIQMELDHERMSYLL
YOMLCGIKHLHSAGITIHRDLKPSNIVVKSDCTLKILDFGLARTAGTSEFMMTPYVVTRYYRAPEVILGMGYKENVDIWSVGCIMGE
MVRHKILFPGRDYIDQWNKVIEQLGTPCPEFMKKLOPTVRNYVENRPKYAGLTFPKLEFPDSLFPADSEHNKLKASQARDLLSKML
VIDPAKRISVDDALQHPYINVWYDPAEVEAPPPQIYDKQLDEREHTIEEWKELIYKEVMNSEEKTKNGVVKGQPSPSGAAVNSSE
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>sp|Q15759|MK11 HUMAN Mitogen-activated protein kinase 11 OS=Homo sapiens 0X=9606
GN=MAPK11l PE=1 SV=2
MSGPRAGFYRQELNKTVWEVPQRLOGLRPVGSGAYGSVCSAYDARLRQKVAVKKLSRPFQSLTHARRTYRELRLLKHLKHENVIG
LLDVFTPATSIEDFSEVYLVTTLMGADLNNIVKCQALSDEHVQFLVYQLLRGLKYIHSAGIITHRDLKPSNVAVNEDCELRILDFG
LARQADEEMTGYVATRWYRAPEIMLNWMHYNQTVDIWSVGCIMAELLQGKALFPGSDYIDQLKRIMEVVGTPSPEVLAKISSEHA
RTYIQSLPPMPOKDLSSTIFRGANPLAIDLLGRMLVLDSDQRVSAAEALAHAYFSQYHDPEDEPEAEPYDESVEAKERTLEEWKEL
TYQEVLSFKPPEPPKPPGSLETIEQ
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>sp|P53778 |MK12 HUMAN Mitogen-activated protein kinase 12 OS=Homo sapiens 0X=9606
GN=MAPK12 PE=1 SV=3
MSSPPPARSGFYRQEVTKTAWEVRAVYRDLOPVGSGAYGAVCSAVDGRTGAKVAIKKLYRPFOSELFAKRAYRELRLLKHMRHEN
VIGLLDVFTPDETLDDFTDFYLVMPFMGTDLGKLMKHEKLGEDRIQFLVYQMLKGLRYTHAAGITHRDLKPGNLAVNEDCELKIL
DFGLARQADSEMTGYVVTRWYRAPEVILNWMRYTQTVDIWSVGCIMAEMITGKTLFKGSDHLDQLKE IMKVTGTPPAEFVQRLQOS
DEAKNYMKGLPELEKKDFASILTNASPLAVNLLEKMLVLDAEQRVTAGEALAHPYFESLHDTEDEPQVQKYDDSFDDVDRTLDEW
KRVTYKEVLSFKPPRQLGARVSKETPL
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>sp|015264 |MK13 HUMAN Mitogen-activated protein kinase 13 OS=Homo sapiens 0X=9606

GN=MAPK13 PE=1 SvV=1

MSLIRKKGEFYKQDVNKTAWELPKTYVSPTHVGSGAYGSVCSAIDKRSGEKVAIKKLSRPFQSEIFAKRAYRELLLLKHMQHENV I
GLLDVFTPASSLRNEFYDFYLVMPFMOTDLOKIMGMEFSEEKIQYLVYOMLKGLKYIHSAGVVHRDLKPGNLAVNEDCELKILDEG
LARHADAEMTGYVVTRWYRAPEVILSWMHYNQTVDIWSVGCIMAEMLTGKTLFKGKDYLDQLTQILKVTGVPGTEFVQKLNDKAA
KSYIQSLPQTPRKDFTQLEFPRASPQAADLLEKMLELDVDKRLTAAQALTHPFFEPFRDPEEETEAQQPFDDSLEHEKLTVDEWKQ
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>sp|Q16539|MK14 HUMAN Mitogen-activated protein kinase 14 OS=Homo sapiens 0X=9606
GN=MAPK14 PE=1 SV=3
MSQERPTFYRQELNKTIWEVPERYONLSPVGSGAYGSVCAAFDTKTGLRVAVKKLSRPFQSITHAKRTYRELRLLKHMKHENVIG
LLDVFTPARSLEEFNDVYLVTHLMGADLNNIVKCQKLTDDHVQFLIYQILRGLKYIHSADITHRDLKPSNLAVNEDCELKILDFG
LARHTDDEMTGYVATRWYRAPEIMLNWMHYNQTVDIWSVGCIMAELLTGRTLFPGTDHIDQLKLILRLVGTPGAELLKKISSESA
RNYIQSLTOQMPKMNFANVFIGANPLAVDLLEKMLVLDSDKRITAAQALAHAYFAQYHDPDDEPVADPYDQSFESRDLLIDEWKSL
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>sp|Q8TDO8 |[MK15 HUMAN Mitogen-activated protein kinase 15 OS=Homo sapiens 0X=9606
GN=MAPK15 PE=1 SV=1

MCTVVDPRIVRRYLLRRQLGQGAYGIVWKAVDRRTGEVVAIKKIFDAFRDKTDAQRTFREITLLOEFGDHPNIISLLDVIRAEND
RDIYLVFEFMDTDLNAVIRKGGLLODVHVRSIFYQLLRATRFLHSGHVVHRDQKPSNVLLDANCTVKLCDFGLARSLGDLPEGPE
DQAVTEYVATRWYRAPEVLLSSHRYTLGVDMWSLGCILGEMLRGRPLFPGTSTLHQLELILETIPPPSEEDLLALGSGCRASVLH
QLGSRPRQTLDALLPPDTSPEALDLLRRLLVFAPDKRLSATQALQHPYVQRFHCPSDEWAREADVRPRAHEGVQLSVPEYRSRVY
OMILECGGSSGTSREKGPEGVSPSQAHLHKPRADPQLPSRTPVQGPRPRPQSSPGHDPAEHESPRAAKNVPRONSAPLLQTALLG
NGERPPGAKEAPPLTLSLVKPSGRGAAPSLTSQAAAQVANQALIRGDWNRGGGVRVASVQQOVPPRLPPEARPGRRMFEFSTSALQGA
QGGARALLGGYSQAYGTVCHSALGHLPLLEGHHV
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>sp|P05412|JUN _HUMAN Transcription factor Jun OS=Homo sapiens 0X=9606 GN=JUN PE=1
SV=2
MTAKMETTFYDDALNASFLPSESGPYGYSNPKILKQSMTLNLADPVGSLKPHLRAKNSDLLTSPDVGLLKLASPELERLITIQSSN
GHITTTPTPTQFLCPKNVTDEQEGFAEGFVRALAELHSQNTLPSVTSAAQPVNGAGMVAPAVASVAGGSGSGGFSASLHSEPPVY
ANLSNFNPGALSSGGGAPSYGAAGLAFPAQPQOQOQPPHHLPOQOMPVQHPRLOALKEEPQTVPEMPGETPPLSPIDMESQERIKA
ERKRMRNRIAASKCRKRKLERTARLEEKVKTLKAQNSELASTANMLREQVAQLKQKVMNHVNSGCQLMLTQQLQTFE
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>sp|P01100|FOS HUMAN Protein c-Fos OS=Homo sapiens 0X=9606 GN=FOS PE=1 SV=1
MMFEFSGFNADYEASSSRCSSASPAGDSLSYYHSPADSESSMGSPVNAQDEFCTDLAVSSANFIPTVTAISTSPDLOWLVQPALVSSV
APSQTRAPHPEFGVPAPSAGAYSRAGVVKTMTGGRAQSIGRRGKVEQLSPEEEEKRRIRRERNKMAAAKCRNRRRELTDTLOAETD
QLEDEKSALQTEIANLLKEKEKLEFILAAHRPACKIPDDLGFPEEMSVASLDLTGGLPEVATPESEEAFTLPLLNDPEPKPSVEP
VKSISSMELKTEPFDDFLFPASSRPSGSETARSVPDMDLSGSEFYAADWEPLHSGSLGMGPMATELEPLCTPVVTCTPSCTAYTSS
FVFTYPEADSFPSCAAAHRKGSSSNEPSSDSLSSPTLLAL
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>sp|015111|IKKA HUMAN Inhibitor of nuclear factor kappa-B kinase subunit alpha
OS=Homo sapiens 0X=9606 GN=CHUK PE=1 SV=2
MERPPGLRPGAGGPWEMRERLGTGGFGNVCLYQHRELDLKIAIKSCRLELSTKNRERWCHEIQIMKKLNHANVVKACDVPEELNI
LIHDVPLLAMEYCSGGDLRKLLNKPENCCGLKESQILSLLSDIGSGIRYLHENKITHRDLKPENIVLODVGGKIIHKIIDLGYAK
DVDQOGSLCTSFVGTLOYLAPELFENKPYTATVDYWSFGTMVFECIAGYRPFLHHLOQPFTWHEKIKKKDPKCIFACEEMSGEVRES
SHLPOPNSLCSLVVEPMENWLQLMLNWDPOQQORGGPVDLTLKQPRCFVLMDHILNLKIVHILNMTSAKIISFLLPPDESLHSLQSR
IERETGINTGSQELLSETGISLDPRKPASQCVLDGVRGCDSYMVYLFDKSKTVYEGPFASRSLSDCVNYIVQODSKIQLPIIQLRK
VWAEAVHYVSGLKEDYSRLFQGORAAMLSLLRYNANLTKMKNTLISASQQLKAKLEFFHKSIQLDLERYSEQMTYGISSEKMLKA
WKEMEEKATHYAEVGVIGYLEDQIMSLHAEIMELQKSPYGRROGDLMESLEQRATIDLYKQLKHRPSDHSYSDSTEMVKIIVHTVQ
SODRVLKELFGHLSKLLGCKQKIIDLLPKVEVALSNIKEADNTVMEFMOGKROKEIWHLLKIACTQSSARSLVGSSLEGAVTPQTS
AWLPPTSAEHDHSLSCVVTPODGETSAQMIEENLNCLGHLSTITHEANEEQGNSMMNLDWSWLTE
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>sp|014920 | IKKB HUMAN Inhibitor of nuclear factor kappa-B kinase subunit beta OS=Homo
sapiens 0X=9606 GN=IKBKB PE=1 SV=1
MSWSPSLTTQTCGAWEMKERLGTGGEFGNVIRWHNQETGEQIATIKQCRQELSPRNRERWCLETIQIMRRLTHPNVVAARDVPEGMON
LAPNDLPLLAMEYCQGGDLRKYLNQFENCCGLREGAILTLLSDIASALRYLHENRITHRDLKPENIVLOQOGEQRLIHKIIDLGYA
KELDQGSLCTSEVGTLQYLAPELLEQQKYTVTVDYWSFGTLAFECITGFRPFLPNWOPVOWHSKVROQKSEVDIVVSEDLNGTVKE
SSSLPYPNNLNSVLAERLEKWLQLMLMWHPRQRGTDPTYGPNGCFKALDDILNLKLVHILNMVTGTIHTYPVTEDESLQSLKART
QODTGIPEEDQELLQEAGLALIPDKPATQCISDGKLNEGHTLDMDLVEFLEDNSKITYETQISPRPOQPESVSCILQEPKRNLAFFEQ
LRKVWGQVWHS IQTLKEDCNRLQQGQRAAMMNLLRNNSCLSKMKNSMASMSQQLKAKLDFFKTSIQIDLEKYSEQTEFGITSDKL
LLAWREMEQAVELCGRENEVKLLVERMMALQTDIVDLQRSPMGRKQGGTLDDLEEQARELYRRLREKPRDQRTEGDSQEMVRLLL
QATQSFEKKVRVIYTQLSKTVVCKOKALELLPKVEEVVSLMNEDEKTVVRLOEKROKELWNLLKIACSKVRGPVSGSPDSMNASR
LSQOPGQLMSQPSTASNSLPEPAKKSEELVAEAHNLCTLLENATIQDTVREQDOQSFTALDWSWLQTEEEEHSCLEQAS
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>sp|Q9Y6K9 |NEMO HUMAN NF-kappa-B essential modulator OS=Homo sapiens 0X=9606 GN=IKBKG
PE=1 SV=2
MNRHLWKSQLCEMVQPSGGPAADQDVLGEESPLGKPAMLHLPSEQGAPETLOQRCLEENQELRDATROSNQILRERCEELLHFQAS
QREEKEFLMCKFQEARKLVERLGLEKLDLKRQKEQALREVEHLKRCQQOMAEDKASVKAQVTSLLGELQESQSRLEAATKECQAL
EGRARAASEQARQLESEREALQQQHSVQVDQLRMOGQSVEAALRMERQAASEEKRKLAQLOQVAYHQLFQEYDNHIKSSVVGSERK
RGMQLEDLKQQLOQAEEALVAKQEVIDKLKEEAEQHKIVMETVPVLKAQADIYKADFQAERQAREKLAEKKELLQEQLEQLQREY
SKLKASCQESARIEDMRKRHVEVSQAPLPPAPAYLSSPLALPSQRRSPPEEPPDFCCPKCQYQAPDMDTLQIHVMECIE
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>sp|Q1l4164|IKKE HUMAN Inhibitor of nuclear factor kappa-B kinase subunit epsilon
OS=Homo sapiens 0X=9606 GN=IKBKE PE=1 SV=1
MOSTANYLWHTDDLLGQGATASVYKARNKKSGELVAVKVENTTSYLRPREVOVREFEVLRKLNHONIVKLEFAVEETGGSROKVLV
MEYCSSGSLLSVLESPENAFGLPEDEFLVVLRCVVAGMNHLRENGIVHRDIKPGNIMRLVGEEGOSIYKLTDFGAARELDDDEKF
VSVYGTEEYLHPDMYERAVLRKPOOKAFGVTVDLWSIGVTLYHAATGSLPFIPFGGPRRNKEIMYRITTEKPAGAIAGAQRRENG
PLEWSYTLPITCQLSLGLQSQLVPILANILEVEQAKCWGFDQFFAETSDILQRVVVHVEFSLSQAVLHHIYTHAHNTIATIFQEAVH
KOTSVAPRHQEYLFEGHLCVLEPSVSAQHIAHTTASSPLTLFSTATIPKGLAFRDPALDVPKEVPKVDLQADYNTAKGVLGAGYQA
LRLARALLDGQELMFRGLHWVMEVLOQATCRRTLEVARTSLLYLSSSLGTERFSSVAGTPETIQELKAAAELRSRLRTLAEVLSRCS
ONITETQESLSSLNRELVKSRDQVHEDRSIQQIQCCLDKMNFIYKQFKKSRMRPGLGYNEEQIHKLDKVNFSHLAKRLLOVFEQEE
CVQKYQASLVTHGKRMRVVHETRNHLRLVGCSVAACNTEAQGVQESLSKLLEELSHQLLODRAKGAQASPPPIAPYPSPTRKDLL
LHMQELCEGMKLLASDLLDNNRITERLNRVPAPPDV
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>sp|P25963 | IKBA HUMAN NF-kappa-B inhibitor alpha OS=Homo sapiens 0X=9606 GN=NFKBIA
PE=1 SV=1
MFQAAERPQEWAMEGPRDGLKKERLLDDRHDSGLDSMKDEEYEQMVKELQEIRLEPQEVPRGSEPWKQQLTEDGDSFLHLATTHE
EKALTMEVIRQVKGDLAFLNFONNLOQQTPLHLAVITNQPEIAEALLGAGCDPELRDFRGNTPLHLACEQGCLASVGVLTQSCTTP
HLHSILKATNYNGHTCLHLASTHGYLGIVELLVSLGADVNAQEPCNGRTALHLAVDLONPDLVSLLLKCGADVNRVTYQGYSPYQ
LTWGRPSTRIQQQLGQLTLENLOQMLPESEDEESYDTESEFTEFTEDELPYDDCVFGGQRLTL
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>sp|Q04206|TF65 HUMAN Transcription factor p65 OS=Homo sapiens 0X=9606 GN=RELA PE=1
SV=2
MDELFPLIFPAEPAQASGPYVEITEQPKQORGMRFRYKCEGRSAGSIPGERSTDTTKTHPTIKINGYTGPGTVRISLVTKDPPHRP
HPHELVGKDCRDGFYEAELCPDRCIHSFONLGIQCVKKRDLEQAISQRIQTNNNPFQVPIEEQRGDYDLNAVRLCFQVTVRDPSG
RPLRLPPVLSHPIFDNRAPNTAELKICRVNRNSGSCLGGDEIFLLCDKVQKEDIEVYFTGPGWEARGSFSQADVHRQVAIVERTP
PYADPSLQAPVRVSMQLRRPSDRELSEPMEFQYLPDTDDRHRIEEKRKRTYETFKSIMKKSPFSGPTDPRPPPRRIAVPSRSSAS
VPKPAPQPYPFTSSLSTINYDEFPTMVFPSGQISQASALAPAPPQVLPQAPAPAPAPAMVSALAQAPAPVPVLAPGPPQAVAPPA
PKPTQAGEGTLSEALLQLOFDDEDLGALLGNSTDPAVFTDLASVDNSEFQOLLNQGIPVAPHTTEPMLMEYPEATTRLVTGAQRP
PDPAPAPLGAPGLPNGLLSGDEDFSSIADMDFSALLSQISS
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>sp|P19838 |NFKB1 HUMAN Nuclear factor NF-kappa-B pl05 subunit OS=Homo sapiens 0X=9606
GN=NFKB1 PE=1 SV=2
MAEDDPYLGRPEQMFHLDPSLTHTIFNPEVFQPOMALPTDGPYLOILEQPKQRGFRFRYVCEGPSHGGLPGASSEKNKKSYPQVK
ICNYVGPAKVIVQLVTNGKNIHLHAHSLVGKHCEDGICTVTAGPKDMVVGFANLGILHVTKKKVFETLEARMTEACIRGYNPGLL
VHPDLAYLQAEGGGDRQLGDREKELIRQAALQQTKEMDLSVVRLMFTAFLPDSTGSFTRRLEPVVSDATYDSKAPNASNLKIVRM
DRTAGCVTGGEEIYLLCDKVQKDDIQIRFYEEEENGGVWEGFGDEFSPTDVHRQFAIVFKTPKYKDINITKPASVEVQLRRKSDLE
TSEPKPFLYYPEIKDKEEVQRKRQKLMPNFSDSFGGGSGAGAGGGGMFGSGGGGGGTGSTGPGYSFPHYGFPTYGGITFHPGTTK
SNAGMKHGTMDTESKKDPEGCDKSDDKNTVNLEGKVIETTEQDQEPSEATVGNGEVTLTYATGTKEESAGVQDNLFLEKAMQLAK
RHANALFDYAVTGDVKMLLAVQRHLTAVQDENGDSVLHLAITHLHSQLVRDLLEVTSGLISDDIINMRNDLYQTPLHLAVITKQE
DVVEDLLRAGADLSLLDRLGNSVLHLAAKEGHDKVLSILLKHKKAALLLDHPNGDGLNATHLAMMSNSLPCLLLLVAAGADVNAQ
EQKSGRTALHLAVEHDNISLAGCLLLEGDAHVDSTTYDGTTPLHIAAGRGSTRLAALLKAAGADPLVENFEPLYDLDDSWENAGE
DEGVVPGTTPLDMATSWQVFDILNGKPYEPEFTSDDLLAQGDMKQLAEDVKLOLYKLLEIPDPDKNWATLAQKLGLGILNNAFRL
SPAPSKTLMDNYEVSGGTVRELVEALROQMGYTEATIEVIQAASSPVKTTSQAHSLPLSPASTRQQIDELRDSDSVCDSGVETSFEFRK
LSFTESLTSGASLLTLNKMPHDYGQEGPLEGKT
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>sp| Q00653 |NFKB2 HUMAN Nuclear factor NF-kappa-B pl00 subunit OS=Homo sapiens 0X=9606
GN=NFKB2 PE=1 SV=4
MESCYNPGLDGIIEYDDFKLNSSIVEPKEPAPETADGPYLVIVEQPKQRGFRFRYGCEGPSHGGLPGASSEKGRKTYPTVKICNY
EGPAKIEVDLVTHSDPPRAHAHSLVGKQCSELGICAVSVGPKDMTAQEFNNLGVLHVTKKNMMGTMIQKLOROQRLRSRPQGLTEAE
QRELEQEAKELKKVMDLSIVRLRFSAFLRASDGSFSLPLKPVISQPIHDSKSPGASNLKISRMDKTAGSVRGGDEVYLLCDKVQK
DDIEVREFYEDDENGWQAFGDEFSPTDVHKQYAIVFRTPPYHKMKIERPVTVEFLQLKRKRGGDVSDSKQFTYYPLVEDKEEVQRKRR
KALPTEFSQPFGGGSHMGGGSGGAAGGYGGAGGGGSLGFFPSSLAYSPYQSGAGPMGCYPGGGGGAQMAATVPSRDSGEEAAEPSA
PSRTPQCEPQAPEMLQRAREYNARLFGLAQRSARALLDYGVTADARALLAGQRHLLTAQDENGDTPLHLAITHGQTSVIEQIVYV
IHHAQDLGVVNLTNHLHQTPLHLAVITGQTSVVSFLLRVGADPALLDRHGDSAMHLALRAGAGAPELLRALLQSGAPAVPQLLHM
PDFEGLYPVHLAVRARSPECLDLLVDSGAEVEATERQGGRTALHLATEMEELGLVTHLVTKLRANVNARTFAGNTPLHLAAGLGY
PTLTRLLLKAGADIHAENEEPLCPLPSPPTSDSDSDSEGPEKDTRSSFRGHTPLDLTCSTKVKTLLLNAAQNTMEPPLTPPSPAG
PGLSLGDTALONLEQLLDGPEAQGSWAELAERLGLRSLVDTYRQTTSPSGSLLRSYELAGGDLAGLLEALSDMGLEEGVRLLRGP
ETRDKLPSTAEVKEDSAYGSQSVEQEAEKLGPPPEPPGGLCHGHPQPQVH
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>sp|Q1l4653|IRF3 HUMAN Interferon regulatory factor 3 OS=Homo sapiens 0X=9606 GN=IRF3
PE=1 SV=1
MGTPKPRILPWLVSQLDLGQLEGVAWVNKSRTRFRIPWKHGLROQDAQQEDFGIFQAWAEATGAYVPGRDKPDLPTWKRNFRSALN
RKEGLRLAEDRSKDPHDPHKIYEFVNSGVGDFSQPDTSPDTNGGGSTSDTQEDILDELLGNMVLAPLPDPGPPSLAVAPEPCPQP
LRSPSLDNPTPFPNLGPSENPLKRLLVPGEEWEFEVTAFYRGRQVFQQTISCPEGLRLVGSEVGDRTLPGWPVTLPDPGMSLTDR
GVMSYVRHVLSCLGGGLALWRAGOQWLWAQRLGHCHTYWAVSEELLPNSGHGPDGEVPKDKEGGVFDLGPFIVDLITFTEGSGRSP
RYALWEFCVGESWPQDQPWTKRLVMVKVVPTCLRALVEMARVGGASSLENTVDLHISNSHPLSLTSDQYKAYLQODLVEGMDFEQGPG
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>sp| Q13568 | IRF5 HUMAN Interferon regulatory factor 5 OS=Homo sapiens 0X=9606 GN=IRF5

PE=1 SV=2
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WKANLRCALNKSRDFRLIYDGPRDMPPQPYKIYEVCSNGPAPTDSQPPEDYSFGAGEEEEEEEELOQRMLPSLSLTEDVKWPPTLOQ
PPTLRPPTLOPPTLOQPPVVLGPPAPDPSPLAPPPGNPAGFRELLSEVLEPGPLPASLPPAGEQLLPDLLISPHMLPLTDLEIKFQ
YRGRPPRALTISNPHGCRLEYSQLEATQEQVELFGPISLEQVRFPSPEDIPSDKORFYTNQLLDVLDRGLILQLOGQDLYAIRLC
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>sp|Q92985|IRF7 HUMAN Interferon regulatory factor 7 OS=Homo sapiens 0X=9606 GN=IRF7
PE=1 SV=2
MALAPERAAPRVLFGEWLLGEISSGCYEGLOWLDEARTCFRVPWKHFARKDLSEADARIFKAWAVARGRWPPSSRGGGPPPEAET
AERAGWKTNFRCALRSTRRFVMLRDNSGDPADPHKVYALSRELCWREGPGTDQTEAEAPAAVPPPQGGPPGPFLAHTHAGLQAPG
PLPAPAGDKGDLLLQAVQQSCLADHLLTASWGADPVPTKAPGEGQEGLPLTGACAGGPGLPAGELYGWAVETTPSPGPQPAALTT
GEAAAPESPHQAEPYLSPSPSACTAVQEPSPGALDVTIMYKGRTVLQKVVGHPSCTFLYGPPDPAVRATDPQQVAFPSPAELPDQ
KQLRYTEELLRHVAPGLHLELRGPQLWARRMGKCKVYWEVGGPPGSASPSTPACLLPRNCDTPIFDFRVFFQELVEFRARQRRGS
PRYTIYLGFGQODLSAGRPKEKSLVLVKLEPWLCRVHLEGTQREGVSSLDSSSLSLCLSSANSLYDDIECFLMELEQPA
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>sp|Q9UHD2 | TBK1 HUMAN Serine/threonine-protein kinase TBK1l OS=Homo sapiens 0X=9606
GN=TBK1l PE=1 SV=1
MQOSTSNHLWLLSDILGQGATANVFRGRHKKTGDLFAIKVENNISFLRPVDVOMREFEVLKKLNHKNIVKLFAIEEETTTRHKVLI
MEFCPCGSLYTVLEEPSNAYGLPESEFLIVLRDVVGGMNHLRENGIVHRDIKPGNIMRVIGEDGQSVYKLTDFGAARELEDDEQF
VSLYGTEEYLHPDMYERAVLRKDHOKKYGATVDLWSIGVTFYHAATGSLPFRPFEGPRRNKEVMYKIITGKPSGAISGVQKAENG
PIDWSGDMPVSCSLSRGLOQVLLTPVLANILEADQEKCWGFDQFFAETSDILHRMVIHVEFSLOOMTAHKIYIHSYNTATIFHELVY
KOTKIISSNQELIYEGRRLVLEPGRLAQHFPKTTEENPIFVVSREPLNTIGLIYEKISLPKVHPRYDLDGDASMAKAITGVVCYA
CRIASTLLLYQELMRKGIRWLIELIKDDYNETVHKKTEVVITLDFCIRNIEKTVKVYEKLMKINLEAAELGEISDIHTKLLRLSS
SOQGTIETSLODIDSRLSPGGSLADAWAHQEGTHPKDRNVEKLQVLLNCMTEIYYQFKKDKAERRLAYNEEQIHKFDKQKLYYHAT
KAMTHFTDECVKKYEAFLNKSEEWIRKMLHLRKQLLSLTNQCFDIEEEVSKYQEYTNELQETLPQKMFTASSGIKHTMTPIYPSS
NTLVEMTLGMKKLKEEMEGVVKELAENNHILERFGSLTMDGGLRNVDCL
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>sp|Q92844 | TANK HUMAN TRAF family member-associated NF-kappa-B activator OS=Homo
sapiens 0X=9606 GN=TANK PE=1 SV=2
MDKNIGEQLNKAYEAFRQACMDRDSAVKELQQKTENYEQRIREQQEQLSLOOTIIDKLKSQLLLVNSTODNNYGCVPLLEDSETR
KNNLTLDQPODKVISGIAREKLPKVRROEVSSPRKETSARSLGSPLLHERGNIEKTFWDLKEEFHKICMLAKAQKDHLSKLNIPD
TATETQCSVPIQCTDKTDKQEALFKPOQAKDDINRGAPSITSVTPRGLCRDEEDTSFESLSKENVKEPPMDNDSTFLHSTPERPGI
LSPATSEAVCQEKFNMEFRDNPGNEFVKTEETLFEIQGIDPIASATONLKTTDKTKPSNLVNTCIRTTLDRAACLPPGDHNALYVN
SFPLLDPSDAPFPSLDSPGKAIRGPQOPIWKPEFPNQDSDSVVLSGTDSELHIPRVCEFCQAVEFPPSITSRGDFLRHLNSHENGET

1.00 |
—— PONDR VLXT
—— PONDR VSL2
0.75 ——— PONDR VL3
[ IUPred_short
B —— |UPred_long
g ——— PONDR FIT
=== MDP
o 0.50 -
©
o
(@]
0
(a)
0.25 H
0.00 : : : :

Espritz-D
Espritz-X
Espritz-N
IUPred-L
IUPred-S
PV2
PIDOS
VSL2b
VLXT

Predicted Domains

T—

| i |
'&mdicted DisorderAgreement

|

[
I
I
o s .\' ! jooEER } I ; } o ‘ﬂ" - 2] > MoRF Regions
oo I [ Y i | [
Fo ] | ‘
P @ @‘@\@@8 @ @ L
& o “888Po0 & L prmese
H . |
@ P] @0 8@ U] (P] -
(I) 5I0 160 1_":10 260 25;0 360 3_;)0 460
Key: Disorder: Superfamilies:
Predicted SCOP Structure [ Espritz-D N/ANo Hits
i Weaker Support [ Espritz-X Pfams:
(O)pfam Conserved Domain [ Espritz-N : )
1] PF12845.2 (Famil
[_|Predicted Disorder [ 1UPred-L On (Family)
v Predicted MoRFs [l 1UPred-S
© Curated PTM Site []pv2
[l PrDOS
B vsL2b
B vLXT

114



115

o

— TBKBP1



116



>sp|Q8IUC6|TCAML HUMAN TIR domain-containing adapter molecule 1 OS=Homo sapiens
0X=9606 GN=TICAM1 TRIF PE=1 SV=1
MACTGPSLPSAFDILGAAGQDKLLYLKHKLKTPRPGCQGODLLHAMVLLKLGQETEARISLEALKADAVARLVARQWAGVDSTED
PEEPPDVSWAVARLYHLLAEEKLCPASLRDVAYQEAVRTLSSRDDHRLGELODEARNRCGWDIAGDPGSIRTLOSNLGCLPPSSA
LPSGTRSLPRPIDGVSDWSQGCSLRSTGSPASLASNLEISQSPTMPFLSLHRSPHGPSKLCDDPQASLVPEPVPGGCQEPEEMSW
PPSGEIASPPELPSSPPPGLPEVAPDATSTGLPDTPAAPETSTNYPVECTEGSAGPQSLPLPILEPVKNPCSVKDQTPLQLSVED
TTSPNTKPCPPTPTTPETSPPPPPPPPSSTPCSAHLTPSSLFPSSLESSSEQKFYNFVILHARADEHIALRVREKLEALGVPDGA
TFCEDFQVPGRGELSCLQODAIDHSAFIILLLTSNEFDCRLSLHQVNQAMMSNLTROQGSPDCVIPFLPLESSPAQLSSDTASLLSGL
VRLDEHSQIFARKVANTFKPHRLOARKAMWRKEQDTRALREQSQHLDGERMOAAALNAAYSAYLOSYLSYQAQMEQLQVAFGSHM
SFGTGAPYGARMPFGGQVPLGAPPPFPTWPGCPQPPPLHAWQAGTPPPPSPOPAAFPOSLPFPOSPAFPTASPAPPOSPGLQPLI
ITHHAQMVQLGLNNHMWNQRGSQAPEDKTQEAE
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>sp|Q13546|RIPK1 HUMAN Receptor-interacting serine/threonine-protein kinase 1 OS=Homo
sapiens 0X=9606 GN=RIPK1] PE=1 SV=3
MOPDMSLNVIKMKSSDFLESAELDSGGFGKVSLCFHRTQGLMIMKTVYKGPNCIEHNEALLEEAKMMNRLRHSRVVKLLGVIIEE
GKYSLVMEYMEKGNLMHVLKAEMSTPLSVKGRIILEITEGMCYLHGKGVIHKDLKPENILVDNDFHIKIADLGLASFKMWSKLNN
EEHNELREVDGTAKKNGGTLYYMAPEHLNDVNAKPTEKSDVYSFAVVLWAIFANKEPYENAICEQQLIMCIKSGNRPDVDDITEY
CPREIISLMKLCWEANPEARPTFPGIEEKFRPFYLSQLEESVEEDVKSLKKEYSNENAVVKRMOSLOLDCVAVPSSRSNSATEQP
GSLHSSQGLGMGPVEESWFAPSLEHPQEENEPSLOSKLODEANYHLYGSRMDRQTKQQPRONVAYNREEERRRRVSHDPFAQQRP
YENFONTEGKGTAYSSAASHGNAVHQPSGLTSQPQVLYQONNGLYSSHGFGTRPLDPGTAGPRVWYRPIPSHMPSLHNIPVPETNY
LGNTPTMPFSSLPPTDESIKYTIYNSTGIQIGAYNYMEIGGTSSSLLDSTNTNFKEEPAAKYQATIFDNTTSLTDKHLDPIRENLG
KHWKNCARKLGFTQSQIDEIDHDYERDGLKEKVYQMLOKWVMREGIKGATVGKLAQALHQCSRIDLLSSLIYVSON
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>sp|Q86XR7|TCAM2 HUMAN TIR domain-containing adapter molecule 2 OS=Homo sapiens

0X=9606 GN=TICAM2 PE=1 SV=1

MGIGKSKINSCPLSLSWGKRHSVDTSPGYHESDSKKSEDLSLCNVAEHSNTTEGPTGKQEGAQSVEEMFEEEAEEEVFLKEVILH
AEDDTDEALRVONLLODDFGIKPGITFAEMPCGRQHLONLDDAVNGSAWTILLLTENFLRDTWCNEQFYTSLMNSVNRQHKYNSV
IPMRPLNNPLPRERTPFALQTINALEEESRGEFPTQVERIFQESVYKTQQTIWKETRNMVQRQFIA
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>sp|P01562 | IFNAL HUMAN Interferon alpha-1/13 OS=Homo sapiens OX=9606 GN=IFNAl PE=1
Sv=1
MASPFALLMVLVVLSCKSSCSLGCDLPETHSLDNRRTLMLLAQMSRISPSSCLMDRHDFGFPQEEFDGNQFOQKAPAISVLHELIQ
QIFNLFTTKDSSAAWDEDLLDKFCTELYQQLNDLEACVMQEERVGETPLMNADSILAVKKYFRRITLYLTEKKYSPCAWEVVRAE
IMRSLSLSTNLQERLRRKE
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>sp|P01574 | IFNB_HUMAN Interferon beta OS=Homo sapiens OX=9606 GN=IFNB1 PE=1 SV=1
MTNKCLLOIALLLCEFSTTALSMSYNLLGFLORSSNFQCOKLLWQLNGRLEYCLKDRMNEFDIPEEIKQLOQFQKEDAALTIYEMLQ
NIFAIFRODSSSTGWNETIVENLLANVYHQINHLKTVLEEKLEKEDFTRGKLMSSLHLKRYYGRILHYLKAKEYSHCAWTIVRVE
ILRNFYFINRLTGYLRN
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>sp|P05014 | IFNA4 HUMAN Interferon alpha-4 OS=Homo sapiens 0X=9606 GN=IFNA4 PE=1 SV=2

MALSFSLLMAVLVLSYKSICSLGCDLPQTHSLGNRRALILLAQMGRISHFSCLKDRHDEFGFPEEEFDGHQFQKAQATISVLHEMIQ
QTFNLEFSTEDSSAAWEQSLLEKFSTELYQQLNDLEACVIQEVGVEETPLMNEDSILAVRKYFORITLYLTEKKYSPCAWEVVRAE
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>sp|P08571|CD14 HUMAN Monocyte differentiation antigen CD14 OS=Homo sapiens 0X=9606
GN=CD14 PE=1 SV=2
MERASCLLLLLLPLVHVSATTPEPCELDDEDFRCVCNFSEPQPDWSEAFQCVSAVEVETHAGGLNLEPFLKRVDADADPRQYADT
VKALRVRRLTVGAAQVPAQLLVGALRVLAYSRLKELTLEDLKITGTMPPLPLEATGLALSSLRLRNVSWATGRSWLAELQOWLKP
GLKVLSIAQAHSPAFSCEQVRAFPALTSLDLSDNPGLGERGLMAALCPHKFPATQNLALRNTGMETPTGVCAALAAAGVQPHSLD
LSHNSLRATVNPSAPRCMWSSALNSLNLSFAGLEQVPKGLPAKLRVLDLSCNRLNRAPQPDELPEVDNLTLDGNPFLVPGTALPH
EGSMNSGVVPACARSTLSVGVSGTLVLLQGARGFA
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Supplementary Table S1. Some physico-chemical and intrinsic disorder-related features of HCV proteins, human TLRs, and major players of
the TLR-regulated downstream signaling pathways

Protein name Protein function Length PPIDR ADS Number of | Longest IDR MoRFs Number of
(UniProt ID) IDRs interactors
HCV proteome
HCV genome Genome polyprotein, processed | 3011 19.46 0.3224 40 2295-2417 1-52 (52) 259
polyprotein to individual viral proteins at (123) 76-94 (19) (IntAct)
(P27958) maturation 2174-2213 (40)
2222-2234 (13)
2290-2301 (12)
2330-2412 (83)
Core (2-177) Mature core protein; packages 176 68.18 0.6242 3 1-93 (93) 1-51 (51) 1128
viral RNA 75-95 (21)
E1(192-383) Envelope glycoprotein E1; 192 6.77 0.2159 3 1-7 (7) N/P 10°
mediates virus attachment to
the host cell
E2 (384-746) Envelope glycoprotein E2; 363 9.37 0.2593 6 270-281 (12) | N/P 31°
mediates virus attachment to
the host cell
p7 (747-809) Viroporin; ion channel protein 63 12.70 0.1848 2 1-4 (4) N/P 2 (UniProt)
that acting in the assembly, 60-63 (4)
envelopment and secretion of
viral particles
NS2 (810-1026) Cysteine protease; required for | 217 4.61 0.1579 2 1-5(5) N/P 31°
the proteolytic auto-cleavage 213-217 (5)
NS3 (1027-1657) | Serine protease/ helicase with 631 22.03 0.3442 16 109-142 (34) N/P 2422
three enzymatic activities:
serine protease with a
chymotrypsin-like fold, NTPase
and RNA helicase
NS4A (1658- Non-structural protein 4A; non- | 54 18.52 0.2504 2 48-54 (7) N/P 11°
1711) covalent peptide cofactor of
NS3 serine protease
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NS4B (1712- Non-structural protein 4B; 261 9.20 0.2621 4 219-228 (10) N/P 16°
1972) induces membrane alterations

serving as a scaffold for the

virus replication complex
NS5A (1973- Non-structural protein 5A; 448 47.99 0.5411 6 323-448 (126) | 202-241 (40) 139°
2420) indispensable for viral 250-262 (13)

replication and assembly 318-329 (12)

358-448 (91)

NS5B (2421- RNA-directed RNA polymerase; | 591 15.40 0.3120 11 85-102 (18) N/P 66°
3011) performs primer-template

recognition and RNA synthesis

during viral replication

Human toll-like receptors
TLR1 (Q15399) Toll-like receptor 1 786 11.58 0.2904 11 384-422 (39) | N/P 89 (0.400)°
TLR2 (060603) Toll-like receptor 2 784 14.92 0.3074 13 19-57 (39) N/P 41°¢
TLR3 (015455) Toll-like receptor 3 904 13.05 0.3050 12 152-209 (58) | N/P 26
TLR4 (000206) Toll-like receptor 4 839 9.30 0.2670 10 359-381 (23) | N/P 84
TLR5 (060602) Toll-like receptor 5 858 7.11 0.2458 7 462-476 (15) | N/P 134 (0.400)
836-850 (15)
TLR6 (Q9Y2C9) Toll-like receptor 6 796 7.16 0.2550 11 763-574 (12) | N/P 132 (0.400)
TLR7 (QONYK1) | Toll-like receptor 7 1049 12.77 0.3055 11 593-625 (33) | N/P 51 (0.700)¢
666-698 (33)
TLR8 (Q9NR97) | Toll-like receptor 8 1041 18.64 0.3135 13 707-765 (59) | N/P 24 (0.700)
TLR9 (Q9NR96) Toll-like receptor 9 1032 11.05 0.2857 14 62-86 (25) N/P 54 (0.700)
TLR10 (Q9BXR5) | Toll-like receptor 10 811 9.12 0.2587 9 793-811 (19) N/P 89 (0.400)
Members of the signaling pathways induced by the toll-like receptors

MAL/ TIRAP MYD88 adapter-like; Toll/ 221 42.53 0.5508 3 1-88 (88) 1-9 (9) 24
(P58753) interleukin-1 receptor domain- 14-33 (20)

containing adapter protein
MYD88 (Q99836) | Myeloid differentiation primary | 296 19.93 0.3572 3 109-130 (30) N/P 66

response protein MyD88
IRAK1 (P51617) IL-1 receptor-associated kinase | 712 52.67 0.5516 9 501-712 (212) | 139-147 (9) 67

1 158-163 (6)

492-502 (11)
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518-527 (10)
557-577 (21)
590-621 (32)
640-650 (11)
660-697 (38)
IRAK4 (QONWZ3) | IL-1 receptor-associated kinase | 460 33.48 0.4224 7 107-173 (67) 164-173 (10) 25
4 428-437 (10)
TRAF6 (Q9Y4K3) | TNF receptor-associated factor | 522 23.37 0.3888 8 1-52 (52) N/P 152
6
TAK1/ MAP3K7 Transformation growth factor-f | 606 57.10 0.5751 8 296-415 (120) | 281-292 (12) 92
(043318) (TGF-B)-activated kinase; 298-304 (7)
Mitogen-activated protein 316-324 (9)
kinase kinase kinase 7 344-357 (14)
363-376 (14)
388-407 (20)
414-434 (21)
438-448 (11)
456-468 (13)
494-515 (22)
517-548 (32)
580-589 (10)
MAPK1 (P28482) | Mitogen-activated protein 350 16.67 0.3075 3 315-360 (46) N/P 271
kinase 1; Extracellular signal-
regulated kinase 2
MAPK3 (P27361) | Mitogen-activated protein 379 22.96 0.3569 7 1-36 (36) N/P 277
kinase 3; Extracellular signal-
regulated kinase 1
MAPK4 (P31152) | Mitogen-activated protein 587 41.06 0.4576 11 467-546 (90) | 333-344 (12) 59 (0.400)
kinase 4 353-362 (10)
422-443 (22)
454-465 (12)
486-500 (15)
532-552 (21)
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561-570 (10)
576-587 (12)

MAPK6 (Q16659) | Mitogen-activated protein 721 43.13 0.4644 16 616-721 (106) | 468-475 (8) 61
kinase 6 527-534 (8)
602-611 (10)
627-633 (7)
664-679 (16)
713-721 (9)
MAPK7 (Q13164) | Mitogen-activated protein 816 63.24 0.6389 6 340-751 (412) | 363-368 (6) 187 (0.400)
kinase 7 379-389 (11)
395-432 (38)
444-456 (13)
466-501 (36)
543-592 (50)
609-633 (25)
649-732 (84)
737-760 (24)
771-785 (15)
800-816 (17)
MAPKS8/JNK1 Mitogen-activated protein 427 27.63 0.3735 5 361-427 (67) 319-324 (6) 162
(P45983) kinase 8; c-Jun N-terminal 352-363 (12)
kinase 1 377-387 (11)
397-402 (6)
413-427 (15)
MAPK9/JNK2 Mitogen-activated protein 424 27.36 0.3783 6 358-424 (67) 320-325 (6) 65
(P45984) kinase 9; c-Jun N-terminal 352-362 (11)
kinase 2 391-424 (34)
MAPK10/JNK3 Mitogen-activated protein 464 26.72 0.3747 6 376-464 (89) | 356-363 (8) 49
(P53779) kinase 10; c-Jun N-terminal 390-399 (10)
kinase 3 431-464 (34)
MAPK11 Mitogen-activated protein 364 21.15 0.3771 5 309-364 (56) | 282-290 (9) 139
(Q15759) kinase 11; Mitogen-activated 301-311 (11)

protein kinase p38 beta

337-348 (12)
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MAPK12 Mitogen-activated protein 367 24.52 0.3432 5 311-367 (55) | 286-293 (7) 43
(P53778) kinase 12; Mitogen-activated
protein kinase p38 gamma
MAPK13 Mitogen-activated protein 365 30.68 0.3859 4 254-336 (83) | 301-308 (8) 36
(015264) kinase 13; Mitogen-activated 341-350 (10)
protein kinase p38 delta
MAPK14 Mitogen-activated protein 360 13.89 0.2952 6 313-327 (15) N/P 207
(Q16539) kinase 14; Mitogen-activated
protein kinase p38 alpha
MAPK15 Mitogen-activated protein 544 53.31 0.5137 8 315-516 (302) | 280-288 (9) 39 (0.400)
(Q8TD08) kinase 15 329-350 (22)
361-384 (24)
401-429 (29)
434-484 (51)
516-536 (21)
AP-1/C-JUN Transcription factor Jun 331 82.78 0.7235 8 123-322 (200) | 66-81 (16) 209
(P05412) 110-121 (12)
143-151 (9)
157-201 (45)
209-229 (21)
241-250 (10)
252-284 (33)
312-324 (13)
AP-1/C-FOS Protein c-FOS 380 83.42 0.7553 4 213-321(112) | 74-83 (10) 131
(P01100) 103-118 (16)
148-155 (8)
180-212 (33)
215-227 (13)
237-244 (8)
262-275 (14)
294-302 (9)
IKKa (015111) Inhibitor of nuclear factor-kB 745 24.56 0.3623 10 664-711 (48) | 71-723 (11) 104
(NF-kB) kinase subunit alpha 738-745 (8)

139




IKKB (014920) Inhibitor of nuclear factor-kB 756 35.45 0.4382 16 635-713 (79) | 394-392 (9) 95
(NF-kB) kinase subunit beta 655-664 (10)
709-723 (15)
734-742 (9)
IKKy (Q9Y6K9) Inhibitor of nuclear factor-kB 419 98.57 0.8288 2 1-232 (232) 1-15 (15) 116
(NF-kB) kinase subunit gamma; 33-41 (9)
NF-kappa-B essential modulator 230-242 (13)
(NEMO) 304-310 (7)
372-380 (9)
407-419(13)
IKKe (Q14164) Inhibitor of nuclear factor-«kB 716 23.88 0.3811 13 470-542 (73) | 679-698 (20) 20
(NF-kB) kinase subunit epsilon
NFKBIA/IKBA NF-kappa-B inhibitor alpha; |- 317 39.75 0.4695 2 1-72 (72) 1-6 (6) 133
(P25963) kappa-B-alpha 78-84 (9)
302-317 (16)
p65/RELA/NFKB3 | Transcription factor p65; 551 64.61 0.6443 5 257-457 (201) | 1-11(11) 235
(Q04206) Nuclear factor NF-kappa-B p65 31-41 (11)
subunit 62-75 (15)
98-103 (6) 110-
113 (9) 285-290
(6) 305-317 (13)
350-380 (31)
398-414 (17)
433-483 (51)
492-504 (13)
523-551 (29)
p50/NFKB1 Nuclear factor NF-kappa-B p105 | 968 33.16 0.4490 15 335-482 (148) | 369-374 (6) 156
(P19838) subunit 403-421 (19)
454-463 (10)
781-787 (7)
931-953 (23)
p52/NFKB2 Nuclear factor NF-kappa-B p100 | 900 59.89 0.5837 14 690-900 (211) | 8-21 (14) 41
(Q00653) subunit 39-44 (6)
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112-123 (12)
373-389 (17)
445-458 (14)
648-655 (8)

672-694 (23)
728-753 (26)
766-784 (19)
792-806 (15)
816-848 (33)
859-880 (22)
885-900 (16)

IRF3 (Q14653)

Interferon regulatory factor 3

427

37.94

0.4565

84-196 (113)

52-60 (9)

105-118 (14)
135-168 (34)
202-211 (10)

109

IRF5 (Q13568)

Interferon regulatory factor 5

498

43.17

0.5151

106-242 (137)

19-29 (11)
39-47 (9)
88-105 (18)
115-124 (10)
135-142 (8)
149-195 (47)
206-221 (16)
231-253 (23)

68

IRF7 (Q92985)

Interferon regulatory factor 7

503

58.05

0.5520

12

125-268 (162)

59-65 (7)
91-108 (18)
120-132 (13)
155-205 (51)
216-242 (27)
252-258 (7)
270-278 (9)
288-315 (28)

104

TBK1 (Q9UHD2)

Serine/threonine-protein kinase
TBK1; TANK-binding kinase 1

729

10.62

0.3349

12

644-704 (61)

N/F

52
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CD14 (P08571) Cluster of differentiation 14; 375 25.87 0.2891 10 305-330 (26) | 280-285 (6) 39
Monocyte differentiation 299-305 (7)
antigen CD14
TANK (Q92844) TRAF family member-associated | 425 70.35 0.6059 8 162-267 (106) | 12-21 (10) 32
NF-kappa-B activator 54-65 (12)
73-78 (6)
142-159 (18)
228-236 (9)
263-270 (8)
286-299 (14)
337-344 (8)
394-403 (10)
TRIF/TICAM1 Toll-interleukin-1 receptor 712 66.29 0.6621 9 124-393 (270) | 96-104 (9) 34
domain-containing adapter 185-194 (10)
protein inducing interferon 201-223 (23)
beta; TIR domain-containing 228-267 (40)
adapter molecule 1 273-341 (69)
374-384 (11)
392-403 (12)
567-578 (12)
588-595 (8)
649-666 (18)
673-703 (31)
RIP1/RIPK1 Receptor-interacting protein 1; | 671 47.84 0.4978 11 291-482 (192) | 318-329 (12) 99
(Q13546) Receptor-interacting 345-363 (19)
serine/threonine-protein kinase 376-392 (17)
1 401-406 (6)
415-475 (61)
531-547 (17)
TRAM/TICAM?2 TRIF related adapter molecule; | 235 50.21 0.5112 4 1-77 (77) 1-18 (18) 25
(Q86XR7) TIR domain-containing adapter 39-46 (8)
molecule 2 75-85 (11)
IFNA1 (P01562) Interferon alpha 189 31.75 0.3759 4 22-56 (36) N/P 74 (0.700)
IFNA4 (P05014) Interferon alpha 4 189 16.40 0.3241 4 180-189 (10) N/P 78 (0.400)
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| IFNB1 (P01574) | Interferon beta | 187 | 11.76 | 0.2695 4 124-136 (13) | N/P 44

@ Data on protein-protein interactions for HCV proteins are derived from [1]
®Interaction data are derived from STRING-based analysis using medium confidence (0.400) for a minimum required interaction score
¢ Interaction data are derived from STRING-based analysis using highest confidence (0.900) for a minimum required interaction score

4 Interaction data are derived from STRING-based analysis using high confidence (0.700) for a minimum required interaction score
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