Additional File 3 Derived protein sequences of cytokine receptor transcript variants

A. IL-23R derived protein sequences

IL23R MNQVTIHWDVVIALYIFFSWCHGGITNINCSGHIWVEPATIFRMGMNISIYCQAAIRNCO 60
IL23Rv1 MNQVTIHWDVVIALYIFFSWCHGGITNINCSGHIWVEPATIFKMGMNISIYCQAAIRNCQ 60
IL23Rv2 MNQVTIHWDVVIALYIFFSWCHGGITNINCSGHIWVEPATIFKMGMNISIYCQAAIRNCO 60
IL23Rv3 MNQVTIHWDVVIALYIFFSWCHGGITNINCSGHIWVEPATIFKMGMNISIYCQAAIRNCQ 60
IL23Rv4 MNQVTIHWDVVIALYIFFSWCHGGITNIDCSGHIWVEPATIFKMGMNISIYCQAAIRNCO 60
IL23Rv5 MNQVTIHWDVVIALYIFFSWCHGGITNINCSGHIWVEPATIFKMGMNISIYCQAAIRNCQ 60

Ak hkkhkrkhkkhkrhkhkhkhhkhkkhkrhkhkhhkkhkrhkhkhkkhhkdk *hkkhkhkkhkhkrkhkhhkkhkrkh *hkkhkhkhkkhkrkhkhxkkhkrkkxk*x

IL23R PRKLYFYKNGIKERFHITRINKTTARLWYNNEVEPQAFVYCTAECSRYFPETLICGKDIS 120
IL23Rv1 PRKLYFYKNGIKERFHITRINKTTARLWYNNEFVEPQAFVYCTAECSRYFSETLICGKDIS 120
IL23Rv2 PRKLYFYKNGIKERFHITRINKTTARLWYNNEVEPQAFVYCTAECSRYFPETLICGKDIS 120
IL23Rv3 PRKLYFYKNGIKERFHITRINKTTARLWYNNEVEPQAFVYCTAECSRYFPETLICGKDIS 120
IL23Rv4 PRKLYFYKNGIKERFHITRINKTTARLWYNNEFVEPQAFVYCTAECSRYFPETLICGKDIS 120
IL23Rv5 PRKLYFYKNGIKERFHITRINKTTARLWYNNEVEPQAFVYCTAECSRYFPETLICGKDIS 120
khkkhkkhkhkhkhkkhkkhhkhkhhkhkhkhhkhkkhkhkhkhhkhkhkhhhkkhhkhhhkkhkhkhrhhkkhkhkhrrhkkhkhkhrhkhkh *hxkkhhkhhkk*k
IL23R SGYPPDVPDKVTCVIYEYSGNMTCTWNPGRPTYIDTKYVVYVKSLETEEEQEYLTSSYIN 180
IL23Rv1 SGYPPDVPDKVTCVIYEYSGNMTCTWNPGRPTYIDTKYVVYVKSLETEEEQEYLTSSYIN 180
IL23Rv2 SGYPPDVPDKVTCVIYEYSGNMTCTWNPGRPTYIDTN-—--———— LETEEEQEYLTSSYIN 173
IL23Rv3 SGYPPDVPDKVTCVIYEYSGNMTCTWNPGRPTYIDTKYVVYVKSLETEEEQEYLTSSYIN 180
IL23Rv4 SGYPPDVPDKVTCVIYEYSGNMTCTWNPGRPTYIDTKYVVYVKSLETEEEQEYLTSSYIN 180
IL23Rv5 SGYPPDVPDKVTCVIYEYSGNMTCTWNPGRPTYIDTKYVVYVKSLETEEEQEYLTSSYIN 180
khkkhkkhkhkhkhkkhkhkhkhkhkkhkhkhkhrhkkhkkhkhkhrhkkhkkhkhkrhkkhkkhkhhhkhkkx khkkhkkhkhkhkhkkhkkhkkhkhkkkkk*
IL23R ISTDSLQKGKKYLVWVQASNVLGTEKSKQLQIHLDDIVIPSASIISRAEDINTTVSKTVI 240
IL23Rv1 ISTDSLQKGKKYLVWVQASNVLGTEKSKQLQIHLDDIVIPSASIISRAEDINTTVSKTVI 240
IL23Rv2 ISTDSLQKGKKYLVWVQASNVLGTEKSKQLQIHLDDIVIPSASIISRAEDINTTVSKTVI 233
IL23Rv3 ISTDSLQKGKKYLVWVQASNVLGTEKSKQLQIHLDDIVIPSASIISRAEDINTTVSKTVI 240
IL23Rv4 ISTDSLQKGKKYLVWVQASNVLGTEKSKQLQIHLDDIVIPSASIISRAEDINTTVSKTVI 240
IL23Rv5 ISTDSLQKGKKYLVWVQASNVLGTEKSKQLQIHLDDIVIPSASIISRAEDINTTVSKTVI 240
khkkhkkhkhkhkhkkhkkhhkhkhhkhhkhhkhkkhkhkhkhhkhhkhhhkkhhhhrhkhhkhhkhhkdhhkrhkhkhkhhkhhkkhhkrhkhkhhhxkh*k
IL23R HWNSQTSIEKVSCEMRYKATTNQTWNVKEEFDTNFTYEQQSEFYLOPNATYVFQVRCQETG 300
IL23Rv1 HWNSQTSIEKVSCEMRYKATTNQTWNVKEFDTNFTYEQQSEFYLQPNATYVFQVRCQETG 300
IL23Rv2 HWNSQTSIEKVSCEMRYKATTNQTWNTLKNLIPILHMSNSQONSTCSQ-—-—-—-——-—— MLHTY 285
IL23Rv3 HWNSQTSIEKVSCEMRYKATTNQTWNVS———————————————————————————————— 268
IL23Rv4 HWNSQTSIEKVSCEMRYKATTNQTWNVKEFDTNFTYEQQSEFYLQPNATYVFQVRCQETG 300
IL23Rv5 HWNSQTSIEKVSCEMRYKATTNQTWNVKEEFDTNFTYEQQSEFYLOPNATYVFQVRCQETG 300
Ak hkrkhkhkhkhkhkkhkhkhkhkrkhkhkkhkhhkkhrxkxkk
IL23R KRYWQPWSSPFFHKTPEIVPQVTMKSFQHDTONSGLLIASIFKKHLTSDNGKQDIGLLLG 360
IL23Rv1 KRYWQPWSSPFFHKTPEIVPQVTVKSFQHDTONSGLLIASIFKKHLTSDNGKQDIGLLLG 360
TL23Rv2 T T R —— 287
TL23RV3  mmmmmmmm e 268
IL23Rv4 KRYWQPWSSPFFHKTPE[—————=————————————————————— — — — DNGKQDIGLLLG 330
IL23RvV5 KRYWQPWSSPFFHKTPEIVPQVTMKSFQHDTONSGLLIASIFKKHLTSELKEESYC---- 356
IL23R MVFFAVMLSVLSLFGIFNKSIETGIKRRILLLIPKWLYEDIPKLENSKVVKILQEKNEFM 420
IL23Rv1 MVFFAVMLSVLSLFGIFNKSHRFGIKRRILLLIPKWLYEDIPKLENSKVVKILQEKNEFM 420
IL23RV2 ~  —mmmmmmmmmmmmmmmmmo e L T 287
TL23RV3 ~  —mmmmmmmmmmmmmmmmm o e 268
IL23Rv4 MVEFAVMLSVLSLFGIFNKSYRIFTGIKRRILLLIPKWLYEDIPKLENSKVVKILQEKNEEFM 390
IL23RV5 ~  ——mmmmmmmmmmmmm—mm ] I 354
IL23R NNNSSEQVLYVDPVITEIEIILPEEKPIGYKKENNTGCLERKESLEKSLLTNTTVVYIPD 480
IL23Rv1 NNNSSEQVLYVDPVITEIEIILPEEKPIGYKKENNTGCLERKESLEKSLLTNTTVVYIPD 480
TL23RV2 =mmmmmmm e e e 287
TL23RV3  mmm e e e e 268
IL23Rv4 NNNSSEQVLYVDPVITEIEIILPEEKPIGYKKENNTGCLERKESLEKSLLTNTTVVYIPD 450

TL23RV5 mmmmmmmm e e e e 354



IL23R

IL23Rv1
IL23Rv2
IL23RvV3
IL23Rv4
IL23Rv5

IL23R

IL23Rv1
IL23Rv2
IL23Rv3
IL23Rv4
IL23Rv5

IL23R

IL23Rvl
IL23Rv2
IL23Rv3
IL23Rv4
IL23Rv5

LNTGYKPQISSFLPGGNHLRNDDETASSILEPPADSLNLGNNARFKKYPDFAFSVSSTNS
LNTGYKPQISSFLPGGNHLRNDDETASSILEPPADSLNLGNNARFKKYPDFAFSVSSTNS

LSNTLFLEELSLILNQGECSPPDMONSIEGETAMLLEDALLNETIPEQTLLPDEEFVSCLG
LSNTLFLEELSLILNQGECSPPDMONSIEGETAMLLEDALLNETIPEQTLLPDEFVSCLG

SMNKELPSINSYFPONILESHENRFHS 627
SMNKELPSINSYFPQNILESHFNRFHS 627
——————————————————————————— 287
——————————————————————————— 268
SMNKELPSINSYFPONILESHENRFHS 597
——————————————————————————— 356

Bold, class 1 cytokine receptor activation motif
Box, R381Q variant site
Underline, transmembrane domain

A. IL-12RB1 derived protein sequences

IL12RB1

IL12RB1v3

IL12RB1

IL12RB1v3

IL12RB1

IL12RB1v3

IL12RB1

IL12RB1v3

IL12RB1

IL12RB1v3

IL12RB1

IL12RB1v3

IL12RB1

IL12RB1v3

IL12RB1

IL12RB1v3

IL12RB1

1 MGQWGFRLVAFLLLLCHRQGAEACGTVGCCFQNPPYPDADSGSASGPRAL
A

1 MGQWGFRLVAFLLLLCHRQGAEACGTVGCCFONPPYPDADSGSASGPRAL
51 SCYRLSSSAGYECSWEYEGPAAGVIHFLRCCLQSGRCCFFATGSATKLQF
5l oo
101 SDQODGISVLHNVTLWVESRAANRTEKSPNVTLNLYSSVKYDPPPGNIKVS
5l oo
151 KSAGKLRMEWETPARQDGAEVQFRHRTPGSPWKLGDCGRODDAGFESCLC
5l oo
201 PLEMDMAQEFQLRRRLGPGVPGGPWSSWSSPVCIPPETPPQAEVRFSAEQ
FEEEEEEEEE Rttt

51 ———mmmmmmm oo SWSSPVCIPPETPPQAEVRFSAEQ
251 LCPDGRRQVALHEQLPQLELPEGCLGPDPGMEVTYKIHLHMLSCPCKTRA
A

75 LCPDGRRQVALHEQLPQLELPEGCLGPDPGMEVTYKIHLHMLSCPCKTRA
301 KKTLRLKRKLVLSSAAYDLTIVSQNRFGLGPNQTWRIPACIHSEPGLLNI
A

125 KKTLRLKRKLVLSSAAYDLTIVSQNRFGLGPNQTWRIPACIHSEPGLLNI
351 SAGANGTTMHWPARAQGMRYCIEWQLQGQEENLAACTIVTAPQDADAAGMA
A

175 SAGANGTTMHWPARAQGMRYCTEWQLQGQOEENLAACTVTAPQDADAAGMA

401 THSWSQESGALAQKACYHIAIFASAHPEKLTSWSTVLSTYHFGGNASAAG
FEETEEEEErr et e e e e e e e e e e e e e e ey

540
540
287
268
510
354

600
600
287
268
570

50

50

100

50

150

50

200

50

250

74

300

124

350

174

400

224

450



IL12RB1v3

IL12RB1

IL12RB1v3

IL12RB1

IL12RB1v3

IL12RB1

IL12RB1v3

IL12RB1

IL12RB1v3

IL12RB1

IL12RB1v3

IL12RB1

IL12RB1v3

225 THSWSQESGALAQKACYHIAIFASAHPEKLTSWSTVLSTYHFGGNASAAG

451 SPQHVSVRKLSQDSVSVDWTPSLLSTCPGVLKEYVVYFQEEDSNQASELH

FEETEEEEErr et e e e e e e e e e e e e ey
275 SPQHVSVRKLSQDSVSVDWTPSLLSTCPGVLKEYVVYFQEEDSNQASELH

501 VKPTETQVTLQGLRAGTAYKVQVRADTAKWRGAWSQPLHEFTIEVQVSELS

FEETEEEE Rt et e e e e e e e e e e e ey
325 VKPTETQVTLQGLRAGTAYKVQVRADTAKWRGAWSQPLHFTIEVQVSELS

551 DLSIFLASLGSFVSILLLGIFGYLSLNRAVRHLCPPLPTPGASTAIKFSG

FEETEEEEErr et e e e e e e e e e e e ey
375 DLSIFLASLGSFVSILLLGIFGYLSLNRAVRHLCPPLPTPGASTAIKEFSG

601 SQGKQVWQOWTSPADFPEEVSPHEALMVNISWEKGEGADMGTLGTLKEKME

Frrrrrrerrrrrrrrrrrr e et r e e
425 SQGKQVWQWTSPADFPEEVSPHEALMVNISWEKGEGADMGTLGTLKEKME

651 LPLRAPKPAPDTELPLKDRKOMQGCPEAGALRPGWQODGLVEDSLAQVARP

Frrrrrrrrrrrrrrrrrrr e et r et r e
475 LPLRAPKPAPDTELPLKDRKQOMOGCPEAGALRPGWQDGLVEDSLAQVARP

701 PLLLLGGLRQAPRFGSQGEAGTAASSYRED 730

FEEErrrr et
525 PLLLLGGLRQAPRFGSQGEAGTAASSYRED 554

Bold, class 1 cytokine receptor activation motif
Underline, transmembrane domain

B. IL-17RB derived protein sequences

IL17RB

IL17RBv1
IL17RBv2
IL17RBvV3

IL17RB

IL17RBv1
IL17RBv2
IL17RBvV3

IL17RB

IL17RBv1
IL17RBv2
IL17RBvV3

IL17RB

IL17RBv1
IL17RBv2
IL17RBvV3

IL17RB

IL17RBv1
IL17RBv2
IL17RBv3

IL17RB
IL17RBv1
IL17RBv2

MLLVLLSLAALCWGAVPPEPTIQCGSEPGPSPEWMVRHTLTPGDLRDLRVEPIKSSVDLE
MLLVLLSLAALCWGAVPPEPTIQCGSEPGPSPEWMVRHTLTPGDLRDLRVEPIKSSVDLE
MLLVLLSLAALCWGAVPPEPTIQCGSEPGPSPEWMVRHTLTPGDLRDLRVEPIKSSVDLE
MLLVLLSLAALCWGAVPPEPTIQCGSEPGPSPEWMVRHTLTPGDLRDLRVEPIKSSVDLE

KA AR AR A AR AR A AR A AR A AR AR A A A AR A AR AR A AR A A A AR A AR AR AR A A Ak A A Ak Ak kK

DSSILMNISWILRADASIRLLKATKICVMGKSHFQSRSCIRCNYTQAFRTQTRHSGGKWT
DSSILMNISWILRADASIRLLKATKICVMGKSHFQSRSCIRCNYTQAFRTQTRHSGGKWT
DSSILMNISWILRADVDVFLHWF--SCRAEHSLFHWSP---—----—-—-—-——--——-———————
DSSILMNISWILRADVDVFLHWF--SCRAEHSLFHWSP--------—-—————-————————

KAk kAhk Kk Ak hkkkhkk Kk kK% . * * ok Kk .

FSYIGFPVELNTVYFIGAHNIPNANMNEDGPSMAVNEFTSPGCLDHVMKYKKKCIEAGSLW
FSYIGFPVELNTVYFIGAHNIPNANMNEDGPSMAVNEFTSPGCLDHVMKYKKKCIEAGSLW

KPNITACKKSANTVEVNEFTTSPLGDRYMALIQNTSVIGTSYVSEKELTRTSVVVHVTGES
KPNITACKKSANTVEVNEFTTSPLGDRYMALIQNTSVIGTSYVSEKELTRTSVVVHVTGES

EGAVVQLTPYFHTCGNDCIRQRGTVVRCPQTGVSPODHERSVLGGWLPLLLSALLVATWV
EGAVAQLTPYFHTCGNDCIRQRGTVVRCPQTGVSPODHERSVLGGWLPLLLSALLVATWV

274

500

324

550

374

424

650

474

700

524

60
60
60
60

120
120
96
96

180
180
96
96

240
240
96
96

LVAGIYLIWRHERTKKTSFSTTTLLPSLKVLV[VYPSEIC|FHHTVCYFTEFLONRCRSEVI 360
LVAGIYLIWRH======mmmm === mmmmmm oo VCYFTEFLQNRCRSEVI

328
96



IL17RBv3

IL17RB

IL17RBv1
IL17RBv2
IL17RBv3

IL17RB

IL17RBv1
IL17RBv2
IL17RBv3

IL17RB

IL17RBv1
IL17RBv2
IL17RBvV3

LEKWQKKKIAEMGPVQWLTTQKQAADKVIFLLSNDNTMCDGTCDKKEGGPCENSQDLFHL 420
LEKWQKKKIAEMGPVQWLTTQKQAADKVIFLLSNDNTMCDGTCDKKEGGPCENSQDLFHL 388
———————————————————————————————————————————————————————————— 96

AFNLFCSDLRSQTHLRKYVVVYFREGDIKDSYSALSVCPTYRLTKDATDFCAELLHAKQH 480
AFNLFCSDLRSQTHLRKYVVVYFREGDIKDSYSALSVCPTYRLTKDATDFCAELLHAKQH 448
———————————————————————————————————————————————————————————— 96

VSVGRRSRARHYSCLSL 497
VSVGRRSRARHYSCLSL 465
————————————————— 96

Bold, SEFIR domain
Box, TRAF6 binding site
Underline, transmembrane domain



