A

- 20 - 40 . 60 - * 100
HSTLR3 THA YRR DR VWEHF SSMEK-EDQSERFCLEERDFEARVFELEARVNS - IKR KDPLEKRERVEHNIQQATEQNLDSIZTEFEEE : 100
BtTLR3 IHAYFERDWVWKHSSPMED-EDHTLRFCLEERDFEAVLELEANVNS-IRR KDPLERREKVEHACOATEQNLDSIIINFLEE : 100
GgTLR3  : THARF@TNWVLTNFTTLEENEQFQVKFCLEERDFEAL TSEFEANINC-IRR D VHHSQQATEQSROSIIISMFEEN : 101
DrTLR3  : THAGEWRSWVERSTILSLED---KDLNFFYEQRDSTPEHSRLETHVDN-MVY] RO KAHHEMHHVMEDNRDSLIISIFLED : 95
HSTLR4 IYSSCEDWVRNELVENLEEGVPPFQLCLHYRDFIFEVA TARNE THEGFHK I-BEYEIROTWQFLSSRAGIIEMVIQR : 101
BTTLR4 IYSSQEEDWVRNELVENLEEGVPPFQLCLHYRDFIFEVATAANN IGEGFHK I-JEYEIEQTWGFLSSRAGIIEMVIQK : 101
GgTLR4  : IHSSHEQEWVMKELVEPLEEGKPPFGLCLYFRDFLEEVEIVTNI IGEGFLS FDIFRSWQLVEGKAGIIMIILGE : 98
DrTLR4  : IFSSYWEARVMNELMENLENGVPPIQLCLHMRDFQAERS TASN IDEGIMG QSRFLMERNANTITMILED : 101
HSMAL : LVAAG-DLVSYLEGSTASLRCFLQLRDATHEGATVSEMCGATSS TEAP-GAEGCTIEMLSGL : 95
BtMAL z LARAQ-ELVSYLEGGAASLRCFLQLRDATHECAIVSEMCHALS S SEAP-GAEGRTIRMMSGL : 95
GgMAL : LEEVE-ELVSYLESQPQSLRCFLQL ITEM CEAVQN— AEAP-MANGRTIRJLKDI : &5
DrMAL : AG-SLATFLEGPGKSLRCFLGERDCAI{EGAVSTEM LGALRD— SEGP-MSQ-RIIPSVEDM : 94
XtMAL : NYAL-KLLSYLESQPENLRCFL IDSEMCSGLRNA 'VESP-LSEGRFIBMINL : 98
HsMyD88 : IQEVQ-EMIRQLEQTNYREKLCVSDRDVLBETCVHSIASELIEKRCRRIMS SLSPGRHQKRLIPMKYRA : 97
BtMyD88 : IEEVH-EMIRQLEQTNYRLKLCVSDRDVLEETCVHSIASELIEKRCRR SLSPGRHQKRLIEMKYKP : 97
DrMyDEE : IQEVH-EMIKQLEHTEYNLKLCVFDRDVLEETCVWT IASELIEKRCER SLCPGARTKRLIFWVYES : 97
GgMyD88  : LGEVG-FMIRELEQTEFKLELCYFDRDVLHETCVWSISGELIERRCRR SLSPGARLKRLIBWKCET : 67
HSTICAML : RMSEHIALRVRERLEA-LGVPDGATFCEDFQVEERGELSCHQDAIDH MSNLTRQGSPDCVMPELP : 98
BtTICAML : [LHASMREHIALRVRERLEA-LGVHDGATFCEDFQVRERGELECHQDALDH MSSLTRHGWQDCVMPFLE : 98
GgTICAML : HIACRIKDLLEN-MGVPNGATFCEDFLVAEHNQLTCFGDAMEN MESIQRPSKHNSVMPEVE : 98
DrTICAMI : -IDETFYAFVMLHEAEHBADEAGRLREKLEG-II FSEDFAGAERSTLRCIEDAIDN PELF : 102
HSTICAMZ : ----VFLKFVMLHAEDTDEALRVQNLLQDDFGIRPGIIFAE--MPCERQHLQNIDDAYNG PMRP : 99
BtTICAM2 : TEEEVFLKFVMLHAFFMTGEALRVQSLLENDFGIRPGIIFAE-—-MPCIERQHLQNEDDAYNG EMRP : 103
bbtTICAM : ————-' YYDYEMVE KHARKIMELLKS---RKLRGCLLEKDFPAEASPFRNUADAIER  TRDRWEE -KKLQTS MPIIP : 97
D G s c a
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Box1 Box2
> 120 b 140 *
HSTLR3  : IPDYKLN--HALCERRGMFRSHCILNWPVORERIGAERHRLQVALGSK - @ 146
BtTLR3  : IPDYKLN--HALCLRRGMFRSHCILNWPVQEERVNASHHKLKVALGSR 1 146
GgTLR3  : IQDYKLN--HALCLRRGMFRSCCILNWPVGEERINABHQQLMMALKSNSKVPPVEN-- : 155
DrTLR3  : VTDYNLN--RSLHLRRGMLEPKCVLYWPLHEERIPA : 137
HSTLR4  : VEKTLLR--QQVELYR-LLSRNTYLEWEDSVLGREHI) : 146
BtTLR4  : LEKSLLR--QGQVELYR-LLSRNTYLEWEDSVLGRHV) 1 146
GgTLR4  : VDKTLLR--QRLGLSR-YLRRNTYLEWKNKEISRHI) : 139
DrTLR4  : KVFGLHR-HLEKENTYLKWSRDPLSNIREWIRLRKAILQK 1 146
HsMAL : ELRFMYYVDGRG-PDGGERQVEEAVMRE LGTESWELLYHGTE- 1 143
BtMAL : SRAAYPA--ELRYMYFVDGRG-PEGGERQVEEAVMRELOTLG-—======== : 134
GgMAL : ELRNLYYIYVAL-KENSERQIRDTVLREMLEELCRSSTSGMQ-— s 142
DrMAL z ELRFLFTVDLNVNREFGEKQVYSTVLHNLKDUCERETSSSVSQTDR--- : 147
XtMAL F ELRFMHATRSRSCDDSVECQIRNSISS; : 133
HsMyD88 : MRKEFPS--ILRFITVCDYTNPCTKSWFWTRLAKA : 130
BtMyD88 : MRREFPS--ILRFITVCDYTNPCTQNWFWIRLAKA : 130
DrMyD88 : MRRPFPS-—-ILRFLTICDYSKPCTQVWFWIRLAKA 1 130
GgMyD88  : MENEFPS—-ILRFITICDYTNPCTKEMVLDETGKISLAAVMQSFESFF-—--—————— 1 143
HSTICAM1 : LESSPAQLSSDTASLLSGLVRLDEHSQIFARKVANTHKEH : 138
BtTICAMI : LESSLAQLSPSTSSLLTGLVLLDEHSKIFARKVTNTHKDQ : 138
GgTICAM1 : KENPLER--SQIPSMLSVLVALDENSEVEARTVONTHTEE : 136
DrTICAM1 : RENRLSR--KNIBEVLQTKVELDESNRTFERKALKALSQDA- 1 141
HSTICAM2 : ENNPLPR--ERTPFALGTINALEEESRGFPTQVERIGQESUYKTQGTIWKETRNMVGR : 155
BtTICAM2 : LNNPLPR--ERTPFALRTINALEEESRGFPTQVERIBQESVYRIQCAIWKETRNTVGR : 159
bbtTICAM : NPDLMPR--KKIPSELRTVSQLDMTSDYFDDKIKKTKTKEREKREKKMLKSRQEA-— : 151

Box3

Figure S3. The conserved three boxes and BB loop in the TIR domains.
Sequence alignment based on TIR domains of TLR3, TLR4, MyD88, MAL, TICAMI1,

and TICAM?2 from mammal, Xenopus, chicken, fish, and amphioxus.



