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FCIVAIChains = = = = = = = = = = = = = = = = = ® = ==&« SDTRFHSFSFYELKNVTNNFDERPISVGGNKMGEGGFGas
splasrakziiRakamouse TSVMPMPKLEHSCEPPDSSSPDNRSVESSDTREHSESEHELKS | TNNEDEQPASAGGNRMGEGGEG 198
Q8R4K2:Chain
7C2V_1|Chains VVYKGYVNNTTVAVKKLAAMVDITTEELKQQFDQEI KVMAKCQHENLVELLGFSSDGDDLCLVY VY104
spleerakzliRaka MousE VMV Y KGCVNNT | VAVKKLGAMVE |l STEELKQOFDOEIKVMATCOQHENLVELLGFESSDSDNLCLVYAY244
Q8R4K2:Chain
7C2V_1|Chains MPNGSLLDRLSCLDGTPPLSWHMRCKI AQGAANGINFLHENHHIHRDIKSANILLDEAFTAKISDF170
sploerakziiraka mouste MPNGSLLDRLSCLDGTPPLSWHTRCKVAQGTANGIRFLHENHHIHRDIKSANILLDKDFETAK I SDFa330
QB8R4K2:Chain
7C2V_1lchains GLARASEKFAQTVMTSRIVGTTAYMAPEALRGEITPKSDIYSFGVVLLEIITGLPAVDEHREPQLL?236
spleerakzlirakamouste GLARASARLAQTVMTSRIVGTTAYMAPEALRGEITPKSDIYSFGVVLLELITGLAAVDENREPQLL396
Q8R4K2:Chain
7C2v_1|chains LDIKEEIEDEEKTIEDY I DKKMNDADSTSVEAMYSVASQCLHEKKNKRPDIKKVQQLLQEMTAS 300
splasrakziirakamouse LD I KEE I EDEEKT I EDYTDEKMSDADPASVEAMYSAASQCLHEKKNRRPDIAKVOQOLLOEMSA - 459

Q8R4K2:Chain




SupplementafFigure2. CA-4948affinity for murinelRAK-4. (a) Structuralformulaof CA-4948.(b) Binding modeof
CA-4948to humanlRAK-4 (PDBID: 7C2V (35,36),visualizedwith Maestro(37). Ribbonstructureshown.(c) Binding
modewith ribbonstructurefor residuesl 82-203hiddenfor clarity. (d) UniprotIRAK-4 sequencalignmentof 7C2Vto
Q8R4K2(42) (homosapiengo musmusculus)(e) Energy-basetitomologymodelof murinelRAK-4. Residueghatwere
only sidechaimmutationsareshownin cyan(noteribbonstructureof ALA263). Redresiduesndicatethosethathadto be
built (i.e. unstructuredegionswithout definedstructurein the crystaltemplate) CA-4948from 7C2V (homosapiens)
crystalstructuresuperimposed.
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Supplemental Figure 2. CA-4948 affinity for murine IRAK-4. (a) Structural formula of CA-4948. (b) Binding mode of
CA-4948 to human IRAK-4 (PDBID: 7C2V (35,36), visualized with Maestro (37). Ribbon structures shown. (c) Binding
mode with ribbon structure for residues 182-203 hidden for clarity. (d) Uniprot IRAK-4 sequence alignment of 7C2V to
Q8R4K2 (42) (homo sapiens to mus musculus). (e) Energy-based homology model of murine IRAK-4. Residues that were
only sidechain mutations are shown in cyan (note ribbon structure of ALA263). Red residues indicate those that had to be
built (i.e. unstructured regions without defined structure in the crystal template). CA-4948 from 7C2V (homo sapiens)
crystal structure superimposed.
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