Figure S1. Amino acid alignment of Lep-Caspase-1 sequences. Identical residues are boxed in grey. Critical amino acids involved in substrate-binding are
boxed in purple. Critical amino acids involved in the active site, including the catalytic cysteine residue, are boxed in red. Blue frames indicate cleavage sites.
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Aa-Caspase-1 MA-DEVAQNNG----GDREQRP--NGSG--{DEGDAWG--SHESSHVRRHARMPVDRNSPYYNMNHKNRG I AFIENHEHFD IHSLKSRTGTNVDSDNLHKV
Ba-Caspase-1 MS-EVQDNGFSEPSSIEPEQRP--NGGGDUDEGDAWGGGSHESSSARRYARMTVDRNAAYYNMNHKNRGMA I IENHEHFD IHSLKSRTGTNVDSDNLARV
Bm-Caspase-1 MA-DEEKKTNG----SGTDQRK--NGNE--DEGDAWG--SHGSSQGRRYAKMPVERYAHYYNMNHNNRGMA I I ENHEHFE IHNLKSRTGTNVDSDSLSKV
Ep-Caspase-1 MS-EAQPENNGSGGE---EQRP--NGGG--DEGDAWG--SSDPSFSR 1VGRMPVDRNAAYYNMKHKHRGFAV I ENHEHFDVHSLKSRTGTNVDSDSLNKV

Gm-Caspase-1 MSQEANQSNNG----- NDEQRA--NGG-D-DEGOAWG--SHGSVNKPRYAKMPVNRNSPYYKMDHKRRGVAV I ENHEFFDVHSLKPRTGTNVDSDNLARV
Ha-Caspase-1 ML-DGDVQDNG---SVETEQRP--NGGG--DEGOAQG--SHDSSHARRFARMPVDRNAPYYNMNHKYRGMA I IENHEHFD IHSLKSRTGTNVDSDNLAKV
He-Caspase-1 MS-EVNEQDNG----- ETEQRP--NGGG--DEGOAWG--SHESSS I RHYAKMPVERNAPYYNMNHKNRG I AV I ENHEHFD IHNLKSRTGTNVDCDNL SKV
Hm-Caspase-1 MS-EVNEQDNG----- ETEQRP--NGGG--DEGOAWG--SHESSS I RHYAKMPVERNAPYYNMNHKNRG I AV I ENHEHFD IHNLKSRTGTNVDCDNL SKV
Hn-Caspase-1 MS-EVNEQDNG----- ETEQRP--NGGG--DEGOAWG--SHESSS I RHYAKMPVDRNAPYYNMNHKNXXXAV I ENHEHFD IHNLKSRTGTNVDCDNL SKV

Hs-Caspase-1 ML-DGDVQDNG---SVETEQRT--NGGG--DEGDAQG--SHDSSHSRRLARMPVDRNAPYYNMNHKYRGMAV IFNHEHFD IHSLKSRTGTNVDSDNLSKV
Hv-Caspase-1 ML-DGDVQDNG---SVEAEQRA--NGGG--DEGDAQG--SHNSSHSRR IARMPVDRNAPYYNMNHKYRG IAL IFNHEHFD IHSLKSRTGTNVDSDNLFKV
Lm-Caspase-1 ME-D-ESLNNG---VEETEQRPN-GGGG--DEGDASG--SRDSSQGARYARMPVERNDPYYNMKHKYRGMA I I FNHEHFNIHSLKSRTGTNVDCDNLSKV
Mb-Caspase-1 ML-DGEPQDNG---SVDTEQRPNANGGG--{DEGDALG--SHESSNARRYARMPVDRNAPYYNMNHKYRGMA I I FNHEHFD IHSLKSRTGTNVDSDNLAKV
Ms-Caspase-1 MS-DEEPQNNG----AQEEQRP--NGGG--DEGDAWG--SHESSRVRRYAKMPVDRNAPYYNMGHKHRGMA I IFNHEHFD IHSLKSRTGTNVDGDNLAKV
Se-Caspase-1 ML-DGK-QDNGNVDSVDTKQRT--NGGG--DEGDALG--SHNSSQPTRYARMPVDRNAPYYNMNHKYRGMA I IFNHEHFD IHSLKSRTGTNVDSDNLSKV
Sf-Caspase-1 ML-DGK-QDNGNVDSVDIKQRT--NGGG--DEGDALG--SNSSSQPNRVARMPVDRNAPYYNMNHKHRGMA I I FNHEHFD IHSLKSRTGTNVDSDNLSKV
Sl-Caspase-1 ML-DGK-QDNGNVDSVDTKQRT--NGGG--DEGDALG--SHNSSQPSR IARMPVDRNAPYYNMNHKHRGMA I I FNHEHFD IHSLKSRTGTNVDSDNLSKV
Tn-Caspase-1 ML-DGESQDNG---FVETEQRP--NGGG--|DEGDALG--SHESSQSRRYAKMPVDKNAPYYNMNHKYRGMA I I EFNHEHFD IHSLKSRTGTNVDSDNLAKV
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Aa-Caspase-1 LKGLGFLVTVRHNCKAEEVNHY 1QQIADLDHSDHDCLLVAVLTEGELGMLYAK--—-———————————————————— - —————
Ba-Caspase-1 LKGLGFRVTVLVDRKADDVNKYPQQISEMDHTDNDCLL IAVLSHEBELGMLYAKGTHYKPDNLFYHFTADRCQTLA
Bm-Caspase-1 LRGLGFSVTVLHNLRAEDINRY 1QQ1SEMDHTDNDCLLVAVLSHBEL GMLYAKDTHYKPDNLWYYFTADKCPTLAGKPKLFFIGABQGDKLDGG I TLS-N
Ep-Caspase-1 LRTLGFRVTVLNNLKFEDVNKY 1QDLAAMDHSDSDCLL IAVLSHBELGMLYAKDTHYKPDNLWDYFTADKCPTL----——————————————————————
Gm-Caspase-1 LKNLGFRVT IFNNLRFHELNARVQE IAEMDYSDDDCLLMAVLTHEEMG I LYARDTHYKAENLWYHFTADRCPTLAGKPKLFFI QGDRLDGGITLT-T
Ha-Caspase-1 LKGLGFRVTALNNLKSEEVIRYVQETAEMNHSDFDCLL IAVLTHEELGMLYAKDTHYKPENLWYYFTGDKCPTLAGKPKLFFI QGDKLDGGITLS-R
He-Caspase-1 LKTLGFRVTILNNLKFEDVNRYLQQVAEMDHTENDCLLMAVLSHEBEVMGMLYAKDTHYKPDTLWYYFTADKCPTLAGKPKLFFI QGDKLDGGITLSSX
Hm-Caspase-1 LKSLGFRVTILNNLKFEDVNRYLQQVAEMDHTENDCLLMAVLSHEEVMGMLYAKDTHYKPDTLWYYFTADKCPTLAGKPKLFF I QGDKLDGGITLSSR
Hn-Caspase-1 LKSLGFRVTILNNLKFEDVNRYLQQVAEMDHTENDCLLMAVLSHEEVMGMLYAKDTHYKPDTLWYYFTADKCPTLAGKPKLFF I QGDKLDGGITLSSR
Hs-Caspase-1 LKGLGFRVTVLSNLKSEEVIKY1QTTADMDHSDFDCLL IAVLTHREELGMLYAKDTHYKPENLWYYFTGDKCPTLAGKPKLFF I QGDKLDGGITLS-R
Hv-Caspase-1 LKGLGFRVTVLTNSKSEEVMKY IQEVADMDHTDFDCLV IAVLTHREELGMLYAKDTHYKPENLWYYFTGDKCPTLAGKPKLFF I QGDKLDGGITLS-R
Lm-Caspase-1 LKGLGFRVTVLNNLTSGEILTY1YQTAEMDHSDFDCLL IATLTREEMGMLYAKDTHYKPETLWSHFTADKCPTLAGKPKLFFI QGDKLDAGITLN-R
Mb-Caspase-1 LKGLGFRVTVLSNLKSEEVIKYVQQTADMDHTEFDCLL IAVLTHEEELGMLYAKDTHYKPDNLWYYFTGDKCPTLAGKPKLFFI QGDKLDGGVNLVSY
Ms-Caspase-1 LKGLGFRVTMLHNSKAEE INKY IQEIADMDHSENDCLLVAVLTREELGMLYAKDTHYKPDNLWYYFTADKCPTLAGKPNYFF I QGDKLDGGITLTNR
Se-Caspase-1 LKGLGFRVTVLNNLKSDD INKYVQQTADMDHSDADCLLVAVLTHEELGMLYAKDTHYKPENLWYYFTADKCPSLAGKPKLFFI QGDKLDGGITLS-R
Sf-Caspase-1 LKTLGFKVTVFPNLKSEE INKFIQQTAEMDHSDADCLLVAVLTHEELGMLYAKDTHYKPDNLWYYFTADKCPTLAGKPKLFFI QGDRLDGGITLS-R
Sl-Caspase-1 LKGLGFKVTVFTNLKSEE INKYVQQTADMDHSDADCLLVAVLTHEELGMLYAKDTHYKPENLWYYFTADKCPTLAGKPKLFFI QGDKLDGGVTLS-R
Tn-Caspase-1 LKGSGFRVTVLTNLKSEEILKYVQQTADMDHSDSDCLL IAVLTEEEL GMLYAKDTHYKPENLWYYFTGDKCPTLAGKPKLFFI QGDKSDGGVTLS-R
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Aa-Caspase-1 |---4---------"-"-"-"-"-"""">"-"-""""b————————————————————————
Ba-Caspase-1 |---~-------"-"-""—"—""——— -
Bm-Caspase-1 |TETDGSSSSSYRIPIHADFLIVFESTVPGYYSWRNTTRGEWFMQSLCEELRNYGTQRDILTLLTFVCQRVALDFESNTPD I TPMH-QQKQVPCINSMLTRL
Ep-Caspase-1 |---~4-—------"-"—""—"—"———— -
Gm-Caspase-1 |TETDGSSSTQYRIPVHADFLIAFSTVPGYFSWRNTTRGESWFMQALCEELRFYGTERDILQLLTFVNQKVALDYESNTPDVPSMH-QQKQVPCITSMLTRL
Ha-Caspase-1 |TETDGSSSASYKIPVHADFLIVFESTVPGYYSWRNTTRGSWFMQALCEELRYAGTERDILTLLTFVCQRVALDYESNTPDLMPMH-QQKQVPCITSMLTRL
He-Caspase-1 [TETOGSSS-SYRIPFT-—-LlS-—————————— e
Hm-Caspase-1 |TETDGSSS-SYRIPIHADFLIVFSTVPGYYSWRNTTRGSWFMQALCEELRYSGTERDILTLLTFVTQKVALDYESNTPDMLTMH-QQKQVPCTNTMLTRL
Hn-Caspase-1 |TETDGSSS-SYRIPIQHXFLIVFSTVPGYYSWRNTTRGSWFMQALCEELRYSGTRKRYPDLVNFVTQKVALDYESNTPDMLTMH-QQKQAPCTNTMLTRL
Hs-Caspase-1 |TETDGSSSASYKIPVHADFLIVFSTVPGYYSWRNTTRGSWFMQALCDELRYAGTERDILTLLTFVCQRVALDYESNTPDLMPMH-QQKQVPCITSMLTRL
Hv-Caspase-1 |TETOGSSSASYKIPVHADFLIVFESTVPGYYSWRNTTRGSWFMQALCDELRYNGTERDILTLLTFVCQRVALDYESNTPDLMPMH-QQKQVPCITSMLTRL
Lm-Caspase-1 |TETOGSTSVPYKIPVYADFLIVFSTVPGYYSWRNTTRGSWFMQALCEELRYSGTERD ILTLLTFVWQRVALDFESNTPDFLTMHEQQKQVPCIT-MLTRL
Mb-Caspase-1 |TETOGSPSASYKIPVHADFLIVFESTVPGYYSWRNTTRGSWFMQALCEELRYAGTERDILTLLTFVCQRVALDFESNTPDLMPMH-QQKQVPCITSMLTRL
Ms-Caspase-1 |TETOGLSSASYRIPIHADFLIVESTVPGYYSWRNTTRGSWFMQALCEELRYTGTERDILTLLTFVCQKVALDFESNTPDLLPMH-QQKQVPCITSMLTRL
Se-Caspase-1 [TETDGSPSASYRIPVHADFLIAFSTVPGYFSWRNTTRGSWFMQALCEELRYAGTERD ILTLLTFVCQRVALDFESNSPDSMIMH-QQKQVPCITSMLTRL
Sf-Caspase-1 [TETDGSPSTSYRIPVHADFLIAFSTVPGYFSWRNTTRGSWFMQALCEELRYAGTERD ILTLLTFVCQKVALDFESNAPDSAMMH-QQKQVPCITSMLTRL
SI-Caspase-1 [TETDGSPSASYRIPVHADFLIAFSTVPGYFSWRNTTRGSWFMQALCEELRYAGTERD ILTLLTFVCQKVALDFESNAPDSAMMH-QQKQVPCITSMLTRL
Tn-Caspase-1 |TETDGSPSTSYKIPVHADFLIVFSTVPGYYSWRNTTRGSWFMQALCEELRYAGTERDILTLLTFVCQRVALDFESNTPDLMPMH-QQKQVPCITSMLTRL

Aa-Caspase-1 ---------
Ba-Caspase-1 --------—-
Bm-Caspase-1 LLFGKK---
Ep-Caspase-1 -----———-
Gm-Caspase-1 LIFGKK---
Ha-Caspase-1 LVFGRK---
He-Caspase-1 ------—-—-
Hm-Caspase-1 LIFNKKQ--
Hn-Caspase-1 LIFNKK---
Hs-Caspase-1 LVFGRK---
Hv-Caspase-1 LVFGRK---
Lm-Caspase-1 LVFGK----
Mb-Caspase-1 LVFGKK---
Ms-Caspase-1 LVFGKK---
Se-Caspase-1 LVFGKK---
Sf-Caspase-1 LVFGKKQSH
SI-Caspase-1 LVFGKKQSH
Tn-Caspase-1 LVFGKK---



