Figure S2. Amino acid alignment of Lep-Caspase-2 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 putative
cleavage sites.
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Ha-Caspase-2 MSEGNGVTEQK LENTNGTRPKCLPESNSYRNEFYNMNHKYRGKAIICNHEHFEIDLKP ——GTGKDCENLEKCLNYLGFSVDALSNPKYGEIMYHIKK
Hs-Caspase-2 MSEGNGVTEQKKLKSSNGTSPKCLTTSNSYRNEYYNMNHKYRGKAT IFNHEFFE IDLNPRP--GTGKDCENLEKCLKELGFSVDVLSNPKYAE IMNHVKK
Hv-Caspase-2 MSEGNGVTEQK-LKSSNGTRPKCSTTFNSYRNEYYNMNHKYRGKATI IFNHEYFE IDLNPRP--GTGKDCENLEKCLKDLGFSVDVLCDPKYAE IMNHVKK
Mb-Caspase-2 MAERN-------—-——— EETAPHPGP-CNAYRNEFYNMNYKYRGKAL I FNHHHYATALELRPRGGTNKDCESLVECLKQLAFSVDVFCDLKYAE IMKH I KK

Se-Caspase-2 MAHSS--------—-—- TNGSQVSCAESFNSYKNEFYDMNHKYRGKATL IFNHDRFDID I PPRA--GSLKDCDNLEECLTALGFSVD I FHNFKYTDIMKQIEQ
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Ha-Caspase-2 TASMNHSKNDCLLIVVLT TNGMLYAKDTNYRPEKLWNLFTEENCPTLAGKPKLFVF QGEEYDDGITLT ————— KJIETDSWFEPNRNPTHPDFLV
Hs-Caspase-2 IASMNHSKNDCLL I'VVLTHEVNGKLFAKDTDYRPEKLWGPFTEENCPTLAGKPKLFVF QGEDYDDGITLT----- KHSETDGWFEPDRNPTHPDFLV
Hv-Caspase-2 IASMNHSKNDCLL I'VVLTHEVNGRLFAKDTDYRPEKLWNPFTAENCPTLAGKPKLFVF QGEDYDDGITLT----- KUSETDGWFEPDRNPTHPDFLV
Mb-Caspase-2 TAKINHSNHDCLLIVVL IBBEPGKLYAYDTHYRSENLWLRFTEENCPTLAGKPKLFIF QGEDYDDGVTLTSSDY IKHI ETDGWFEPDK 1PVYPDFLL
Se-Caspase-2 TAEMNHSKNDCLL IMVLSHEESGLLYARDTHYRAENLWSPFTDAKCPTLAGKPKLFMF| QGDKYDDGITLK----- q ETDGWYEPHKNPVHPDFLL
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Hs-Caspase-2 AKSSVPGYYSWRNSSRGEWFISSLCEELYYSGKT-TDILTLLTFVCQKVALNFESSTLEDVSNEKKQVPCISSMLTRRLVENEKPE-SSQDMNSLVKCFE
Hv-Caspase-2 AKSSVPGYYSWRNSSRGSWFISALCEELYYSAKT-TDILTLLTFVCQKVALNFESSTLEDDSNEKKQVPCISSMLTRRLVFSEKPE-SSED INSLVKCFE
Mb-Caspase-2 ARSTVPGYFSWRN IDCGSWF IQALCQELNYSATE-MDILTLLTFVNQKVALNYESSTLNAISNRKKEVPCFSSMLTRRLVETEKPD-NLSSTKSLLDYFK

(TS FEESY Prpy S ERTe) PRETY PR Prvey B I -1- 3 EEEeY FEPPY PRy Py Rrrey
Ha-Caspase-2 AKSTVPGYYSHRNSTRGE FITALCEELNYSGKT TDILTLLTFVCQKVALNFESSTDED | SNEKKQUPCISSTLTRRLVFSEKPD-RSKDMNSFVKCEE
Se-Caspase-2 VLSTVPGYFAWRNRDRGSWFIQALYEELTYTGEDP IDILTLLTYVCQKVALNFQSETSNDVTNYKKQVPCISSMLTRRLVLAKKPNGKSSSMDSFLNSFK
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