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GSDMA ~MTMFENVTRALARQLNPRGDLTPLDSLIDFKRFHPFCLVLRKR-KSTLFW-GARYVRTDYTLLDVLEPGSSPS-DPTDTG-~~~==~~| NEGFKNMLDTRVEGDVD--VPKTVKVKGTAGLSONSTLEVOT--LSVAPKAL-ETVQERKLA-ADHPFLKE-MQDQGENLYVVMEVVETVQEVTLERAGKAE-ACFSLP!

GSDMB MFSVFEEITRIVVKEMDAGGDMIAVRSLVDADRFRCFHLVGEKR-~~~TFF-GCRHYTTGLTLMDILDTDGDKWLDELDSGLQGQ-~~~KAEFQILDNVDSTGELIVRLPKEI TISGSFOGFHHOKIKISE -~NRIS-QQYLATLENRKLK-RELPFSFR-SINTRENLYLVTETLETVKEETLKSDR=====~ QYKI

GSDMC MPSMLERISKNLVKEIG-SKDLTPVKYLLSATKLRQFVILRKKKDSRSSFWEQSDYVPVEFSLNDILEPSSSVL-ETVVTG-======~ PFHFSDIMIQKHKAL NVGIE DHGCSLEFQI--VTIPSPNL-EDFQKRKLLDPEPSFLKE-CRRRGDNLYVVTEAVELINNTVLYDSSSVN-ILGKIA!

GSDMD MGSAFERVVRRVVQELDHGGEFIPVTSLQSSTGFQPYCLVVRKP-SSSWFW-KPRYKCVNLSIKDILEPDAAEP-DVQRGR-~~~~~~~| SFHFYDAMDGOIQGSVELAAPGQAKIAGGAAVSDSSSTSMNVYSLSVDPNTWQTLLHERHLRQPEHKVLQQ-LRSRGDNVYVVTEVLQTQKEVEVTRTHKRE-GSGRF'S!

GSDME —---MFAKATRNFLREVDADGDLIAVSNLNDS DKLOLLSLVTKKK--REWCWQRPKYQFLSLTLGDVLIEDQFPSPVVVESDFVKYEGKFANHVSGTL-ETALGKVKLNLGGSSRVESQSSFGTLRKQE-~~-—~~ VDLQQLIRDSAERTINL-RNPVLQQVLEGRNEVLCVLTQKITTMQKCVISEHMOVEEKCGGIV(

PJVK ---MFAAATKS FVKQVGDGGRLVPVPSLSEADKYQPLSLVVKKK--RCFLFPRYKFTSTPFTLKDILLGDREISAGISSYQLLNYEDESDVSLYGRRGNHIVNDVGINVAGSDSIAVKASFGIVTKHE-----~-~ VEVSTLLKEITTRKINF-DHSLIRQSRSSRKAVLCVVMESIRTTRQCSLSVHAGIRGEAM==~!
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GSDMA  FAPLG---LQ----GS-INHKEAVTIPKGCVLAFRVRQLMVKGKDE---—---=--=-=--= WDIPH---T----CNDNMQTFPP KSGEEKVILIQASDVGDVH----EGFRTLKEEVQRET-----~ QOVEKLSRVGQSSLLSSLSKL---LGKKKEL--QDL~-
GSDMB  WSQIS----- QGHLSYKHKGOREVT I PPNRVLS YRVKQLV FPNKETMSAG-LDI HFRGKTKSFPEGKSL EDSRNMKEKLEDME-----~ SVLKDLTEEKRKDVLNSLAKC---LGKEDIR--QDLE(
GSDMC  WITYG===KGQGQGESLRVKKKALTLOKGMVMAYKRKQLVIKEKAI-LIS-DDDEQRTFQDEYEISEMVGY----CAARSEGLLPSFHTISPTLFNASSNDMKLKPELFLTQQFLSGHLPKYEQV-~--HILPVGRIEEPFWQNFKHLQEEVFQKI -~ -~~~ KTLAQLSKDVQDVMFYSILAM---LRDRGAL--QDLMI
GSDMD  PGATC----LQGEGQGHLSQKKTVTIPSGSTLAFRVAQLVIDSDLDVLLF-PDKKQRTFQPPA----~ T RSTSEGAWPQLPSGL LHNFL- TDGVPAEGAFTEDFQGLRAEVETIS-----— KELELLDRELCQLLLEGLEGV---LRDQLAL--RALEI
GSDME  IQTKIVOVSATEDGNVTKDSNVVLEIPAATTIAYGVIELYVKLDGQFEFCLLRGKQGGFENKKRIDSVYLDPLVFREFAFIDMPDAAHGISS-~-QDGPLSVLKQATLLLERNF - === == == === mmmmmmmmmm o HPFAELPEPQQTALSDIFQAVLFDDELLMVLEPVCDDLVSGLS PTVAVLGELKPRQQQDLV-
PJVK  EEE==- RFHFM-DEQNPKGRDKAIVFPAHTTIAFSVFELFIYLDGAFDLCVTSVSKGGFEREETATFALLYRL-~RNILFER---=--=-=---- NRRVMDVISRSQLYLDDLF: DYYDKPLSMT---=-DI-=============——=— SLKEGTHIRVNLLNHNIPKGPCILC(
.. trr 1k . * *

GSDMA ~ --------- E----LALEGALDKGHEVTLEALPKDV-LLSKEAVGAILYFVGALTELSEAQQKLLVKSMEKKI LPVQLKLVES TMEQNFLLDKE VFPL QPELLSSLGDEELTLTEALVGLSGLEVQRSGPQYMWDPDTLPRLCALYAGLSLLOQLTKAS----~ 445
GSDMB ~ R------- VSE-VLISGELHMEDPDKPLLSSLFNAAGVLVEARAKAILDFLDALLELSEEQQ-FVAEALEKGTLPLLKDQVKSVMEQNWDE ----LASSPPDMDYDPEAR-ILCALYVVVSILLELAEGPTSVSS 411
GSDMC ~ M------- LE----LDSSGHLDGPGGAILKKLQQDSNHAWFNPKDPILYLLEAIMVLSDFQHDLLACSMEKRI LLQQQOELVRS ILEPNFRYP IPFTL PELLAPLQSEGLAITYGLLEECGLRMELDNPRSTWDVEAKMPLSALYGTLSLLQQLAEA---=~~ 508
GSDMD  A------- LEQGQSLGPVEPLDGPAGAVLECLVLSSGMLVPELAT PVVYLLGALTMLSETQHKLLAEALESQTLLGPLELVGSLLEQSAPWQER: TMSL- PPGLLGI -APAWVLLDECGLELGEDTPHVCWE PQAQGRMCALYASLALLSGLSQEPH---~ 484
GSDME ~ ------- AFLOLVGCSLQGGCPGPEDAGSKQLFM-=—==-==---" TAYFLVSALAEMPDSAAALLGTCCKLQI I PTLCHLLRALSDDGVSDLEDPTLT PLKDTERFGIVORLFASADI SLERLKSSVKAVILKDSKVFPLLLCITLNGLCALGRE 496
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PJVK MGNFKRETVYGCFQCSVDG QKYVRL: H AVPCFDIWHKRMK:

Supplementary Figure 1. Alignment of human gasdermin proteins. Green and orange mark the first a-helix that specifically

interact with phospholipids and the four parallel B-strands that insert into the membrane when forming pores, respectively.



