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Figure S1: Sequence alignment of the New Superfamily 1 (NSF1) and 2 (NSF2) precursors



C. flavidus C. frigidus

Figure S2: The superfamily expression profile of the unique (only found in one species) and common (found
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in both species) sequences in C. flavidus and C. frigidus transcriptomes.
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FLA_116-FRI_75 HKLTCYLIISYLFLAASOLSTADYPRDN: L RHYHONLRGTROCAGOGESCFKRPCCSGLAOCT-GPRPLGYCO
FLA_117-FRI_74 HELTCYLIITY¥LFLTASOLITADFSIDH LRHGHOHLRGARDCAGOGESCF TRPCCSGLOCT-GPRPLGYCO
FLA_118 HELTCYLIISYLFLAASOLITADYTKDH L RRAHONLKGARDCEERGEGCY TRPCCPGLECY-GGRPGGLCOY
FLA_127-FRI_59 HKLTCYLIISYLFLAASOLITADYTKDH: L RRAHONLKGARDCGERGEGCY TRPCCPGLECY-GGRPGGLCOY
FLA_119 HEKLTCYLIISYLFLARSOLITADYTROM: L RHYHONLKGARDCGEAGEGCY TRPCCPGLECY-GGRPGGLCOH
- FLA_137 HELTCYLIISYLFLAASOLITADHSRDH: L RHYHONLKGARDCGHOGEGCY TRPCCPGLECY-GGRPGGLCOY
FLA_123 HELTCYLITSYLFLAASOLITADYTKDN L RRAHONLKGARDCGERGEGCY TRPCCPGLECH-GTHAGGLCOY
Q. | FLA_126-FRI_67 HKLTCYLITSYLFLAASOLITADYTKDH L RRAHONLKGARDCGERGEGCY TRPCCPGLECR-GTHAGGLCOY
3 FLA_124 HELTCYLIISYLFLAARSOLITADYTKDM: LRRAHOHLKGARDCGERGEGCY TRPCCPGLECTI-GSHLGGY COHO
2 FLA_125 HELTCYLIISYLFLAASOLITADYTKDH L RRAHONLKGARDCGERGEGCY TRPCCPGLECI-GSYLGGYCOHO
G) FLA_134 HELTCYLITSYLFLAASOLITADYSRON L RHYHONLKGARDCGHOGEGCY TRPCCPGLECT-GTHAGGLCOH
T FLA_135% HELTCYLIISYLFLAARSOLITADHSRDM: L RHYHONLKGARDCGNAGEGCY TRPCCPGLECT-GTRAGGLCOH
o) FLA_138 HKLTCYLIISYLFLAASOLITADYSR) L RHYHONLRGARDCGHOGEGCY TRPCCSGLHCT-GTHAGGLCOH
= FLA_139-FRI_61 HKLTCYLIISYLFLAASOLITADYPRK LRHYHONLRGTROCGHRGEGCY TRPCCPGLECH-GTHAGGLCOH
wn FRI_63 HKLTCYLITSYLFLARSOLITADYPR L RHYHONLRGTRDCGHOGEGCY TRPCCPGLECH-GTHAGGLCOH
c FLA_140-FRI_66 HKLTCYLITSYLFLARSOLITADYTRDH LRHYHOHLRGTRDCGHRGEGCY TRPCCPGLECR-GTHAGGL COH
o— FLA_136 HELTCYLIISYLFLAASOLITADYSRDH L RRYHONLKGARDCGHOGEGCY TRPCCPGLECS-GTYAGGYCOP
X FLA_129 HKLTCYLITSYLFLAASOLITADYTKON L RHYHONLKGARDCGIOGEGCYIRPCCPGLECY-GGYPGGYCLH
(] FLA_145-FRI_64 HKLTCYLITISYLFLARSOLITADYTKDMN LRHYHOHLKGARDCGSOGEGCYFRPCCPGLECY-GGYPGGYCLH
"6 FLA_146-FRI_60 HKLTCY¥LIISYLFLAASOLITADYTKDH L RHYHONLKGARDCGSOGEGCYSRPCCPGLECY-GGYPGGYCLH
c FRI_70 HKLTCYLIISYLFLAASOLITADYTKDH LRHYHONLKGARDCGSOGEGCYSRPCCPGLECY-GGYSGGYCLH
o FLA_130-FRI_69 HKLTCYLIISYLFLAASOLITADYPRDN L RHYHONLKGARDCGHIGEGCY TRPCCPGLECI-GGYPGGYCOH
o FLA_156-FRI_71 HKLTCYLITSY¥LFLARSOLITADYPRDH LRHYHOHLKGARHCGHIGEGCY TRPCCPGLECI-GGYPGGYCOH
- FRI_G8 HKLTCYLIISYLFLAASOLITADYPRDH L RHYHONLKGARNCGHIGEGCY TRRCCPGLECI-GGYPGGYCOH
FLA_133-FRI_62 HKLTCYLIISYLFLAASOLITADYPRDN: L RHYHONLKGARDCGHOGEGCRTRRCCPGLECT-GGYPGGYCOH
O FLA_141 HELTCYLITISYLFLARSOLITADYSROM: LRHYHOHLKGARDCGHYAEGCHTRPCCPGHECI-DTIDGGLCOH
FLA_142 HELTCYLIISYLFLAASOLITADYSRDH L RHYHONLKGARDCGHYAESCHTRPCCPGHECI-DTIDGGLCOH
FLA_143 HELTCYLITSYLFLAASOLITADYSRDN LRHYHONLKGGROCGHY GEGCOTRLCCHGLECI-STSDGGLCYHH
FLA_131 HELTCYLITSYLFLAASOLITADYSRON L RHYHONLKYARDCGHHGEGCHTRPCCTGLYCI-THYDGRICYHL
FLA_132 HELTCYLIITYLFLTASOLITADYSRDM: L RHGHONLRGARDCGHOGDNCY TRPCCPELHCT-GGRPGGYCOP
FLA_155-FRI_65 HKLTCY¥LIISYLFLAASOLITADY TEDD-—=——=====—————r LKHYHOILRGARNCATOGOLCHGRPCCPGLEC—--DYPGDLCHH
o S FLA_120 HKLTCYLITISYLFLTASOLITADFSRDK=====—==mx ROYRAARLRDEHRHFKGARDCGEAGOGCY TRPCCPHLHCRGGGTGGGYCOP
FLA_122 HELTCYLITSYLFLTASOLITADFSRDK======—=m==| ROYTRAARLRDENRHFKGARDCGEQGOGCY TRPCCPHLYCRGGGTGGGYCOP
Q. FLA_121 HKLTCYLIISYLFLTASOLITADFSRDK-—-——————- ROYRAARLRDEHRHFKGARDCGEAGAGCY TRPCCPHLYCRGGGTGGGSCAP
=} FLA_144 HKLTCYLIISYLFLTASOLITADFSRDK========mx RKYRAARLRDEHRHLKGARDCGOOGOGCY TRPCCPHLYCRGGGTGGGSCOP
(o) FRI_73 HKLTCYLITITYLFLHASOLITANYSROK===m=m————=o ROYRAYRL EDEHRHFKGARDCGAOGAOGCY TRPCCPGLECTAGATGGGSCOP
- FLA_128 HKLTCYLITAYLFLTASOLITADYSGDK=====m———m=| ROYRAYRLRDEHRNFKGARDCGERGOGCY TRPCCPGRUCYGGATGGGSCL
(ID FLA_147-FRI_72 HEKLTCYLIISYLFLTASOLITADYSSDK——=——————-| ROYRAARLRGAHRHFKGARECGEQGAGCY TRPCCPGAECYAGATGGGYCL
o) FRI_76 HKLTCYLIITYLFLTASOLITADFSKDH======—==x| ROYRAARLRDEHRNFKDARACGKEGERCLIRPCCTGLTC~-~-SGITGGKCES
=1 FLA_157 HELTCYLITAYLFLHASOLITADYSKDK=====m=——m=| ROYRALRSRRGLEHFDYAEHCTTRGETCFIIGCCSGLRCGGGTPHGHTCOP
wv FLA_158 HKLTCYLIITYLFLTASOLITADYSKDK-—-——————- ROYRALRLRRGLEHFHYAEHCTTRGOTCFIIGCCSGLTCGGGSTHGTTCOPHEK
c FLA_159 HKLTCYLIITYLFLTASOLITADYSRDH=====—==mx HOYRALRLRRGLEHFNYDKLCAANGOTCFIIRCCSGLTCGGGTTHGTKCKP
o— FRI_82 HKLTCYLITITYLFLTASOLITADYSRON===m=m———m== ROYHALKLRDGHESLKSYGLCHKEGLPCITFPCCPGLTC~-GDGITGOTCASS
b3 FLA_148 HKLTCYLIITYLFLTASELITADYSKDK-- ==00YSAYSLRDGHRRFPFGGFCALEGEHCRIRPCCRGLSC==-SDHTGFECH
] FLA_149 HKLTCYLIITYLFLTASOIITADYSKDK-- ==00YSAYSLRDGHRRFPYGGF CALEGENCRIRPCCPGLSC~-SDHNTGFECH
"6 FLA_151 HKLTCYLIIT¥LFLTASOLIKADYSKDK=====——=mx A0YSAYSLRDGHRRIPIGGFCALEGEMCRIRPCCPGLSC~~SDNTGFECH
c FLA_153-FRI_78 HELTCYLIITYLFLTASOLITADYSKDK===——————a| 00YSAYSLRDENRRIPYGGF CALEGEHCRIRPCCPDLSC-=-SDHTGFECH
o FLA_154-FRI_79 HKLTCY¥LIITYLFLTASOLITADYSKDK-—==-———==-| O0YSAYSLRDEHRRIPYGGF CALEGEMCRIRPCCPGLSC—-SDNTGFECH
o FRI_77 HKLTCYLIITYLFLTASOLITADYSKDK====—=—==x| Q0YSAYSLRDEHRRIPYGGFCALEGONCRIRPCCPGLSC—=SDHNTGFECH
FLA_150 HELTCYLITAYLFLTASOLIKADYSKDH======—=== 00YSAYSLRDGHRRFPYGGFCGLEGEHCRIRPCCAGLSC-=-SDHTGGECH
b FLA_152 HKLTCYLIITYLFLTASOLIKADYSKDK=====m=—=m=| ROYSAYSLRDGHRRIPIPHFCALEGEHCLIRPCCHGLSC=-=-SDHTGFECH
o FRI_81 HELTCYLIITYLFLTASOLITADYSSDK==m==—=—==x| 00YSAYSLRDGHRRLIFGGHCGTEGESCKILPCCSOLTC--SGIFEGICOS
FRI_80 HKLTCYLITITYLFLTASOLITADYSKDK====—=—==x| A0YSAYSLRDEHRRIPYGGDCAGAGESCFKRPCCSGLAC~--TGPRPLGYCO
o FRI_57 HELTCILAYALLFLTAHTFYTADDSTGSEMRGLHETLFPKARDEYENPEGSEYKKR-DCHESGEFCGIPGYKHGLCCSOSCALFCTPKH
a FRI_S8 HKLTCILAYALLFLTAMTFYTADDSTGSENRGLHETLFPKARDEYEMPEGSEYKKR-DCHESGDFCGIPGYENGLCCSOSCHYYCTPEM
S — Pn¥IA HELTCHHIIAYLFLTAHTFYHADDPRDE=====—===~ PEARDEH-HPAASKLNER-GCLEYDYFCGIPFANNGLCCSGHCYFYCTPOGK
o [7,) T«¥II HELTCHHIYAYLFLTAHTFATADDSGHG===--- L EKLFSHAHHENKHPEASKLNKR--CKOADEPCDY--=-FSLOCCTGICLGYCHH
- c T«¥IA HELTCHHIYAYLFLTAHTFATADDPRHG===--- L GNLFSHAHHEHKHPEASKLHKR-HCKOSGEHCHL-—-LDONCCDGYCIYLYCT
(G] ; PYIA HELTCYHIYAYLFLTAHTFYTADDSKNG=--=--| LENHFHKARDEMKHREASKLDKKEACYAPGTFCGI-—-KPGLCCSEFC-LPGYCFGG
] o HYIA HELTCYHIYAYLFLTTHTFYTADDSRYG=-==--| L KHLFPKARHEHKHPEASKLHKRDGCYNAGTFCGI---RPGLCCSEFCFLHCITFYDSG
Q0 - HYITA HKLTCYYIVAYLLLTACOLITADDSRG=======—m————— TOKHRALRSTTKLSTSTRCKGKGAKCSR=—=-LHYDCCTGSCRS=-GKCG
=2 c CYID HELTCYYIYAYLLLTACOLITADDSRG- —-TOKHRALRSDTKLSHSTRCKSKGAKC SK-—-LHYDCCSGSCSGTYGRCG
(%] GYIA HELTCYYIYAYLLLTACOLITADDSRG============= TOKHRALGSTTELSLSTRCKSPGSSCSP--=TSYHCCR-SCHPYTERCYG
; T¥IA HELTCYYIYAYLLLTACOLITALHSRG= === TOKHRALGY TTKLTLSTRCLSPGSSCSP===TSYHCCR-SCHPYSRKCRG
o Ho¥IA HELTCYYIYAYLFLTACOLITADDSRS====———— TORHRALRSTTKLSHSTRCKPPGSKCSP==-=SHRDCCT-TCISYTKRCRKYYH
c Ho¥IB HELTCYYIVAYLFLTACOLITADDSRS======—=——=— TORHRALRSTTKLSHSTRCKPPGSKCSP-—=SHRDCCT-TCISYTKRCRKYYH
4 TsYIA CAAFGSFCGL----PGLYDCCSGRCFIYCLL
_ Su¥IA CAGIGSFCGL==-=--PGLYDCCSDRCFIYCLP
Consensus HKLTCwli! ,wLfltasqlitAdys.d. vessssnsassslla e o Lo Ge Lo rpoopel ... . oBE.Cuu.

Figure S3 : Alignment of O1 conotoxin precursors found in C. flavidus and C. frigidus transcriptomes. The
precursor sequences were classified into three subgroups based on the sequence similarity. Known O1
superfamily - and 8-conotoxins from fish, mollusk and worm hunting cone snails were aligned with the C.
flavidus and C. frigidus O1 precursors using Clustal Omega. Conserved amino acids are highlighted and the

consensus sequence shown at the bottom.
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Figure S4 : 12 conotoxin precursors aligned with known |12 conotoxin precursors from other Cone snails
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HHFRLTSYGCFLLYIACLNLFQYYLSRRCSP-SGAHCTKHIP=-~CCNGS=-CCS====GK=-CKHLC~-FYRFGKRATFOK
HHFRLTSYGCFLLYIACLNLFQYYLSRRCSS-SGSYCTKHIP-~-CCNGS=-CCS====GK--CKHLC-FYRFGKRATFOK
HHFRLTSYGCFLLYIACLNLFQVYLTRRCFP-LGTFCSRYLP=--CCSGH=-CCS====GH--CTRRC~-APRFGKRATFQE
HHFRLTSYSCFLLYIACLYLY--YLTNACIR-EDAPCSFSAH-~-CCGRN-~-CCR====GY=-CE~RP-CRHIGKRTLFONLHLHH
HHFRLTSYSCFLLYIACLNLY--YLTSACIR-EDAPCSLPIQ-~CCRRN==CCR====GT=-CK-HP-CRTYGKRAMFOKLILHR
HHFRLTSYSCFLLYIACLNLY--YPTNACTR-EDAPCSLPIQ--CCRRN--CCR==-==GT=-CK-HP-CRTYGKRAHFOKLILHR
HHFRLTSYSCFLLYIYCLNLY--YLTNACIS-EDAPCSYNSQ--CCEGS--CCD===-AT=-CS=-NP-CRHYGKRATFRERILHH
HHFRLTSYSCFLLYIYCLNLY--YLTNACLS-EDAPCSYNSQ--CCEGS--CCD----AT--CS-NP-CRHYGKRATFRERILHH
HHFRHTSYSCFLLYIACLNLY--YLTSACLH-DGTPCRYSFI--CCNGI--CCH====GR--CK-YS~-CGHIIKRATFRELILHR
HHFRLTSYSCFLLYIVCLHNLYTYYLTNACFP-EGNRCRRNFH--CCREN==CCR====GF=-COQ-HP-CGIAGKRATFOELILHR
HHFRLTSYSCFLLYIVCLNLY--YLTNACFP-EGNRCRRNFH--CCREN--CCR====GF=-CQ-HP-CGHITKRARFRELILHH
HHFRLTSYSCFLLYIVCLHLY=--YLTNACRP-EGNRCRRNFH=-CCREN==CCR====GF==CQ~HP-CGHITKRATFRELILHH
HHFRLTSYSCFLLYIACLNLY--YLTNACLR-DGASCGYDSD--CCRYS=-CCH====GY=--CD-LT-CLIIGKRATFQELILHR
HHFRLTSYSCFLLYIYCLNLY--YLTNACLS-DGTYCRHHAQ=-~CCHRS==CCF====RT==CL-HP-CRNTGKRATFOQELILHR
HHFRLTSYSCFLLYIYCLNLY--YLTNACLS-DGTYCRHHRQ-~-CCHRS=-CCN====RT--CL-HP-CRNTGKRATFOQELILHR
HHFRLTSYSCFLLYIYCLNLY=--YLTNACLS-DGTYCRHHAQ=-~-CCHRS==CCF====RT==CL-HP-CR-LGTRATFQEFILHR
HHFRLTSYSCFLLYIYCLNLY--YLTNACLP-DGTYCRHHAQ-~-CCHRS=-CCF====RT==CL-HP-CR-LGTRATFQEFILHR
HHFRLTSYSCFLLYIYCLNLY=--YLTNACLS-DGTPCTHHAQ-~-CCHRS==CCF====RT==CL-HP-CR-LGTRATFQEFILHR
HHFRHTSYGCFLLYIACLNLY--YLTNACLP-DGHRCRHYHQ--CCRRT=-CCF=---FR--CR-YA-CATNRKRATFOELILHR
HHFRHTSYGCFLLYIACLNLY=--YLTNYCLP-DGHRCRHYHQ=-~CCRRT==CCF====FR--CR-YA-CATNRKRATFQELILHR
HHFRLKSYGCFLLYIACLNLY--YLTNACLP-DGRRCRRYHQ--CCRKS=-CCF==-=-=SR--CR-YA-CDLDKKRTTFQELILHR
HHFRHTSYSCFLLYIYCLNLI--YLINACYQ-DETPCRGSIF--CCRKK==CCI====GT--CR-FP-CYYKLERATFQELILQP
HHFRLTSYSCFLLYIYCLNLY--YLTNACLP-DASSCRGHHS--CCSGN--CCYRIFSGT--CRPNA-CGITEKRATFOQELILHR
HHFRLKSYGCFLLYIACLHLY=--YLTNACLP-DOSSCRGHHS-~CCSGN--CCYKFFSGT--CRPNA-CGITEKRATLOELILHR
HHFRLKSYGCFLLYIACLNLY--YLTNACRP-DOASSCRGHHS--CCSGN--CCYKFFSGT--CRPNA-CGITEKRATFQELILHR
HHFRLKSYGCFLLYIACLNLY--YLTNACRP-DATSCRGHHS--CCSGN--CCYKFFSGT--CRPNA-CGITEKRATFQELILHR
HHFRLKSYGCFLLYIACLNLY=--YLTNACLP-DASSCRGHHS-~CCSGN--CCYRFFRGT--CRPNA-CGITEKRATFQELILHR
HHFRYTSYGCLLLYIYFLNLY--YPTSACRA-EGTYCENDSQ--CCLNE--CCH----GG--CG-HP-CRHPGKRSKLOQEFFRQR
HYRVTSYGCFLLYIVSLHLY--YLTHACIP-EGSSCSSSGS--CCHKS=-CCR====HT--CN-OP-CLIPGKRAKLLEFFRQR
HHCRLTSLCCLLAIVLLNSAY--YGSIPCHE-TGGHCSSYHH--CCRSSDYCCELPGOAF--CTSASYCSSLTRRA
HHCRLTSLCCLLAIYLLNSAY=--YGSIPCHE-TGGHCSSYHH-~-CCRSSDYCCELPGOAR--CTSASYCSSLTRRA
HHCRLTSLCCLLAIVLLNSAY--YGSIPCHE-TGGHCSSYHH--CCRSSDYCCELPGOAL--CTSESYCSSLTRRA

HSGHTSYNFLLLSIVALGHVATYICSCDSEFSSEFCEQPEERICSCSTHYCCHLSSSKRDQCHTHNRCLSAQTGNRRSTHHOKRFLRHPRDLAD
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(Vi11.2, Btx, TxXI and GlaMrll).
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FLA_O1 DCCHOPACAYHHAODLCT

FLA_0Z2-FRI_01 DCCHDPACAYHHPGLCT
FLA_03 DCCHDPACTYHHPGLCT
FRI_02 DCCHLPACARSHPGLCT
FRI_02 DCCHFPACARSHPGLCT
Yel,l GCCSDPRCHYDHPEIC
PeIR GCCSHPACSYHHPELC
LvIA GCCSHPACHYDHPEIC
LsIA SGCCSHPACEYHHPHIC
T=IA GCCSRPPCIANNPDLC
GIC GCCSHPACAGHHAQHIC
FLA_04-FRI-04 DCCSSAACAHHTPSC
FLA_0% DCCSSYACAHHTPSC
FLA_O7-FRI_14 GCCSDPPCAHHHPAC
FRI_08 GCCSDPPCAHHHPSC
FLA_13 GCCSHPPCAHHHPAC
FEI_11 GCCSHPPCAHHWPDC
FEI_13 GCCSODPPCAHHHPDC
FLA_10 GCCSDPPCAHHHPAC
FLA_12 GCCSDPPCARHHPAC
FLA_11-FRI_0% GCCSDPPCAHHHPDC
FLA_16-FRI_12 GCCSHPPCAHHHPDC
FLA_19-FRI_0k DCCSDPPCAHNRPDC
ViIRA RODCCSHPPCAHNHPDCR
FEI_10 DCCSDSPCAHNHPDC
FLA_14 GCCSHPPCAHINPDC
FLA_1% GCCSHPPCAHLHPAC
FLA_17 GCCSHPPCALHHPDC
FLA_18 GCCSSPPCARLHPAC
FLA_0G GCCSDP-CAHKHC
FLA_08-FRI_09 GCCSDPPCAHKHC
FLA_09-FRI_07 GCCSDPPCAHKYC
ReIR GCCSDPRCEYRCR
InI GCCSDPRCAHRC

P1169 TYIHHHCCTRSFCKRIYPOLCS
P1170  GIGGSCCYIRSCAIKFSTLLG

L ICCHPACGPEYSC

HI GRCCHPACGEHYSC

CIA MGRCCHPACGKHFSC
Consensus Lol p.Ca. . .NP....

Figure S5: A conotoxins aligned with known A conotoxins from other fish (SI, Ml, CIA, GIC), mollusk (TxIA)
and worm hunters (PelA, LvIA, LslA, VilA, RglA, Iml, PI169, P1170).



FLA_42
FLA_43-FRI_Z6
Contryphan-FE1
FLA_44
Contryphan-AH97%
FLA_45

FLA_46
FLA_47-FRI_Z27
FLA_48-FRI_25
FLA_49-FRI_24
FLA_50
Contrychan-G
Contrychan-P
Contrychan-5
Contryohan-Tx
Leu=-ContryphanTx
Contryphan-Lol
Conzensusz

1 10 20 30 40 R 60 63
| $ $ $ $ $ == |
HGKLTILYLYARYLLSTOVHYOGDRDOPADRDAYPRDDKPGGTSGK FHNYLRRSGCPFDPHCG
HGKLTILYLYARYLLSTOVHYOGDRDOPADRDAYPRDDKPGGTSGK FHNYLRRSGCPHDPHCG
HGKLTILYLYARYLLSTOVHYOGDRDOPADRDAYPRDDKPGGTSGK FHNYLRRSGCPHDPHCG
HGKLTILYLYARYLLSTOVHYOGDRDOPADRDAYPRDDKPGGTSGK FHNYLRRSGCPHDSHL G
HGKLTILYLYARALLSTOVYHYOGDGDOPADRDAYPRDDNPSGHSGE FHNYLRRAGCPHDPHCG
HGKLTILLLYARYLLSTOVHYOGDRDOPTDRDAYPRDDKPGGTSGK FHNYLRRSGCTSHPHCG
HGKLTILYLYARYLLSTOAHYOGDRDOPADRDAYPRDDKPGGTSGKHHNYLRHSECAHDPHC G
HGKLTILYLYARYLLSTOAHYOGDRDOPADRDAYPRDDKPGGTSGKHHNYLRHSECPHDPHCG
HGKLTILYLYARYLLSTOAHIOGDRDOPADEDAYPRDDKPGGTSGKHHNYLRHSECPHDPHCA
HGKLTILYLYARYLLSTOAHIOGDRDOPADEDAYPRDDKPGGTSGKHHNYLRHSECPHDPHCY
HGKLTILYLYARYLLSTOAHIOGDRDOPADEDAYPRDDKPGGTSGKHHNYLRHSECPHDSHCY
HGKLTILYLYARYLLSTOAHYOGDGDOPAARRNAYPRDDNPDGPSAKFHNYORRSGCPHEPHCG
HGKLTILYLYARYLLSTOVHYOGDGDOPAYENMARPRDDNPGGAIGK FHNYLRRSGCPHDPHCG
HEKLTILYLYARYLLSTOVHYOGDADOPADREDAYPRDDNAGGTDGK FHNYORRSGCPHEPHLG
HGKLTILYLYAYALLSTOVYHYOGDGDOPADEDAYPRDDNPGGHSEKFLNALORRGCPHAOPYCG
HGKLTILYLYARYLLSAOYHYOGDGDOPADREKAYPREDNPGGASGK LHDYLRPKKCYLYPHCG
HGKLTILYLYARYLLSTOAHYO=-=-D0OPADENAYRRHDNPGGASRESTHYLHR-GCPHDPHCG
HGELTILYLYAavLL5tOvHY0pd , DOPAMRAAYpR $0nPeG ., sekfrivirrspCpudPulG

Figure S6: Contryphan precursors aligned with known Contryphan precursors from other fish (Contryphan-
G, Contryphan-S Contryphan-P), mollusk (Contryphan-Tx, Leu-Contryphan-Tx) and worm (Contryphan-Lo1)
hunters.
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Figure S7: TIC of the C. flavidus Proximal venom duct showing dominant masses eluting under major peaks.
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TIC of the C. flavidus Distal venom duct showing dominant masses eluting under major peaks.

Figure S8



TSIt

v6°8¢S6

95°80€T =
95'pZET
6€°508
SL9608 oz
v0°ZL6L
TLTEDY 19°0E€ED
15°SL6
66'TTEE
9°€L0V

LTves

9v°LEST
o =
© <

Aysuaju| anne|oy

80

60

TIC of the C. frigidus Proximal venom duct showing dominant masses eluting under major peaks.

Figure S9
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TIC of the C. frigidus Distal venom duct showing dominant masses eluting under major peaks.

Figure S10
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Figure S11: Mass distribution ranges in the reconstructed major masses of proximal and distal venom duct
extracts of sub-groups 1 and 2.
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Figure S12. One Tree Island Map. The map is taken from the One Tree Island Research Station resources.



