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Table S1. SV-CATH precursors. SV-CATH protein precursors were collected, together with their sequences and domain information. Domains were highlighted in
the protein sequence as: green, signal peptide; cathelicidin domain, blue; Glu-rich domain, yellow; mature peptide, red. Domain information (L, length; P, position)
was extracted from NCBI (https://www.ncbi.nlm.nih.gov/protein). If no information was available (green background), domains were annotated based on bibliographic
information and/or sequence similarities.

Source Len Signal Propeptide Cathelicidin  Glu-rich Mature
. Name NCBI Protein precursor sequence peptide domain domain peptide
organism gth
L P L P L P L P L P
LPHKPLTYEEAVDLAVSIYNSKS
Ophiophagus GEDSLYRLLEAVPPPEWDPLSESNQELNFTIKETVCLVAEERSLEEC - 23 125 162—
hannah Oh-CATH B652X2.1 DFQEDGAIMGCTGYYFFGESPPVLVLTCKPVG 191 22 2 139 161 66 28-93 26 - 30 191
KDQPRRVKRFKKFFKKLKNSVKKRAKKFFKKP 150
RVIGVSIPF
LPHKPLIYEEAVDLAVSIYNSKSGED
Bungarus SLYRLLEAVSPPKWDPLSESNQELNFTMKETVCLVAEERSLEECDFQ - 23 125 60—
fasciatus Bf-CATH B6D434.1 EDGVVMGCTGYYFFGESPPVVVLTCKPVG 191 22 2 139 161 66 28-93 26 - 30 191
KDQPRRVKRFKKFFRKLKKSVKKRAKEFFKKPRVIGVSI 150
PF
FPHKPLTYEEAVDLAVSVYNSKSGE
DSLYRLLEAVPALKWDALSESNQELNFSVKETVCQMAEERSLEECDF 1 23 125 60—
Naja atra Na-CATH B652X0.1 QEAGAVMGCTGYYFFGESPPVLVLTCKSVG 191 22 2 139 161 66 28-93 24 - 30 191
DQKDQPKRVKRFKKFFKKLKNSVKKRAKKFFKKPKVIG 148
VTEPF
LPHKPLTYEEAVDLAVSIYNSKSREE 126
Hydrophis FLYRVLDAVPPPKWDPLSESNQELNFTIKETVCPVAEERSLEECGFQE 1- 23— 158-
cyazzocithus HeCATH - AKISMB0L b ) yMGCTGYFFFGESPPVLVLTCEPLY 187 22 5 1% 45 66 2892 2 1;7 30 gy

KDQPRRVKRFRKFFKRLLKSVRRAVKKFRKKPRLIGLSTLL




HRPLSYGEALELAVSVYNGKAGE

Crotalus durissus ASLYRLLEAVPQPEWDPSSEGSQQLNFTLKETACQVEEERSLEECGF . - 125 L6l
terrificus Cdt-CATH U5K]M4.1 QEDGVVLECTGYYFFGETPPVVVLSCVPVGGV o4 2 142 .0 65 2690 29 - 34
KDQPKRVKRFKKFFKKVKKSVKKRLKKIFKKP 153
MVIGVTIPF
HRPLSYGEALELALSIYNSKAGEES 195
LFRLLEAVPQPEWDPLSEGSQQLNFTIKETVCQVEEERPLEECGFQED 1- 23— 156—
Bothrops atrox Ba-CATH  USKICO.L v b r S VEEGETPPVVVLTCVPVGGY 189 22 18 .. 65 2690 24 1;8 3 oo
KDRPKRVKRFKKFFKKLKNSVKKRVKKFFRKPRVIGVTFPF
LPHKPLTYEEAVDLAVSTYNGKSG 13
EESLYRLLEAVPPPKWDPLSESNQELNLTIKETVCLVAEERSLEECDF 1- 23— 151—
Pr-CATHL - LSKIILI QDDGAVMGCTGYFFFGESPPVLVLTCEPLGEDEEQNQ 84 22, 128 150 66 2893 12 1;3 34 184
Pseudonaja KDQPRRVKRFKKFFMKLKKSVKKRVMKFFKKPMVIGVTFPF
textilis LPHKPLTYEEAVDLAVSTYNGKSG 130
EESLYRLLEAVPPPKWDPLSESNQELNLTIKETVCLVAEERSLEECDF 1- 23— 151—
-CA KIM6.1 4 _ -
P-CATH2  USKIM6.1 QDDGAVMGCTGYFFFGESPPVLVLTCEPLGEDEEQNQ 184 22, 128 g5 66 2893 12 143 ST
KDQPRRVKRFKKFFRKLKKSVKKRVKKFFKKPRVIGVTIPF
HRPLSYGEALELAVSVYNGKAGE
. ASLYRLLEAVPQPEWDPSSEGSQQLNFTLKETACQVEEERSLEECGF 125
Lachesis muta Lmr- 1- 23— 161-
Tombeat CATH U5KJZ2.1  QEDGVVLECTGYYFFGETPPVVVLSCVPVGGV lo4 22 18 . 65 2690 29 - 34
riomveata KDQPKRVKRFKKFFKKVKKSVKKRLKKIFKKP 153
MVIGVTFPF
HRPLSYGEALELALSVYNSKAGEES 105
, LFRLLEAVPQPEWDPLSEGSQQLNFTIKETVCQVEEERPLEECGFQED 1- 23— 156—
Bothrops lutzi BI-CATH  U5KJT7.1 GVVLECTGYYFFGETPPVVVLTCVPVGGY 189 2 18 .. 65 2690 24 1;8 3o
KDRPKRVKRFKKFFKKLKNNVKKRVKKFFRKPRVIGVTIPF
LPHRPLTYEEAVAFGVELYNKK 199
AGEDSRYRLLEAVPQPDWDPTSESIQELNFTIKETVCLVQEERAEDEC 1- 24— 145
PI-CATH  AVIAI8.1 0 5 o) Vi CSGYYFFDETPPVAVLTCETVGGN KQ 7523,y 120, 80 277106 i 1;9 U 75
PKRVKRFKKFFRKIKKGFRKIFKKTKIFIGGTIPI
VEGEILSYDAALSLAVNLYNQESGW
Python bivittatus AVR43560. DVVFQLLEAKPQPEWDPSSKARQKLDFTLKETTCPTSQNLNLEVCDF 1- 23— 131—
Pb2-CATH 1 KEQGVVVECSGSSLAQPGAPIIQFSCETATQGNHRVKRNGFRKFMR 1592, 108 g 98 281200 - Y 5
RLKKFFAGGGSSIAHIKLH
129
APPPHKPLIYEKAVALGMELYNEK 1- 22— 145
Pb3-CATH  AVI24160.1 AGEDSQYRLLEAVPQPDWDPTSESTQELNFTIKETVCLVQEERAKDE 75 20 5 128, 78 297106 1 1;9 31 47
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CDFKDDGLVKECSGYYFFDETPPVAVLTCETVGGN K
QPKRVKRFQNFFRELEKKFREFFRVYRITIGATIRF

APPAQVVTYDQAIASAVNLYNQQKTTPFA

FRLLEAEPQPNWDPRGKTTQGLKFTIKETVCPSAQSQNLTQCNEKE 1- 17- 126—
Pb4-CATH AVI24170.1 154 1 21-118 - -
bi-C AVRUZ0L - - oD CSGTYSTOOEPPNL TVOCENIDOELNRITRSRWRRFIRGAG 2 6 14 19 55 B 8 2 15
RFARRYGWRIALGLVG
SPTAEAPWLVLPRDAARLAVEDYNH
AVR43562. RSPTPPSVFRLFKLRSTHKTRLEWGIHFSLHFTIKETHCQKTAGYRIGD 1- 21— 139—
Pb5-CATH 20 171 2 11 87  33-119 - -
>-C 1 CRYKPNGLIODCSAEVSFLNLMWDSPVTSMKCGQAKWKKTKPHAS Y 8 138 B n
PPQAMGFPPQVNVEHYIPASYSVAALTVTEEE
NFLSLSLTYPEALEEAVRLYNEEEGVKFLYRL
VRAEPRPDWDPEAEGVQSLKFSMKETVCSAIEGLDFSKCDFKDDGE
AVR43561.  VKVCSASYKYQKKPQMNHVDVLCYCRQFCLFLFRQKAHTRLPVER 1- 17— 212—
Pb6-CATH 220 248 1 1 76 2398 - - 37
6-C 1 KSPHRFEAQAGORSEGETGIPRPAMFRRPREGSKRAGGGRAGGPAR 210 16 4¢ 19 5y 76 23 37 g
PALRCHLEARRGRADVSGEARGLRRARA APORRLRAMARLKKFAE
AGGADPDSGGLRARFPER
HKPLTYDEAVDLAVSIYNSKSGE
. , DSLYRLLEAVPPSEWDPLSESNQDLNFTIKETVCQVAEERSLEECDFQ
‘i ZZZ?:Z: Sa-CATH 3228899' EDGVVMECTGYYFEGETPPVLVLTCEAVG 191 24 ; 133 ig; 78  28-105 17 11162 34 115981"
- KEEKDEDKKDQPRRVKRFKKFFKKLKKSVKKHVKKFFKKPKVIGVS
IPF
Cde- AGS36136.  MEGSSGRPGWCWPSAGKEKEDEEKDQPKRVKRFKKFFKKVKKSVK ] ] ] _ . .
CATHI 1 KRLKKIFKKPIFKKVKKSVKKRLKKIFKKPMVIGVTIPF
HRPLSYGEALELAVSVYNGKAGE
Ci?r;u % ASLYRLLEAVPQPEWDPSSEGSQQLNFTLKETACQVEEERSLEECGF 136 22 ; 80 fg; 65 2690 - - 34 110;’6"
Crotalus durissus 2 QEDGDQPKRVKRFKKFFKKVKKSVKKRLKKIFKKPMVIGVSIPE
cascavella HRPLSYGEALELAVSVYNGKAGE
Cde AGSselzo,  ASLYRLLEAVPQPEWDPSSEGSQQLNFTLKETACQVEEERSLEECGF - " 125 .
caris 1 QEDGVVLECTGYYFFGETPPVVVLSCVPVGGV 194 2 188 [ 65 2690 29 - 3
. KDQPKRVKRFKKFFKKVKKSVKKRLKKIFKKP 155
MVIGVTIPF
HKPLTYDEAVNLAVSTYNNKS 15
Thamnophis XP 013912 GEGTLYRLLEAVPPPEWDPLSEGNQELNFTIKETVCKVGEELSLEECS 1- 25— 156—
sirtalis Ts-CATHI 467.1 FQEDGAVMECTAYFFFGEKPPLLVLTCEAVS 189 24 ,, Bl 5 6 2892 24 " 3 g9

KDQPRRVKRFKKFFKKIKKSVKKRVKKLFKKPRVIPISIPF




LPRKPLTYDKAVELGVAIYNSKAG

128

XP 013917 EDSLYRLLEAVPQPEWDPYSESYQELNFTIKQTVCPVEEEFSTDECDF 1-
Ts-CATH2 356.1 KENGLVRQCTGYYFLEERPPVAVLTCDTVGGTA 156 22, ) ) 66 28-93 NS ) )
— 151
RRDFC
APSPKLLTYDEAVVOAVVNYNGKA 196
XP 013928 KEGSLYQLLEAAPQPDWDPNFEGTQELKFTIKETVCRAEEEGSLDKC 1- 22 154—
Ts-CATH3 483.1 DFKEDGVVRDCTATYFLGEKTPVAFLDCKAVG 72t = 153 06 2898 22 1;7 C 171
RSRKRIKKRRRIRVQITVKITFKI
LPHKPLTYEKAVDLAVAIYNSKAG
xp 013912  EPCVYRLLEALAEPQWDPISDSHEELNFTIKETMCLLEDVVEFDECD . ’ 127 188
Ts-CATH4 “— - FKEDGVIRQCTGYYYFDERPPVVVLTCVVVAGM 207 22 165 54 2881 59 - 20
465.1 22 187 207
2 KL 185
KKGLKKLFKRKKVVAGYVTA
RPHLPHEPLTYDDALCLGVEIFNKKAG 199
YR PQP P ALNETVKETVCP FSTDR - = =
Protobothrops Po.CATy XE-015682  EGSLYRLLDGVPQPEWDPVSEGNQALNFTVKETVCPAEEDFSTDRC [ o 1 g 20 o« 2895 B oo, W
mucrosquamatus 911.1 DFKEDGMVRQCTGYYFLEERPPVAVLTCHTVGGTVK K 19 148 137 165

KKKKDQPKRVKRFAGFFQFVVGVSERF




Table S2. SV-defensins. Summary of SV-defensins identified to date, their sequences and accession numbers. A unified name was given to each SV-defensin

according to the initial of the snake.

Unified
Snake :l:nl; Other name NCBI Peptide sequence Length Ref
Pm1- JAS0313 MKILYLLFALLFLAFLSEPGNAQPRCHSQGGRCYFLLCPWNTIDHGQLDCPGTRICCEPKCPG 64 [1]
Phalotris defensin 6.2 K
mertens dg;zs'in ; J—Aioj 13 MKILYLLFALLFLAFLSEPGNAQRICLGGRGFCHSTPCPRSTIDY GKKDCWGSLRCCEPKRPGK 64 1]
Cohl- Beta_Defensi AA9804 MKILYLLFAFLFLAFLSEPGNAYKRCHKKGGHCFPKTVICLPPSSDFGKMDCRWKWKCCKKGSV
. 70 NCBI
defensin n-CohLL-1 1.1 NNAISI
Crotalus Coh2- Beta_Defensi AA9801 MKILYLLFAFLFLAFLSEPGNAYKRCHKKGGHCFPKEKICIPPSSDFGKMDCRWKWKCCKREVE
. . 70 NCBI
oreganus helleri defensin n-CohPH-6 3.1 NNAISI
Coh3- Beta_Defensi AA9798 MKILYLLFAFLFLAFLSEPGNAYKRCLKKGGHCFPKTVICLPPSSDEGKMDCRWKWKCCKKGSV
. 70 NCBI
defensin n-CohlID-3 3.1 NNAISI
Crotalus durissus . . AAT474
terrificus Cdt-defensin Crotasin 171 MKILYLLSAFLFLAFLSESGNAQPQCRWLDGFCHSSPCPSGTTSIGQQDCLWYESCCIPRYEK 63 [2]
Lml- beta- AGF253
defensin defensin-like 95—1 MKILYLLFPFLFLAFLSEPGNAQGQCHQQRGRCFLHQCPLSHYFLGRLDCGPGRRCCRRRK 61 [3]
Lachesis muta protein —
Lm2- beta- AGF253
defensin defensin-like 94—1 MKILYLLFPFLFLAFLSEPGNAQEWCRGLGGFCSFYQCRPGHDLGPQDCWPERRCCRWGK 60 [3]
erens protein —
beta-
Bothrops . L AGF253
auloensis Bp-defensin defensin-like 93.1 MKILYLLFTFPFLAFLSEPGNAQPECLRQGGMCRPRPCPYVSLGHLDCQMGQMCCIRKPRK 61 [3]
P protein —
beta-
Bothrops . . AGF253
newwied Bn-defensin defensin-like 91 MKILYLLFTFLFLAFLSEPGNAQPECCQEGGICHSKQCPLGYSSLGRLDCQLGQRCCIRIFGK 63 [3]
protein -
Bml beta- AGF253
de frer;sin defensin-like T MKILYLLFTFLFLAFLSEPGNAQRRCRQRRGICRPRPCPPENFSLGRLDCOMGQMCCRRRFGK 63 [3]
Bothrops protein -
matogrossensis Bmo- beta- AGF253
defensin defensin-like W MKILYLLFTFLFLAFLSEPGNAQRRCRQRRGICRPRPCPPENFSLGRLDCQMGRMCCRRREGK 63 [3]
protein -




beta-

Bothrops leucurus ~ Bl-defensin defensin-like % MKILYLLFTFLFLAFLSEPGNAQRRCRQKGGMCLPGPCPPGYVSLGQQDCRRGQMCCIRFGK 62 [3]
protein —
beta-
Bothrops . . - AGF253
—— Bja-defensin defensm'-hke 88.1 MKILYLLFTFLFLAFLSEPGNAQRRCHQKGGMCLPGPCPPGYDSLGQQDCRRGQKCCIKRFGK 63 [3]
protein
beta-
Bjl-defensin def;?jtl:;lke 7A\;11\I ?78 MKILYLLFTFLFLAFLSEPGNAQPECCQQGGICHSKQCPLGYSSLGRLDCQLGQRCCIRIFGK 63 [4]
Defb_Bj-03
Bothrops jararaca beta- AGF253
Bj2-defensin  defensin-like 87—1 MKILYLLFTFLFLAFLSEPGNAQVRCRRLGGICILSRCPLRYDSLGQQDCLKGQKCCRRRFGK 63 [3]
protein I
beta- AGF253
Bj3-defensin  defensin-like 8641 MKILYLLFTFLFLAFLSEPGNAQEECLQQGGFCRLIRCPFGYDSPEQQDCRKGQRCCIRKPRK 63 [3]
protein -
beta-
Bothrops . o AGF253
erythromelas Be-defensin defensm.—hke 85.1 MKILYLLFTFLFLAFLSEPGNAQEGCLQQGGFCRLIRCPFGYDSLEQQDCRKGQRCCIRKPRK 63 [3]
protein -
beta- AGF253
Bothrops diporus Bd-defensin defensin-like W MKILYLLFTFLFLAFLSEPGNAQPECLRQGGMCRPRLCPYVSLGQLDCQNGHVCCRKKPRK 61 [3]
protein -
beta- AGF253
Bothrops atrox Ba-defensin defensin-like W MKILYLLFTFLFLAFLSEPGNAQRECYWQRGFCRSKGCPFGYDSLGRLDCPLGYVCCRI 59 [3]
protein I
Thamnophis . XR 0013
siralis Ts-defensin - 134701 MKIFYLLFAFLFLAFLSEPGSAQSLCHRKRGRCLEICPKGTKDIHRWDCRHGLTCCVPARGK 62 NCBI
Protobothrops Pmu- L. XM 015 MKILYLLFTFLFLAFLSEPGNAQPPECRNIGGQCYQSRCPDGKNNNGWKDCEWGQLCCNRKW
mucrosqumatus defensin crotasin-like 824769.1 KIMPSPSTTMDTIKIWPMT 81 NCBI
. dCa:ZZ;lZzSus Ca-defensin myotoxin % MKILYLLFAFLFLAFLSEPGNAYKRCHKKGGHCFPKTVICLPPSSDEFGKMDCRWRWKCCKKGV 63 [5]
Ovophis . crotasin- AB85200
. . Oo-defensin . . MKILYLLFAFLFLAFLSEPGNAQGQCYRPGGLCLSDPCPSGHLDLGQVDCQPGQKCCRRGSGK 63 [6]
okinavensis like_protein 5.1
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Figure S1. Percentage identity matrix of SV-CATH precursors. Estimation of the homology/divergence between SV-CATH precursor proteins (sequences and NCBI

accession numbers available in Table S1) illustrated by percentage identity matrix.
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