& Starfish (Acanthaster planci, XP_022098898.1)
Consensus score

=5 Hagfish (Eptatretus burgeri, ENSEBUT00000000354.1)
BB hale shark (Rhincodon typus, XP_020376152.1)
R skate (Leucoraja erinacea, LS-transcriptB2-ctg17881)
Bl Ghost shark (Callorhinchus mill, XP_007894115.1)
- Spotted gar (Lepisosteus oculatus, XP_006632034.2)
[0 «iifish (Nothobranchius furzeri, XP_015809835.1)
[ Piaty fish (xiphophorus maculatus, XP_023189044.1)
@ Amazon molly (Poecilla formosa, XP_007564695.1)
- Swamp eel (Monopterus albus, XP_020464669.1)
- Fugu fish (Takifugu rubripes, XP_011610643.1)
- Atlantic salmon (Salmo salar, NP_001167218.1)
- Zebrafish (Danio rerio, NP_991297.1)
B cociacant (Latimeria chalumnae, XP_006006690.1)
A Xenopus (Xenopus tropicalis, XP_002933363.1)
‘ Tibet frog (Nanorana parkeri, XP_018419054.1)
B Gekko (Gekko saponicus, XP_015283812.1)
B Arole izard (Anolis carolinensis, XP_003221689.1)
& «ing cobra (Ophiophagus hannah, ETEG0014.1)
B +2inted turtie (Chrysemys picta belli, XP_005304228.1)
[ ~merican Aligator (Alligator mississippiensis, XP_006276984.1)
& | Goose (Anser cygnoides domesticus, XP_013045797.1)
Chicken (Gallus gallus, XP_420532.3)
Cuckoo (Cuculus canorus, XP_009564005.1)
Penguin (Pygoscelis adeliae, XP_009329004.1)
Pelican (Pelecanus crispus, XP_009486688.1)

Zebra finch (Taeniopygia guttata, XP_002189592.1)
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Hummingbird (Calypte anna, XP_008490178.1)
- Opossum (Monodelphis domestica, XP_007496150.2)
B8] Armadiio (Dasypus novemcinctus, XP_004465018.1)
P African elephant (Loxodonta africana, XP_003415871.1)
- Dog (Canis lupus familiaris, XP_540047.2)

B orca (Orcinus orca, XP_004280970.1)

I ooiphin (Tursiops truncatus, XP_019777186.1)

B cattc (Bos taurus, NP_776913.1)

[ coat (Capra hircus, xp_017897598.1)

- Rabbit (Oryctolagus cuniculus, XP_002709527.1)
- Rat (Rattus norvegicus, NP_446105.1)

- Mouse (Mus musculus, NP_033532.1)

I crimpanzee (pan troglodytes troglodytes, XP_526740.1)

- Human (Homo_sapiens, NP_005420.1)

RORPVPAVTE - FEHERTHETRUGESE

LTRRL LAASSVDDLLTLLYPWPE EATAQRCRRGHI
LEHQL RSVSSVDELMTI FYPE HWKML KCQL MK G-
LEQQL RSAASI I ELMDI FYPE YRRI QECLQRRSTMI Se--
LEQQL RSVSSVDELMTI LYPE HWKML KCHSMKGSR - - - - - -

LHSQWGTVSTVDELLDLLYPE YGLVQHCLRKKALN
VEQKL RSASSVDELMSLI YPS YWSGL KCRSRLS-

MEQKL RSASSVDELMSLI YPS YWAAL KCRSKLS _

MEQKL RSASSVDELMSLI YPS YWAAL KCRSKLS.
MEQKL RSASSVDELMSLI YPS YWAAL KCRSKL SAA
MEQRL RSASSVDELMTLI YPS YWAT LKCNSKLSSV.
LEQQL RSVASVDELMRI VYPNYY RVLSCRSKRGAR - - - - - - -
LVEQL RSAGSVDELMRI VYPT YRT MLKCRSKMGSR - - - - - - -
LEDQL RSVSSVDELMTI VYPE YWKML KCQSRKGHR
LEEQL RSVSSVDELMTLLYPE SWKMFKCQLRQGG- - - - - - - -
LEEQL RAVSSVDELMTLL YPE SWKMFKCQLRQGG- - - - - - - -
LEEQL RSVSSVDELMTVLYPE YWKMF KCQLRKGSW- - - - - - -
LEEQL RSVSSVDELMTVLYPE YWKMFKCQLRRGSW- - - - - - -
LEEQL RSVSSVDELMTVL YPE YWKMF KCQLRKGGW- - - - - - -
LEEQL RSVSSVDELMTVLYPE YWKMF KCQLRKGGW- - - - - - -
LEEQL RSVSSVDELMTVLYPE YWKMF KCQLRKGGW-
LEEQL RSVSSVDELMTVLYPE YWKMF KCQLRKGGW- - - - - - -
LEEQL RSVSSVDELMTVLYPE YWKMF KCQLRKGDW- - - - - - -
LEEQL RSVSSVDELMTVLYPE YWKMF KCQLRKGGW- - - - - - -
LEEQL RSVSSVDELMTVLYPE YWKMF KCQLRKGGW- - - - - - -
LEEQL RSVSSVDELMTVLYPE YWKMF KCQLRKGGW- - - - - - -
LEEQL RSVSSVDELMTVLYPE YWKI FKCQLRRGGW- - - - - - -

LEEQL RSVSSVDELMTVL YPE YWKMF KCQLRKGGW-

LEEQL RSASSVDELMTVLYPE YWKMYKCQLRKGGW- - - - - - -
LEEQL RSASSVDELMTLLYPE SWKMYKCQLRKGGW- - - - - - -
LEEQL RSASSVDELMTLLYPE SWKMYKCQLRKGGW- - - - - - -
MEEQL RSVSSVDELMTVLYPE YWKMYKCQLRKGGW- - - - - - -
MEEQL RSVSSVDELMTVLYPE YWKMY KCQLRKGGW- - - - - - -
LEEQL RSVSSVDELMTVLYPE YWKMYKCQLRKSGW- - - - - - -
LEEQL RSVSSVDELMSVLYPDYWKMYKCQLRKGGW- - - - - - -
LEEQL RSVSSVDELMSVLYPDYWKMYKCQLRKGGW- - - - - - -
LEEQL RSVSSVDELMTVLYPE YWKMY KCQLRKGGW- - - - - - -
LEEQL RSVSSVDELMTVLYPE YWKMY KCQLRKGGW- - - - - - -

N-terminal propeptide

|- c1 PREAVI QVLP- ETSKPHV.V PGCVTVKRCGGCCNSDL HECQPTRSETVQV
| |

{TLCAPRQACVP T GPBSHSVERSL HY RPP CVSL HRCT GCCNDPRRSCT STAVQHVSKTVI EISL FP- EEVEIRPVTT SYKNHTECHCL T1 PEHNVRPPRSVSK

- YFQFDGI VIR

TQCMPREVSL DVGK- EFGSATNI I F KPSCVSVYRCGGCCNSEGI TCMNTSTSYVSKTLFEITVPI SQGP- KP1TI SVANHTGCRCMSKL DFFRQVHSI I RR
TQCKPREVCL DL GR- ELGTATNNFY KPP CVSVHRCGGCCNNE GF QCI NVSTAFVSKTLMEITI PQUGLS- RPVVI SFI NHTACGCHPRH- I FSHSHST I RR

TQCMPREVCL DVGK- EFGSPTNTI F KPSCVSI YRCGGCCNSEGL I CTNTSTSHVPKSLFEIVMPLSQGA- KPVTI SVANHTSCRCMSKL DHFRQI HST I RR
ITLCTPREVFLDVSK- EYPESTTNFY LPRCVSVHRCGGCCKSEAL HCVNTSYTYVNKTLI ELSMPHMEK- - TVVMV SFVNHTE CECQP- - - - KRSPHSVI RR
TQCAPREVCVDVGR- EFGAPTNVFY KPRCVSVHRCGGCCHSEDKQCRNI STGYLSKTLFEITVPI TQGT- RPVTVSVANHTQCS CL SKL DI YRQVHSI I RR

TQCMPREVCVDVGR- EFGAPTNVFY KPPCVSVYRCGGCCPSEDKQCRNI STGYLSKTLFEITVPLTQGT- KPVTT SVANHTQCSCL SKLDI YRQVHST T RR

[TQCMPREVCVDVGR- EF GAPTNVFY KPP CVSVYRCGGCCPSEDKQCRNI STGYLSKTLFEITVPLTQGT- KPVTI SVANHTQCSCL SKLDI YRQVHSI I RR

- EAIELEWSN
N-- PEI L|KSIDTEWK|
R-- EEDL|RNIELEWE
N-- PEI L|RSIDI EWKK]
- Nokkaa| A-- DSAF|DLILDEMQ!
—IPMYAAA -|- D-- LDVL|KSIELEWR
—IPTYAAA - N-- LDVL|KSIELEWRI
—IPTYAAAY— -L--[- N-- LDVL|KSIELEWR

QCVPREVCVDVGR- EFGAPTNI FY KPPCVSVYRCGGCCHSEDKQCRNI STGYLSKTLFEITVPVTQGT- KPVTI SVANHTQCSCL SKLDVYKQVHSI I RR

QCVPREVCVDVGR- EFGAPTNI FY KPPCVSVYRCGGCCHSEDKQCRNI STGYLSKTLFEITVPI TQGP- KPVTI SVANHTQCSCL SKLDI YKQVHSI I RR

TQCMPREVCL DVGK- EFGAATNT FY KPP CVSVYRCGGCCNSEAHQCMNI STSYI SKTLFEITVSSSTSN- NLVTI SFANHTVCNCL SKLDAYRQVHSI I RR

TL CMPRQVCL DVGK- EF GA- TNTFY KPP CVSVYRCGGCCNSEEL QCRNI STSYI SKTLFEITVPVKQGT- KPVTI SFANHTSCSCL SKQNLYRQQHSI I RR

QCMPREVCVDVGK- EFGAATNT FF KPPCVSVYRCGGCCNSEGL QCVNSSI SYVSKTLF EIMVPLSQGP - KPVTI NFANHTSCRCMSKLDVYRQVHSI I RR

- N-- LDAL|
- N-- LDVL|K!
- N-- PDTL|KSIESEWKK
EAsFann - N--LELL|KSIET EWRI
Q- HHNEHI GFDTRTEQS - - - VKFAAAF - -Y- -- N-- LETL|K
----- STGYDTRREDS - - FTFAAAH- -Y- - NYNAET WK
------ QSGFDSRRDDS - - - VKYAAAH- -Y - - NINADI WKSIET EWRK

Q- HSREQSSF1 ARSEDS N- Bli KFAAAH- Y- - N-- ADI L

QCI PREVCVDVGK- EFGAPTNTFF KPPCVSWRCGGCCNSEGLHCMNTSSTFVSKTLFEITVPLSQGPIKPVT! SFANHTSCRCMSKL DVYRQVHST I RR
TQCMPREV CVDVGK- EF GAPTNT FF KPP CVSLYRCGGCCNSE GL HCMNTSSSYI SKTLFEITVPLSQGPIKFVTI SFANHTSCRCMSKL DVYRQVHST I RR

QCMPREVCVDVGK- EFGATTNT FF KPPCVSI YRCGGCCNSEGL QCMNI STSYI SKTLF EITVPLSHGP - KPVTI SFANHTSCRCMSKLDVYRQVHSI I RR

Q- HNRELPSFDAKSEDSI Il KFAAAH- -Y- - S-- PEIL

QCMPREVCVDVGK- ESGATTNT FF KPPCVSI YRCGGCCNSEGL QCMNVSTSYVSKTLFEITVPLSHGP- KP1 TI SFANHTSCRCMSKLDVYRQVHSI I RR

QCMPREVTVDVGK- ESGATTNI FF KPPCVSVYRCGGCCNSEGL QCMNI STSYVSKTLFEITVPLSHGP- KPVTI SFANHTSCRCMSKLDVYRQVHSI I RR

P - H- REQSNFDGRITADS N- Bli KFAAAH- Y- | N--TEIL

3

Q- HNREHSSFDTRISDDS - - - I KFAAAH- -Y - -|- N-- AEI L
Q- HNREHSNFDTRITDDS - - - I KFAAAH- -Y - - N-- AEI L

QCMPREVCVDVGK- EFGATTNT FF KPP CVSI YRCGGCCNSEGLQCMNI STSYI SKTLFEITVPLSHGP - KPVTVSFANHTSCRCMSKL DVYRQVHST I RR

QCMPREVCVDVGK- EFGATTNT FF KPPCVSI YRCGGCCNSEGL QCMNI STSYI SKTLFEITVPLSHGP - KPVTVSFANHTSCRCMSKLDVYRQVHSI I RR

Q- HNREYSSFDTRSDDS - - - LKFAAAH- Y- -|- N-- AEIL
Q- HNREHSSSDTRSDDS - - - LKFAAAH- Y- |- N-- AEI L
Q- HNREHSSFDTRSDES - - - LKFAAAH- -Y- -|- N-- AEI L
Q- HNRERSSFDTRSDDS - - - LKFAAAH- -Y- -|- N-- AEI L
Q- HNREHSSFDTRSDDS - - - LKFAAAH- -Y- -|- N-- AEI L
Q- HNREHSSFDTRSDDS - - - LKFAAAH- -Y- -|- N-- AEI L
Q- HHREHSSFDTRSDGS - - - LKFAAAH- -Y- -|- N-- AEI L
Q- QNGEHSGPDTTREDN - - - VKFAAAH- -Y - |- N-- AEI L

KSIDT EWRKTQCMPREVCVDVGK- EFGATTNT FF KPP CVST YRCGGCCNSE GL QCMNI STNYI SKTLFEITVPLSHGP - KPVTVSFANHTSCRCMSKLDVYRQVHSI I RR

KSIDTEWR|
KSIDTEWR|

[TQCMPREVCVDVGK- EF GATTNT FF KPP CVSI YRCGGCCNSE GL QCMNI STNYI SKTLFEITVPLSHGP - KPVTVSFANHTSCRCMSKLDVYRQVHSI I RR
[TQCMPREVCVDVGK- EF GATTNT FF KPP CVST YRCGGCCNSE GL QCMNI STNYI SKTLF EITVPLSHGP - KPVTI SFANHTSCRCMSKLDVYRQUVHSI I RR

KSIDTEWR|

TQCMPREVCVDVGK- EFGATTNT FF KPPCVSI YRCGGCCNSEGL QCMNI STNYI SKTLFEITVPLSHGP - KPVTVSFANHTSCRCMSKLDVYRQVHSI I RR

KSIDTEWR|

TQCMPREVCVDVGK- EFGATTNT FF KPPCVSI YRCGGCCNSEGL QCMNI STNYI SKTLFEITVPLSHGP - KPVTVSFANHTSCRCMSKLDVYRQVHSI I RR

KSIDTEWR|

TQCT PREVCVDVGK- EFGATTNT FF KPPCVSI YRCGGCCNSEGL QCMNI STNYI SKTLFEITVPLSHGP - KPVTVSFANHTSCRCMSKL DVYRQVHSI I RR

KSIDTEWR|

TQCMPREVCVDVGK- EFGATTNT FF KPPCVSI YRCGGCCNSEGL QCMNI STNYI SKTLFEITVPLSHGP - KPVTVSFANHTSCRCMSKLDVYRQVHSI I RR

QCMPREVCI DVGK- EFGAATNT FF KPPCVSI YRCGGCCNSEGL QCMNTSTSYLSKTLFEITVPLSHGP- KPVTI SFANHTSCRCMSKLDVYRQVHSI I RR

Q- HNKEQPDLNTQREQN - - - QKFAAAH- -Y - |- N-- AEI L
Q- HHKEQPGTNI RTEEN - - - MKFAAAH- -Y - -|- N-- AEI L

R

QCMPREVCI DVGK- EFGAATNT FF KPP CVSVYRCGGCCNSEGL QCMNTSTSFLSKTLFEITVPLTQGP- KPVTVSFANHTSCRCMSKL DVYRQVHSI I RR
QCMPREVCI DVGK- EFGAATNT FF KPPCVSI YRCGGCCNSEGL QCTNTSTSYLSKTLF EITVPLSQGP- KPVTI SFANHTSCRCMSKLDVYRQVHSI I RR

Q- RNKEQPNI SARTEET - - - I KFAAAH- Y- -|- N-- AEI L

QCI PREVCI DVGK- EFGAATNT FF KPPCVSVYRCGGCCNSEGL QCMNTSTSHLSKTLF EITVPLSQGP - KPVTI SFANHTSCRCMSKLDVYRQVHSI I RR

Q- HSKEQANANARTEGT - - - LKFAAAH- -Y- |- N-- AEI L
Q- HSKEQANANARTEGT - - - LKFAAAH- -Y- |- N-- AEI L
Q- HSTEQANTNI RTGET - - - LKFAAAH- -Y- - N--TEI L

KSIDTEWR|
KSIDTEWR|

R

[TQCVPREVCVDVGK- EF GAATNT FF KPP CVSVYRCGGCCNSE GQRCT NTSASYLSKALFEITVPLSQGP - KPVTI SFANHTSCRCMSKLDVYRQVHSI I RR
[TQCVPREVCVDVGK- EF GAATNT FF KPP CVSVYRCGGCCNSE GQRCT NTSASYLSKALF EITVPLSQGP - KPVTI SFANHTSCRCMSKLDVYRQVHSI I RR
QCMPREVCI DVGK- EFGAATNT FF KPP CVSVYRCGGCCNSEGQQCMNTSTSYLSKTLFEITVPLSQGP- KPVTI SFANHTSCRCMSKLDVYRQVHSI I RR

Q- HSKEQDNTNTRTGET - - - LKFAAAH- -Y- - N--TEI L

R

QCMPREVCI DVGK- EFGAATNT FF KPPCVSVYRCGGCCNSEGQQCMNTSTSYLSKTLFEITVPLSQGP- KPVTI SFANHTSCRCMSKLDVYRQVHSI I RR

Q- HSKEQPDLNTRITEET - - - T KFAAAH- -Y- -- N-- AEI L
g---- QPSLNMRITGDT - - - VKLAAAH- -Y- - N--TEI L

QCMPREVCI DVGK- EFGAATNT FF KPPCVSVYRCGGCCNSEGQQCMNTSTSYLSKTLFEITVPLSQGP- KPVTI SFANHTSCRCMSKLDVYRQVHSI I RR

3

QCMPREVCI DVGK- EFGAATNT FF KPPCVSVYRCGGCCNSEGL QCMNTSTGYL SKTLFEITVPLSQGP- KPVTI SFANHTSCRCMSKLDVYRQVHSI I RR

g---- QPTLNTRITGDS - - - VKFAAAH- Y- - N--TEI L
Q- HNREQANLNSRITEET - - - I KFAAAH- -Y- -- N--TEIL

QCMPREVCI DVGK- EFGAATNT FF KPPCVSVYRCGGCCNSEGL QCMNT ST GYLSKTLFEITVPLSQGP- KPVTI SFANHTSCRCMSKLDVYRQVHSI I RR

QCMPREVCI DVGK- EFGVATNT FF KPPCVSI YRCGGCCNSEGL QCMNTSTSYLSKTLFEITVPLSQGP - KPVTI SFANHTSCRCMSKLDVYRQVHSI I RR

Q- HNREQANL NSRTEET - - - I KFAAAH- -Y - -[- N--TEI L

linker

}

KLK3/PSA

ADAMTS3
plasmin 15 cleavage

QCMPREVCI DVGK- EFGVATNT FF KPP CVSVYRCGGCCNSEGL QCMNTSTSYLSKTLFEITVPLSQGP - KPVTI SFANHTSCRCMSKLDVYRQVHSI I RR

VEGF homology domain

A

plasmin 2™ cleavage
VEGF-Cpy

Figure 2-figure supplement 3: Interspecies analysis of VEGF-C amino acid sequences relevant for activation



