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Table S1. Summary of the purification protocol of Angiotensin-converting enzyme-like from Tityus serrulatus venom.

Steps Fraction Volume (uL) Protein (ug) Activity (UF/min) Total Activity (units* uL) Specific Activity (units/ug) Purification Factor Yield (%)
Crude venom Whole venom 2000 25,000 1801 3,602,000 144.1 1.00 100
DEAE F1 500 778 1800 900,000 1156.8 8.03 100
Gel Filtration F1-2 500 61 161 80,500 1319.7 9.16
PA-CM F1-2.7 1500 10 22 33,000 3300.0 22.90 1

* versus
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Homo sapiens (AAABDB11 1) EYDRT SQVVWNEYAEA NWNYNTHNI TTETSKI LLQKNMQlI ANHTLKYGT QARKFDVNQLQNTTI KRI I KKVQD/|L ERAALPA [160]
Tityus serrulatus (TserSP00939) HANEV NEKQCNLFQTA YWNYDTNI TI FNKNKMI QQQMI A SNV SKKI WGV L TKFP WK KFSDPQLRRQFYQLSF L GDS A LSD [160]
Tityus bahiensis (JAG85170) HANEV NEKQCNLFQTA SWNYDTDI TI LNKNKMI QQQMI A SNVSKKI WGV L TKFP WKKFSDPQLRRQFYQLSF L GDS A LSD [160]
Tityus obscurus (Tobs01141) HVNEV NEKQCNLFQRA SWNYDTNI TI PNKNKMI EQQMI A SNI SKEMWKV L TKFQWKKFF DPQLRRQFYHLSF L GDS A LPS [160]
Homo sapiens (AAABDB11.1) QELEE YNKI LLDMETT ¥SVvATVvV@IHP---NGSCLQL EPDL TNVMATSRKYEDLLWA WEGWRDKAGRAI LQFY P K YVE L | NQ [240]
Tityus serrulatus (TserSP00939) DKL RK K[SSLE ADMT K] YS TTT I /€D FTNKNKC NLSL DPDL SNI LANSNHNY YELLYV WKEWRNKVGRKI KPLY WE FVHL KNE [240]
Tityus bahiensis (JAG85170) DKLRKKSSLEADMTKI ¥YSTTTI@DFTNKNKCNLSLDPDL SNI LANSNNYYELLYVWKEWRNKVGRKI KPLY WEFVHL KNE [240]
Tityus obscurus (Tobs01141) DKI RKKTSLEADMT NI ¥YSTTTI|@DFKNKKKCNLSL EPDL SSI MANSNDYYELLHY WKEWRNKVGRKI RPLY WE FVD L KNE [240]
Homo sapiens (AAABDB11 1) AARLNGYVDA GDSWR S MYETP SL EQDLERLF QELQPLYL NIHAYVRRALHRHYGA QHINLEGPIPAHLLGN MWAQT WSsNI [320]
Tityus serrulatus (TserSP00939) A ARL N GFKNA GEFQRE KYESP TL | QDLEDLWQQI RPLYQQLHAYVRRRL | EKYGNDKI SADGPI PAHLLGN M WSQE WaQNI [320
Tityus bahiensis (JAG85170) AARLNGFKNAGEFQRE KYESPTL | QDLEDLWQQI RPLYQQLHAYVRRRL | EKYGNDKISAHGPI PAHLLGN M WSQE WaNI [320]
Tityus obscurus (Tobs01141) AARLNGFNDAGEFQRE KYESPTL | QDLEKLWHQI RPLYQQLHAYVRRKL | EMYGSDKIV KDGPIPAHLLGN M WSQE WaNI [320]
Homo sapiens (AAABDB11.1) YDLVYVPFPSAPSMDT T EAMLK Q6 WTPRRMFK EADDFFTSL GLLPVPPEF WNKSMLEKPT DGREVVBIHASAWD F YNG K DF R [400]
Tityus serrulatus (TserSP00939) | N1 T1 PYRNKPSLD VT PQMKA K|[GMKPVQl AKLAERFFVSL GLKPMTKEF WSNSL L EKPKD- RKVVEHASAWD L CNK R DFR [400]
Tityus bahiensis (JAG85170) I NI TI PYRNKPSLDVT PQMKAKGMKPVQl AKLAEQFFVS L GLKPMTKEF WSNSL L EKPKD- RKMVEHASAWD L CNK R DF R [400]
Tityus obscurus (Tobs01141) I NI TMPYRNKPSLDVT PQMKAKGMTPVQl AKLAEQFFVS L GLQPMTKEF WSNSL FEKPKD-RKMVIGHASAWD L CDK R DF R [400]
Homo sapiens (AAABDB11 1) I KQ@It TYNLEDLVV A I1'QY FMQYKDL PVAL REGANPGFHEAI GDV LALSV STPKHLHSLNLLSSEGGSDEHD I NF [480]
Tityus serrulatus (TserSP00939) | KM@M ETTMD FLI T T VQY YMQYANQPHVF RKGANPGFHEAI GDV MSLS VY TPNHLQSIGLMNYTV SDREGDI NF [480]
Tityus bahiensis (JAG85170) | KM@M ETTMDFLI T T VQY YMQYADQPHVF RKGANPGKF* - - - - - _ - _ ____ __ __._______._ s B I
Tityus obscurus (Tobs01141) | KM@M ECTMDFLI T T VQY YMQYANQPHVF RKGANPGFHEAI GDV MSLSV Y TPNHLQSIGLLNDIVSDREATDI NF [480]
Homo sapiens (AAABDB11 1) LMKMA LDKI AFIPFSY LVDQWRWRVFDGSI TKENY NQEWWSLRLKYQGL CPPVPRT QGD FDPGAKFHIPSSVPYIRY FVS [560
Tityus serrulatus (TserSP00939) L L QMA LKKI AFLPY GY | L DKWRWG VY SGEVE LDEWNTKWWEMRFKYQGV CPPVRRTEIDFDPGAKFHVPADTPYI RY FI S [560
Tityus bahiensis (JAGB5170) - - - = - - - - - - B e e S e S O S - - - - - e - - - - - - - - - [560]
Tityus obscurus (Tobs01141) LLQMALKKI AFLPFGY | L DKWRWE VYSGE|I EFEEWNRRWWEMRFKYQGV CPPIRRTEIDFDPGAKFHVPADT P YI RY FI S [560]
Homo sapiens (AAABDB11.1) FIl |l QF QFHEA LBlcA AG HT/GPL HKC DI YQSKEAGQRLATAMKL GFSRP WP EAMQL ] T GQP NMSASAML SYFKP L LDWL RTE [640]
Tityus serrulatus (TserSP00939) F 1 | QF QFHEA LIGRV T 6 FQGPL HK C DI YNSKE AGKL | SEMMQMGSSRP WP EAFEKI T GTRKMNANSLLEYFKP L YEWL KEA [640]
Tityus batiensis (JAGBS170) - - - - - - - - - - - T e e e e e e e e e e e e e e P e o - - - - - - - - [640
Tityus obscurus (Tobs01141) Fl |l QF QFHEA LIBIRY S6 FQGPL HK C DI YNSKE AGKL | SGMM QMGSSRP WP EAFEKI T GSRKMNADSLLEYFKPL YEWL KEA [640]
Homo sapiens (AAABDB11.1) NELHGEKLGWPQYNWT PNSARSEGPLPDSGRVSFL GLDL DAQQARVGQWLLLFL Gl ALLVATLGLSQRLFSI RHRS L HRH [720]
Tityus serrulatus (TserSP00939) N K- - NETI GWNTI DPT VCP- - - - - -« - - - -- IS N T T N e e - - - - - - - r20]
Tityus bahiensis (JAGBE170) - - - - - - - - - - T e e e e e e O O P e e e e - - - - - - - - - [T20]
Tityus obscurus (Tobs01141) NK--NEVIGWETFDPT VCP-- - - « -« - - IS N T T N e e - e - - - - - r20]
Homo sapiens (AAABDB11.1) SHGPQFGSEV ELRH S [73§]

Tityus serrufafus (TserSP00939) - - - - - - - - - - - - - - - [735)

Tityus bahiensis (JAG85170) - - - - - - - - - - - - - - - [735)

Tityus obscurus (Tobs01141) - - - - - - - - - - - - - - - [735)

Figure S1. Sequence alignment of testicular ACE from Homo sapiens (AAA60611.1) with venom ACEs from the scorpions Tityus serrulatus (TserSP00939), T. bahiensis
(JAG85170) and Tityus obscurus (Tobs01141). The metallopeptidase motif HEXXH is marked in black, peptides found by mass spectrometry are underlined and conserved
regions highlighted in grey.



