Supplementary Figure

Human RNASET2

S HURNASET2 Local Quality Estimate

) o o -
= = = =

Predicted Local Similarity to Target
o o o

%" Resvehumber
A HvRNASET2 QMEANDIsCo B

Actiting I -MSFLPSVGMLALGAMOLS - - SGAL - AT I DTCSSDSPLSCOTONEASCCFNSPGGSLLATOPADYD. ---PS§- a
Human | -MRPAALRG- ALLGCLCLAL---L- -CLGGADKRLRD M - - - 72
Tcurvispinc | -MRK-Y51 - »‘\SCIVLL\"LLCI | YFNTREYRKG \ - ¥ 8l
Hydra I LTI -F¥1 - AMLMRMFEGLPPYNR | HOE TSNP DKWY AVEWDYFMLVTENPOSSCE YVNATHCHHTCY | PDAVNI ]
Hiruky [ -MLL -SVCFVLLASY - - - -CTARPLK EELWOHFVFTCEWPCS | ONVELDY - TEEEECMLPEKTN &8
C gigas lecsananannannnn MLALLLIGL: cenaannas CATVEAY s ccccnaanann SDOAD | FTYTCEWPVAVC | KGK - - EEHHTCT I PGV &3
Actiting 92 DGTYOEVCDESRE VSN 1 TS | LEACRTELL SYMKE WWPDYEGA - DEDEREIE] INTIEPSCYTOYYACEEVEOF FOQVVOLFKTLOSYTALSDA 182
Hurmian T3EG----- CHRSAPF - -« v oo - ML : ACVDA - -« e e ene LHSCKKYFGRSLELYRELDLNSVLLEKL 154
T curvispine 82 NTLGPQFCNKSLVF - - - A - LMNEFNYFEAGLIKLFOR YNMMOVL AKA 157
Hydra 89 KGEQPFFCEPW-KF - 4 173
Hiruea 89 NTRGPNFCTKD-KF - 153
Cogigas 84 GTEGPTSCGTQ-PF - 148
Actibind 183 G 1 TPSEDATYKLSD | EDALAA | HDGYPPYVGCEDG: « « - « - - ALSOLYVYFNVKGSA | GGTYVASERLEDSNCKDSG | KYPPKYSSSKK | YGSSL-« v van 270
Humen 156 GIKPS | M. YYQVADFKDALARVYGV | PK | - QCLPPSCDEEVOT 1GQ | ELCL TKCDROLONCTEP - « - « « < GEQ: « « - « - -PSPKOE - - WNLANGAAES - - - - 136
T curvispin: 168 N | LPGNE - - YMVQDMLEG | QK | LNTRGQ | - MCVTDDK - THESYV |EMRLCFOKTLOLVNCDG | Y - - -HFPTNCRSKEL | YPSHVPH- - - Y¥YVTQT- -« - - -« %62
Hydra 174 K IVPSTOSSYOFSD | EEALKSGYSAKVCF - ECSGI K - -HSOOVLSAGYVCLNKOQLEQ| DCGYCE - - - - - -HGCKTDEP | FYHSKSS - - NLYESVVA- - - - - - 256
Hirudo 154 GFGPSDKDSYQYEDLDAALESVLGVIGM | - MCYNPRN - EPLOYLAQI EFCLDKSFOPMQCPHHS - YEASLENPDOSLHRIS - DFEST\«'LESKERN sl
C gigas MHIGIVPSOATATYDIKTSEAALKKELGVNAL | - QCTYDHN - TSROV I YE | E | CLSKNFEPVDCYPDE - -GRTSGKF'SHH----HH---K --------- m
TR o e S e R e

Humen 236 - - - - RGLRVCEDGPVE YPPPKKTHH - 256
T curvisping e T

Hyd =~ s aiaieaaiiiaadacasasaadissiassssdecisasssiacssiessassadades

Hiruda 245 LHOVLKMR | HNKHNTNTF TGRSOSCEFKMRELR | N | CSDRKE IMYP | | DHNOMNG | HSNS 34
Cohll: #3F o3 di i Sl R T N LR A HPHSSCPESYGF Y YPP I DGVYSHPN - - - - %1

Figure S1. (A) Three-dimensional alignment of human RNASET2 (in cyan) and H. verbana
HvVRNASET2 (in orange). The secondary structures (B-strands and o-helix) appear extremely
conserved. (B) Graphical representation of the HvRNASET2 QMEANDIisCo score. The plot shows the
precise QMean value of every amino acid. (C-E) Alternative three-dimensional models of
HvRNASET?2 obtained with the following servers for 3D structures prediction: Phyre2 (C), Robetta-
Baker Lab (D) and RaptorX Contact Predict (E). Of note, the antimicrobial peptide
(QVLKMRIHNKNNTNTEFT), represented in orange, is specifically localized on the external surface
of the enzyme. (F) Multiple sequence alignments. The HYRNASET2 amino acid sequence has been



compared with all the sequences considered in the Figure 1. The complete alignment confirms that
the conserved active sites (CAS I and CAS II) are extremely preserved. Different blue shades identify
the diverse conservation of each amino acid.



