Additional File 2

A)
EmIR1 LBD S i=eN® HVMTRLP----- VNAS 1 ENERELIGFEV 1 YDLMEUDCEA TN - - - ——--——--- RSEISNFR 63
EmIR2 LBD  [NeapdINEN®INSGLSNT-QCIQNGLELEREFQUFGSEIVEHSSCSGDESHFLIZNEIALHG ILPFSAQIPIEEKVTIPPNS 79
HsIGF1R LBD |NegpVAR=eY[MHIIL L I SKA--EDYRSYRFKIETVIRIEY[ELLFRVACBESEGD RIS IMAA Y- ——————————— KIEFY\MA 66
HsINSR LBD  [NeS\I=EHEOLLMFKTRPEDFRDLSFZKIEIMIIIDYBLLFRVYEEESEKDME NIy —--—--—--—- SREFF\MA 68
EmIR1 LBD (R IRSTS-(MYTLIENPS QEG DLINTN R NW§YI!GDQTAAA————APVRLLTNRLICPDTCQP ST 138
EmIR2 LBD BN HHTA-{BSGLIEERC LGRLGYLL 1DNPOM@TDII GIUHLLTPSAYPSKP I SNDSVASRNGGGYFGQDLLRKEELFD 158
HsIGF1R LBD [MVAIFEMTNENDLEEIEYNEINUITEA 1)1 EKIVAD LSYVDUSLLIBDAVSN-———————————- Y I\ GNKPP-K[H®eDLC 132
HSINSR LBD (A IFEMVH[ESE LRy N[EVNLIT RSV 1 EKIINE] LA DISRLI®DSVED - ———————————- Y IYLNKDDNE[=&eDIC 135
GEYC[E-GPEARYSKGALHRE 217

EmIR1 LBD [BEAISLTELEGTSREKDAKLGHSIISLSY®E)S IESANSTSRG 1 ACRMDNTQLSERKEEN
EmIR2 LBD LCANACPSGCEWVTV@NLPRSFC SRDHeeH KI@RDASLSCSIHNISE NOREGOT G- TAGDEL | @3DFHHND 237
1

HsIGF1R LBD EGTMEEKPMCEKTT NEYNYRGUT TNREOKMEPST®GKRACTE----NNE| PECLGSCS‘PDNDT‘CVACRHYYYAE 208
D

HSINSR LBD  [gGTAKGKTNEPATVINGQFVERGITHSHEOKVEPT I@KSHGCTA----EGLgeyS2oRENESQEDDP TKQYNEENFYLDE 211
EmIRL LBD SQREIESANL EHERE®Y T AAERFNMSSTYRLPHVAESSGSSS IGFAASY IVNTTAAVATTAIRQ) 297
EmIR2 LBD  MELSS®EDGLMELYERY®YTRNAGL SKP I PRDLFSWVFQRSRS-————————— === ————— 298
HsIGF1R LBD PACENTVREE] DRDF®ANILS-AESSDSEG-————————————m—mo o mmmmm 259
HSINSR LBD  ROVET®REPYNHEQDWRGYNFSFEQDLHHKCKNSRRQEC -~ ~———==—==== === === == — === 266

ENFMGLIEVVTGY 337

N ANLGLIEEISGY 343

EmIR1 LBD EHQRD-EVEGQEVEEGDESER I R- - - CHHMLSELKEL SKEKDEFSVT-DEYASIHEED TVLIQQQFDEAFSSLREVES- 371
Q R
G{EIN--NLAAE]

EmIR2 LBD  SFRYS--PSGE®RZEGVDEEEWMKR-DCGD IVYQQADLASVKD®L SAR-SVLUS QD-DLSTS[BAEAFSSLRVIYRS 373
HsIGF1R LBD EFI NGSQEMY(® 1 OGP EEKICEEEKKTKT DE&T QVEQGET I FKGNELLIN N--NIASE]
G T E

HsINSR LBD Y TMN-SSNLL{®T(€| GP®gK\YCHLLEGEKTLID, QE[ERGETV INGS[EI

EmIR1 LBD 1 UALL RHVKRINT I1PNSSP-----—---—-- VTVIEIRGNDNALEMIPPPTRNQIGGLQVVSESLVHEI 439
EmIR2 LBD LRV IgSDARL HHENTLIHETEP 1 VKDGLVTPVELSHSG I TALE I TWNGINIBEDRYL L PPGSPK---LE[Jl SESVE[FS 450
HsIGF1R LBD 1RHSHA KNI E@EEQLEGN-—---—————-- YSFYVLD-NONEQQRUDWDHRNLY----- KAEKMY[§A 399
HsINSR LBD LINIRES Yl FRKMSLIREETLEIGN-----——————-— YSFYALD-NQNERQEIDWSKHNLY----- TOQEKLFgH 405
EmIR1 LBD LNRY[M&PKKHTDLVRTGALTLPGGRNFRIEEL 471
EmIR2 LBD NRIM®PDKLJQSFLSN-——————————————— 466
HsIGF1R LBD F)Pi SElJYRMEEVT ——————————————- 416
HsSINSR LBD Y|P LSEQJHKMEEVS-—-———————————- 422

Additional File 2: (A) Amino acid sequence comparison between the ligand binding domains (LBD) of
Echinococcus and human insulin receptor tyrosine kinases. Displayed is a sequence pileup of the LBDs of E.
multilocularis EmIR1 (AJ458426) and EmIR2 (HG326255; this study) as well as the human insulin receptor
(HSINSR; P06213) and the insulin-like growth factor receptor (HsIGF1R; P08069). Amino acid residues that
are conserved in at least three of the sequences are shown in white on black background. Biochemically
related amino acid residues are marked by a grey background. The specificity determining region for the
binding of human insulin-like peptides to the receptors is marked by asterisks below the pileup.
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Additional File 2: (B) Amino acid sequence comparison between the tyrosine kinase domains (TKD) of
Echinococcus and human insulin receptor tyrosine kinases. Displayed is a sequence pileup of the TKDs of E.
multilocularis EmIR1 (AJ458426) and EmIR2 (HG326255; this study) as well as the human insulin receptor
(HSINSR; P06213) and the insulin-like growth factor receptor (HsIGF1R; P08069). Amino acid residues that
are conserved in at least three of the sequences are shown in white on black background. Biochemically
related amino acid residues are marked by a grey background. Residues that are highly conserved in
eukaryotic tyrosine kinases are indicated by number signs (#) above the alignment.



