DPP4_Human
DPP4_Monkey
DPP4_Rabbit
DPP4_Bovine
DPP4_Pig
DPP4_Cat
DPP4_Dog
DPP4_Rat
DPP4_Mouse
DPP4_Bat

DPP4_Human
DPP4_Monkey
DPP4_Rabbit
DPP4_Bovine
DPP4_Pig
DPP4_Cat
DPP4_Dog
DPP4_Rat
DPP4_Mouse
DPP4_Bat

DPP4_Human
DPP4_Monkey
DPP4_Rabbit
DPP4_Bovine
DPP4_Pig
DPP4_Cat
DPP4_Dog
DPP4_Rat
DPP4_Mouse
DPP4_Bat

DPP4_Human
DPP4_Monkey
DPP4_Rabbit
DPP4_Bovine
DPP4_Pig
DPP4_Cat
DPP4_Dog
DPP4_Rat
DPP4_Mouse
DPP4_Bat

DPP4_Human
DPP4_Monkey
DPP4_Rabbit
DPP4_Bovine
DPP4_Pig
DPP4_Cat
DPP4_Dog
DPP4_Rat
DPP4_Mouse
DPP4_Bat

DPP4_Human
DPP4_Monkey
DPP4_Rabbit
DPP4_Bovine
DPP4_Pig
DPP4_Cat
DPP4_Dog
DPP4_Rat
DPP4_Mouse
DPP4_Bat

DPP4_Human
DPP4_Monkey
DPP4_Rabbit
DPP4_Bovine
DPP4_Pig
DPP4_Cat
DPP4_Dog
DPP4_Rat
DPP4_Mouse
DPP4_Bat

DPP4_Human
DPP4_Monkey
DPP4_Rabbit
DPP4_Bovine
DPP4_Pig
DPP4_Cat
DPP4_Dog
DPP4_Rat
DPP4_Mouse
DPP4_Bat

al 181 1/B2

Lu0o00 - —
MKTPW-KVLLGLLGAAALVTIITVPVVLLNKGTDDATADSRKTYTLTDYLKNTYRLKLYSLRWISDHEYL
MKTAW-KVLLGLLGAAALVTI ITVPVVLLNKGTDDATADSRKTYTLTDYLKNTYRLKLYSLRWISDHEYL
LQTPW-KVLLGLLGAAALVTIVTVPVVLLNKGTDAAAGDSRRTYTLNDYLKNTLRMRSYSLQWISDHEYL
MKTPW-KVLLGLLAIAALVTVITVPVVLLTKG-NDASTDSRRTYTLADYLKNTFRMKFYNLRWVSDHEYL
MKTPW-KVLLGLLGIAALVTVITVPVVLLNKGTDDAAADSRRTYTLTDYLKSTFRVKFYTLQWISDHEYL
MKTPW-KVLLGLLGLAALITIITVPVVLLNKG-NDAAADSRRTYTLTDYLKNTFRVKFYSLRWVSDHDYL
VYLLWHRTVLGIRGLAEYTTLVGMER | ILDKSTDDAAADSRRTYTLTDYLKNTFRVKFYSLRWISDHEYL
MKTPW-KVLLGLLGVAALVTI ITVPVVLLNK- -DEAAADSRRTYTLADYLKNTFRVKSYSLRWVSDSEYL
MKTPW-KVLLGLLGVAALVTIITVPIVLLSK- -DEAAADSRRTYSLADYLKSTFRVKSYSLWWVSDFEYL
MKTPW-KVLLGLLGTAALVTI ITVPAVLLSQGND- - -ADTRRTYTLSDYLKSTIRTRNYNLRWISDHEYL

GE 1/B3 1/B4 2/B1 2/B2 2/33
YKQENNILVFNAEYGNSSVFLENSTFDEFGHS INDYS | SPDGQF I LLEYNYVKQWRHSYTASYD | YDLNK
YKQENNILVFNAEYGNSSVFLENSTFDEFGHS INDYSISPDGQF ILLEYNYVKQWRHSYTASYDI YDLNK
HRQEDNILLFNAEYGNSSLFLANITFDEFGHSITDYSVSPDRLFLLLEYNYVKQWRHSYTASYDIYDLNK
YKQENNILLFNAEYGNSSIFLENSTFDEFGHS INDYSVSPDRQY ILFEYNYVKQWRHSYTASYDI YDLNK
YKQENNILLFNAEYGNSSIFLENSTFDELGYSTNDYSVSPDRQF ILFEYNYVKQWRHSYTASYDIYDLNK
YKQDNNILLFNAEYGNSS | FLENSTFDEFEHS INDYSVSPDGQF ILLEYNYVKQWRHSYTASYD | YDLNK
YKQENNILLFNAEYGNSS I FLENSTFEEFEHS INDYSVSPDGQF ILLEYNYVKQWRHSYTASYD | YDLKK
YKQENNILLFNAEHGNSS | FLENSTFEIFGDS ISDYSVSPDRLFVLLEYNYVKQWRHSYTASYS | YDLNK

YKQENNILLLNAEHGNSS I FLENSTFESFGY - - - -HSVSPDRLFVLLEYNYVKQWRHSYTASYNIYDVNK
YRQENNILLFNADHGNSSTFLENSTFDQFGYS INDYSVSPDRRFVLLEYNYVKKWRHSYTASYDIYDLNK
2/p4 3/B1 3/B2 3/B3 3/p4 4/4/B1a a4
B B B: B B B

RQLITEERIPNNTQWVTWSPVGHKLAVVWNNDIYVKIEPNLPS;E]TWTGKEDIIYNGITDWVYEEEVFS
RQLITEERIPNNTQWVTWSPVGHKLAYVWNND I YVKIEPNLPSHRITSTGKEDMIYNGITDWVYEEEVFS
RQLITEERIPNNTQWI| TWAPEGHRLAYVWNND | YVKLEPNLPSQRI TWTGKADVIYNGITDWVYEEEVFS
RQLITEERIPNNTQWI TWSSVGHKLAYVWNND | YVKNEPNSPSQR I TWTGKKDV I YNGI TDWVYEEEVFS
RQLITEERIPNNTQWI TWSPVGHKLAYVWNND | YVKNEPNLSSQR I TWTGKENV I YNGVTDWVYEEEVFS
RQLITEEKIPNNTQWI TWSPEGHKLAYVWKNDVYVKNEPNSSSHRI TWTGEENAIYNGIADWVYEEEIFS
RQL ITAEKIPNNTQWI TWSPEGHKLAYVWNNDVYVKNEPN | SSQR I TWNGKENVIYNGI TDWVYEEEVFS
RQLITEEKIPNNTQWI| TWSQEGHKLAYVWKND I YVKIEPHLPSHRITSTGKENVIFNGINDWVYEEEIFG
RQLITEEKIPNNTQWI| TWSPEGHKLAYVWKND | YVKVEPHLPSHRITSTGEENVIYNGITDWVYEEEVFG
RQLITEERIPNDTQL | SWSPEGHKLAYVWNND I Y IKNDPNSPPQRVTDDGREDAISNGITDWVYEEEIFS

4/81b 4/p2 extended 4/B1 extended 43/2 4/B3

AYSALWWSPNGTFLAYAQFNDTEVPLIEYSFYSDESLQYPKTVRVPYPKAGAVNPTVKIFFVVNTDSLSSV
AYSALWNSPNGTFLAYAQFNDTEVPLIEYSFYSDESLQYPKTVQVPYPKAGAVNPT VNTDSLSSA
AYSALWNSPNGTFLAYAQFNDTGVPLIEYSFYSDEALQYPKTVRIPYPKAGAVNPT VNTDSLSS |
AYSALWWSPNSTFLAYAQFNDTEVPLIEYSFYSDESLQYPKTVKIPYPKAGAVNPTI VNISSLSPN
AYSALWWSPNGTFLAYAQFNDTEVPLIEYSFYSDESLQYPKTVRIPYPKAGAENPT VDTRTLSPN
AYSALWWSPKGTFLAYAQFNDTQVPLIEYSFYSDESLQYPMTMRIPYPKAGAANPT IKTDNLNPN
AYSALWWSPKGTFLAYAQFNDTEVPLIEYSFYSDESLQYPKTVRIPYPKAGAINPT VKTDNLISG
AYSALWWSPNGTFLAYAQFNDTGVPLIEYSFYSDESLQYPKTVWIPYPKAGAVNPT
AYSALWANSPNNTFLAYAQFNDTGVPLIEYSFYSDESLQYPKTVWIPYPKAGAVNPT
THSALWWSPNGTFLAYARFNDTEVPRIEYSVYLDESLQYPKTVHLPYPKAGAENPT
5/81 5/B2 5/B3

LCDVTWATQERISLQW VMDICPYDESSGR]
LCDVTWATQERISLQW VMDICDYDESSGR]
LCDVTWVTHERISLQW VMDICDYDRSSGR]
LCDVTWVTEERISLQW IMDICDYDRSTGR!
IIDICDYDESTGR|
VMD IRDYNNS TGK]
VMDIYDYNSTSG-
VMAICDYDKTTLV
VMAICDYDKINLT
I IDICDYDAPNSK]
6/p4
D---CTFITKGTWEVIGIEALTSDY
-CTFITKGAWEV IGIEALTSDY
-CTFI TRGAWEV IGIEALTSDY
-CTFITKGAWEV IGIEALTSDY
-CTFITKGAWEVIGIEALTSDY
-CTFITKGAWEVIGIEALTTDY
---CTFITKGAWEVIGIEALTSDY
PEQVCTF I TKGAWEV ISIEALTSDY
D---CTFITKGAWEVISIEALTSDY

LCDVTWANEER I SLQW
LCDVTWVNEER | SMQW
LCDVAWVSEDR | SLQW
LCDVVWATEER | SLQW
LCDVTWATKER | SLQW

6/B2 6/p3

MSTTGWVGRFRPSEPHFTLDGNSFYKI I SNEEGYRHICYFQIDK
TSTTGWVGRFRPSEPHFTSDGNSFYKI I SNEEGYRHICYFQINK
MSTTGWVGRFRPAEPHFTSDGNSFYKIMSNEEGYKHICYSLID
ISTTGWVGRFRPAEPHFTSDGNSFYKI| ISNEEGYKHICHFQTDHK
ISTTGWVGRFRPAEPHFTSDGNSFYKI| I SNEEGYKHICHFQTDK
MSTTGWVGRFRPAEPHFTSDGRNFYKI| I SNEDGYKHICRFQIDK
MSTTGWVGRFRPSEPHFTSDGKSFYKI I SNGDGYKHICQFQID
TSATGWCGRFRPAEPHFTSDGSSFYKIVSDKDGYKH I CQFQKDR
MSTTGWVGRFRPAEPHFTSDGSSFYKI| | SDKDGYKHICHFPKDHK
MSTTGWVGRFKPAEPHFTADGNSFYKIMSNSEGYKHICYFQVD ---CTFITNGTWEVIKIEALTNNY

782 a6 7183 7/p4 8/B2 8/B3

LYY I SNEYKGMPGGRNLYK I QLSDYTKVTCLSCELNPERCQYYSVSFSKEAKYYQLRCSGPGLPLYTLHS
LYY I SNEYKGMPGGRNLYK I QLSDYTKVTCLSCELNPERCQYYSVSFSKEAKYYQLRCSGPGLPLYTLHS
LYY | SNEYKGMPGGRNLYK IQLTDHTKVTCLSCELKPERCQYYSVSFGKGAKYYQLRCSGPGLPLYTLHS
LYY | SNEYKGMPGARNLYKIQLNDYTKVTCLSCELNPDRCQYYSVSFSQEAKYYQLRCSGPGLPLYTLHN
LYY | SNEHKGMPGGRNLYR IQLNDYTKVTCLSCELNPERCQYYSASFSNKAKYYQLRCFGPGLPLYTLHS
LYY | SNEYKGMPGGRNLYK I QLNDYTKVACLSCELKPERCQYYSVSFSKEAKYYQLRCSGPGLPLYTLHR
LYY I SNEYKGMPGGRNLYK I QLNDYTKVTCLSCELNPERCQYYSVLFSKDAKYYQLRCSGPGLPLYTLHR
LYY I SNEYKEMPGGRNLYKIQLTDHTNKKCLSCDLNPERCQYYSVSLSKEAKYYQLGCRGPGLPLYTLHR
LYYISNQYKEMPGGRNLYKIQLTDHTNVKCLSCDLNPERCQYYAVSFSKEAKYYQLGCWGPGLPLYTLHR
LYY I SNEYKGMPGGRNLYKIQLNNITNVACLSCELDPERCQYYSASFSKGAKYYQLRCSGPQLPRYSLHS

8/B4 a7

SVNDKGLRVLEDNSALDKMLONVOQMPSKKLDF | ILNETKFWYQMI| LPPHFDKSKKYPLLLDVYAGPCSQK
SVNDKGPRVLEDNSALDKMLONVQMPSKTLDF I ILNETKFWYQMI LPPHFDKSKKYPLLLDVYAGPCSQK
SVNDQELRVLEDNSALDEMLQDVAQOMPSKTLDF I ILNETKFWYQMVLPPHFDKSKKYPLLLEVYAGPCSQR
SNNDKELRVLENNSDLDQVLQDVOMPSKKLDF IHLHGTKFWYQMI| LPPHFDKSKKYPLLLEVYAGPCSQK
SSSDKELRVLEDNSALDKMLQDVQMPSKKLDV INLHGTKFWYQMILPPHFDKSKKYPLLIEVYAGPCSQK
SSNDEELRVLEDNSALDKMLQEVQMPSKKLDF | I LNETKFWYQMILPPHFDTSKKYPLLIDVYAGPCSQK
SSDDKELRVLEDNSALDKMLQDVAQMPSKKLDS | | LHETKFWYQMILPPHFDSSKKYPLLIDVYAGPCSQK
STDQKELRVLEDNSALDKMLQDVQMPSKKLDF IVLNETRFWYQMILPPHFDKSKKYPLLIDVYAGPCSQK
STDHKELRVLEDNSALDRMLQDVOMPSKKLDF IVLNETRFWYQMI| LPPHFDKSKKYPLLLDVYAGPCSQK
SSNDKELRLLENNTALYETLRNIKMPRKTLDV IHLHGMKFWYQMI|LPPHFDKSKKYPLLIDVYAGPCSQK

Tvd0d<<dd4

|

o

[2]

=

=

=

<

-

m

m

E ]

w

-

2

=

]
LX< < << <<=

>

69
69
69
68
69
68
70
67
67
66

139
139
139
138
139
138
140
137
133
136

209
209
209
208
209
208
210
207
203
206

279
279
279
278
279
278
280

414
414
414
413
414
413
416
415
408
408

484
484
484
483
484
483
486
485
478
478

554
554
554
553
554
553
556
555
548
548

Supplementary information, Figure S5 Sequence alignment of DPP4 eight-bladed
B-propeller domains from different species. B-strands are drawn as arrows, and o



helices are drawn as helical lines. The DPP4 residues involved in MERS-CoV RBD
contact are highlighted in red boxes.



