Supplementary File 2. Ligand binding sites mapped on the sequence of wNsp3 protein aligned with the

closest homologs found in UniProt.

- 5-amino-2-methyl-N-[ (1R)-1-naphthalen-1-ylethyl]benzamide (3E9S-TTT, SARS)

N-[ (4-fluorophenyl)methyl]-1-[ (1R)-1-naphthalen-1-ylethyl]piperidine-4-carboxamide

SARS)

- N-[ (3-fluorophenyl)methyl]-1-[ (1R)-1-naphthalen-1-ylethyl]piperidine-4-carboxamide (40W0-S88,

(40VZ-P85,

SARS)

QHN73794 GEVITFDNLKTLLSLREVRT IKVFTTVDNINLHTQVVDMSMTYGQQFGPTYLDGADVTKI 1607
SP|POC6X7 |R1AB_CVHSA GEVLSLDKLKSLLSLREVKT IKVFTTVDNTNLHTQLVDMSMTYGQQFGPTYLDGADVTKI 1584
TR|Q6UZF5 |Q6UZF5 CVHSA GEVLSLDKLKSLLSLREVKTIKVFTTVDNTNLHTQLVDMSMTYGQQFGPTYLDGADVTKI 1584
TR|Q6UZF1|Q6UZF1_CVHSA GEVLSLDKLKSLLSLREVKT IKVFTTVDNTNLHTQLVDMSMTYGQQFGPTYLDGADVTKI 1584
TR|Q6JH48 |Q6JH48_ CVHSA GEVLSLDKLKSLLSLREVKTIKVFTTVDNTNLHTQLVDMSMTYGQQFGPTYLDGADVTKI 1584
TR|Q692E6 |Q692E6_CVHSA GEVLSLDKLKSLLSLREVKTIKVFTTVDNTNLHTQLVDMSMTYGQQFGPTYLDGADVTKI 1584
TR|AOAOK1YZY7 |AOAOK1YZY7 CVHSA GEVQPLDKLKSLLSLREVKTIKVFTTVDNTNLHTQIVDMSMTYGQQFGPTYLDGADVTKI 1584
SP|POC6W2 |R1AB_BCHK3 GEVLPLDKLKSLLSLREVKTIKVFTTVDNTNLHTHIVDMSMTYGQQFGPTYLDGADVTKI 1578
SP|POC6W6 |[R1AB_BCRP3 GEVLPLDKLKSLLSLREVKT IKVFTTVDNTNLHTQLVDMSMTYGQQLGPTYLEGADVTKI 1582
SP|P0OC6V9 |[R1AB_BC279 GEVLLLDKLKSLLSLREVRTIKVFTTVDNTNLHTQIVDMSMTYGQQFGPTYLDGADVTKI 1590

TR AOAOUlWHI4|AOAOU1WHI4_CVHSA GEVLPLDKLKSLLSLREVKTIKVFTTVDNTNLHTQLVDMSVTYGQHFGPTYLDGADVTKV 1579
TR AOAOUlWHGO|AOAOU1WHGO_CVHSA GEVLPLDKLKSLLSLREVKTIKVFTTVDNTNLHTQVVDMSMTYGQHFGSTYLDGADVTKV 1579
TR AOA166ZL34|AOA166ZL34_9NIDO GEVLPLDKLKSLLSLREVKTIKVFTTVDNTNLHTQVVDMSMTYGQHFGSTYLDGADVTKV 1579

TR |R9QTB2 |R9QTB2_CVHSA GEVLPLDKLKSLLSLREVKTIKVFTTVDNTNLHTQIVDMSMTYGQQFGSTYLDGADVTKI 1576
TR |R9QTH2 |R9QTH2_CVHSA GEVLPLDKLKSLLSLREVKTIKVFTTVDNTNLHTQLVDMSMTYGQQFGPTYLDGADVTKI 1585
SP|POC6U8 |[R1A_CVHSA GEVLSLDKLKSLLSLREVKTIKVFTTVDNTNLHTQLVDMSMTYGQQFGPTYLDGADVTKI 1584
TR|Q6JH47 |Q6JH47_CVHSA GEVLSLDKLKSLLSLREVKTIKVFTTVDNTNLHTQLVDMSMTYGQQFGPTYLDGADVTKI 1584
TR|Q692E5|Q692E5_CVHSA GEVLSLDKLKSLLSLREVKTIKVFTTVDNTNLHTQLVDMSMTYGQQFGPTYLDGADVTKI 1584
SP|POC6F8 |[R1A_BCHK3 GEVLPLDKLKSLLSLREVKTIKVFTTVDNTNLHTHIVDMSMTYGQQFGPTYLDGADVTKI 1578
TR AOAOKlZONl|AOAOK1ZON1_CVHSA GEVQPLDKLKSLLSLREVKTIKVFTTVDNTNLHTQIVDMSMTYGQQFGPTYLDGADVTKI 1584
SP POC6F5|R1A_BC279 GEVLLLDKLKSLLSLREVRTIKVFTTVDNTNLHTQIVDMSMTYGQQFGPTYLDGADVTKI 1590
SP POC6T7|R1A_BCRP3 GEVLPLDKLKSLLSLREVKTIKVFTTVDNTNLHTQLVDMSMTYGQQLGPTYLEGADVTKI 1582

hhkk  gkgkkgkkhkkkkkgkhhhkhkhkhkhkhkk hhhkgakkhkkghkkkkgok kkkghkkkkkg
QHN73794 KPHNSHEGKTFYVLPNDDTLRVEAFEYYHTTDPSFLGRYMSALNHTKKWKYPQVNGLTSI 1667
SP|P0C6X7 |R1AB_CVHSA KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQVGGLTSI 1644
TR |Q6UZF5 |Q6UZF5_CVHSA KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQVGGLTSI 1644
TR|Q6UZF1 |Q6UZF1_CVHSA KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQVGGLTSI 1644
TR|Q6JH48 |Q6JH48_CVHSA KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQVGGLTSI 1644
TR|Q692E6 |Q692E6_CVHSA KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQVGGLTSI 1644
TR AOAOKlYZY7|AOAOK1YZY7_CVHSA KPHVNHEGKTFYVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQVGGLTSI 1644
SP|POC6W2 |[R1AB_BCHK3 KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTIDESFLGRYMSALNHTKKWKFPQVGGLTSI 1638
SP|POC6W6 |[R1IAB_BCRP3 KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQVGGLTSI 1642
SP|POC6V9 |[R1IAB_BC279 KPHAKHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQIGGLTSI 1650
TR AOAOUlWHI4|AOAOU1WHI4_CVHSA KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALSHTKKWKFPQVGGLTSI 1639
TR AOAOUlWHGO|AOAOU1WHGO_CVHSA KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQVGGLTSI 1639
TR AOA166ZL34|AOA166ZL34_9NIDO KPHVNHEGKTFFVLPSDDTLRSEAFGYYHTLDESFLGRYMSALNHTKKWKFPQVGGLTSI 1639
TR |R9QTB2 |R9QTB2_CVHSA KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALSHTKKWKFPQVGGLTSI 1636
TR |R9QTH2 |R9QTH2_CVHSA KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQVGGLTSI 1645
SP|POC6U8 |[R1A_CVHSA KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQVGGLTSI 1644
TR|Q6JH47 |Q6JH47_CVHSA KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQVGGLTSI 1644
TR|Q692E5|Q692E5_CVHSA KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQVGGLTSI 1644
SP|POC6F8 |[R1A_BCHK3 KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTIDESFLGRYMSALNHTKKWKFPQVGGLTSI 1638
TR AOAOKlZONl|AOAOK1ZON1_CVHSA KPHVNHEGKTFYVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQVGGLTSI 1644
SP POC6F5|R1A_BC279 KPHAKHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQIGGLTSI 1650
SP POC6T7|R1A_BCRP3 KPHVNHEGKTFFVLPSDDTLRSEAFEYYHTLDESFLGRYMSALNHTKKWKFPQVGGLTSI 1642

*hkh  kkkkkkghhkk Kkhkhkk kkk kkkk Kk hhkhkhkhkhkkkkk hkhkhkhkgkhkhg krkkkk

|
QHN73794 KWADNNCYLATALLTLQQIELKFNPPALQDAYYRARAGEAANFCALILAYCNKTVGELGD 1727
SP|P0C6X7 |R1AB_CVHSA KWADNNCYLSSVLLALQQLEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1704
TR|Q6UZF5 |Q6UZF5_CVHSA KWADNNCYLSSVLLALQQLEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1704
TR|Q6UZF1 |Q6UZF1_CVHSA KWADNNCYLSSVLLALQQLEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1704
TR|Q6JH48 |Q6JH48_CVHSA KWADNNCYLSSVLLALQQLEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1704
TR|Q692E6 |Q692E6_CVHSA KWADNNCYLSSVLLALQQLEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1704
TR AOAOKlYZY7|AOAOK1YZY7_CVHSA KWADNNCYLSSVLLALQQIEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1704
SP|P0C6W2 |[R1AB_BCHK3 KWADNNCYLSSVLLALQQVEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1698
SP|POC6W6 |[R1IAB_BCRP3 KWADNNCYLSSVLLALQQIEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1702
SP|P0OC6V9 |[R1IAB_BC279 KWADNNCYLSSVLLALQQIEVKFNAPALQEAYYRARAGDAANFCALILAYSNRTVGELGD 1710
TR AOAOUlWHI4|AOAOU1WHI4_CVHSA KWADNNCYLSSVLLALQQIEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1699
TR AOAOUlWHGO|AOAOU1WHGO_CVHSA KWADNNCYLSSVLLALQQIEVKFNAPALQEAYYRARAGEAANFCALILAYSNKTVGELGD 1699
TR AOA166ZL34|AOA166ZL34_9NIDO KWADNNCYLSSVLLALQQIEVKFNAPALQEAYYRARAGDAANFCALTLAYSNKTVGDLGD 1699
TR |R9QTB2 |R9QTB2_CVHSA KWADNNCYLSSVLLALQQIEVKFNAPALQEAYYRARAGDAANFCALILAYSYKTVGELGD 1696
TR |R9QTH2 |R9QTH2_CVHSA KWADNNCYLSSVLLALQQIEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1705
SP|POC6U8 |[R1A_CVHSA KWADNNCYLSSVLLALQQLEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1704
TR|Q6JH47 |Q6JH47_CVHSA KWADNNCYLSSVLLALQQLEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1704
TR|Q692E5|Q692E5_CVHSA KWADNNCYLSSVLLALQQLEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1704
SP|POC6F8 |[R1A_BCHK3 KWADNNCYLSSVLLALQQVEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1698
TR AOAOKlZONl|AOAOK1ZON1_CVHSA KWADNNCYLSSVLLALQQIEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1704
SP POC6F5|R1A_BC279 KWADNNCYLSSVLLALQQIEVKFNAPALQEAYYRARAGDAANFCALILAYSNRTVGELGD 1710
SP POC6T7|R1A_BCRP3 KWADNNCYLSSVLLALQQIEVKFNAPALQEAYYRARAGDAANFCALILAYSNKTVGELGD 1702
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Kkkkkgakghhhhhy _Khhkkkkghhh khkg Khhk Khhkkkhhhkkhhhkhggak *k k%

TCGKQATKYLVQQESPFVMMSAPPAQYELKHGTFTCASEYTGNYQCGHYKHITSKETLYC
VCGRDATQYLVQQESSFVMMSAPPAEYKLQQGTFLCANEYTGNYQCGHYTHITAKETLYR
VCGRDATQYLVQQESSFVMMSAPPAEYKLQQGTFLCANEYTGNYQCGHYTHITAKETLYR
VCGRDATQYLVQQESSFVMMSAPPAEYKLQQGTFLCANEYTGNYQCGHYTHITAKETLYR
VCGRDATQYLVQQESSFVMMSAPPAEYKLQQGTFLCANEYTGNYQCGHYTHITAKETLYR
VCGRDATQYLVQQESSFVMMSAPPAEYKLQQGTFLCANEYTGNYQCGHYTHITAKETLYR
VCGRDATQYLIQQESSFVMMSAPPAEYKLQQGTFLCANEYTGNYQCGHYTHVTAKETLYR
VCGRNATQYLVQQESSFVMMSAPPAEYKLQQGAFLCANEYTGNYQCGHYTHITAKETLYR
VCGRDATQYLVQQESSFVMMSAPPAEYKLQQGTFLCANEYTGNYQCGHYTHITAKETLYR
ICGRDATQYLVQQESSFVMMSAPPSEYTLQQGAFLCANEYTGSYQCGHYTHVTVKETLYR
VCGRGATQYLVQQESSFVMMSAPPAEYKLQQGTFLCANEYTGNYQCGHYTHITAKETLYR
VCGRDATQYLVQQESSFVMMSAPPAEYKLQQSTFLCANEYTGNYQCGHYTHITAKETLYR
VCGRDATQYLVQQESSFVMMSAPPAEYKLOQQGTFLCANEYTGNYQCGHYTHITAKETLYH
VCGRNATQYLVQQESSFVMMSAPPAEYKLQQGTFLCANEYTGNYQCGHYTHITAKETLYR
VCGRDATQYLVQQESSFVMMSAPPAEYKLQQGTFLCANEYTGNYQCGHYTHITAKETLYR
VCGRDATQYLVQQESSFVMMSAPPAEYKLQQGTFLCANEYTGNYQCGHYTHITAKETLYR
VCGRDATQYLVQQESSFVMMSAPPAEYKLQQGTFLCANEYTGNYQCGHYTHITAKETLYR
VCGRDATQYLVQQESSFVMMSAPPAEYKLQQGTFLCANEYTGNYQCGHYTHITAKETLYR
VCGRNATQYLVQQESSFVMMSAPPAEYKLQQGAFLCANEYTGNYQCGHYTHITAKETLYR
VCGRDATQYLIQQESSFVMMSAPPAEYKLQQGTFLCANEYTGNYQCGHYTHVTAKETLYR
ICGRDATQYLVQQESSFVMMSAPPSEYTLQQGAFLCANEYTGSYQCGHYTHVTVKETLYR
VCGRDATQYLVQQESSFVMMSAPPAEYKLQQGTFLCANEYTGNYQCGHYTHITAKETLYR

kke *khkghhkokhkkk hhhkhkhkhkkkgoskhk kg ek kk _kkkk kkkhkkk Kkgk hhkkhkk

IDGALLTKSSEYKGPITDVFYKENSYTTTIKPVTYKLDGVVCTEIDPKLDNYYKKDNSYF
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IDGAHLTKMSEYKGPVTDVFYKETSYTTTIKPVSYKLDGVTYTEIEPKLDGYYKKDNAYY
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IDGAHLTKMSEYKGPVTDVFYKETSYTTTIKPVSYKLDGVTYTEIEPKLDGYYKKDNAYY
IDGAHLTKMSEYKGPVTDVFYKETSYTTTIKPVSYKLDGVTYTEIEPKLDGYYKKDNAYY
IDGAHLTKMSEYKGPVTDVFYKETSYTTTIKPVSYKLDGVTYTEIEPKLDGYYKKDNAYY
IDGAHLTKMSEYKGPVTDVFYKETSYTTTIKPVSYKLDGVTYTEIEPKLDGYYKKDNAYY
VDGAHLTKMSEYKGPVTDVFYKETSYTTAIKPVSYKLDGVTYTEIEPKLDGYYKKGNAYY
IDGAHLTKMSEYKGPVTDVFYKETSYTTTIKPVSYKLDGVTYTEIEPKLDGYYKKDNAYY
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