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NPR2 Clone, nucleotide sequence

Clone 47, Allele I(SEQ ID NO: 57):
ATGGCACTGCCATCCCTGCTACTGGTGGTGGCAGCCCTGGCAGGTGGGGTGCGTCCTCCGGGGGCACG
GMCCTGACGCTGGCGGTGGTGCTGCCAGMCACAACCTGAGCTATGCCTGGGCCTGGCCACGGGTGG
GTCCTGCTGTGGCACTGGCTGTGGAGGCGCTGGGCCGGGCACTGCCCGTGGACCTGCGGTTTGTCAGC
TCCGMCTAGACGGCGCCTGCTCTGAGTACCTGGCACCACTGCGCGCTGTGGATCTCMGCTGTACCAT
GACCCCGACCTTCTGTTGGGCCCTGGTTGTGTGTACCCTGCTGCCTCTGTGGCTCGCTTTGCCTCGCACTG
GCACCTTCCCCTCCTGACTGCGGGTGCAGTGGCCTCTGGCTTTGCAGCTMGMTGAGCATTATCGTACC
CTGGTTCGCACTGGCCCCTCTGCGCCCMGCTGGGTGAGTTCGTAGTGACATTACACGGGCACTTCMTT
GGACTGCTCGGGCTGCTTTGCTGTATCTGGATGCTCGCACAGATGACCGGCCCCACTACTTCACCATCGA
GGGGGTGTTTGAGGCCCTGCAGGGCAGCMCCTCAGTGTGCMCACCAGGTGTATACCCGAGAGCCAG
GTGGCCCTGAGCMGCCACCCACTTCATCAGAGCCMCGGGCGCA

Clone 35, Allele I(SEQ ID NO: 58):
ATGGCACTGCCATCCCTGCTACTGGTGGTGGCAGCCCTGGCAGGTGGGGTGCGTCCTCCGGGGGCACG
GMCCTGACGCTGGCGGTGGTGCTGCCAGMCACAACCTGAGCTATGCCTGGGCCTGGCCACGGGTGG
GTCCTGCTGTGGCACTGGCTGTGGAGGCGCTGGGCCGGGCACTGCCCGTGGACCTGCGGTTTGTCAGC
TCCGMCTAGACGGCGCCTGCTCTGAGTACCTGGCACCACTGCGCGCTGTGGATCTCMGCTGTACCAT
GACCCCGACCTTCTGTTGGGCCCTGGTTGTGTGTACCCTGCTGCCTCTGTGGCTCGCTTTGCCTCGCACTG
GCACCTTCCCCTCCTGACTGCGGGTGCAGTGGCCTCTGGCTTTGCAGCTMGMTGAGCATTATCGTACC
CTGGTTCGCACTGGCCCCTCTGCGCCCMGCTGGGTGAGTTCGTAGTGACATTACACGGGCACTTCMTT
GGACTGCTCGGGCTGCTTTGCTGTATCTGGATGCTCGCACAGATGACCGGCCCCACTACTTCACCATCGA
GGGGGTGTTTGAGGCCCTGCAGGGCAGCMCCTCAGTGTGCMCACCAGGTGTATACCCGAGAGCCAG
GTGGCCCTGAGCMGCCACCCACTTCATCAGAGCCMCGGGCGCA

Clone 35, Allele 2(SEQ ID NO: 59):
ATGGCACTGCCATCCCTGCTACTGGTGGTGGCAGCCCTGGCAGGTGGGGTGCGTCCTCCGGGGGCACG
GMCCTGACGCTGGCGGTGGTGCTGCCAGMCACAACCTGAGCTATGCCTGGGCCTGGCCACGGGTGG
GTCCTGCTGTGGCACTGGCTGTGGAGGCGCTGGGCCGGGCACTGCCCGTGGACCTGCGGTTTGTCAGC
TCCGMCTAGACGGCGCCTGCTCTGAGTACCTGGCACCACTGCGCGCTGTGGATCTCMGCTGTACCAT
GACCCCGACCTTCTGTTGGGCCCTGGTTGTGTGTACCCTGCTGCCTCTGTGGCTCGCTTTGCCTCGCACTG
GCACCTTCCCCTCCTGACTGCGGGTGCAGTGGCCTCTGGCTTTGCAGCTMGMTGAGCATTATCGTACC
CTGGTTCGCACTGGCCCCTCTGCGCCCMGCTGGGTGAGTTCGTAGTGACATTACACGGGCACTTCACA
ATTGGACTGCTCGGGCTGCTTTGCTGTATCTGGATGCTCGCACAGATGACCGGCCCCACTACTTCACCAT
CGAGGGGGTGTTTGAGGCCCTGCAGGGCAGCMCCTCAGTGTGCMCACCAGGTGTATACCCGAGAGC
CAGGTGGCCCTGAGCMGCCACCCACTTCATCAGAGCCMCGGGCGCA

Clone 47, Allele I(SEQ ID NO: 60)
ATGGCACTGCCATCCCTGCTACTGGTGGTGGCAGCCCTGGCAGGTGGGGTGCGTCCTCCGGGGGCACG
GMCCTGACGCTGGCGGTGGTGCTGCCAGMCACAACCTGAGCTATGCCTGGGCCTGGCCACGGGTGG



WO 2025/101863 PCT/US2024/055072
6/48

Figure 5 (cont'd)

GTCCTGCTGTGGCACTGGCTGTGGAGGCGCTGGGCCGGGCACTGCCCGTGGACCTGCGGTTTGTCAGC
TCCGMCTAGACGGCGCCTGCTCTGAGTACCTGGCACCACTGCGCGCTGTGGATCTCAAGCTGTACCAT
GACCCCGACCTTCTGTTGGGCCCTGGTTGTGTGTACCCTGCTGCCTCTGTGGCTCGCTTTGCCTCGCACTG
GCACCTTCCCCTCCTGACTGCGGGTGCAGTGGCCTCTGGCTTTGCAGCTMGMTGAGCATTATCGTACC
CTGGTTCGCACTGGCCCCTCTGCGCCCMGCTGGGTGAGTTCGTAGTGACATTACACGGGCACTTCMTT
GGACTGCTCGGGCTGCTTTGCTGTATCTGGATGCTCGCACAGATGACCGGCCCCACTACTTCACCATC G
AGGGGGTGTTTGAGGCCCTGCAGGGCAGCAACCTCAGTGTGCAACACCAGGTGTATACCCGAGAGCCA
GGTGGCCCTGAGCMGCCACCCACTTCATCAGAGCCMCGGGCGCA

Clone 47, Allele 2(SEQ ID NO: 61):
ATGGCACTGCCATCCCTGCTACTGGTGGTGGCAGCCCTGGCAGGTGGGGTGCGTCCTCCGGGGGCACG
GMCCTGACGCTGGCGGTGGTGCTGCCAGMCACAACCTGAGCTATGCCTGGGCCTGGCCACGGGTGG
GTCCTGCTGTGGCACTGGCTGTGGAGGCGCTGGGCCGGGCACTGCCCGTGGACCTGCGGTTTGTCAGC
TCCGMCTAGACGGCGCCTGCTCTGAGTACCTGGCACCGGGGTGTTTGAGGCCCTGCAGGGCAGCMC
CTCAGTGTGCAACACCAGGTGTATACCCGAGAGCCAGGTGGCCCTGAGCMGCCACCCACTTCATCAGA
GCCAACGGGCGCA

NPR2 Clone, predicted protein product sequence

Clone 47, Allele I(SEQ ID NO: 62):
MALPSLLLVVMLAGGVRPPGARNLTLAWLPEHNLSYAWAWPRVGPAVALAVEALGRALPVDLRFVS
SEL
DGACSEYLAPLRAVDLKLYHDPDLLLGPGCVYPMSVARFASHWHLPLLTAGAVASGFMKNEHYRTL
VRTG
PSAPKLGEFVVTLHGHFNWTARMLLYLDARTDDRPHYFTIEGVFEALQGSNLSVQHQVYTREPGGP
EQAT
HFIRANGRIVYICGPLEMLHEILLQAQRENLTNGDYVFFYLDVFGESLRAGPTRATGRPWQDNRTQEQAQA
L
REAFQTVLVITYREPPNPEYQEFQNRLLIRAREDFGVELAPSLMNLIAGCFYDGILLYAQVLNETIQEGGTRE
D
GLRIVEKMQGRRYHGVTGLVVMDKNNDRETDFVLWAMGDLESGDFQPMHY SGAEKQIWWTGRPI
PW VKGAPPLDNPPCAFDLDDPSCDKTPLSTLAIVALGTGITFIM FGVSSFLI FRKLM
LEKELASMLWRIRWEELQF

GNSDRYHKGAGSRLTLSLRGSSYGSLMTAHGKY QIFANTGHFKGNWAIKHVNKKRIELTRQVLFELKHMR
D
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Figure 5 continued

VQFNHLTRFIGACIDPPNICIVTEYCPRGSLQDILENDSINLDWMFRYSLINDLVKGMAFLHNSIISSHGSLKS
S
NCWDSRFVLKITDYGLASFRSTAEPDDSHALYAKKLWTAPELLSGNPLPTTGMQKADVYSFAIILQEIALRS
G
PFYLEGLDLSPKEIVQKVRNGQRPYFRPSIDRTQLNEELVLLMERCWAQDPTERPDFGQIKGFIRRFNKEG
GT
SILDNLLLRMEQYANNLEKLVEERTQAYLEEKRKAEALLYQILPHSVAEQLKRGETVQAEAFDSVTIYFSDIV
GF TALSAESTPMQWTLLNDLYTCFDAIIDNFDVYKVETIG DAYMWSG LPGRNGQRHAPE
IARMALALLDAVSSFRIRHRPHDQLRLRIGVHTGPVCAGVVGLKMPRYCLFGDTVNTASRMESNGQALKI
HVSSTTKDALDELGC FQLELRGDVEMKGKGKMRTYWLLGERKGPPGLL*

Clone 35, Allele (SEQ ID NO: 63):

MALPSLLLVWMLAGGVRPPGARNLTLAWLPEHNLSY AWAWPRVGPAVALAVEALGRALPVDLRFVS
SEL
DGACSEYLAPLRAVDLKLYHDPDLLLGPGCVYPMSVARFASHWHLPLLTAGAVASGFMKNEHYRTLVRTG
PSAPKLGEFVVTLHGHFNWTARMLLYLDARTDDRPHYFTIEGVFEALQGSNLSVQHQVYTREPGGPEQAT

HFIRANGRIVYICGPLEMLHEILLQAQRENLTNGDYVFFYLDVFGESLRAGPTRATGRPWQDNRTQEQAQA
L
REAFQTVLVITYREPPNPEYQEFQNRLLIRAREDFGVELAPSLMNLIAGCFYDGILLYAQVLNETIQEGGTRE
D
GLRIVEKMQGRRYHGVTGLVVMDKNNDRETDFVLWAMGDLESGDFQPMHY SGAEKQIWWTGRPI
PW VKGAPPLDNPPCAFDLDDPSCDKTPLSTLAIVALGTGITFIM FGVSSFLI FRKLM
LEKELASMLWRIRWEELQF
GNSDRYHKGAGSRLTLSLRGSSYGSLMTAHGKYQIFANTGHFKGNWAIKHVNKKRIELTRQVLFELKHMR
D

VQFNHLTRFIGACIDPPNICIVTEYCPRGSLQDILENDSINLDWMFRY SLINDLVKGMAFLHNSIISSHGSLKS
S
NCWDSRFVLKITDYGLASFRSTAEPDDSHALYAKKLWTAPELLSGNPLPTTGMQKADVYSFAIILQEIALRS
G
PFYLEGLDLSPKEIVQKVRNGQRPYFRPSIDRTQLNEELVLLMERCWAQDPTERPDFGQIKGFIRRFNKEG
GT
SILDNLLLRMEQYANNLEKLVEERTQAYLEEKRKAEALLYQILPHSVAEQLKRGETVQAEAFDSVTIYFSDIV
GF TALSAESTPMQWTLLNDLYTCFDAIIDNFDVYKVETIG DAYMWSG LPGRNGQRHAPE
IARMALALLDAVS
SFRIRHRPHDQLRLRIGVHTGPVCAGVVGLKMPRYCLFGDTVNTASRMESNGQALKIHVSSTTKDALDEL
GC FQLELRGDVEMKGKGKMRTYWLLGERKGPPGLL*
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Figure 5 continued

Clone 35, Allele 2(SEQ ID NO: 64):
MALPSLLLVVMLAGGVRPPGARNLTLAWLPEHNLSYAWAWPRVGPAVALAVEALGRALPVDLRFVS
SEL
DGACSEYLAPLRAVDLKLYHDPDLLLGPGCVYPMSVARFASHWHLPLLTAGAVASGFMKNEHYRTLVRTG
PSAPKLG EFVVTLHGHFTIGLLGLLCCIWM LAQMTGPTTSPSRGCLRPCRMTSVCNTRCI
PESQVALSKPPTS SEPTGALCISMRWRCFMRSCFRPRGRT*

Clone 47, Allele I(SEQ ID NO: 65):
MALPSLLLVVMLAGGVRPPGARNLTLAWLPEHNLSYAWAWPRVGPAVALAVEALGRALPVDLRFVSSEL
DGACSEYLAPLRAVDLKLYHDPDLLLGPGCVYPMSVARFASHWHLPLLTAGAVASGFMKNEHYRTLVRTG
PSAPKLGEFVVTLHGHFNWTARMLLYLDARTDDRPHYFTIRGGV*

Clone 47, Allele 2(SEQ ID NO: 66):
MALPSLLLVVMLAGGVRPPGARNLTLAWLPEHNLSYAWAWPRVGPAVALAVEALGRALPVDLRFVSSEL
DGACSEYLAPGCLRPCRMTSVCNTRCIPESQVALSKPPTSSEPTGALCISAARWRCFMRSCFRPRG RT*
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Figure 6

Genetic Variants Found in NPR2 Genes
NPR2 Mutations
G21R P301S QS00X R74SQ
A48S R318Q HSO0BD R819C
A59T R358W G5418 T8611
V102A E359A A549T V883M
RIOG 1364fs R562Q T907M
A164G E3890 R601H G917R
1226V E415K R601S R921Q
Y250X K480N E609K R957C
R263H A488P S721R L1009V
T297M 1494S E727Q
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Figure 25B
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