PCT/US2024/055072

WO 2025/101863

1/54

[ 2In31g

Jaui| pioydad pue ‘13eds
‘pioe Jweln|b ‘Aysiow pidi| yum a3ebnfuod dnNd

0
H VA\_._ 0 H _._zpf\/\/\/\/\/\/\/\/‘ﬂo_._
0 f 0 H 0 0
HO
0
H H 0 H Izpf\/\/\/\/\/\/\/\JﬂoI
HHHZZm\ZJQ\O/WM\Z/_K/O\/\O/\/Z\:/\O/\/O\/\ZEOI 0
0 \& O H 0 0
T2
0

JaxuI 21U0J3I3J9 pue ‘Jadeds
‘pioe J1weln|6 ‘Aysiow pidi| yum a3ebnfuod dNd

SUBSTITUTE SHEET (RULE 26)



WO 2025/101863 PCT/US2024/055072
2/54

125 —o- Lipid-Ac-PG-CNP37-R/Q
—o- PG-CNP37 (BMN111)
2100 o G-CNP37
s o L-CNP37
5 75 _~ PG-CNP37-R/Q
g o Ac-PG-CNP37-R/Q
S 50 —o Ac-PG-CNP37-R
o
< & Ac-PG-CNP37-R/Q-NH2
25
0188-G—f——1—T1— 175
0 12 16 20 24
Time (Hours)
Figure 2A
125
-o- PG-CNP37
=100 _e- PG-CNP37-Q
= o PG-CNP37-QRR
E el o Ac-PG-CNP37-NH2
o |
o |
g 50
S
251
‘ S
0—L I | —

Time (Hours)

Figure 2B

SUBSTITUTE SHEET (RULE 26)



PCT/US2024/055072

3/54

WO 2025/101863

¢ by

Bunseway spnded %

{samon) awig {ganogg) sug
yZ DL 9L 2L % ¥ B ¥e 02 8y Zr 0§ 4 {
SO S S SO VORI W T ! i APV DN i S I
e 2%
b P -5z @
2 =
& - 08 B
oz e B
- G4 & —— ni @
o3 B ; =
BM s D &
0L 5 5
= k-
g7y @ - gz @
B LEdH g LR D
aavpd) Bl {80} auin L
vz 0F 8L zL & ¥ @ LN LI A S A
L L P ) m I3 3 i H : m
i 274
~5T g ..
&
— 5% m
2
e @
2
e B Ma
gy @ - GZL
THM LE AN S d-oY (L LN LEaN TS



WO 2025/101863 PCT/US2024/055072

4/54
15000
= oot/ +
_ 10000 NPR2
2
g =
s
5 -]
oo
=
3
* 50004
7
| g 0 NpPR2T-
i
[]
NPR2"

0.001 0.01 0.1 1 10 100

CNP Concentration (nM)

cGMP EC50 = 96nM

Figure 4

SUBSTITUTE SHEET (RULE 26)



WO 2025/101863 PCT/US2024/055072
5/54

NPR2 Clone, nucleotide sequence

Clone 47, Allele I(SEQ ID NO: 57):
ATGGCACTGCCATCCCTGCTACTGGTGGTGGCAGCCCTGGCAGGTGGGGTGCGTCCTCCG
GGGGCACGGMCCTGACGCTGGCGGTGGTGCTGCCAGMCACAACCTGAGCTATGCCTGGG
CCTGGCCACGGGTGGGTCCTGCTGTGGCACTGGCTGTGGAGGCGCTGGGCCGGGCACTG
CCCGTGGACCTGCGGTTTGTCAGCTCCGMCTAGACGGCGCCTGCTCTGAGTACCTGGCAC
CACTGCGCGCTGTGGATCTCMGCTGTACCATGACCCCGACCTTCTGTTGGGCCCTGGTTGT
GTGTACCCTGCTGCCTCTGTGGCTCGCTTTGCCTCGCACTGGCACCTTCCCCTCCTGACTG
CGGGTGCAGTGGCCTCTGGCTTTGCAGCTMGMTGAGCATTATCGTACCCTGGTTCGCACT
GGCCCCTCTGCGCCCMGCTGGGTGAGTTCGTAGTGACATTACACGGGCACTTCMTTGGAC
TGCTCGGGCTGCTTTGCTGTATCTGGATGCTCGCACAGATGACCGGCCCCACTACTTCACC
ATCGAGGGGGTGTTTGAGGCCCTGCAGGGCAGCMCCTCAGTGTGCMCACCAGGTGTATA
CCCGAGAGCCAGGTGGCCCTGAGCMGCCACCCACTTCATCAGAGCCMCGGGCGCA

Clone 35, Allele I(SEQ ID NO: 58):
ATGGCACTGCCATCCCTGCTACTGGTGGTGGCAGCCCTGGCAGGTGGGGTGCGTCCTCC
GGGGGCACGGMCCTGACGCTGGCGGTGGTGCTGCCAGMCACAACCTGAGCTATGCCTG
GGCCTGGCCACGGGTGGGTCCTGCTGTGGCACTGGCTGTGGAGGCGCTGGGCCGGGCA
CTGCCCGTGGACCTGCGGTTTGTCAGCTCCGMCTAGACGGCGCCTGCTCTGAGTACCTGG
CACCACTGCGCGCTGTGGATCTCMGCTGTACCATGACCCCGACCTTCTGTTGGGCCCTGGT
TGTGTGTACCCTGCTGCCTCTGTGGCTCGCTTTGCCTCGCACTGGCACCTTCCCCTCCTGA
CTGCGGGTGCAGTGGCCTCTGGCTTTGCAGCTMGMTGAGCATTATCGTACCCTGGTTCGC
ACTGGCCCCTCTGCGCCCMGCTGGGTGAGTTCGTAGTGACATTACACGGGCACTTCMTTG
GACTGCTCGGGCTGCTTTGCTGTATCTGGATGCTCGCACAGATGACCGGCCCCACTACTTC
ACCATCGAGGGGGTGTTTGAGGCCCTGCAGGGCAGCMCCTCAGTGTGCMCACCAGGTGT
ATACCCGAGAGCCAGGTGGCCCTGAGCMGCCACCCACTTCATCAGAGCCMCGGGCGCA

Clone 35, Allele 2(SEQ ID NO: 59):
ATGGCACTGCCATCCCTGCTACTGGTGGTGGCAGCCCTGGCAGGTGGGGTGCGTCCTCC
GGGGGCACGGMCCTGACGCTGGCGGTGGTGCTGCCAGMCACAACCTGAGCTATGCCTG
GGCCTGGCCACGGGTGGGTCCTGCTGTGGCACTGGCTGTGGAGGCGCTGGGCCGGGCA
CTGCCCGTGGACCTGCGGTTTGTCAGCTCCGMCTAGACGGCGCCTGCTCTGAGTACCTG
GCACCACTGCGCGCTGTGGATCTCMGCTGTACCATGACCCCGACCTTCTGTTGGGCCCTG
GTTGTGTGTACCCTGCTGCCTCTGTGGCTCGCTTTGCCTCGCACTGGCACCTTCCCCTCCT
GACTGCGGGTGCAGTGGCCTCTGGCTTTGCAGCTMGMTGAGCATTATCGTACCCTGGTTC
GCACTGGCCCCTCTGCGCCCMGCTGGGTGAGTTCGTAGTGACATTACACGGGCACTTCAC
AATTGGACTGCTCGGGCTGCTTTGCTGTATCTGGATGCTCGCACAGATGACCGGCCCCAC
TACTTCACCATCGAGGGGGTGTTTGAGGCCCTGCAGGGCAGCMCCTCAGTGTGCMCACC
éggEgTATACCCGAGAGCCAGGTGGCCCTGAGCMGCCACCCACTFCATCAGAGCCMCGG

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

CGGGGGCACGGMCCTGACGCTGGCGGTGGTGCTGCCAGMCACAACCTGAGCTATGCCT
GGGCCTGGCCACGGGTGG
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GTCCTGCTGTGGCACTGGCTGTGGAGGCGCTGGGCCGGGCACTGCCCGTGGACCTGCG
GTTTGTCAGCTCCGMCTAGACGGCGCCTGCTCTGAGTACCTGGCACCACTGCGCGCTGT
GGATCTCAAGCTGTACCATGACCCCGACCTTCTGTTGGGCCCTGGTTGTGTGTACCCTGC
TGCCTCTGTGGCTCGCTTTGCCTCGCACTGGCACCTTCCCCTCCTGACTGCGGGTGCAGT
GGCCTCTGGCTTTGCAGCTMGMTGAGCATTATCGTACCCTGGTTCGCACTGGCCCCTCTG
CGCCCMGCTGGGTGAGTTCGTAGTGACATTACACGGGCACTTCMTTGGACTGCTCGGGC
TGCTTTGCTGTATCTGGATGCTCGCACAGATGACCGGCCCCACTACTTCACCATCGAGGG
GGTGTTTGAGGCCCTGCAGGGCAGCAACCTCAGTGTGCAACACCAGGTGTATACCCGAG
AGCCAGGTGGCCCTGAGCMGCCACCCACTTCATCAGAGCCMCGGGCGCA

Clone 47, Allele 2(SEQ ID NO: 61):
ATGGCACTGCCATCCCTGCTACTGGTGGTGGCAGCCCTGGCAGGTGGGGTGCGTCCTC
CGGGGGCACGGMCCTGACGCTGGCGGTGGTGCTGCCAGMCACAACCTGAGCTATGCCT
GGGCCTGGCCACGGGTGGGTCCTGCTGTGGCACTGGCTGTGGAGGCGCTGGGCCGGG
CACTGCCCGTGGACCTGCGGTTTGTCAGCTCCGMCTAGACGGCGCCTGCTCTGAGTACC
TGGCACCGGGGTGTTTGAGGCCCTGCAGGGCAGCMCCTCAGTGTGCAACACCAGGTGT
ATACCCGAGAGCCAGGTGGCCCTGAGCMGCCACCCACTTCATCAGAGCCAACGGGCGCA

NPR2 Clone, predicted protein product sequence

Clone 47, Allele I(SEQ ID NO: 62):
gf!R.FPsls.léIE\(VMLAGGVRPPGARNLTLAWLPEHNLSYAWAWPRVGPAVALAVEALGRALPV
B\C(;F/?_IC_ZLSVEF;(_II__éPLRAVDLKLYHDPDLLLGPGCVYPMSVARFASHWHLPLLTAGAVASGFMKNE
PSéPGKL%EFVVTLHGHFNWTARMLLYLDARTDDRPHYFI'IEGVFEALQGSNLSVQHQVYTR
EPGGPEQAT
HE{rRéAEI\IQCLFgX\L(ICGPLEMLHEILLQAQRENLTNGDYVFFYLDVFGESLRAGPTRATGRPWQD
%R_Ilféggglﬁ\éngREPPNPEYQEFQNRLLIRAREDFGVELAPSLMNLIAGCFYDGILLYAQVLNE
GLRIVEKMQGRRYHGVTGLVVMDKNNDRETDFVLWAMGDLESGDFQPMHYSGAEKQIW
WTGRPIPW VKGAPPLDNPPCAFDLDDPSCDKTPLSTLAIVALGTGITFIM FGVSSFLI FRK
LMLEKELASMLWRIRWEELQF
GNSDRYHKGAGSRLTLSLRGSSYGSLMTAHGKYQIFANTGHFKGNWAIKHVNKKRIELTR
QVLFELKHMRD

Figure 5 (Continued)
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\Slgglgll:ilIé'IéFI{_I:(IgSACIDPPNICIVTEYCPRGSLQDILEN DSINLDWMFRYSLINDLVKGMAFLHN
NCWCIZDS RFVIéléITDYG LASFRSTAEPDDSHALYAKKLWTAPELLSGNPLPTTGMQKADVYSF
AIILQEIALR

EﬁkEﬁkEé%ErKEIVQKVRNGQRPYFRPSIDRTQLN EELVLLMERCWAQDPTERPDFGQIKG
SILDNLLLRMEQYANNLEKLVEERTQAYLEEKRKAEALLYQILPHSVAEQLKRGETVQAEAFD
ﬁ\é'g{;iBIIEVGF TALSAESTPMQWTLLNDLYTCFDAIIDNFDVYKVETIG DAYMWSG LPGR
IARMALALLDAVSSFRIRHRPHDQLRLRIGVHTGPVCAGVVGLKMPRYCLFGDTVNTASRME
SNGQALKIHVSSTTKDALDELGC FQLELRGDVEMKGKGKMRTYWLLGERKGPPGLL*

Clone 35, Allele I(SEQ ID NO: 63):
[’IF,{L\FL\E’SSé_IEtWMLAGGVRPPGARNLTLAWLPEHNLSYAWAWPRVGPAVALAVEALGRALPVD
DGACSEYLAPLRAVDLKLYHDPDLLLGPGCVYPMSVARFASHWHLPLLTAGAVASGFMKNE
HYRTLVRTGPSAPKLGEFVVTLHGHFNWTARMLLYLDARTDDRPHYFTIEGVFEALQGSNLS
VQHQVYTREPGGPEQAT

HEII'R&E%;A%XEICG PLEMLHEILLQAQRENLTNGDYVFFYLDVFGESLRAGPTRATGRPWQD
%IIESESEYI_IF_{\IIEIJYREPPN PEYQEFQNRLLIRAREDFGVELAPSLMNLIAGCFYDGILLYAQVLNE
GLRIVEKMQGRRYHGVTGLVVMDKNNDRETDFVLWAMGDLESGDFQPMHYSGAEKQIW
WTGRPIPW VKGAPPLDNPPCAFDLDDPSCDKTPLSTLAIVALGTGITFIM FGVSSFLI FRK
LMLEKELASMLWRIRWEELQF

S\I\/IEII-?IET_T(T-I}E’IGFQDGSRLTLSLR SSYGSLMTAHGKYQIFANTGHFKGNWAIKHVNKKRIELTR
VQFNHLTRFIGACIDPPNICIVTEYCPRGSLQDILENDSINLDWMFRYSLINDLVKGMAFLH
NSIISSHGSLKSS

NCWCIZDS RFVIéKGITDYG LASFRSTAEPDDSHALYAKKLWTAPELLSGNPLPTTGMQKADVYSF
AIILQEIALR

EFI{EESIIZEICE%BFKEIVQKVRNGQRPYFRPSIDRTQLN EELVLLMERCWAQDPTERPDFGQIKG
g{/l:l_lw%g}\l\;lEQYANNLEKLVEERTQAYLEEKRKAEALLYQILPHSVAEQLKRGETVQAEAFD
GF TALSAESTPMQWTLLNDLYTCFDAIIDNFDVYKVETIG DAYMWSG LPGRNGQRHAPE
IARMALALLDAVS
SFRIRHRPHDQLRLRIGVHTGPVCAGVVGLKMPRYCLFGDTVNTASRMESNGQALKIHVSS
TTKDALDELGC FQLELRGDVEMKGKGKMRTYWLLGERKGPPGLL*

Figure 5 (Continued)
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Clone 35, Allele 2(SEQ ID NO: 64):
I\D’IGIR_IF:’\?IS_IéLE\I/_VMLAGGVRPPGARNLTLAWLPEHNLSYAWAWPRVGPAVALAVEALGRALPV
DGACSEYLAPLRAVDLKLYHDPDLLLGPGCVYPMSVARFASHWHLPLLTAGAVASGFMKNE
HYRTLVRTGPSAPKLG EFVWTLHGHFTIGLLGLLCCIWM LAQMTGPTTSPSRGCLRPCRMT
SVCNTRCIPESQVALSKPPTS SEPTGALCISMRWRCFMRSCFRPRGRT*

Clone 47, Allele I(SEQ ID NO: 65):

MALPSLLLVVMLAGGVRPPGARNLTLAWLPEHNLSYAWAWPRVGPAVALAVEALGRALPVD
LRFVSSELDGACSEYLAPLRAVDLKLYHDPDLLLGPGCVYPMSVARFASHWHLPLLTAGAVA
SGFMKNEHYRTLVRTGPSAPKLGEFVVTLHGHFNWTARMLLYLDARTDDRPHYFTIRGGV*

Clone 47, Allele 2(SEQ ID NO: 66):
MALPSLLLVVMLAGGVRPPGARNLTLAWLPEHNLSYAWAWPRVGPAVALAVEALGRALPVD

LRFVSSELDGACSEYLAPGCLRPCRMTSVCNTRCIPESQVALSKPPTSSEPTGALCISAARW
RCFMRSCFRPRG RT*

Figure 5 (Continued)
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Genetic Variants Found in NPR2 Genes
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NPR2 Mutations

G21R P301S QS00X R74SQ
A48S R318Q HSOBD R819C
A59T R358W G5418 T8611
V102A E359A A549T V883M
RIIOG 1364fs R562Q TOO7M
A164G E3820 R601H Go17R
1226V E415K R601S R921Q
Y250X K480N E609K R957C
R263H A488P S721R L1009V
T297M 14948 E727Q
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Figure 8A
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Figure 8B
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Figure 8C
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Figure 8D

SUBSTITUTE SHEET (RULE 26)



WO 2025/101863 PCT/US2024/055072
22/54

o» REF-PRS3
§ Core-3
§ NPR2-3
> IGFIR3
& FGFR3-3
0.63 1.58 3.9810.00 25.12
Odds ratio
Figure 8E
o REF-PRS 4
[ o
[}
o Core-4
&
= NPR2-4
3
Y FGFR3-4
[ [ [ [ [ [ [ | [ |

0.40 1.002.516.3115.8539.81
Odds ratio

Figure 8F
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C = Citrate Buffer
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P = Phosphate Buffer [13M Assay: TFA pH3.5 |

T = Tris Buffer

Figure 15 (Continued)
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Figure 16 (Continued)
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Figure 17 (Continued)
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Concentration (UV)

Raw intensity at 273 nm

T0 N T=2W T=1M T=3M
0.60
0.50 7'N%
0.30 MY A= S N\
0.20 — NI §
0.10 - §
0.00 N . A\ .
Glycero Castor Oil | PEG 3350 | Contro
#T0 0.38 0.54 0.39 0.38
NT=2w| 0.38 0.53 0.41 0.38
wT=1Mm| 0.37 0.55 0.38 0.38
SNT=3M| 0.29 0.43 0.28 0.28
Concentration at 273 nm
T0O N T=2W T=1M T=3M
1.100
1.000
0.900
0.800
0.700 —AS R — e —N—Rim
0.600
0.500 1 H /
0.400 \ \WZNZN \
' Glycerol | PG w/Met | Castor Oil | PEG 3350 | Contro
AT0 0.737 0.757 0.754 0.740 0.749
NT=2w| 0.730 0.749 0.708 0.774 0.727
#@T=1M| 0.693 0.710 0.759 0.720 0.723
T=3M| 0.504 0.445 0.460 0.457 0.491
Figure 18
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In-Use Stability: Free Drug Content
(%Area) vs. Timepoint
Concentration (ug/mL)
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Figure 23
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Figure 23 (Continued)
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