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ANGIOPO[ETIN -RELATED PROTEIN 7-SPECIFIC ANTIBODIES 

AND USES THEREOF 

CROSS REFERENCE TO RELATED APPLICATIONS 

[0001] This application claims priority to and the benefit of US. Provisional Patent 

Application No. 63/336,747 filed April 29, 2022, which is incorporated herein by reference in its 

entirety for all purposes.  

SEQUENCE LISTING 

[00021 The text of the computer readable sequence listing filed herewith, titled 

"40185_601_SequenceListing," created March 30, 2023, having a file size of 410,410 bytes, is 

hereby incorporated by reference in its entirety.  

FIELD 

[00031 Embodiments of the present disclosure relate to the treatment and/or prevention of 

glaucoma and other diseases affecting the optic nerve and retinal ganglion cells. In particular, the 

present disclosure provides novel therapeutic antibodies, and related compositions and methods, 

thattargetangiopoietin-related protein 7 (ANGPTL7) to reduce intraocular pressure (TOP) in order 

to prevent optic nerve damage and restore vision.  

BACKGROUND 

100041 Glaucoma is a group of optic neuropathies associated with characteristic structural 

changes at the optic nerve head that may lead to visual field loss and, ultimately, blindness.  

Blindness is most commonly defined as 20/200 or worse visual acuity on a Snellen eye chart or a 

visual field of less than 20 degrees. Legal blindness refers to the fulfillment of these criteria by the 

better-seeing eye. By 2020, approximately 79.6 million people worldwide will have glaucoma and 

more than I Imillion will be bilaterally blind from glaucoma. More than million Americans 40 

years and older have glaucoma, and studies of the U S. population estimate that more than one

half of these cases may be undiagnosed or untreated Among black and Hispanic persons, 

glaucoma is the leading cause of irreversible blindness. Glaucoma accounts for more than 25% of 

cases of blindness in these groups, making it a more common cause of blindness than diabetic 
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retinopathy (accounting for 7.3% and 14.3% of cases in blacks and Hispanics, respectively) and 

age-related macular degeneration (accounting for 4.4% and 14.3% of cases in blacks and 

Hispanics, respectively). Among Hispanics, glaucoma causes blindness more often than cataracts 

do (28.6% vs. 14.3%). In 2009, Medicare beneficiaries spent $748 million on glaucoma-related 

visits, testing, and procedures. Patients with glaucoma who are not blind may have functional 

limitations, leading to driving cessation and decreased ability to read.  

[0005] The two most common forms of glaucoma are primary open-angle glaucoma (POAG) 

and primary angle-closure glaucoma (PACG), with the former approximately seven times more 

common than the latter in the United States and Europe. When POAG and PACG are left untreated., 

the typical disease course is chronic, progressive, and irreversible visual field loss, which may 

progress to tunnel vision and, ultimately, loss of central vision. Treatment that reduces intraocular 

pressure has been shown to improve outcomes in randomized clinical trials. The angle of the eye 

is the junction between the iris and cornea, where the trabecular meshwork drains aqueous humor 

from the anterior chamber of the eye. In POAG, the angle remains open as the trabecular meshwork 

is unblocked by iris tissue. Intraocular pressure is transmitted to the axons of retinal ganglion cells 

at the optic nerve as mechanical stress, leading to cell death, However, about 50% of patients with 

glaucoma have intraocular pressure within the so-called "normal" range of 10 to 21 mm H at 

diagnosis. Only after 30% of retinal ganglion cells have been lost are visual field defects present 

on perimetric testing. In PACG, the peripheral iris obstructs normal aqueous outflow. This can 

lead to increased intraocular pressure and optic nerve damage. Eyes that are at risk of PACG tend 

to be shorter with a shallower anterior chamber. Patients with PACG may experience acute or 

subacute events that occur after a sudden rise in intraocular pressure or from chronic PACG that 

is insidious in onset and largely asymptomatic.  

SUMMARY 

[00061 Embodiments of the present disclosure include an antibody, or an antigen binding 

fragment thereof, which specifically binds human Angiopoietin-Like Protein 7 (ANGPTL7), 

optionally wherein said human ANGPTL7 is a polypeptide which comprises or consists of the 

amino acid sequence of any one of SEQ ID NOs: 370 to374.  

[00071] In some embodiments, the antibody, or an antigen binding fragment thereof, exhibits 

any one or more the following functional characteristics: increases outflow facility compared to a 
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control when administered to the eye of a subject, optionally wherein the control is vehicle 

treatment, dexamethasone treatment, ANGPTL7 protein treatment, or ANGPTL7 protein with an 

isotype control antibody treatment; and/or binds to ANGPTL7 with a KDof about I00nM or lower; 

and/or binds to the same epitope on ANGPTL7 as an antibody comprising the Vii and VL 

sequences of any one of the exemplary antibodies the sequences of which are provided in Table 

11; and/or competes for binding to ANGPTL7 with an antibody comprising the VH and VL 

sequences of any one of the exemplary antibodies the sequences of which are provided in Table 

11.  

100081 In some embodiments, the antibody, or an antigen binding fragment thereof, is 

monoclonal, optionally recombinant. In some embodiments, the antibody, or an antigen binding 

fragment thereof, is human, humanized, or chimeric.  

[00091 In some embodiments, the antibody, or an antigen binding fragment thereof, is a full 

length antibody, a single chain antibody, a single chain variable fragment (scFv), a variable 

fragment (Fv), a fragment antigen-binding region (Fab), a Fab-C, a Fab'-SH, a (Fab')2, a single

domain antibody (sdAb), a VHH antibody, a nanobody, a camelid-derived single-domain antibody, 

a shark IgNAR-derived single-domain antibody fragment (VNAR), a diabody, a triabody, an 

anticalin or an aptamer, optionallywherein the antibody is a full length antibody comprising an Fe 

region such as a human IgG1, IgG2, IgG3 or TgG4 region, 

[00101 In some embodiments, the antibody, or an antigen binding fragment thereof, is 

conugated to at least one additional moiety, optionally selected from: an antigen binding moiety, 

such as an antibody or antigen-binding fragment thereof, which is capable of specific binding to a 

target which is not human ANGPTL7, preferably wherein said target is expressed in the human 

eye; a therapeutic or cytotoxic moiety; a detection moiety; a purification moiety; a half-life 

extension moiety, optionally a polypeptide that is at least 20 amino acids in length and comprises 

any combination of G, A, S T, E, and P residue, which polypeptide is conjugated to the C- or N

terminus of the antibody.  

[00111 In some embodiments, the antibody, or an antigen binding fragment thereof is a 

polypeptide comprising: one, two or all three HCDRs of any one of the exemplary antibodies the 

sequences of which are provided in Table 11, and optionally also one, two or all three of the 

corresponding LCDRs of the exemplary antibody; and/or a VH sequence having at least 90% 

identity to the VH sequence of any one of the exemplary antibodies the sequences of which are 
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provided in Table 11, and optionally also a VL sequence having at least 90% identity to the 

corresponding VL sequence of the exemplary antibody, preferably wherein variation is not 

permitted in the HCDRs or LCDRs; and/or all six CDRs of any of the exemplary antibodies 

exemplary antibodies the sequences of which are provided in Table 11, and/or the VH and VL 

sequences of any one of the exemplary antibodies the sequences of which are provided in Table 

11; and/or the full length heavy chain (VII constant) sequence of any one of the exemplary 

antibodies the sequences ofwhich are provided inTable 11, and optionally also the corresponding 

full length light chain (VL + constant) sequence of the exemplary antibody.  

[00121 Embodiments of the present disclosure also include a polynucleotide encoding an 

antibody, or an antigen binding fragment thereof, of any of the preceding paragraphs, optionally 

wherein said polynucleotide comprises or consists of a nucleic acid sequence having at least 70%, 

80%, 90% or 100% identity to a nucleic acid sequence of any one of the exemplary antibodies the 

sequences of which are provided inTable 11.  

[00131 Embodiments of the present disclosure also include an expression vector comprising 

the polynucleotide of the preceding paragraph, which is optionally an adeno-associated virus 

(AAV) vector, a lentiviral (LV) vector, a herpes simplex virus (HSV) vector, or a retrovirus vector.  

[00141 Embodiments of the present disclosure also include a pharmaceutical composition 

comprisinganantibody, or an antigen binding fragment thereof, a polynucleotide, or a vector 

according to any one of the preceding paragraphs, and optionally: at least one pharmaceutically 

acceptable carrier, diluent or preservative; and/or at least one additional active ingredient. In some 

embodiments, the pharmaceutical composition is suitable for ocular administration to a subject, 

optionally by delivery using a conjunctival insert, a. contact lens, a gel, a nanoparticle, a 

mucoadhesive polymer, an ointment, a solution, a suspension, eye drops, and/or an implant, 

preferably by injection into the vitreous fluid.  

[00151 Embodiments of the present disclosure also include the antibody, or an antigen binding 

fragment thereof, the polynucleotide, the vector, or the compositions of any of the preceding 

paragraphs, for use as a medicament, optionally for use in a method of treating a disease of the eye 

in a subject. In some embodiments, the disease is characterized by increased intraocular pressure 

and/or reduced outflow facility in the eye of the subject. In some embodiments, the method 

comprises ocular administration of the antibody, preferably by injection into the vitreous fluid, and 

wherein said administration preferably relieves at least one symptom in the subject selected from 
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eye pain, eye pressure, headaches, rainbow-colored halos around lights, low vision, blurred vision, 

narrowed vision, impaired peripheral vision, blind spots, nausea, vomiting, and red eyes. In some 

embodiments, the disease is glaucoma and/or a disease affecting the optic nerve or retinal ganglion 

cells, optionally wherein said glaucoma is primary or glucocorticoid-induced glaucoma.  

100161 Embodiments of the present disclosure include antibodies against Angiopoietin-Like 

Protein 7 (ANGPTL7) peptides, or an antigen-binding fragment thereof, comprising a heavy chain 

variable region (Vi) comprising complementarity determining regions (CDRs) HCDRI, HCDR2, 

and HCDR3, and a light chain variable region (VL) comprising complementarity determining 

regions (CDRs) LCDRI, LCDR2, and LCDR3. In some embodiments, the HCDR1 comprises one 

of the following amino acid sequences: (a) X1YX2IX3 (SEQ ID NO: 1), wherein Xi is S or D; X2 

is G or Y; X3 is S or H (b)TSGVGVG (SEQ ID NO: 18); (c) XX2XIX4 (SEQ ID NO: 27), 

wherein X, is V, S, D, or T X2 is Y, H, or F; X3 is D, G, S, or A; X4 is S, or N; or (d) 

SXSX2YWX3 (SEQ ID NO: 74), wherein X. is S or G; X2 is S or Y; X3 is G or S. In some 

embodiments, the HCDR2 comprises one of the following amino acid sequences: (a) 

WIX1X2X3X4GXsTXYAQX 7XXgG(SEQ ID NO: 7), wherein X i is S, 1, or N; X2 is A or P; X, 

isYorNX4isNor T:X5 isNor A;X6isNorK;X-isNorK;XsisL orF;X9isR orQ;(b) 

LTYWNDDKXiYSPSLKS (SEQ ID NO: 21), wherein X1 is R or Q; (c) 

X1X2XX4XsX 6X7XX9XiXnX12X13X14XisG (SEQ ID NO: 43), wherein X1 is G, T, S, A, V, H, 

or I; X2 is I or M; X3 is D, N, T, S, or G X4 is P, W S, G, or Y; X5 is D, A, N, S, or Y; X6 is G or 

S; X7 is D, G, Y, S, 1, or N; Xs is T, S, N, 1, Y, or D; X is Y, T, F, M, K, G, or 1; Xio is Y, G, or 

F Xii is P, Y, or A; X12 is G, D, or A Xu iSoDX s V, L, or S; Xis isK or M or (d) 

XJYYSGSTX2SNPSLKS (SEQ ID NO: 78) wherein Xi is S, or Y; X2 IS Y Or S. In Some 

embodiments, the HCDR3 comprises one of the following anino acid sequences: (a) SEQ ID NOs: 

13-17; (b) X1X2X3X4XsXFFDX 7 (SEQ ID NO: 24) wherein X i is S, D, or N; X2 is Y or P; X3 is 

G or D; X4 is D or Y; X5 is Y orCG; X is W or D; X7 is L or Y; (c) SEQ ID NOs: 59-73; or (d) 

X1X2X34GXXX7XsX9Y (SEQ ID NO: 82) ereire Xi is Q O A; X2 is Y or K; X3 is I or W; 

X4 is S or E; Xs is Tor D, X6 is E or Y, X7 is Y or F; X8 is F or D; X9 is Q or Y.  

100171 In accordance with the above embodiments, the LCDRI of the anti-ANGPTL7 

antibodies of the present disclosure includes an amino acid sequences of any of SEQ ID NOs: 87

97, SEQ ID NOs: 123-127, or SEQ ID NOs: 141-149; the LCDR2 comprises an amino acid 

sequence of any of SEQ ID NOs: 99-109, SEQ ID NOs: 129-133, or SEQ ID NOs 151-159 and
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the LCDR3 comprises an amino acid sequence of any of SEQ ID NOs: 111-121, SEQ ID NOs: 

135-139, or SEQ ID NOs: 161-169.  

100181 In some embodiments, the present disclosure provides antibodies directed against 

ANGPTL7 peptides, or an antigen-binding fragment thereof, that include a VH comprising 

complementarity determining regions HCDR1, HCDR2, and HCDR3, and a VL comprising 

complementarity determining regions LCDR1, LCDR2, and LCDR3, wherein the LCDRI 

comprises one of the following amino acid sequences: (a) RASQXIX2X3X4LX§ (SEQ ID NO: 

86), wherein X1 is G or S; X2 is S, R, or Y; X3 is S, N, or I; X4 is W, D, or Y; X5 is A, G, or N; (b) 

RSSQSLXIX2SXX4XXYLX7 (SEQ ID NO: 122), wherein X , is L or V; X2 is H, Y, or F; Xi is 

N or D: X4 is R or G; X5 is Y or N; X6 is N or T; X7 is D orN;or r (c) RASQSVSX1X2X3X4A (SEQ 

ID NO: 140), wherein X1 is S, N, or R; X2 is Y or S1; X is L or Y; X4 is A or L. In some 

embodiments, the LCDR2 comprises one of the following amino acid sequences: (a) AXSSLX2S 

(SEQ ID NO: 98), wherein Xi is A orT; X2 is Q or P; (b) XX2SNRX3S (SEQ ID NO: 128), 

wherein Xi is L, K, or E; X2 is G or V; Xis A or D; or (c) X1ASX2RAT (SEQ ID NO: 150), 

wherein Xi is D or G; X2 is N, S, or T. In sone embodiments, the LCDR3 comprises one of the 

following amino acid sequences: (a) X1QX2X3X4X5PXX7 (SEQ ID NO: 110), wherein Xi isL or 

Q; X2 is A, H, S, or D; X3 is N, F, or Y; X4 is S, T, or N X5 is F, Y., or T; X0 is W, L, I, P, or Y 

X is T or Y; (b) MQXX2X3X4PXiT (SEQ ID NO: 134), wherein Xi is T or G X2 is L or T; X3 is 

Q or H X4 is T or W; X5 is Y or W; or (C) QQXIX2X3X4X5X6T (SEQ ID NO: 160), wherein Xi is 

R, Y, or G; X2 iS S, G, or Q; X3 is N, S, or V; X4 is W, S, orI; X5 is P or L; X6 is L, S, P, or T.  

[0019] In accordance with the above embodiments, the HCDRi of the anti-ANGPTL7 

antibodies of the present disclosure includes an armimo acid sequences of any of SEQ ID NOs: 2

6, SEQ ID NOs: 19-20, SEQ ID NOs: 28-42, or SEQ ID NOs: 75-77; the HCDR2 comprises an 

amino acid sequence of any of SEQ ID NOs: 8-12, SEQ ID NOs: 22-23, SEQ ID NOs 44-58, or 

SEQ ID NOs: 79-81; and the HCDR3 comprises an amino acid sequence of any of SEQ ID NOs: 

13-17, SEQ ID NOs: 25-26, SEQ ID NOs: 59-73, or SEQ ID NOs: 83-85.  

[00201 In some embodiments, the HCDR1 comprises the amino acid sequence of SEQ ID NO: 

2, the HCDR2 comprises the amino acid sequence of SEQ ID NO: 8; and the HCDR3 comprises 

the amino acid sequence of SEQ ID NO: 13. In some embodiments, the I-CDR1 comprises the 

amino acid sequence of SEQ ID NO: 3; the HCDR2 comprises the amino acid sequence of SEQ 

ID NO: 9; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 14. In some 
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embodiments, the HCDR1 comprises the amino acid sequence of SEQ ID NO: 4; the HCDR2 

comprises the amino acid sequence of SEQ ID NO: 10; and the I-CDR3 comprises the amino acid 

sequence of SEQ ID NO: 15. In some embodiments, the HCDR1 comprises the amino acid 

sequence of SEQ ID NO: 5; the I-ICDR2 comprises the amino acid sequence of SEQ ID NO: 11; 

and the -ICDR3 comprises the amino acid sequence of SEQ ID NO: 16. In some embodiments, 

the HCDR1 comprises the amino acid sequence of SEQ ID NO: 6; the HCDR2 comprises the 

amino acid sequence of SEQ ID NO: 12, and the -ICDR3 comprises the amino acid sequence of 

SEQ ID NO: 17. In some embodiments, the HCDR1 comprises the amino acid sequence of SEQ 

ID NO: 7; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 14; and the HCDR3 

comprises the amino acid sequence of SEQ ID NO: 20. In some embodiments, the HCDR1 

comprises the amino acid sequence of SEQ ID NO: 19; the HCDR2 comprises the amino acid 

sequence of SEQ ID NO: 22; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 

25. In some embodiments, the HCDR1 comprises the amino acid sequence of SEQ ID NO: 20; the 

HCDR2 comprises the amino acid sequence of SEQ ID NO: 23; and the HCDR3 comprises the 

amino acid sequence of SEQ ID NO: 26. In some embodiments, the HCDRi comprises the amino 

acid sequence of SEQ ID NO: 28; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

44; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 59. In some embodiments, 

the HCDRI comprises the amino acid sequence of SEQ ID NO: 29; the HCDR2 comprises the 

amino cid sequence of SEQ ID NO: 45; and the HCDR3 comprises the amino acid sequence of 

SEQ ID NO: 60. In some embodiments, the HCDRi comprises the amino acid sequence of SEQ 

ID NO: 30; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 46; and the HCDR3 

comprises the amino acid sequence of SEQ ID NO: 61. In some embodiments, the HCDRi 

comprises the amino acid sequence of SEQ ID NO: 31; the HCDR2 comprises the amino acid 

sequence of SEQ ID NO: 47; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 

62. In some embodiments, the HCDRI comprises the amino acid sequence of SEQ ID NO: 32; the 

HCDR2 comprises the amino acid sequence of SEQ ID NO: 48 and the HCDR3 comprises the 

amino acid sequence of SEQ ID NO: 63. In some embodiments, the HCDR1 comprises the amino 

acid sequence of SEQ ID NO: 33, the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

49; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 64. In some embodiments, 

the HCDRI comprises the amino acid sequence of SEQ ID NO: 34, the HCDR2 comprises the 

aminoacid sequence of SEQ ID NO: 50; and the I-CDR3 comprises the amino acid sequence of 
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SEQ ID NO: 65. In some embodiments, the HCDRI comprises the amino acid sequence of SEQ 

ID NO: 35; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 51; and the HCDR3 

comprises the amino acid sequence of SEQ ID NO: 66. In some embodiments, the HCDRI 

comprises the amino acid sequence of SEQ ID NO: 36; the HCDR2 comprises the amino acid 

sequence of SEQ ID NO: 52; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 

67. In some embodiments, the HCDR1 comprises the amino acid sequence of SEQ ID NO: 37, the 

HCDR2 comprises the amino acid sequence of SEQ ID NO: 53; and the HCDR3 comprises the 

amino acid sequence of SEQ ID NO: 68. In some embodiments, the HCDR1 comprises the amino 

acid sequence of SEQ ID NO: 38; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

54; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 69. In some embodiments, 

the HCDRI comprises the amino acid sequence of SEQ ID NO: 39; the HCDR2 comprises the 

amino acid sequence of SEQ ID NO: 55; and the HCDR3 comprises the amino acid sequence of 

SEQ ID NO: 70. In some embodiments, the HCDR1 comprises the amino acid sequence of SEQ 

ID NO: 40; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 56; and the HCDR3 

comprises the amino acid sequence of SEQ ID NO: 71. In some embodiments, the HCDR1 

comprises the amino acid sequence of SEQ ID NO: 41; the HCDR2 comprises the amino acid 

sequence of SEQ ID NO: 57; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 

72. In some embodiments, the HCDR1 comprises the amino acid sequence of SEQ ID NO: 42; the 

HCDR2 comprises the amino acid sequence of SEQ ID NO: 58; and the HCDR3 comprises the 

amino acid sequence of SEQ ID NO: 73. In some embodiments, the HCDRI comprises the amino 

acid sequence of SEQ ID NO: 75; the 1CDR2 comprises the amino acid sequence of SEQ ID NO: 

79; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 83. In some embodiments, 

the HCDRI comprises the amino acid sequence of SEQ ID NO: 76; the HCDR2 comprises the 

amino acid sequence of SEQ ID NO: 80; and the HCDR3 comprises the amino acid sequence of 

SEQ ID NO: 84. In some embodiments, the HCDRI comprises the amino acid sequence of SEQ 

ID NO: 77; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 81; and the HCDR3 

comprises the amino acid sequence of SEQ ID NO: 85. In some embodiments, the LCDRI 

comprises the amino acid sequence of SEQ ID NO: 87; the LCDR2 comprises the amino acid 

sequence of SEQ ID NO: 99; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 

111. In some embodiments, the LCDR1 comprises the amino acid sequence of SEQ ID NO: 88; 

the LCDR2 comprises the amino acid sequence of SEQ ID NO: 100; and the LCDR3 comprises 
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the amino acid sequence of SEQ ID NO: 112. In some embodiments, the LCDR1 comprises the 

amino acid sequence of SEQ ID NO: 89; the LCDR2 comprises the amino acid sequence of SEQ 

ID NO: 101; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 113. In some 

embodiments, the LCDR1 comprises the amino acid sequence of SEQ ID NO: 90, the LCDR2 

comprises the amino acid sequence of SEQ ID NO: 102; and the LCDR3 comprises the amino acid 

sequence of SEQ ID NO: 114. In some embodiments, the LCDR1 comprises the amino acid 

sequence of SEQ ID NO: 91; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 103; 

and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 115. In some embodiments, 

the LCDRI comprises the amino acid sequence of SEQ ID NO: 92; the LCDR2 comprises the 

amino acid sequence of SEQ ID NO: 104; and the LCDR3 comprises the amino acid sequence of 

SEQ ID NO: 116. In some embodiments, the LCDR1 comprises the amino acid sequence of SEQ 

ID NO: 93; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 105; and the LCDR3 

comprises the amino acid sequence of SEQ ID NO: 117. In some embodiments, the LCDR 

comprises the amino acid sequence of SEQ ID NO: 94; the LCDR2 comprises the amino acid 

sequence of SEQ ID NO: 106; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 

118. In some embodiments, the LCDRl comprises the amino acid sequence of SEQ ID NO: 95; 

the LCDR2 comprises the amino acid sequence of SEQ ID NO: 107 and the LCDR3 comprises 

the arino acid sequence of SEQ ID NO: 119. In some embodiments, the LCDRI comprises the 

amino acid sequnce of SEQ ID NO: 96; the LCDR2 comprises the amino acid sequence of SEQ 

ID NO: 108; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 120. In some 

embodiments, the LCDR1 comprises the amino acid sequence of SEQ ID NO: 97; the LCDR2 

comprises the amino acid sequence of SEQ ID NO: 109; and the LCDR3 comprises the amino acid 

sequence of SEQ ID NO: 121 In some embodiments, the LCDRl comprises the amino acid 

sequence of SEQ ID NO: 123; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

129; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 135. In some 

embodiments, the LCDR1 comprises the amino acid sequence of SEQ ID NO: 124; the LCDR2 

comprises the amino acid sequence of SEQ ID NO: 130; and the LCDR3 comprises the amino acid 

sequence of SEQ ID NO: 136. In some embodiments, the LCDR1 comprises the amino acid 

sequence of SEQ ID NO: 125; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

131; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 137. In some 

embodiments, the LCDR1 comprises the amino acid sequence of SEQ ID NO: 126; the LCDR2 
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comprises the amino acid sequence of SEQ ID NO: 132; and the LCDR3 comprises the amino acid 

sequence of SEQ ID NO: 138. In some embodiments, the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 127; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

133; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 139. In some 

embodiments, the LCDRI comprises the amino acid sequence of SEQ ID NO: 141; the LCDR2 

comprises the amino acid sequence of SEQ ID NO: 151, and the LCDR3 comprises the amino acid 

sequence of SEQ ID NO: 161. In some embodiments, the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 142; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

1512 and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 162. In some 

embodiments, the LCDR1 comprises the amino acid sequence of SEQ ID NO: 143; the LCDR2 

comprises the amino acid sequence of SEQ ID NO: 153; and the LCDR3 comprises the amino acid 

sequence of SEQ ID NO: 163. In some embodiments, the LCDR1 comprises the amino acid 

sequence of SEQ ID NO: 144; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

154; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 164. In some 

embodiments, the LCDR1 comprises the amino acid sequence of SEQ ID NO: 145; the LCDR2 

comprises the amino acid sequence of SEQ ID NO: 155: and the LCDR3 comprises the amino acid 

sequence of SEQ ID NO: 165. In some embodiments, the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 146; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

156: and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 166. In some 

embodiments, the LCDR1 comprises the amino acid sequence of SEQ ID NO: 147; the LCDR2 

comprises the amino acid sequence of SEQ ID NO: 157; and the LCDR3 comprises the amino acid 

sequence of SEQ ID NO: 167. In some embodiments, the LCDR1 comprises the amino acid 

sequence of SEQ ID NO: 148 the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

158; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 168. In some 

embodiments, the LCDRI comprises the amino acid sequence of SEQ ID NO: 149; the LCDR2 

comprises the amino acid sequence of SEQ ID NO: 159; and the LCDR3 comprises the amino acid 

sequence of SEQ ID NO: 169.  

100211 In some embodiments, the VH of the anti-ANGPTL7 antibodies of the present 

disclosure includes an amino acid sequence that is at least 90% identical to any of: (a) SEQ ID 

NOs: 170-174; (b) SEQ ID NOs: 190-191; (c) SEQ ID NOs: 198-212, or (d) SEQ ID NOs: 258

260. In some embodiments, the VL of the anti-ANGPTL7 antibodies of the present disclosure 
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includes an amino acid sequence that is at least 90% identical to any of: (a) SEQ ID NOs: 180

184; (b) SEQ ID NOs: 194-195; (c) SEQ ID NOs: 228-242; or (d) SEQ ID NOs: 264-266. In some 

embodiments, the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 170 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 180. In some embodiments, the VII comprises an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 171 and the VL comprises an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 181. In some embodiments, the /11 comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 172 and the L comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 182. In some embodiments, the VH comprises an 

aminoacid sequence that is at least 90% identical to SEQ ID NO: 173 and the VL comprises an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 183. In some embodiments, the 

I-H comprises an amino acid sequence that is at least 90% identical to SEQ ID NO: 174 and the 

VL comprises an amino acid sequence that is at least 90% identical to SEQ ID NO: 184. In some 

embodiments, the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 190 and the VL comprises an amino acidsequence that is at least 90% identical to SEQ ID 

NO: 194. In some embodiments, the VH comprises an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 191 and the VL comprises an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 195 In some embodiments, the VH comprises anamino acid sequence 

that is at least 90% identical to SEQ ID NO: 198 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 228. In some embodiments, the VH comprises an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 199 and the VL comprises an 

aminoacid sequence that is at least 90% identical to SEQ ID NO: 229. In some embodiments, the 

Vi comprises an amino acid sequence that is at least 90% identical to SEQ ID NO: 200 and the 

VL comprises an amino acid sequence that is at least 90% identical to SEQ ID NO: 230. In some 

embodiments, the VIH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 201 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 231. In some embodiments, the VII comprises an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 202 and the VL comprises an amino acid sequence that is at least 90% 

identicalto SEQ ID NO: 232. In some embodiments, the VII comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 203 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 233. In some embodiments, the VI comprises an 
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aminoacid sequence that is at least 90% identical to SEQ ID NO: 204 and the VL comprisesan 

aminoaid sequence that is at least 90% identical to SEQ ID NO: 234. In some embodiments, the 

VI comprises an amino acid sequence that is at least 90% identical to SEQ ID NO: 205 and the 

VL comprises an amino acid sequence that is at least 90% identical to SEQ ID NO: 235. In some 

embodiments, the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 206 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 236. In some embodiments, the VII comprises an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 207 and the \/L comprises an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 237. In some embodiments, the I-H comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 208 and the L comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 238. In some embodiments, the VH comprises an 

aminoacid sequence that is at least 90% identical to SEQ ID NO: 209 and the ML comprises an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 239. In some embodiments, the 

VI-comprises an amino acid sequence that is at least 90% identical to SEQ ID NO: 210 and the 

VL comprises an amino acid sequence that is at least 90% identical to SEQ ID NO: 240. In some 

embodiments, the VH comprises anamino acid sequence that is at least 90% identical to SEQ ID 

NO: 211 and the VL comprises an amino acidsequence that is at least 90% identical to SEQ ID 

NO: 241. In some embodiments, the VH comprises an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 212 and the VL comprises an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 242. In some embodiments, the V1 comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 258 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 264. In some embodiments, the VH comprises an 

aminoacid sequence that is at least 90% identical to SEQ ID NO: 259 and the VL comprises an 

aminoacid sequence that's at least 90% identical to SEQ ID NO: 265. In some embodiments, the 

VH comprises an amino acid sequence that is at least 90% identical to SEQ ID NO: 260 and the 

VL comprises an amino acid sequence that is at least 90% identical to SEQ ID NO: 266.  

[00221 In accordance with the above embodiments, the present disclosure provides anti

ANGPTL7 antibodies comprising various functional characteristics. In some embodiments, the 

anti-ANGPTL7 antibodies described herein bind ANGPTL7 (or a fragment thereof) and increase 

outflow facility compared to a control. In some embodiments, the control is selected from the 

group consisting of vehicle treatment, dexamethasone treatment, ANGPTL7 protein treatment, and 
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ANGPTL7 protein with an isotype control antibody treatment. In some embodiments, the anti

ANGPTL7 antibody comprises: (a) a VH comprising an amino acid sequence that is at least 90% 

identicalto SEQ ID NO: 210 and a VL comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 240; (b) a VH comprising an amino acid sequence that is at least 90% 

identicalto SEQ ID NO: 200 and a VL comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 230; (c) a VI comprising an amino acid sequence that is at least 90% 

identicalto SEQ ID NO: 258 and a VL comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 264; (d) a -VH comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 207 and a VL comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 237; (e) a VH comprising an amino acid sequence that is at least 90% 

identicalto SEQ ID NO: 204 and a VL comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 234: (f) a VH comprising an amino acid sequence that is at least 90% 

identicalto SEQ ID NO: 260 and a VL comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 266; (g) a -VH comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 205 and a VL comprising an amino acid sequence that is at least 90% 

identicalto SEQ ID NO: 235; (h) a VH comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 206 and a VL comprising an amino acid sequence that is at least 90% 

identicalto SEQ ID NO: 236 )a V comprising an arnino acid sequence that is at least 90% 

identical to SEQ ID NO: 208 and a VL comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 238; (j) a VH comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 191 and a VL comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 195; (k) a VH comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 203 and a VL comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 233; (1) a VH comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 212 and a VL comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 242; (n) a VH comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 198 and a VL comprising an amino acid sequence that is at least 90% 

identicalto SEQ ID NO: 228; (n) a VI- comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 190 and a VL comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 194; (o) a VI- comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 202 and a VL comprising an amino acid sequence that is at least 90% 
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identicalto SEQ ID NO: 232; (p) a V comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 211 and a VL comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 241; or (q) a VII comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 199 and a VL comprising an amino acid sequence that is at least 90% 

identical to SEQ ID NO: 229.  

[00231 In some embodiments, the anti-ANGPTL7 antibody comprises:(a) a VII comprising 

an amino acid sequence that is at least 90% identical to SEQ ID NO: 210 and a VL comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 240; (b) a VH comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 200 and a VL comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 230; or (c) a VH comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 258 and a VL comprising an 

aminoacid sequence that is at least 90% identical to SEQ ID NO: 264.  

[00241 In some embodiments, the anti-ANGPTL7 antibody comprises:(a) a VH comprising 

anaminoacid sequence that is at least 90% identical to SEQ ID NO: 207 and a VL comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 237; (b) a VH comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 204 and a VL comprising an 

amino acid sequence that is at least 90% identicalto SEQ ID NO: 234; (c) a VH comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 260 and a IL comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 266; (d) a VI comprising an 

aminoacid sequence that is at least 90% identical to SEQ ID NO: 205 and a VL comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 235; (e) a VH comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 206 and a VL comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 236 (f) a VH comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 208 and a VL comprising an 

aminoacid sequence that is at least 90% identical to SEQ ID NO: 238; (g) a VH comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 191 and a VL comprising an 

aminoacid sequence that is at least 90% identical to SEQ ID NO: 195; (h) a VH comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 203 and a VL comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 233; (i) a VII comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 212 and a VL comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 242; (j) a VII comprising an 

14



WO 2023/212294 PCT/US2023/020354 

aminoacid sequence that is at least 90% identicalto SEQ ID NO: 198 and a VL comprisingan 

aminoaid sequence that is at least 90% identical to SEQ ID NO: 228; or (k) a VI comprising an 

aminoacid sequence that is at least 90% identical to SEQ ID NO: 190 and a VL comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 194.  

100251 In some embodiments, the anti-ANGPTL7 antibody comprises:(a) a VH comprising 

anamino cidsequence that's at least 90% identical to SEQ ID NO: 202 and a VL comprising an 

aminoacid sequence that is at least 90% identical to SEQ ID NO: 232; (b) a VI- comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 211 and a VL comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 241; or (c) a VH comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 199 and a VL comprising an 

amino acid sequence that is at least 90% identical to SEQ ID NO: 229.  

[00261 In accordance with the above embodiments, the anti-ANGPTL7 antibodies of the 

present disclosure can be a monoclonal antibody, a human antibody, a humanized antibody, and/or 

a chimeric antibody. In some embodiments, the antibody is a fragment selected from the group 

consisting of Fab, Fab-C, Fab'-SH, Fv, scFv, and (Fab')2fragments. In some embodiments, the 

anti-ANGPTL7 antibody is a nonospecific antibody. In some embodiments, the anti-ANGPTL7 

antibody is a bispecific antibody. In some embodiments, the anti-ANGPTL7 antibody comprises 

two or more single-domain antibodies that form a bivalent antibody, a trivalent antibody, or a 

tetravalent antibody that recognizes different epitopes on the same or different antigens.  

[0027] In some embodiments, the antibody comprises a detection moiety. In some 

embodiments, the antibody comprises a purification moiety. In some embodiments, the antibody 

comprises a half-life extension moiety, In some embodiments, the half-life extension moiety 

comprises a polypeptide that is at least 20 amino acids in length and comprises any combination 

of G, A, S T, E, and P residues. In some embodiments, the half-life extension polypeptide is 

attached to the C-terminus or N-terminus of the antibody.  

[0028] The anti-ANGPTL7 antibodies of the present disclosure can be administered as part of 

a pharmaceutical composition in a therapeutically effective amount to treat an eye disease (e.g., 

glaucoma and/or a disease affecting the optic nerve or retinal ganglion cells). In some 

embodiments, the composition is suitable for ocular administration. In some embodiments, ocular 

administration comprises injection into vitreous fluid. In some embodiments, ocular administration 
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comprises delivering the antibody using a conjunctival insert, a contact lens, a gel,a nanoparticle, 

a mucoadhesive polymer, an ointment, a solution, a suspension, eye drops, and/or an implant.  

100291 Embodiments of the present disclosure also include methods of treating glaucoma 

and/or a disease affecting the optic nerve and/or retinal ganglion cells. In accordance with these 

embodiments, the methods include administering a pharmaceutical composition comprising a 

therapeutically effective amount of an anti-ANGPTL7 antibody of the present disclosure. In some 

embodiments, the pharmaceutical composition is administered ocularly and treats at least one 

symptom associated with glaucoma and/or a disease affecting the optic nerve or retinal ganglion 

cells. In some embodiments, the at least one symptom associated with glaucoma and/or a disease 

affecting the optic nerve or retinal ganglion cells comprises eye pain, eye pressure, headaches, 

rainbow-colored halos around lights, low vision, blurred vision, narrowed vision, impaired 

peripheral vision, blind spots, nausea, vomiting, and red eyes. In some embodiments, 

administering the pharmaceutical composition attenuates intraocular pressure and/or increases 

outflow facility in the subject's eye. In some embodiments, the pharmaceutical composition is 

administered at a dose ranging from about 0.0001 mg/dose to about 100 mg/dose. In some 

embodiments, the pharmaceutical composition is administeredat a dose ranging from about 0.0001 

mg/ml to about 100 mg/ml 

[0030] Embodiments of the present disclosure also include a polynucleotide encoding any of 

the anti-ANGPTL7 antibodies of the present disclosure. In some embodiments, the polynucleotide 

comprises a sequence that is at least 70% identical to any of the following nucleic acid sequences: 

(a) SEQ ID NOs: 175-179; (b) SEQ ID NOs: 192-193; (c) SEQ ID NOs: 213-227; or (d) SEQ ID 

NOs: 261-263. In some embodiments, the polynucleotide comprises a sequence that is at least 70% 

identical to any of the following nucleic acid sequences: (a) SEQ ID NOs: 185-189; (b) SEQ ID 

NOs: 196-197; (c) SEQ ID NOs: 243-257; or (d) SEQ ID NOs: 267-269. In some embodiments, 

the polynucleotide comprises a sequence that is at least 80% identical to any of the following 

nucleic acid sequences: (a) SEQ ID NOs: 175-179; (b) SEQ ID NOs: 192-193; (c) SEQ ID NOs: 

213-227; or (d) SEQ ID NOs: 261-263. In some embodiments, the polynucleotide comprises a 

sequence that is at least 80% identical to any of the following nucleic acid sequences: (a) SEQ ID 

NOs: 185-189; (b) SEQ ID NOs: 196-197; (c) SEQ ID NOs: 243-257; or (d) SEQ ID NOs: 267

269.  
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100311 In some embodiments, the polynucleotide encoding an anti-ANGPTL7 antibody of the 

present disclosure comprises: (a) a nucleic acid sequence that is at least 70% identical to SEQ ID 

NO: 175 and a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 185; (b) a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 176 and a nucleic acid sequence that is 

at least 70% identical to SEQ ID NO: 186; (c) a nucleic acid sequence that is at least 70% identical 

to SEQ ID NO: 177 and a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 187; 

(d) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 178 and a nucleic acid 

sequence that is at least 70% identical to SEQ ID NO: 188; or (e) a nucleic acid sequence that is 

at least 70% identical to SEQ ID NO: 179 and a nucleic acid sequence that is at least 70% identical 

to SEQ ID NO: 189.  

100321 In some embodiments, the polynucleotide encoding an anti-ANGPTL7 antibody of the 

present disclosure comprises: (a) a nucleic acid sequence that is at least 70% identical to SEQ ID 

NO: 192 and a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 196; or (b) a 

nucleic acid sequence that is at least 70% identical to SEQ ID NO: 193 and a nucleic acid sequence 

that is at least 70% identical to SEQ ID NO: 197 

[0033] In some embodiments, the polynucleotide encoding an anti-ANGPTL7 antibody of the 

present disclosure comprises: (a) a nucleic acid sequence that is at least 70% identical to SEQ ID 

NO: 213 and a nucleic acidsequence that is at least 70% identical to SEQ ID NO: 243; (b) a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 214 and a nucleic acid sequence that is 

at least 70% identical to SEQ ID NO: 244; (c) a nucleic acid sequence that is at least 70% identical 

to SEQ ID NO: 215 and a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 245; 

(d) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 216 and a nucleic acid 

sequence that is at least 70% identical to SEQ ID NO: 246; (e) a nucleic acid sequence that is at 

least 70% identical to SEQ ID NO: 217 and a nucleic acid sequence that is at least 70% identical 

to SEQ ID NO: 247; (f) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 218 

and a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 248; (g)a nucleic acid 

sequence that is at least 70% identical to SEQ ID NO: 219 and a nucleic acid sequence that is at 

least 70% identical to SEQ ID NO: 249; (h) a nucleic acid sequence that is at least 70% identical 

to SEQ ID NO: 220 and a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 250; 

(i) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 221 and a nucleic acid 

sequence that is at least 70% identical to SEQ ID NO: 251; (j) a nucleic acid sequence that is at 

17



WO 2023/212294 PCT/US2023/020354 

least 70% identical to SEQ ID NO: 222 and a nucleic acid sequence that is at least 70% identical 

to SEQ ID NO: 252; or (k) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 

223 and a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 253; (1) a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 224 and a nucleic acid sequence that is 

at least 70%identical to SEQ ID NO: 254; (in) a nucleic acid sequence that is at least 70% identical 

to SEQ ID NO:225 and a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 255; 

(n) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 226 and a nucleic acid 

sequence that is at least 70% identical to SEQ ID NO: 256; or (o) a nucleic acid sequence that is 

at least 70% identical to SEQ ID NO: 227 and a nucleic acid sequence that is at least 70% identical 

to SEQ ID NO: 257.  

[00341 In some embodiments, the polynucleotide encoding an anti-ANGPTL7 antibodyof the 

present disclosure comprises: (a) a nucleic acid sequence that is at least 70% identical to SEQ ID 

NO: 261 and a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 267; (b) a nucleic 

acid sequence that isat least 70% identical to SEQ ID NO: 262 and a nucleic acid sequence that is 

at least 70% identical to SEQ ID NO: 268 or (c) a nucleic acid sequence that is at least 70% 

identical to SEQ ID NO: 263 and a nucleic acid sequence that is at least 70% identical to SEQ ID 

NO: 269.  

[0035] In accordance with these embodiments, the present disclosure includes an expression 

vector comprising any of the polynucleotides encoding an anti-ANGPTL7 antibody of the present 

disclosure. In some embodiments, the expression vector is suitable for manufacturing an anti

ANGPTL7 antibody of the present disclosure for delivery of the antibody to a subject. In some 

embodiments, the expression vector is suitable for use in gene therapy (eg., an expression vector 

for delivering a polynucleotide encoding an anti-ANGPTL7 antibody of the present disclosure to 

a subject). In some embodiments, the expression vector is an adeno-associated virus (AAV) vector, 

or comprises an AAV backbone. In some embodiments, the expression vector is a lentiviral vector 

(LV), or comprises an LV backbone. In some embodiments, the expression vector is a herpes 

simplex virus (HSV) vector, or a retrovirus vector.  

100361 In accordance with these embodiments, the present disclosure also provides a method 

of administering ocular gene therapy to a subject in need thereof comprising injecting a 

pharmaceutical composition comprising an effective amount of an expression vector described 

herein (e.g., an expression vector comprising a polynucleotides encoding an anti-ANGPTL7 
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antibody of the present disclosure). In accordance with these embodiments, the present disclosure 

also provides a method of treating glaucoma and/or a disease affecting the optic nerve or retinal 

ganglion cells comprising administering a pharmaceutical composition comprising an effective 

amount of an expression vector described herein (e.g., an expression vector comprising a 

polynucleotides encoding an anti-ANGPTL7 antibody of the present disclosure). In some 

embodiments, administering the pharmaceutical composition treats at least one symptom of 

glaucoma and/or a disease affecting the optic nerve or retinal ganglion cells.  

[00371 In accordance with the above embodiments, the anti-ANGPTL7 antibodies of the 

present disclosure bind an epitope from an AN1GTL7 polypeptide having any amino acid 

sequence of SEQ ID NOs: 370-374, or a variant thereof. In some embodiments, the anti-ANGPTL7 

antibodies of the present disclosure bind an epitope from an ANGPTL7 polypeptide with a K of 

about 100 nM or lower.  

BRIEF DESCRIPTION OF THE DRAWING(S) 

[00381 FIG. 1: Representative data demonstrating the levels of ANGJPL7 gene expression 

relative to control following treatment with dexamethasone for 5 days.  

[00391 FIG. 2: Representative data of treatment-induced gene changes from 3 days of 

ANGPTL7 (50 mg/ml) treatment in human TM and SC cells using an RNAseg panel.  

[00401 FIGS. 3A-3C: Representative schematic diagram of 3D-HTM scaffolding technology 

(Glauconix) used as an ex-vivo human eye tissue model to assess the effects of ANGPTL7 on 

outflow facility (FIG. 3A). FIG. 3B includes representative data demonstrating outflow facility for 

3D-HTM donor 2 treated with vehicle (DMSO), 500nM Dexamethasone, 50 ng/mL of ANGPTL7.  

Samples were analyzed using One-way ANOVA (GraphPad Prism Software, Inc,, La Jolla., CA), 

*P<0.05, **P<.0.01, ***P<.001 N=4 per treatment group. FIG. 3C includes representative data 

demonstrating outflow facility for 3D-HTM donor 3 treated with vehicle (DMSO), 500nM 

Dexamethasone, 50 ng/mL of ANGPTL7. Samples were analyzed using One-way ANOVA 

(GraphPadPrism Software, Inc., LaJolla, CA), *P<.05, **P<.0.01, ***P<.001 N=4 pertreatment 

group.  

[0041] FIGS. 4A-4C: FIG. 4A includes representative data demonstrating outflow facility for 

donor I treated with vehicle (DMSO), 500nM Dexamethasone, or 25, 50, 150 ng/mL of 

ANGPTL7. Samples were analyzed using One-way ANOVA (GraphPad Prism Software, Inc., La 
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Jolla, CA), *1<0.05, **P<:.0.01, ***P<.001 N::::3 per treatment group. FIG. 4B includes 

representative data demonstrating outflow facility for donor 2 treated with vehicle (DMSO), 

500nM Dexaethasone, or 25, 50, 150 ng/mL of ANGPTL7. Samples were analyzed using One

way ANOVA (GraphPad Prism Software, Inc., La Jolla, CA), *P<0.05, **P<.0.01, ***P<.00 

N:3 per treatment group. FIG. 4C includes representative data demonstrating outflow facility for 

donor 3 treated with vehicle (DMSO), 500nM Dexamethasone, or 25, 50, 150 ng/mL of 

ANGPTL7. Samples were analyzed using One-way ANOVA (GraphPad Prism Software, Inc., La 

Jolla, CA), *P<0.05, **P<.0.01, ***P<.001 N=3 per treatment group. (See FIG. 3A for schematic 

diagram of 3D-H-TM scaffolding technology used to generate data in FIGS. 4A-4C.) 

[00421 FIGS. 5A-5D: Representative ELISA results used to determine antigen positive serum 

titers of mice immunized with ANGPTL7, according to four different immunization 

protocols/cohorts (FIG. 5A - Cohort 1; FIG. 5B - Cohort 2; FIG. 5C - Cohort 3; FIG. 5D - Cohort 

4).  

[00431 FIGS. 6A-6I: Representative results of ANGPTL7 antibody cross-blocking 

experiments, including data from a representative heatmap analyzing the ability of the antibodies 

to block one another for binding to the antigen (FIG. 6A), and representative dendrograms, which 

progressively group antibodies with similar competition profiles. FIG. 6B includes data from a 

granular binning network. FIG. 6C: includes data from a combined binary dendrogram (color 

indicates bins in the Community banning network). FIG. 6D includes data from a community 

binning network. FIG. 6E includes inning data based on affinity for huANGPTL7-his (P62). FIG.  

6F includes binning data based on antibody source (hybridoma or phage). FIG. 6G includes 

binning data based on fibrinogen domain (P60P) binding. FIG. 61 includes binning data based on 

rabbit ANGPTL7 (p66) binding. FIG. 61 includes inning data based on mouse ANGPTL7 

binding.  

[0044] FIGA. 7: Representative results of the effects of anti-ANGPTL7 antibodies on 

conventional outflow facility using a 3D HTM/HSC Tissue Model (see FIG. 3A). Outflow facility 

of one donor cell line treated with vehicle (DMSO), 500 nM Dexamethasone, 50 ng/mL 

ANGPTL7 (1.1 nM) alone, 50 ng ANGPTL7 + an isotype control Antibody (330) at 11.1 nM, and 

twenty different Anti-ANGPTL7 antibodies at 11.1 nM together with 50 ng/mL ANGPTL7.  

Samples were analyzed for effects against isotope control (330) using One-way ANOVA 
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(GraphPad Prism Software, Inc., La Jolla, CA), *P<0.05, **P<.0.01, ***P<.001, ****P<.0001 

N::3 per treatment group.  

100451 FIGS. 8A-8C.: Representative data of the effects of dexamethasone-induced ocular 

hypertension in ANGPTL7 knockout mice. FIG. 8A includes body weight data of mice post

implantation surgery; dexaiethasone impaired weight gain in male mice compared to PBS-treated 

mice, thereby confirming the proper functioning of the dexamethasone osmotic pumps. FIG. 8B 

includes intraocular pressure (IOP) data of ANGPTL7 WT and ANGPTL7 KO mice dosed with 

PBS control or Dexamethasone (4 mg/kg/day); osmotic pumps were implanted on day 0. FIG. SC 

includes representative data of the changes in IOP of ANGPTL7 WT and ANGPTL7 KO mice 

implanted with osmotic pumps containing PBS vehicle or dexamethasone (4 mg/kg/day) over 28 

days. All IOP values were normalized to baseline (day 0) readings.  

[00461 FIGS. 9A-9R Representative data demonstrating the in vivo tolerability of anti

ANGPTL7 antibodies using single intravitreal (IVT) injections in New Zealand White Rabbits.  

The anti-ANGPTL7 antibodies indicated were injected at either a 0.5 mg dose (FIGS. 9C, 9D, 9G, 

91, 9K 9L, 90, 9P) or a 2,0 mg dose (FIGS. 9E, 9F, 9I, 9J, 9M, 9N, 9Q, 9R) in the right eye 

(OD), or with a corresponding vehicle dose in the left eye (OS), (FIGS. 9A and 9B include data 

from controls at 2 mg doses). Intraocular pressure (TOP) measurements (FIGS. 9A, 9C, 9E, 9G, 

9I, 9K, 9M, 90, 9Q) and changes in IOP (FIGS, 9B, 9D, 9F, 9H, 9J, 9L, 9N, 9P, 9R) were taken 

at the indicated time points over a 21-day period.  

[0047] FIGS. 10A-1OC: Representative pharmacokinetic (PK) data forANGPTL7 antibody, 

ATX-P-424, including intraocular pressure (LOP) measurements at 0.5 mg or 2.0 mg (OU) doses 

compared to vehicle (FIG. I0A); changes in IOP compared to baseline (FIG. 10B); and total ocular 

examination scores (OE) (FIG.I 0C).  

[0048] FIGS. IIA-1IC: Representative pharmacokinetic (PK) data forANGPTL7 antibody, 

ATX-P-439, including intraocular pressure (LOP) measurements at 0.5 mg or 2.0 mg (OU) doses 

compared to vehicle (FIG. IIA); changes in lOP compared to baseline (FIG. 11B); and total ocular 

examination scores (OE) (FIG. 11C).  

100491 FIGS. 12A-12C: Representative pharmacokinetic (P1K) data for ANGPTL7 antibody, 

ATX-P-448, including intraocular pressure (IOP) measurements at 0.5 mg or 2.0 mg (OU) doses 

compared to vehicle (FIG. 12A); changes in IOP compared to baseline (FIG. 12B); and total ocular 

examination scores (OE) (FIG. 12C).  
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100501 FIGS. 13A-13: Representative data demonstrating the in vivo tolerability of anti

ANGPTL7 antibodies using single intravitreal (IVT) injections in African Green Monkeys. Data 

includes absolute LOP values at baseline (day 3) and on day 10, 6 hours post topical administration 

of saline and Latanoprost (FIG. 13A); changes in IOP 6 hours post topical administration of either 

saline (day 3) or Latanoprost (day 10) (FIG. 13B); and changes in OP between vehicle and 

Latanoprost administration (FIG 13C).  

100511 FIGS. 14A-14H: Representative IOP measurements (FIGS. 14A, 14C, 14E, and 14G) 

and changes in lOP (FIGS. 14B, 14D, 14F, and 14H) in African Green Monkeys dosed with 2 mg 

of the indicated anti-ANGPTL7 antibody compared to an isotype control (BTX-330) and a single 

vehicle eye.  

[00521 FIG. 15: Representative clinical scores of ocular examinations (OE) across all the 

dosed groups in FIGS. 14A-14H.  

DETAILED DESCRIPTION 

[00531 Embodiments of the present disclosure relate to the treatment and/or prevention of 

glaucoma and other ocular diseases affecting the optic nerve and retinal ganglion cells. In 

particular, the present disclosure provides novel therapeutic antibodies that target angiopoietin

related protein 7 (ANGPTL7) as a means for reducing intraocular pressure (IOP) and/or increasing 

outflow facility, thereby preventing optic nerve damage and/or restoring vision.  

[00541 Angiopoietin-like proteins (ANGPTL) are a family of proteins that have structural 

similarity to angiopoietin proteins. Seven proteins have been initially grouped into this family 

(ANGPTL1-7), and more recently, another protein called ANGPTL8 has been identified.  

ANGPTL proteins have an amino-terminal coiled-coil domain as well as a carboxyl-terminal 

fibrinogen-like domain, except ANGPTL8, which lacks the later domain. ANGPTL proteins are 

not known to bind tyrosine kinase receptors such as Tie I and Tie 2., distinguishing them from 

angiopoietin proteins. ANGPTL proteins have been shown to play different physiological roles in 

metabolism, inflammation and cancer, Increasing evidence is connecting these proteins to obesity 

and insulin resistance. ANGPTL2, for example, has been shown to associate with adiposity and 

insulin resistance as well as the development of type 2 diabetes, ANGPTL3, 4, and 8 have been 

shown to play a major role in regulating lipid metabolism through their inhibition of lipoprotein 

lipase. Similarly, ANGPTL6 has been shown to be higher in subjects with metabolic syndrome 
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and to positively associate with HDL level. The levels of ANGPTL8 has been shown to be higher 

in obese and diabetic subjects and to positively associate with insulin resistance and fasting blood 

glucose in non-diabetic subjects.  

[00551 ANGPTL7, however, is a poorly studied member of the ANGITL protein family that 

has been initially discovered in the stroinal layer of the cornea. Levels of ANGPTL7 have been 

shown to be elevated in glaucoma and its overexpression increases the collagen expression level 

while, its induction by glucocorticoids caused the up-regulation of important glaucoma-related 

proteins including fibronectin, inyocilin and MMP1. These data suggest that ANGPTL7 may 

coordinate the trabecular meshwork's extracellular matrix and its response to steroids.  

Additionally, ANGPTL7 has been associated with various cancers potentially through its 

interaction with the \WNT/-beta-catenin signaling pathway. Currently, there are no therapeutic 

approaches that target ANGPTL7.  

[00561 Glaucoma is a leading cause of worldwide irreversible vision loss, characterized by 

progressive optic neuropathy. The most common form of glaucoma is primary open-angle 

glaucoma (POAG), which is always accompanied by high intraocular pressure (LOP), the key risk 

factor for the pathogenesis of POAG. In some cases, prolonged use of dexamethasone (DEX) poses 

a high risk of elevated IOP and results in secondary glaucoma, which has many common 

characteristics with POAG. The pathogenesis of POAG can be deduced from the mechanisms 

underlying DEX-induced ocular hypertension. Understanding the DEX-induced moolecular 

mechanisms may assist in developing therapies for glucocorticoid-induced glaucoma and POAG.  

Additionally, high lOP is caused by increased outflow resistance of aqueous humor (AH).  

Accumulating evidence suggests that actin cytoskeletal rearrangeient of the trabecular meshwork 

(TM) forming cross-linked actin networks is a crucial contributor to this increased resistance.  

Previous studies have found that the concentration of angiopoietin-like 7 (ANGPTL7) is increased 

in glaucomatous AH and that overexpression of ANGPTL7 in the TM alters the components of 

the extracellular matrix (ECM). A recent study found that ANGPTL7 protein-altering variants 

exert a strong protective effect on glaucoma and suggested ANGPTL7 as a therapeutic target for 

glaucoma. Thus, ANGPTL7 may play a vital role in modulating TMs ECM and regulating IOP.  

[00571 In light of this, experiments were performed to determine the role that ANGPTL7 may 

play in the etiology of glaucoma and other related diseases affecting the optic nerve and retinal 
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ganglion cells, and concomitantly, to develop a therapeutic platform based on modulating 

i-APTL7activity iNG L7 antibodies.  

Definitions 

[00581 To facilitate an understanding of the present technology, a number of terms and phrases 

are defined below. Additional definitions are set forth throughout the detailed description.  

[00591 The use of the terms "a" and "an" and "the" and "at least one" and similar referents in 

the context of describing the embodiments of the present disclosure (especially in the context of 

the following claims) are to be construed to cover both the singular and the plural, unless otherwise 

indicated herein or clearly contradicted by context. The use of the term "at least one" followed by 

a list of one or more items (for example, "at least one of A and B") is to be construed to mean one 

item selected from the listed items (A or B) or any combination of two or more of the listed items 

(A and B), unless otherwise indicated herein or clearly contradicted by context. The terms 

"comprising," "having," "including," and "containing" are to be construed as open-ended terms 

(i.e., meaning "including, but not limited to,") unless otherwise noted. Recitation of ranges of 

values herein are merely intended to serve as a shorthand method of referring individually to each 

separate value falling within the range, unless otherwise indicated herein, and each separate value 

is incorporated into the specification as if it were individually recited herein. All methods described 

herein can be performed in any suitable order unless otherwise indicated herein or otherwise 

clearly contradicted by context. The use of any and all examples, or exemplary language (e.g., 

"such as") provided herein, is intended merely to better illuminate the various embodiments of the 

present disclosure, and does not pose a limitation on the scope of these embodiment unless 

otherwise claimed. No language in the specification should be construed as indicating any non

claimed element as essential to the practice of the various embodiments of the present disclosure.  

[0060] As used herein, the term "or" is an inclusive"or" operator and is equivalent to the term 

"and/or" unless the context clearly dictates otherwise. The term "based on" is not exclusive and 

allows for being based on additional factors not described, unless the context clearly dictates 

otherwise. In addition, throughout the specification, the meaning of "'a," "an," and "the" include 

pluralreferences.Themeaning of "in" includes "in" and "on." 

[00611 The transitional phrase "consisting essentially of' as used in claims in the present 

application limits the scope of a claim to the specified materials or steps "and those that do not 

materially affect the basic and novel characteristic(s)" of the claimed invention, as discussed inIn 
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re Herz, 537 F.2d 549, 551-52, 190 USPQ 461, 463 (CCPA 1976). For example, a composition 

"consisting essentially of' recited elements may contain an unrecited contaminant at a level such 

that, though present, the contaminant does not alter the function of the recited composition as 

compared to a pure composition, i.e., a composition "consisting of'the recited components.  

100621 The term "one or more," as used herein, refers to a number higher than one. For 

example, the term "one or more" encompasses any of the following: two or more, three or more, 

four or more, five or more, six or more, seven or more, eight or more, nine or more, ten or more, 

eleven or more, twelve or more, thirteen or more, fourteen or more, fifteen or more, twenty or 

more, fifty or more, 100 or more, or an even greater number.  

[00631 The term "one or more but less than a higher number," "two or more but less than a 

higher number, "three or more but less than a higher number,""four or more but less than a higher 

number," "five or more but less than a higher number," "six or more but less than a higher 

number," "seven or more but less than a higher number," "eight or more but less than a higher 

number," "nine or more but less than a higher number," "ten or more but less than a higher 

number," "eleven or more but less than a higher number," "twelve or more but less than a higher 

number,""thirteen or more but less than a higher number,""fourteen or more but less than a higher 

number," or"fifteen or more but less than a higher number" is not limited to a higher number. For 

example, the higher number can be 10,000, 1,000, 100, 50, etc. For example, the higher number 

can be approximately 50 (e.g., 50, 49, 48, 47, 46, 45, 44, 43, 42, 41, 40, 39, 38, 37, 36, 35, 34, 33, 

3, 31, 32, 30, 29, 28, 27, 26, 25, 24, 23, 22, 21, 20, 19, 18, 17, 16, 15, 14, 13, 12, 11, 10, 9, 8, 7, 

6, 5, 4, 3 or 2).  

[0064] The term "immunoglobulin" or "antibody," as used herein, refers to a protein that is 

found in blood or other bodily fluids of vertebrates, which is used by the immune system to identify 

and neutralize foreign objects, such as bacteria and viruses, Typically, an immunoglobulin or 

antibody is a protein that comprises at least one complementarity determining region (CDR). The 

CDRs form the "hypervariable region" of an antibody, which is responsible for antigen binding 

(discussed further below). A whole antibody typically consists of four polypeptides: two identical 

copies of a heavy (H) chain polypeptide and two identical copies of a light (L) chain polypeptide.  

Each of the heavy chains contains one N-terminal variable (VH) region and three C-terminal 

constant (Cm, CH2, and CH3) regions, and each light chain contains one N-terminal variable (Vi) 

region and one (-terminal constant (Ci) region. The light chains of antibodies can be assigned to 
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one of two distinct types, either kappa (K) or lambda (2), based upon the amino acid sequences of 

their constant domains. In a typical antibody, each light chain is linked to a heavy chain by 

disulfide bonds, and the two heavy chains are linked to each other by disulfide bonds. The light 

chain variable region is aligned with the variable region of the heavy chain, and the light chain 

constant region is aligned with the first constant region of the heavy chain. The remaining constant 

regions of the heavy chains are aligned with each other.  

100651 The variable regions of each pair of light and heavy chains form the antigen binding 

site of an antibody. The VH and VL regions have the same general structure, with each region 

comprising four framework (FW or FR) regions. The term "framework region," as used herein, 

refers to the relatively conserved amino acid sequences within the variable region which are 

located between the CDRs. There are four framework regions in each variable domain, which are 

designated FR1, FR2, FR3, and FR4. The framework regions form the r sheets that provide the 

structural framework of the variable region (see, e.g., C. A. Janeway et al. (eds.), imnunobiology, 

5th Ed., Garland Publishing, New York, N.Y. (2001)).  

[00661 The framework regions are connected by three CDRs. As discussed above, the three 

CDRs, known as CDRl, CDR2, and CDR3, form the"hypervariable region" of an antibody, which 

is responsible for antigen binding. The CDRs form loops connecting, and in some cases comprising 

part of, the beta-sheet structure formed by the fram-ework regions. While the constant regions of 

the light and heavy chains are not directly involved in binding of the antibody to an antigen, the 

constant regions can influence the orientation of the variable regions. The constant regions also 

exhibit various effector functions, such as participation in antibody-dependent complement

mediated lysis or antibody-dependent cellular toxicity via interactions with effector molecules and 

cells.  

[0067] As used herein, when an antibody or other entity (e.g., antigen binding domain) 

"specifically recognizes" or "specifically binds" an antigen or epitope, it preferentially recognizes 

the antigen in a complex mixture of proteins and/or macromolecules, and binds the antigen or 

epitope with affinity which is substantially higher than to other entities not displaying the antigen 

or epitope. In this regard, "affinity which is substantially higher"means affinity that is high enough 

to enable detection of an antigen or epitope which is distinguished from entities using a desired 

assay or measurement apparatus. Typically, it means binding affinity having a binding constant 

(Ka) of at least 17I M- (e.g., >10 7 M', >108M, >0 M , -->10" M,>1"M', >10W M, >10 
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M-, etc.). In certain such embodiments, an antibody is capable of binding different antigens so 

long as the different antigens comprise that particular epitope. In certain instances, for example, 

homologous proteins from different species may comprise the same epitope.  

[00681 The terms "fragment of an antibody," "antibody fragment," and "antigen-binding 

fragment" of an antibody are used interchangeably herein to refer to one or more fragments of an 

antibody that retain the ability to specifically bind to an antigen (see, generally, Holliger et al., 

Nat. Biotech., 23(9): 1126-1129 (2005)). Any antigen-binding fragment of the antibody described 

herein is within the scope of the present disclosure. The antibody fragment desirably comprises, 

for example, one or more CDRs, the variable region (or portions thereof), the constant region (or 

portions thereof), or combinations thereof. Examples of antibody fragments include, but are not 

limited to, (i) a Fab fragment, which is a monovalent fragment consisting of the VL, V, CL, and 

CR1 domains, (ii) a F(ab')2 fragment, which is a bivalent fragment comprising two Fab fragments 

linked by a disulfide bridge at the hinge region, (iii) a Fv fragment consisting of the VL and V 

domains of a single arm of an antibody, (iv) a Fab' fragment, which results from breaking the 

disulfide bridge of an F(ab')2 fragment using mild reducing conditions, (v) a disulfide-stabilized 

Fvfragment (dsFv), and (vi) a domain antibody (dAb), which is an antibody single variable region 

domain (Vii or VL) polypeptide that specificalbinds antigen.  

[0069] The term "monoclonal antibody," as used herein, refers to an antibody produced by a 

single clone of B lymphocytes that is directed against a single epitope on an antigen. Monoclonal 

antibodies typically are produced using hybridoma technology, as first described in Khler and 

Milstein, Eur.J limnmnol., 5: 511-519 (1976). Monoclonal antibodies may also be produced using 

recoibinant DNA methods (see, eg., U.S Patent 4,816,567), isolated from phage display 

antibody libraries (see, e.g., Clackson et al. Nature, 352: 624-628 (1991)); and Marks et al.,I1Mo.  

Biol., 222: 581-597 (1991)), or produced from transgenic mice carrying a fully human 

immunoglobulin system (see, e.g., Lonberg, NatBiotechnol., 23(9): 1117-25 (2005), and Lonberg, 

Handb.Exp. Pharmacol. 181: 69-97 (2008)). In contrast, polyclonall" antibodies are antibodies 

that are secreted by different B cell lineages within an animal. Polyclonal antibodies are a 

collection of immunoglobulin molecules that recognize multiple epitopes on the same antigen.  

[00701 The terms "nucleic acid," "polynucleotide," "nucleotide sequence," and 

"oligonucleotide" are used interchangeably herein and refer to a polymer or oligomer of 

pyrimidine and/or purine bases, preferably cytosine, thymine, and uracil, and adenine and guanine, 
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respectively (See Albert L. Lelinger, Principles ofBiochemistry, at 793-800 (Worth Pub. 1982)).  

The terms encompass any deoxyribonucleotide, ribonucleotide, or peptide nucleic acid 

component, and any chemical variants thereof, such as methylated, hydroxymethylated, or 

glycosylated forms of these bases. The polymers or ofigomers may be heterogenous or 

homogenous in composition, may be isolated from naturally occurring sources, or may be 

artificially or synthetically produced. In addition, the nucleic acids may be DNA or RNA, or a 

mixture thereof, and may exist permanently or transitionally in single-stranded or double-stranded 

form, including homoduplex, heteroduplex, and hybrid states. In some embodiments, a nucleic 

acid or nucleic acid sequence comprises other kinds of nucleic acid structures such as, for instance., 

a DNAIRNA helix, peptide nucleic acid (PNA), morpholino nucleic acid (see, e.g., Braasch and 

Corey, Biochemistry, 41(14): 4503-4510 (2002) and U.S. Patent 5,034,506), locked nucleic acid 

(LNA; see Wahlestedt et al., Proc. NatL. Acad.,Sci.US.., 97: 5633-5638 (2000)), cyclohexenyl 

nucleic acids (see Wang, J Am. Chem. Soc., 122: 8595-8602 (2000)), and/or a ribozyme. The 

terms "nucleic acid" and"nucleic acid sequence" may also encompass a chain comprising non

natural nucleotides, modified nucleotides, and/or non-nucleotide building blocks that can exhibit 

thesame function as natural nucleotides (eg.,"nucleotide analogs").  

[00711 The terms "peptide,"' "polypeptide,"and "protein" are used interchangeably herein and 

refer to a polymeric form of amino acids of any length, which can include coded and non-coded 

amino acids, chemically or biochemically modified or derivatized amino acids, and polypeptides 

having modified peptide backbones.  

[0072] As used herein, a "nucleic acid" or "nucleic acid molecule" generally refers to any 

ribonucleic acid or deoxyribonucleic acid, which may be unmodified or modified DNA or RNA.  

"Nucleic acids" include, without limitation, single- and double-stranded nucleic acids. As used 

herein, the term "nucleic acid" also includes DNA as described above that contains one or more 

modified bases. Thus, DNA with a backbone modified for stability or for other reasons is a"nucleic 

acid." The term "nucleic acid" as it is used herein embraces such chemically, enzyrnaticallv, or 

metabolically modified forms of nucleic acids, aswell as the chemical forms of DNA characteristic 

of viruses and cells, including for example, simple and complex cells.  

[00731 The terms "oligonucleotide" or "polynucleotide" or "nucleotide" or "nucleic acid" refer 

to a molecule having two or more deoxyribonucleotides or ribonucleotides, preferably more than 

three, and usually more than ten.The exact size will depend on many factors, which in turn depends 
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on the ultimate function or use of the oligonucleotide. The oligonucleotide may be generated in 

any manner, including chemical synthesis, DNA replication, reverse transcription, or a 

combination thereof Typical deoxyribonucleotides for DNA are thymine, adenine, cytosine, and 

guanine. Typical ribonucleotides for RNA are uracil, adenine, cytosine, and guanine.  

100741 The terms "complementary" and "complementarity" refer to nucleotides (e.g., I 

nucleotide) or polynucleotides (e.g., a sequence of nucleotides) related by the base-pairing rules.  

For example, the sequence 5'-A-G-T-3' is complementary to the sequence 3'-T-C-A-5.  

Complementarity may be "partial," in which only some of the nucleic acids' bases are matched 

according to the base pairing rules. Or, there may be "complete" or "total" complementarity 

between the nucleic acids. The degree of complementarity between nucleic acid strands affects the 

efficiency and strength of hybridization between nucleic acid strands. This is of particular 

importance in amplification reactions and in detection methods that depend upon binding between 

nucleic acids.  

[00751 The term"gene" refers to a nucleic acid (e.g., DNA or RNA) sequence that comprises 

coding sequences necessary for the production of an RNA, or of a polypeptide or its precursor. A 

functional polypeptide can be encoded by a full-length coding sequence or by any portion of the 

coding sequence as long as the desired activity or functional properties (eg.,enzymatic activity, 

ligand binding, signal transduction, etc.) of the polypeptide are retained. The term "portion"when 

used in reference to a gene refers to fragments of that gene. The fragments may range in size from 

a few nucleotides to the entire gene sequence minus one nucleotide. Thus, "a nucleotide 

comprising at least a portion of a "gene" may comprise fragments of the gene or the entire gene.  

[0076] The term "gene" also encompasses the coding regions of a structural gene and includes 

sequences located adjacent to the coding region on both the 5' and 3' ends, e.g., for a distance of 

about I kb on either end, such that the gene corresponds to the length of the full-length mRNA 

(e.g., comprising coding, regulatory, structural and other sequences). The sequences that are 

located 5'of the coding region and that are present on the mnRNA are referred to as5' non-translated 

or untranslated sequences. The sequences that are located 3' or downstream of the coding region 

and that are present on the mRNA are referred to as 3non-translated or 3'untranslated sequences.  

The term "gene" encompasses both cDNA and genomic forms of a gene. In some organisms (e.g., 

eukaryotes), a genomic form or clone of a gene contains the coding region interrupted with non

coding sequences termed intronss" or "intervening regions" or "intervening sequences." Introns 
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are segments of a gene that are transcribed into nuclear RNA (hnRNA); introns may contain 

regulatory elements such as enhancers. Introns are removed or "spliced out" from the nuclear or 

primary transcript; introns therefore are absent in the messenger RNA (mRNA) transcript. The 

mRNA functions during translation to specify the sequence or order of anino acids in a nascent 

polypeptide.  

[00771 In addition to containing introns, genomic forms of a gene may also include sequences 

located on both the 5'and ends of the sequences that are present on the RNA transcript. These 

sequences are referred to as"flanking" sequences or regions (these flanking sequences are located 

5' or 3 to the non-translated sequences present on the mRNA transcript). The 5' flanking region 

may contain regulatory sequences such as promoters and enhancers that control or influence the 

transcription of the gene. The 3' flanking region may contain sequences that direct the termination 

of transcription, posttranscriptional cleavage, and polyadenylation.  

[00781 The term "wild-type" when made in reference to a gene refers to a gene that has the 

characteristics of a gene isolated from a naturally occurring source. The term"wild-type" when 

made in reference to a gene product refers to a gene product that has the characteristics of a gene 

product isolated from a naturally occurring source. The term "wild-type"when made in reference 

to a protein refers to a protein that has the characteristics of a naturally occurring protein. The term 

"naturally-occurring" as applied to an object refers to the fact that an object can be found in nature.  

For example, a polypeptide or polynucleotide sequence that is present in an organism (including 

viruses) that can be isolated from a source in nature, and which has not been intentionally modified 

by the hand of a. person in the laboratory is naturally -occurring, A wild-type gene is often that gene 

or allele that is most frequently observed in a population and is thus arbitrarily designated the 

"normal" or "wild-type" form of the gene. In contrast, the term "modified" or "mutant"when made 

in reference to a gene or to a gene product refers, respectively, to a gene or to a gene product that 

displays modifications in sequence and/or functional properties (e.g., altered characteristics) when 

compared to the wild-type gene or gene product. It is noted that naturally-occurring mutants can 

be isolated; these are identified by the fact that they have altered characteristicswhen compared to 

the wild-type gene or gene product.  

[00791 The term "allele" refers to a variation of a gene; the variations include but are not 

limited to variants and mutants, polymorphic loci, and single nucleotide polymorphic loci, 

30



WO 2023/212294 PCT/US2023/020354 

frameshift, and splice mutations. An allele may occur naturally in a population, or it might arise 

during the lifetime of any particular individual of the population.  

100801 Thus, the terms "variant"and "mutant" when used in reference to a nucleotide sequence 

refer to a nucleic acid sequence that differs by one or more nucleotides from another, usually 

related, nucleotide acid sequence. A "variation" is a difference between two different nucleotide 

sequences; typically, one sequence is a reference sequence.  

100811 The terms "immunogen" and "antigen" are used interchangeably herein and refer to 

any molecule, compound, or substance that induces an immune response in an animal (e.g., a 

mammal). An "immune response" can entail, for example, antibody production and/or the 

activation of immune effector cells. An antigen in the context of the disclosure can comprise any 

subunit, fragment, or epitope of any proteinaceous or non-proteinaceous (e.g., carbohydrate or 

lipid) molecule that provokes an immune response in a mammal. The term "epitope" refers to a 

sequence of an antigen that is recognized by an antibody or an antigen receptor. Epitopes also are 

referred to in the art as "antigenic determinants." In certain embodiments, an epitope is a region of 

an antigen that is specifically bound by an antibody. In certain embodiments, an epitope may 

include chemically activesurface groupings of molecules such as amino acids, sugar side chains, 

phosphoryl, or sulfonyl groups. In certain embodiments, an epitope may have specific three

dimensional structural characteristics (e.g., a "conformational" epitope) and/or specific charge 

characteristics. The antigen can be a protein or peptide of viral, bacterial, parasitic, fungal, 

protozoan, prion, cellular, or extracellular origir, which provokes an immune response in a 

mammal, preferably leading to protective immunity.  

[0082] A "pharmaceutically acceptable carrier" as used herein generally refers to aningredient 

in a pharmaceutical formulation, other than an active ingredient, which is nontoxic to a subject. A 

pharmaceutically acceptable carrier includes, but is not limited to, a buffer, excipient, stabilizer, 

or preservative.  

[0083] The term "pharmaceutical formulation" as used herein generally refers to a preparation 

which is in such form as to permit the biological activity of an active ingredient (e.g., an anti

ANGPTL7 antibody, an antibody conjugate, a fusion protein, or a polymeric formulation) 

contained therein to be effective, and which contains no additional components which are 

unacceptably toxic to a subject to which the formulation would be administered.  
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100841 As used herein, "treatment" (and grammatical variations thereof such as "treat" or 

"treating") generally refers to clinical intervention in an attempt to alter the natural course of the 

individual being treated, and can be performed either for prophylaxis or during the course of 

clinical pathology. Desirable effects of treatment include, but are not limited to, preventing 

occurrence or recurrence of disease, alleviation of symptoms, diminishment of any direct or 

indirect pathological consequences of the disease, preventing metastasis, decreasing the rate of 

disease progression, amelioration or palliation of the disease state, and remission or improved 

prognosis. In some embodiments, anti-ANGPTL7 antibodies of the present disclosure or other 

compositions that include an anti-ANGPTL7 antibody of the present disclosure (e.g., an antibody 

conjugate, a fusion protein, or a polymeric formulation) are used to delaydevelopment of a disease 

or to slow the progression of a disease.  

[00851 The term "half-life" as used herein generally refers to the time required for the 

concentration of a substance (e.g., an anti-ANGPTL7 antibody, an antibody conjugate, a fusion 

protein (e.g., a Fab fusion protein), or a polymeric formulation) to decrease by one-half, in vivo 

(e.g, in the eye (e.g., the vitreous)) or in vitro 

[0086] An "effective amount" of an agent, e.g., a pharmaceutical formulation, as used herein 

generally refers to an amount effective, at dosages and for periods of time necessary, to achieve 

the desired therapeutic or prophylactic result.  

[00871 An "individual" or "subject" is a mammal. MammIals include, but are not limited to, 

domesticated animals (eg.cows, sheep, cats, dogs, and horses), primates (e.g., humans and non

human primates such as monkeys), rabbits, and rodents (e.g., mice and rats). In certain 

embodiments, the individual or subject is a human. A "subject" may be a "patient." 

Anti-ANGPTL7 Antibodies 

[0088] Embodiments of the present disclosure relate to the treatment and/or prevention of 

glaucoma and other ocular diseases affecting the optic nerve and retinal ganglion cells. In 

particular, the present disclosure provides novel therapeutic antibodies that target angiopoietin

related protein 7 (ANGPTL7) as a means for reducing intraocular pressure (IOP) and/or increasing 

outflow facility, thereby preventing optic nerve damage and/or restoring vision.  

[00891 As described further herein, embodiments of the present disclosure include an antibody, 

or an antigen binding fragment thereof, which specifically binds human Angiopoietin-Like Protein 
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7(ANGPTL7), optionally wherein said human ANGPTL7 is a polypeptide which comprises or 

consists of the amino acid sequence of any one of SEQ ID NOs: 370 to 374.  

100901 In some embodiments, the antibody, or an antigen binding fragment thereof, exhibits 

any one or more the following functional characteristics: increases outflow facility compared to a 

control when administered to the eye of a subject, optionally wherein the control is vehicle 

treatment, dexamethasone treatment, ANGPTL7 protein treatment, or ANGPTL7 protein with an 

isotype control antibody treatment; and/or binds to ANGPTL7 with a Ko of about I00nM or lower; 

and/or binds to the same epitope on ANGPTL7 as an antibody comprising the VH and VL 

sequences of any one of the exemplary antibodies the sequences of which are provided in Table 

11; and/or competes for binding to ANGPTL7 with an antibody comprising the VH and VL 

sequences of any one of the exemplary antibodies the sequences of which are provided in Table 

11.  

100911 In some embodiments, the antibody, or an antigen binding fragment thereof, is 

monoclonal, optionally recombinant. In some embodiments, the antibody, or an antigen binding 

fragment thereof, is human, humanized, or chimeric.  

[0092] In some embodiments, the antibody, or an antigen binding fragment thereof, is a full 

length antibody, a single chain antibody, a single chain variable fragment (scFv), a variable 

fragment (Fv), a fragment antigen-binding region (Fab), a Fab-C, a Fab'-SH, a (Fab')2, a single

domain antibody (sdAb), a VHH antibody, a nanobody, a camelid-derived single-domain antibody, 

a shark IgNAR-derived single-domain antibody fragment (VNAR), a diabody, a triabody, an 

anticalin or an aptaier, optionally wherein the antibody is a full length antibody comprising an Fc 

region such as a human IgG1, IgG2, IgG3 or IgG4 region.  

[0093] In someerbodiments, the antibody, or an antigen binding fragment thereof, is 

coniugated to at least one additional moiety, optionally selected from: an antigen binding moiety, 

such as an antibody or antigen-binding fragment thereof, which is capable of specific binding to a 

target which is not human ANGPTL7, preferably wherein said target is expressed in the human 

eye; a therapeutic or cytotoxic moiety; a detection moiety; a purification moiety; a half-life 

extension moiety, optionally a polypeptide that is at least 20 amino acids in length and comprises 

any combination of G, A, S T, E, and P residue, which polypeptide is conjugated to the C- or N

terminus of the antibody.  
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100941 In some embodiments, the antibody, or an antigen binding fragment thereof is a 

polypeptide comprising: one, two or all three HCDRs of any one of the exemplary antibodies the 

sequences of which are provided in Table 11, and optionally also one, two or all three of the 

corresponding LCDRs of the exemplary antibody; and/or a VI sequence having at least 90% 

identity to the VI sequence of any one of the exemplary antibodies the sequences of which are 

provided in Table 11, and optionally also a VL sequence having at least 90% identity to the 

corresponding VL sequence of the exemplary antibody, preferably wherein variation is not 

permitted in the HCDRs or LCDRs; and/or all six CDRs of any of the exemplary antibodies 

exemplary antibodies the sequences of which are provided in Table 11; and/or the VH and VL 

sequences of any one of the exemplary antibodies the sequences ofwhich are provided inTable 

11; and/or the full length heavy chain (VIH constant) sequence of any one of the exemplary 

antibodies the sequences of which are provided in Table 11, and optionally also the corresponding 

full length light chain (VL + constant) sequence of the exemplary antibody.  

[00951 Embodiments of the present disclosure also include a polynucleotide encoding an 

antibody, or an antigen binding fragment thereof, of any of the preceding paragraphs, optionally 

wherein said polynucleotide comprises or consists of a nucleic acid sequence having at least 70%, 

80%, 90% or 100% identity to a nucleic acid sequence of any one of the exemplary antibodies the 

sequences of which are provided in Table 11 

[00961 Embodiments of the present disclosure also include an expression vector comprising 

the polynucleotide of the preceding paragraph, which is optionally an adeno-associated virus 

(AAV) vector, a lentiviral (LV) vector, a herpes simplex virus (HSV) vector, or a retrovirus vector.  

[0097] Embodiments of the present disclosure also include a pharmaceutical composition 

comprising an antibody, or an antigen binding fragment thereof, a polynucleotide, or a vector 

according to any one of the preceding paragraphs, and optionally: at least one pharmaceutically 

acceptable carrier, diluent or preservative; and/or at least one additional active ingredient. In some 

embodiments, the pharmaceutical composition is suitable for ocular administration to a subject, 

optionally by delivery using a conjunctival insert, a contact lens, a gel, a nanoparticle, a 

mucoadhesive polymer, an ointment, a solution, a suspension, eye drops, and/or an implant, 

preferably by injection intothe vitreous fluid.  

100981 Embodiments of the present disclosure also include the antibody, or an antigen binding 

fragment thereof, the polynucleotide, the vector, or the compositions of any of the preceding 
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paragraphs, for use as a medicament, optionally for use in a method of treating a disease of the eye 

in a subject. In some embodiments, the disease is characterized by increased intraocular pressure 

and/or reduced outflow facility in the eye of the subject. In some embodiments, the method 

comprises ocular administration of the antibody, preferably by injection into the vitreous fluid, and 

wherein said administration preferably relieves at least one symptom in the subject selected from 

eye pain, eye pressure, headaches, rainbow-colored halos around lights, low vision, blurred vision, 

narrowed vision, impaired peripheral vision, blind spots, nausea, vomiting, and red eyes. In some 

embodiments, the disease is glaucoma and/or a disease affecting the optic nerve or retinal ganglion 

cells, optionally wherein said glaucoma is primary or glucocorticoid-induced glaucoma.  

[00991 As described further herein, anti-ANGPTL7 antibodies were generated, and their 

structural and functional properties were elucidated. Based on these data, embodiments of the 

present disclosure include anti-ANGPTL7 antibodies, or antigen-binding fragments thereof, that 

are comprised of a heavy chain variable region (VH) comprising complementarity determining 

regions (CDRs) HCDRI, HCDR2, and HCDR3, and a light chain variable region (VL) comprising 

complementarity determining regions (CDRs) LCDR1, LCDR2, and LCDR3. In some 

embodiments, the HCDRl comprises one of the following amino acid sequences: (a) X1YX2IX 

(SEQ ID NO: 1), wherein Xi is S or D; X2 is G or Y; X3 is S or H; (b) TSGVGVG (SEQ ID NO: 

18); (c) X1X2X3MX4 (SEQ ID NO: 27), wherein Xi is V, S, D, or T X2 is Y, H, or F; X3 is D, G, 

S. or A; X4 is H, S, or (d) SX1SX2YWX3 (SEQ ID NO: 74), wherein Xi is S or ; X2 is S or 

Y; X3 is G or S. In some embodirents, the HCDR2 comprises one of the following amino acid 

sequences: (a) WIX1X2?XX4(XsTXYAQX XsX9G(SEQ ID NO: 7), wherein Xi is S, 1, or N; X2 

is A or P; X3 is Y or N; X4 is N or T; X5 is N or A; X is N or K; X7 is N or K; Xs is L or F; X9 is 

R or Q; (b) LIYWNDDKXiYSPSLKS (SEQ ID NO: 21), wherein Xi is R or Q; (c) 

X1X2X3X4X5X 6XvXsX9XioX1X12X1X14X15 (SEQ ID NO: 43), wherein Xi is G, T, S, A, V, H, 

or I; X2 is I or M; X3 is D, N, T, S, or G; X4 is P, W, S, G, or Y; Xs is D, A, N, S, or Y; X6 is G or 

S; X7 is D, G, Y, S, I, or N; Xs is T, S, N, I, Y, or D; Xo is Y, T, F, M, K, G, or I; Xio is Y, G, or 

F; X is P, Y, or A; X12 is G, D, or A; Xn is S or D; X14 is V, L, or S; Xis K or M; or (d) 

X1IYYSGSTX2SNPSLKS (SEQ ID NO: 78) wherein Xi is S, or Y, X2 is Y or S. In some 

embodiments, the I-ICDR3 comprises one of the following amino acid sequences: (a) SEQ ID NOs: 

13-17; (b) X1X2X3X4X5XTFFDX7 (SEQ ID NO: 24) wherein X1 is S, D, or N; X2 is Y or P; X3 is 

G or D; X4 is D or Y; Xs is Yor G; X6 is W or D; X7 is L or Y; (c) SEQ ID NOs: 59-73; or (d) 
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X1X2X3X 4GX5X 9X7X X9Y(SE Q ID NO: 82) wherein X1 is Q or A;X2 is Y or K; X3 is I or W; 

X4 is S or E; Xs is Tor D, X6 is E or Y, X7 is Y or F; Xs is For D; X9 is Q or Y.  

1001001 In addition to the above HCDRI, .HCDR2, and HCDR3 sequences, anti-ANGPTL7 

antibodies of the present disclosure include an LCDRI comprising an amino acid sequence of any 

of SEQ ID NOs: 87-97, SEQ ID NOs: 123-127, or SEQ ID NOs: 141-149; the LCDR2 comprises 

anaminoacid sequence of any of SEQ ID NOs: 99-109, SEQ ID NOs: 129-133, or SEQ ID NOs 

151-159; and the LCDR3 comprises an amino acid sequence of any of SEQ ID NOs: 111-121, 

SEQ ID NOs: 135-139, or SEQ ID NOs: 161-169.  

1001011 In some embodiments, the present disclosure provides anti-ANGPTL7 antibodies, or 

antigen-binding fragments thereof, that include a VH comprising complementarity determining 

regions HCDRI, HCDR2, and HCDR3, and a VL comprising complementarity determining 

regions LCDRI, LCDR2, and LCDR3. In some embodiments, the LCDR1 comprises one of the 

following amino acid sequences: (a) RASQX1IX2X3X4LX (SEQ ID NO: 86), wherein X1 is G or 

S; X2 is S, R, or Y; Xi is S, N, or I; X4 is W, D, or Y; X, is A, G, or N; (b) 

RSSQSLXIX2SX3X4X5X6YLX7 (SEQ ID NO: 122), wherein Xi is L or V;X2 is H. Y, or F; X3 is 

N or D: X4 is R or G; Xs is Y or N; X6 iNorT;Xis D or No r (c) RASQSVSXX2X3X4A (SEQ 

ID NO: 140), wherein Xi is S, N, or R; X2 is Y or S; X3 is L or Y; X4 is A or L. In some 

embodiments, the LCDR2 comprises one of the following amino acid sequences: (a) AXSSLX2S 

(SEQ ID NO: 98), wherein Xi is A or T; X is Q or P; (b) XX2SNRX3S (SEQ ID NO: 128), 

wherein Xi is L, K, or E; X2 is G orfV; X3 is A or D; or (c) XiASX2RAT (SEQ ID NO: 150), 

wherein Xi is D or G X2 is N, S, or T. In some embodiments, the LCDR3 comprises one of the 

following amino acid sequences: (a) XiQX2X3X4XsPXX7 (SEQ ID NO: 110), wherein Xi is L or 

Q; X2 is A, H, S, or D; X3 is N, F, or Y; X4 is S, T, or N; Xs is F, Y, or T; X6 is W, L, I, P, or Y; 

X- is T or Y; (b) MQXiX2X3XPXsT (SEQ ID NO: 134), wherein Xi is T or G X2 is L or T; X3 is 

Q orH; X4 is T or W; Xsis Y orW; or (c) QQX1X2X3X4X5X6T (SEQ ID NO: 160), wherein X1 is 

R, Y, or G; X2 is S, G, or Q; X3 is N, S, or V; X4 is W, S, Orf; Xs is P or L; X6 is L, S, P, or T.  

[001021 In addition to the above LCDR, LCDR2, and LCDR3 sequences, anti-ANGPTL7 

antibodies of the present disclosure include an ICDRI comprising an amino acid sequence of any 

of SEQ ID NOs: 2-6, SEQ ID NOs: 19-20, SEQ ID NOs: 28-42, or SEQ ID NOs: 75-77; the 

HCDR2 comprises an amino acid sequence of any of SEQ ID NOs: 8-12, SEQ ID NOs: 22-23, 
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SEQ ID NOs 44-58, or SEQ ID NOs: 79-81, and the HCDR3 comprises an amino acid sequence 

of any of SEQ ID NOs: 13-17, SEQ ID NOs: 25-26, SEQ ID NOs: 59-73, or SEQ ID NOs: 83-85.  

1001031 In some embodiments, an anti-ANGPTL7 antibody comprises the H-CDR1 of SEQ ID 

NO: 2, the HCDR2 of SEQ ID NO: 8, and the HCDR3 of SEQ ID NO: 13. In some embodiments, 

an anti-ANGPTL7 antibody comprises the HCDRI of SEQ ID NO: 3, the HCDR2 of SEQ ID NO: 

9, and the ICDR3 of SEQ ID NO: 14. In sone embodiments, an anti-ANGPTL7 antibody 

comprises the HCDRI of SEQ ID NO: 4, the HCDR2 of SEQ ID NO: 10, and the HCDR3 of SEQ 

ID NO: 15. In some embodiments, an anti-ANGPTL7 antibody comprises the HCDR1 of SEQ ID 

NO: 5, the HCDR2 of SEQ ID NO: 11, and the HCDR3 of SEQ ID NO: 16. In some embodiments, 

an anti-ANGPTL7 antibody comprises the HCDR1 of SEQ ID NO: 6, the HCDR2 of SEQ ID NO: 

12, and the HCDR3 of SEQ ID NO: 17. In some embodiments, an anti-ANGPTL7 antibody 

comprises the HCDRI of SEQ ID NO: 7, the HCDR2 comprises the amino acid sequence of SEQ 

ID NO: 14, and the HCDR3 of SEQ ID NO: 20. In some embodiments, an anti-ANGPTL7 

antibody comprises the HCDRI of SEQ ID NO: 19, the HCDR2 comprises the amino acid 

sequence of SEQ ID NO: 22, and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 

5.In some embodiments, an anti-ANGPTL7 antibody comprises the HCDR1 of SEQ ID NO: 20, 

the HCDR2 of SEQ ID NO: 23, and the HCDR3 of SEQ ID NO: 26 In some embodiments, an 

anti-ANGPTL7 antibody comprises the HCDR Iof SEQ ID NO: 28, the HCDR2 of SEQ ID NO: 

44, and the HCDR3 of SEQ ID NO: 59. In some embodiments, an anti-ANG-PTL7 antibody 

comprises the HCDR1 of SEQ ID NO: 29, the HCDR2 of SEQ ID NO: 45, and the HCDR3 of 

SEQ ID NO: 60. In some embodiments, an ant-ANGPTL7 antibody comprises the HCDRI of 

SEQ ID NO: 30, the HCDR2 of SEQ ID NO: 46, and the HCDR3 of SEQ ID NO: 61 In some 

embodiments, an anti-ANGPTI7 antibody comprises the HCDR_1 of SEQ ID NO: 31, the HCDR2 

of SEQ ID NO: 47, and the HCDR3 of SEQ ID NO: 62. In some embodiments, an anti-ANGPTL7 

antibody comprises the HCDRI of SEQ ID NO: 32, the HCDR2 of SEQ ID NO: 48, and the 

HCDR3 of SEQ ID NO: 63. In some embodiments, an anti-ANGPTL7 antibody comprises the 

HCDRi of SEQ ID NO: 33, the HCDR2 of SEQ ID NO: 49, and the HCDR3 of SEQ ID NO: 64.  

In some embodiments, an anti-ANGPTL7 antibody comprises the HCDR1 of SEQ ID NO: 34, the 

HCDR2 of SEQ ID NO: 50, and the HCDR3 of SEQ ID NO: 65. In some embodiments, an anti

ANGPTL7 antibody comprises the HCDRI of SEQ ID NO: 35, the HCDR2 of SEQ ID NO: 51, 

and the HCDR3 of SEQ ID NO: 66. In some embodiments, an anti-ANGPTL7 antibody comprises 
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the HCDRI of SEQ ID NO: 36, the HCDR2 of SEQ ID NO: 52, and the HCDR3 of SEQ ID NO: 

67. In some embodiments, an anti-ANGPTL7 antibody comprises the HCDRI of SEQ ID NO: 37, 

the HCDR2 of SEQ ID NO: 53, and the HCDR3 of SEQ ID NO: 68. In some embodiments, an 

anti-ANGPTL7 antibody comprises the HCDR1 of SEQ ID NO: 38, the HCDR2 of SEQ ID NO: 

54, and the HCDR3 of SEQ ID NO: 69. In some embodiments, an anti-ANGPTL7 antibody 

comprises the HCDRI of SEQ ID NO: 39, the HCDR2 of SEQ ID NO: 55, and the I-CDR3 of 

SEQ ID NO: 70. In some embodiments, an anti-ANGPTL7 antibody comprises the HCDRI of 

SEQ ID NO: 40, the HCDR2 of SEQ ID NO: 56, and the HCDR3 of SEQ ID NO: 71. In some 

embodiments, an anti-ANGPTL7 antibody comprises the HCDR1 of SEQ ID NO: 41, the HCDR2 

of SEQ ID NO: 57, and the HCDR3 of SEQ ID NO: 72. In some embodiments, an anti-ANGPTL7 

antibody comprises the HCDRI of SEQ ID NO: 42, the HCDR2 of SEQ ID NO: 58, and the 

HCDR3 of SEQ ID NO: 73. In some embodiments, an anti-ANGPTL7 antibody comprises the 

HCDRI of SEQ ID NO: 75, the HCDR2 of SEQ ID NO: 79, and the HCDR3 of SEQ ID NO: 83.  

In some embodiments, an anti-ANGPTL7 antibodycomprises the HCDRI of SEQ ID NO: 76, the 

HCDR2 of SEQ ID NO: 80, and the HCDR3 of SEQ ID NO: 84, In some embodiments, an anti

ANGPTL7 antibody comprises the HCDRI of SEQ ID NO: 77, the HCDR2 of SEQ ID NO: 81 

and the HCDR3 of SEQ ID NO: 85, 

[00104] In sorne embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of SEQ ID 

NO: 87, the LCDR2 of SEQ ID NO: 99, and the LCDR3 of SEQ ID NO: 111. In some 

embodiments, an anti-ANGPTL7 antibody comprises the LCDRI of SEQ ID NO: 88, the LCDR2 

of SEQ ID NO: 100, and the LCDR3 of SEQ ID NO: 112, In some embodiments, an anti

ANGPTL7 antibody comprises the LCDR1 of SEQ ID NO: 89, the LCDR2 of SEQ ID NO: 101, 

and the LCDR3 of SEQ ID NO: 113. In some embodiments, an anti-ANGPTL7 antibody 

comprises the LCDR1 of SEQ ID NO: 90, the LCDR2 of SEQ ID NO: 102, and the LCDR3 of 

SEQ ID NO: 114. In some embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of 

SEQ ID NO: 91, the LCDR2 of SEQ ID NO: 103, and the LCDR3 of SEQ ID NO: 115. In some 

embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of SEQ ID NO: 92, the LCDR2 

of SEQ ID NO: 104, and the LCDR3 of SEQ ID NO: 116. In some embodiments, an anti

ANGPTL7 antibody comprises the LCDRI of SEQ ID NO: 93, the LCDR2 of SEQ ID NO: 105, 

and the LCDR3 of SEQ ID NO: 117. in some embodiments, an anti-ANGPTL7 antibody 

comprises the LCDRi of SEQ ID NO: 94, the LCDR2 of SEQ ID NO: 106, and the LCDR3 of 
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SEQ ID NO: 118. In some embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of 

SEQ ID NO: 95, the LCDR2 of SEQ ID NO: 107, and the LCDR3 of SEQ ID NO: 119. In some 

embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of SEQ ID NO: 96, the LCDR2 

of SEQ ID NO: 108, and the LCDR3 of SEQ ID NO: 120. In some embodiments, an anti

ANGPTL7 antibody comprises the LCDR of SEQ ID NO: 97, the LCDR2 of SEQ ID NO: 109, 

and the LCDR3 of SEQ ID NO: 121. In some embodiments, an anti-ANGPTL7 antibody 

comprises the LCDRI of SEQ ID NO: 123, the LCDR2 of SEQ ID NO: 129, and the LCDR3 of 

SEQ ID NO: 135. In some embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of 

SEQ ID NO: 124, the LCDR2 of SEQ ID NO: 130, and the LCDR3 of SEQ ID NO: 136. In some 

embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of SEQ ID NO: 125, the HCDR2 

of SEQ ID NO: 131, and the LCDR3 of SEQ ID NO: 137. In some embodiments, an anti

ANGPTL7 antibody comprises the LCDRI of SEQ ID NO: 126, the LCDR2 of SEQ ID NO: 132, 

and the LCDR3 of SEQ ID NO: 138. In some embodiments, an anti-ANGPTL7 antibody 

comprises the LCDR1 of SEQ ID NO: 127, the LCDR2 of SEQ ID NO: 133, and the LCDR3 of 

SEQ ID NO: 139. In some embodiments, an anti-ANGPTL7 antibody comprises the LCDRI of 

SEQ ID NO: 14.1, the LCDR2 of SEQ ID NO: 151, and the LCDR3 of SEQ ID NO: 161. In some 

embodiments, an anti-ANGPTL7 antibody comprises the LCDRI of SEQ ID NO: 142, the LCDR2 

of SEQ ID NO: 152, and the LCDR3 of SEQ ID NO: 162. In some embodiments, an anti

ANGPTL7 antibody comprises the LCDR1 of SEQ ID NO: 143, the LCDR2 of SEQ ID NO: 153, 

and the LCDR3 of SEQ ID NO: 163. In some embodiments, an anti-ANGPTL7 atibody 

comprises the LCDR1 of SEQ ID NO: 144, the LCDR2 of SEQ ID NO: 154, and the LCDR3 of 

SEQ ID NO: 164. In some embodiments, an anti-ANGPTL7 antibody comprises the LCDRI of 

SEQ ID NO: 145, the LCDR2 of SEQ ID NO: 155, and the ICDR3 SEQ ID NO: 165. In some 

embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of SEQ ID NO: 146, the LCDR2 

of SEQ ID NO: 156, and the LCDR3 of SEQ ID NO: 166, In some embodiments, an anti

ANGPTL7 antibody comprises the LCDR1 of SEQ ID NO: 147, the LCDR2 of SEQ ID NO: 157, 

and the LCDR3 of SEQ ID NO: 167. In some embodiments, an anti-ANGPTL7 antibody 

comprises the LCDRI of SEQ ID NO: 148, the LCDR2 of SEQ ID NO: 158, and the LCDR3 of 

SEQ ID NO: 168. In some embodiments, an anti-ANGPTL7 antibody comprises the LCDRI of 

SEQ ID NO: 149, the LCDR2 of SEQ ID NO: 159, and the LCDR3 of SEQ ID NO: 169.  
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1001051 In some embodiments, the VH of the anti-ANGPTL7 antibodies of the present 

disclosure includes an amino acid sequence that is at least 90% identical (e.g., at least 91%, at least 

92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, 

or 100% identical) to any of: (a) SEQ ID NOs: 170-174; (b) SEQ ID NOs: 190-191; (c) SEQ ID 

NOs: 198-212; or (d) SEQ ID NOs: 258-260. In some embodiments, the VL of the anti-ANGPTL7 

antibodies of the present disclosure includes an amino acid sequence that is at least 90% identical 

(e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97, 

at least 98%, at least 99%, or 100% identical) to any of: (a) SEQ ID NOs: 180-184; (b) SEQ ID 

NOs: 194-195; (c) SEQ ID NOs: 228-242; or (d) SEQ ID NOs: 264-266.  

[001061 In some embodiments, the VH comprises an amino acid sequence that is at least 90% 

identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at 

least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 170 and the VL comprises 

an amino acid sequence that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, 

at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100%identical) 

to SEQ ID NO: 180, In some embodiments, the VH comprises an amino acid sequence that is at 

least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at 

least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 171 and the 

VL comprises an amino acid sequence that is at least 90% identical (e.g.. at least 91%, at least 

92%, at least 93%, at least 94%. at least 95%. at least 96%, at least 97%, at least 98%., at least 99%, 

or 100% identical) to SEQ ID NO: 181. In some embodiments, the VH comprises an amino acid 

sequence that is at least 90% identical (e.g.. at least 91%, at least 92%, at least 93%, at least 94%, 

at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID 

NO: 172 and the VL comprises an amino acid sequence that is at least 90% identical (e.g., at least 

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, 

at least 99%, or 100% identical) to SEQ ID NO: 182. In some embodiments, the VH comprises an 

aminoacid sequence that's at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at 

least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100%identical) 

to SEQ ID NO: 173 and the VL comprises an amino acid sequence that is at least 90% identical 

(e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, 

at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 183. In some embodiments, the VH 

comprisesanaminoacid sequence that is at least 90% identical (e.g., at least 91%, at least 92%, 
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at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 

100% identical) to SEQ ID NO: 174 and the VL comprises an amino acid sequence that is at least 

90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 

96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 184. In some 

embodiments, the VH comprises an amino acid sequence that is at least 90% identical (e.g., at least 

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, 

at least 99%, or 100% identical) to SEQ ID NO: 190 and the VL comprises an amino acid sequence 

that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 

194. In some embodiments, the \H comprises an amino acid sequence that is at least 90% identical 

(e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%., at least 96%, at least 97%, 

at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 191 and the VL comprises an amino 

acid sequence that is at least 90% identical (e.g., at least 91%. at least 92%, at least 93%, at least 

94%, at least 95%, at least 96%, at least 97%, at least 98%., at least 99%, or 100% identical) to 

SEQ ID NO: 195. In some embodiments, the VH comprises an amino acid sequence that is at least 

90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 

96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 198 and the VL 

comprisesanaminoacidsequence that is at least 90% identical(e.g.,at least 91%, at least 92%, 

at least 93%, at least 94%, at least 95%. at least 96%, at least 97%, at least 98%, at least 99%, or 

100% identical) to SEQ ID NO: 228. In some embodiments, the VH comprises an amino acid 

sequence that is at least 90% identical (e.g.. at least 91%, at least 92%, at least 93%, at least 94%, 

at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID 

NO: 199 and the VL comprises an amino acid sequence that is at least 90% identical (e.g., at least 

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, 

at least 99%, or 100% identical) to SEQ ID NO: 229. In some embodiments, the VH comprises an 

aminoacid sequence that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at 

least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100%identical) 

to SEQ ID NO: 200 and the VL comprises an amino acid sequence that is at least 90% identical 

(e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, 

at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 230. In some embodiments, the VH 

comprisesanaminoacid sequence that is at least 90% identical (e.g., at least 91%, at least 92%, 
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at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 

100% identical) to SEQ ID NO: 201 and the VL comprises an amino acid sequence that is at least 

90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 

96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 231. In some 

embodiments, the VH comprises an amino acid sequence that is at least 90% identical (e.g., at least 

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, 

at least 99%, or 100% identical) to SEQ ID NO: 202 and the VL comprises an amino acid sequence 

that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 

232. In someembodiments. the VHcomprisesanaminoacid sequencethatis atleast 90% identical 

(e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%., at least 96%., at least 97%, 

at least 98%, at least 99%., or 100% identical) to SEQ ID NO: 203 and the VL comprises an amino 

acid sequence that is at least 90% identical (e.g., at least 91% at least 92%, at least 93%, at least 

94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to 

SEQ ID NO: 233. In some embodiments, the VH comprises an amino acid sequence that is at least 

90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 

96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 204 and the VL 

comprisesanaminoacidsequence that is at least 90% identical(e.g.at least 91%, at least 92%, 

at least 93%, at least 94%, at least 95%. at least 96%, at least 97%, at least 98%, at least 99%, or 

100% identical) to SEQ ID NO: 234. In some embodiments, the VH comprises an amino acid 

sequence that is at least 90% identical (e.g.. at least 91%, at least 92%, at least 93%, at least 94%, 

at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID 

NO: 205 and the VL comprises an amino acid sequence that is at least 90% identical (e.g., at least 

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, 

at least 99%, or 100% identical) to SEQ ID NO: 235. In some embodiments, the VH comprises an 

aminoacid sequence that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at 

least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100%identical) 

to SEQ ID NO: 206 and the VL comprises an amino acid sequence that is at least 90% identical 

(e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, 

at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 236. In some embodiments, the VH 

comprisesanaminoacid sequence that is at least 90% identical (e.g., at least 9i%, at least 92%, 
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at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 

100% identical) to SEQ ID NO: 207 and the VL comprises an amino acid sequence that is at least 

90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 

96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 237. In some 

embodiments, the VH comprises an amino acid sequence that is at least 90% identical (e.g., at least 

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, 

at least 99%, or 100% identical) to SEQ ID NO: 208 and the VL comprises an amino acid sequence 

that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 

238. In some embodiments. the \H comprises an amino acid sequence that is at least 90% identical 

(e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%., at least 96%., at least 97%, 

at least 98%, at least 99%., or 100% identical) to SEQ ID NO: 209 and the VL comprises an amino 

acid sequence that is at least 90% identical (e.g., at least 91% at least 92%, at least 93%, at least 

94%, at least 95%, at least 96%, at least 97%, at least 98%., at least 99%, or 100% identical) to 

SEQ ID NO: 239. In some embodiments, the VH comprises an amino acid sequence that is at least 

90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 

96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 210 and the VL 

comprisesanaminoacidsequence that is at least 90% identical(e.g.at least 91%, at least 92%, 

at least 93%, at least 94%, at least 95%. at least 96%, at least 97%, at least 98%, at least 99%, or 

100% identical) to SEQ ID NO: 240. In some embodiments, the VH comprises an amino acid 

sequence that is at least 90% identical (e.g.. at least 91%, at least 92%, at least 93%, at least 94%, 

at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID 

NO: 211 and the VL comprises an amino acid sequence that is at least 90% identical (e.g., at least 

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, 

at least 99%, or 100% identical) to SEQ ID NO: 241. In some embodiments, the VH comprises an 

aminoacid sequence that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at 

least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100%identical) 

to SEQ ID NO: 212. and the VL comprises an amino acid sequence that is at least 90% identical 

(e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, 

at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 242. In some embodiments, the VH 

comprisesanaminoacid sequence that is at least 90% identical (e.g., at least 9i%, at least 92%, 
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at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 

100% identical) to SEQ ID NO: 258 and the VL comprises an amino acid sequence that is at least 

90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 

96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 264. In some 

embodiments, the VH comprises an amino acid sequence that is at least 90% identical (e.g., at least 

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, 

at least 99%, or 100% identical) to SEQ ID NO: 259 and the VL comprises an amino acid sequence 

that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 

265. In some embodiments. the \H comprises an amino acid sequence that is at least 90% identical 

(e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%., at least 96%, at least 97%, 

at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 260 and the VL comprises an amino 

acid sequence that isat least 90% identical (e.g., at least 91% at least 92%, at least 93%, at least 

94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to 

SEQ ID NO: 266.  

[00107] Nucleic acid or amino acid sequence"identity,"as described herein, can be determined 

by comparing a nucleic acid or amino acid sequence of interest to a reference nucleic acid or amino 

acid sequence. A number of mathematical algorithms for obtaining the optimal alignment and 

calculating identity between two or more sequences are known and incorporated into a number of 

available software programs. Examples of such programs include CLUSTAL-WT-Coffee,an 

ALIGN (for alignment of nucleic acid and amino acid sequences), BLAST programs (e.g., BLAST 

2.1,BL2SEQ, and later versions thereof) and FASTA programs (e.g., FASTA3x, FASTM, and 

SSEARCH) (for sequence alignment and sequence similarity searches). Sequence alignment 

algorithms also are disclosed in, for example, Altschul et al., .A Molecuiar Biol., 215(3): 403-410 

(1990), Beigert et al. Proc. Nall. Acad. Si. UA, 106(10): 3770-3775 (2009), Durbin et al., eds., 

Biological Sequence Analysis: Probabilistic Models ofjProteins and Nucleic Acids, Cambridge 

University Press, Cambridge, UK (2009), Soding, Biointbrnatics, 21(7): 951-960 (2005), Altschul 

et al., NucleicAcids Res., 25(17): 3389-3402 (1997), and Gusfield, Algorithms on Stings, Trees 

andSequences, Cambridge University Press, Cambridge UK (1997)).  

1001081 As would be recognized by one of ordinary skill in the art based on the present 

disclosure, one or more amino acids of the aforementioned anti-ANGPTL7 antibodies, or antigen 
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fragments thereof, can be replaced or substituted with a different amino acid. An amino acid 

replacementn" or "substitution" refers to the replacement of one amino acid at a given position or 

residue by another amino acid at the same position or residue within a polypeptide sequence.  

Amino acids are broadly grouped as "aromatic" or "aliphatic." An aromatic amino acid includes 

an aromatic ring. Examples of "aromatic" amino acids include histidine (H or His), phenylalanine 

(F or Phe), tyrosine (Y orTyr), and tryptophan (W orTrp). Non-aromatic amino acids are broadly 

grouped as "aliphatic." Examples of aliphaticc" anino acids include glycine (G or Gly), alanine 

(A or Ala), valine (V or Val), leucine (L or Leu), isoleucine (I or Ile), methionine (M or Met), 

serine (S or Ser), threonine (T orThr), cysteine (C or Cys), proline (P or Pro), glutamic acid (E or 

Glu), aspartic acid (A or Asp), asparagine (N or Asn), glutamine (Q or Gln), lysine (K or Lys), and 

arginine (R or Arg). Aliphatic amino acids may be sub-divided into four sub-groups. The "large 

aliphatic non-polar sub-group" consists of valine, leucine, and isoleucine. The "aliphatic slightly

polar sub-group" consists of methionine, serine, threonine, and cysteine. The "aliphatic 

polar/charged sub-group" consists of glutamic acid, aspartic acid, asparagine., glutamine, lysine, 

and arginine. The "small-residue sub-group" consists of glycine and alanine. The group of 

charged/polar amino acids may be sub-divided into three sub-groups: the"positively-charged sub

group" consisting of lysine and arginine, the "negatively-charged sub-group" consisting of 

glutamic acid and aspartic acid, and the"polar sub-group" consisting of asparagine and glutamine.  

Aromatic amino acids may be sub-divided into two sub-groups: the "nitrogen ring sub-group" 

consisting of histidine and tryptophan and the"phenyl sub-group" consisting of phenylalanine and 

tyrosine.  

[00109] The anino acid replacement or substitution can be conservative, semi-conservative, or 

non-conservative. The phrase "conservative amino acid substitution" or "conservative mutation" 

refers to the replacement of one amino acid by another anino acid with a common property. A 

functional way to define common properties between individual ainino acids is to analyze the 

normalized frequencies of amino acid changes between corresponding proteins of homologous 

organisms (Schulz and Schirmer, Principles of Protein Structure, Springer-Verlag, New York 

(1979)). According to such analyses, groups of amino acids may be defined where amino acids 

within a group exchange preferentially with each other, and therefore resemble each other most in 

their impact on the overall protein structure. Examples of conservative amino acid substitutions 

include substitutions of amino acids within the sub-groups described above, for example, lysine 
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for arginine and vice versa such that a positive charge may be maintained, glutamic acid for 

aspartic acid and vice versa such that a negative charge may be maintained, serine for threonine 

such that a free -O1 can be maintained, and glutamine for asparagine such that a free -NH2 can be 

maintained. "Semi-conservative mutations" include amino acid substitutions of amino acids within 

the same groups listed above, but not within the same sub-group. For example, the substitution of 

aspartic acid for asparagine, or asparagine for lysine, involves amino acids within the same group, 

but different sub-groups. "Non-conservative mutations" involve amino acid substitutions between 

different groups, for example, lysine for tryptophan, or phenylalanine for serine, etc.  

1001101 In addition, one or more amino acids can be inserted into the anti-ANGPTL7 

antibodies, or antigen-binding fragments thereof (e.g., insertion into the heavy and/or light chain 

variable region amino acid sequence). Any number of suitable amino acids can be inserted into the 

amino acid sequence of the antibody or antigen-binding fragment thereof. In this respect, at least 

one aminoacid(e.g., 2 or more, 5 or more, or 10 or more amino acids), but not more than 20 amino 

acids (e.g., 18 or less, 15 or less, or 12 or less amino acids), can be inserted into the amino acid 

sequence of the antibody or antigen-binding fragment thereof Forexample, 1-10 amino acids (e.g., 

1, 2, 3, 4, 5, 6, 7, 8, 9, or 10 amino acids) may be inserted into the amino acid sequence of the 

monoclonal antibody or antigen-binding fragment thereof. In this respect, the amino acid(s) can 

be inserted into an antibody or antigen-binding fragment thereof in any suitable location.  

Preferably, the amino acid(s) are inserted into a CDR (e.g., CDR1, CDR2, or CDR3) of the 

antibody or antigen-binding fragment thereof.  

[00111] The amino acid sequences of the anti-ANGPTL7 antibodies, or antigen-binding 

fragments thereof, are not limited to the specific amino acid sequences described herein. Indeed, 

an anti-ANGPTL7 antibody or antigen-binding fragment thereof can comprise any heavy chain 

polypeptide or light chain polypeptide that competes with the anti-ANGPTL7 antibodies or 

antigen-binding fragments thereof for conformational binding to ANGPTL7. Antibody 

competition can be assayed using routine peptide competitionassayssuchas,forexample,ELISA, 

Western blot, or immunohistochemistry methods (see, e.g., U.S. Patents 4,828,981 and 8,568,992; 

and Braitbard et al., Proteome Sci., 4: 12 (2006)).  

[001121 An anti-ANGPTL7 antibody of the present disclosure may be a whole antibody, or an 

antigen-binding fragment of a whole antibody. As defined herein, antigen-binding antibody 

fragments encompassed by the present disclosure include, but are not limited to, F(ab')2, Fab', 
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Fab, Fv, scFv, dsFv, dAb, and single chain binding polypeptides. Antibody fragments and their 

therapeutic utility are further described in, e.g., Nelson, A.L., MAbs. 2010Jan-Feb; 2(1): 77-83; 

Joosten et al., Microbial Cell Factories volume 2, Article number: 1 (2003); and Bates A, Power 

CA., Antibodies (Basel). 2019;8(2):28; doi:10.3390/antib8020028). In some embodiments, the 

anti-ANGPTL7 antigen-binding fragment is a single-chain variable fragment (scFv), which is an 

engineered antibody generated by the fusion of the heavy (Vi) and light chains (VL) of 

immunoglobulins through a short polypeptide linker. Single chain variable domain (Fv) fragments 

(scFv) are used in the art in a variety of clinical and therapeutic applications, primarily due to their 

improved pharmacokinetic properties as compared to the parent monoclonal antibodies and the 

relative ease of producing them in large quantities at low cost (Monnier et al., Antibodies 2013, 

2(2), 193-208; doi.org/10.3390/antib2020193; Safdari et al., Mol Med. 2016; 22: 258-270; and Lu, 

R., Hwang, Y., Liu, I. et al. Development of therapeutic antibodies for the treatment of diseases. J 

Biomed Sci 27, 1 (2020). https://doi.org/10.1186/s12929-019-0592-z).  

[001131 An anti-ANGPTL7 antibody of the present disclosure may be a diabody. Diabodies are 

antibody fragments with two antigen-binding sites that may be bivalent or bispecific. See, for 

example, EP404,097; WO 1993/01161; Hudson etal., at.Me. 9:129-134 (2003); andHollinger 

et al., Proc. Natl Acad. Sci. USA 90: 6444-6448 (1993). Triabodies and tetrabodies are also 

described in Hudson et al., Mat. Med. 9:129-134 (2003). An anti-ANGPTL7 antibody of the 

present disclosure may be a single-domain antibody (also referred to as a nanobody). Single

domain antibodies are antibody fragments comprising all or a portion of the heavy chain variable 

domain or all or a. portion of the light chain variable domain of an antibody. In certain 

embodiments, a single-domain antibody is a human single-domain antibody (Domantis, Inc., 

Waltham, Mass.; see, e.g., US. Pat. No. 6,248,516 B1). Antibody fragments can be made by 

various techniques, including but not limited to proteolytic digestion of an intact antibody as well 

as production by recombinant host cells (e.g., . coli or phage), as described herein.  

[00114] In other embodiments, the anti-ANGPTL7 antibody is a whole antibody. As defined 

herein, awhole antibody comprises two identical copies of a heavy (1-) chain polypeptide and two 

identical copies of a light (L) chain polypeptide. Each of the heavy chains contains one N-terminal 

variable (VF) region and three C-terminal constant(C1, CH2, and CR3) regions, and each light 

chain contains one N-terminal variable (Vt) region and one ('-terminal constant (C1). The heavy 

chain C-terminal constant region contains the fragment crystallizable (Fc) domain, which 
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determines antibody class and is responsible for humoral and cellular effector functions.  

Antibodies are divided into five major classes (or "isotypes"), IgG, IgM, IgA, IgD and IgE,which 

differ in their function in the immune system. IgGs are the most abundant immunoglobulins in the 

blood, representing 60% of total serum antibodies in humans. IgG antibodies may be subclassified 

as IgG1, lgG2, IgG3, and IgG4, named in order of their abundance in serum (IgGI being the most 

abundant) (Vidarsson et al., Frontiers in Immunology. 5: 520 (2014)). A whole anti-ANGPTL7 

monoclonal antibody described herein may be of any suitable class and/or subclass. In some 

embodiments, the monoclonal antibody is of class IgG (e.g., IgGl, IgG2, IgG3, or IgG4). For 

example, the monoclonal antibody may be an IgGI antibody.  

[001151 As discussed above, the Fe domain mediates several effector functions of antibodies, 

such as binding to receptors on target cells and complement fixation (triggering effector functions 

that eliminate the antigen). In some embodiments, the Fe domain may be modified or engineered 

to alter its effector functions. For example, Fe domains may be modified to improve antibody

dependent cellular cytotoxicity (ADCC) and antibody-dependent cellular phagocytosis (ADCP), 

and to control serum half-life. In some embodiments, the Fe domain of the anti-ANGPTL7 

antibody may be engineered to modulate affinity for an Fc receptor, such as Fcy receptors (FcyRs) 

and the neonatal Fc receptor (FcRn). Indeed, optimization of the interactions between antibodies 

and FcyRs has emerged as a promising approach for enhancing the activity of therapeutic 

antibodies for the treatment of various diseases (Mimoto et al., Curr. Pharm. Biotechnol. 17, 1298

1314 (2016); Lazar et al., Proc. Natl Acad. Sci. USA 103, 4005-4010 (2006); Richards et al, Mol.  

Cancer Ther. 7, 2517-2527 (2008); Nordstrom et al., Breast Cancer Res. 13, R123 (2011); and 

Kang, T.H., Jung, ST., Exp Mol Med 51, 1-9 (2019)). The Fe domain also may be modified to 

improve serum half-life, e.g., by engineering IgG Fe for higher FcRn binding (Zalevsky et al., Nat.  

Biotechnol. 28, 157-159 (2010); and Dall'Acqua et al., J. Immunol. 169, 5171-5180 (2002)). In 

other embodiments, the Fe domain may be modified to create nonovalency or antibody 

bispecificity for improving therapeutic potency. For example, an Fe domain may be generated that 

does not form a homodimer but remains as a soluble monomer, mFc, that exhibits high affinity for 

FcyRI but no detectable binding to FcyRlla. In other embodiments, a heterodimeric Fe domain 

may be generated to obtain bispecific properties for antigen binding to circumvent homodimer 

formation. Engineered Fe domains may be generated by inducing point mutations or by modifying 

glycosylation of the Fc domain (Saunders, K.O., Front Immunol. 2019;10:1296; Kelley, R.F., 
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Meng, Y.G., Liu et al., J Biol Chem. 2014;289:3571-90; Monnet et al., MAbs. 2014;6:422-36; Li 

et al., Proc Natl Acad SciU S A. 2017;114:3485-90; and Lin et al., Proc Natl Acad Sci U S A.  

2015;112:10611-6; Kang and Jung, supra).  

Multispecific Anti-ANGPTL7 Antibodies 

1001161 As described above, the anti-ANGPTL7 antibodies of the present disclosure can be a 

monoclonal antibody, a human antibody, a humanized antibody, and/or a chimeric antibody. In 

some embodiments, the antibody is a fragment selected from the group consisting of Fab, Fab-C, 

Fab'-SH, Fv, scFv, and (Fab')2 fragments. In some embodiments, the anti-ANGPTL7 antibody is 

a monospecific antibody. In some embodiments, the anti-ANGPTL7 antibody is a bispecific 

antibody. In some embodiments, the anti-ANGPTL7 antibody comprises two or more single

domain antibodies that form a bivalent antibody, a trivalent antibody, or a tetravalent antibody that 

recognizes different epitopes on the same or different antigens.  

1001171 In some embodiments, an anti-ANGPTL7 antibody provided herein is a chimeric 

antibody. Certain chimeric antibodies are described, for example, in U.S. Pat. No. 4,816,567; and 

Morrison et al., Proc. Natl. Acad. Sci. US4. 81:6851-6855 (1984). In one example, a chimeric 

antibody comprises a non-human variable region (e.g., a variable domain derived from a mouse, 

rat, hamster, rabbit, or non-human primate, such as a monkey) and a human constant domain. In a 

further example, a chimeric antibody is a"class switched" antibody in which the class or subclass 

has been changed from that of the parent antibody. Chimeric antibodies include antigen-binding 

fragments thereof.  

[00118] In certain embodiments, a chimeric antibody is a humanized antibody. Typically, a 

non-human antibody is humanized to reduce immunogenicity to humans, while retaining the 

specificity and affinity of the parental non-human antibody. Generally, a humanized antibody 

comprises one or more variable domains in which HVRs, for example, CDRs, (or portions thereof) 

are derived from a non-human antibody, and FRs (or portions thereof) are derived from human 

antibody sequences. A humanized antibody optionally will also comprise at least a portion of a 

human constant region. In some embodiments, some FR residues in a humanized antibody are 

substituted with corresponding residues from a non-human antibody (e.g., the antibody from which 

the HVR residues are derived), e.g., to restore or improve antibody specificity or affinity.  

1001191 Humanized antibodies and methods of making them are reviewed, for example, in 

Almagro and FranssonFront. Biosci. 13:1619-1633 (2008), and are further described, for 
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example, in Riechmann et al., Nature 332:323-329 (1988); Queen et al., Piroc. Nat Acad. Sci.  

USA 86:10029-10033 (1989); U.S. Pat. Nos. 5,821,337, 7,527,791, 6,982,321, and 7,087,409; 

Kashmiri et al., Methods36:25-34 (2005) (describing specificity determining region (SDR) 

grafting); Padlan, Mo!.lnmnunoL 28:489-498 (1991) (describing "resurfacing"); Dall'Acqua et 

al., Methods 36:43-60 (2005) (describing "FR shuffling"); and Osbourn et al., Mehods 36:61-68 

(2005) and Klinka et al., Br. J. Cancer, 83:252-260 (2000) (describing the "guided selection" 

approach to FR shuffling).  

[001201 In accordance with the above embodiments, an anti-ANGPTL7 antibody of the present 

disclosure can be made into bivalent, trivalent, or tetravalent formats. For example, an anti

ANGPTL7 antibody of the present disclosure can be a bivalent, bispecific antibody with 

heteromeric heavy chains (e.g., Triomab, knobs-into-holes (KIH), Duobody, etc). An anti

ANGPTL7 antibody of the present disclosure can be a tetravalent multispecific antibody 

comprised of IgGs with other binding domains fused to either the N- or C-termini of either the 

heavy or light chains (e.g., dual variable domain [DVD], IgG-scFv fusion, Mabtyrin (IgG with 

non-antibody binding scaffold "centyrin" fused to C-terminal end of heavy chains). An anti

ANGPTL7 antibody of the present disclosure can be comprised of IgGs to which additional 

antigen combining sites have been added within the structure (eg., two-in-one antibodies, MAT 

"Modular Antibody Technology" platform from F-Star). An anti-ANGPTL7 antibody of the 

present disclosure can be an engineered antibody fragment linked by short peptide linkers which 

can be made into bivalent, trivalent, or tetravalent formats addressing two to three targets (e.g., 

bispecific T-cell engager (BiTE), Nanobody platform, dual- affinity re-targeting (DART) 

antibodies, "tandem antibody" structures (TandAbs)). And an anti-ANGPTL7 antibody of the 

present disclosure can be comprised of chemically coupled IgGs.  

[00121] In some embodiments, an anti-ANGPTL7 antibody of the present disclosure is a 

multispecific antibody, such as a bispecific antibody, which have binding specificities forat least 

two different antigens. In some embodiments, the anti-ANGPTL7 antibodies of the present 

disclosure, or antigen-binding fragments thereof, can be used to form one arm (e.g., antigen

binding portion) of a bispecific antibody, whereas the other arm of the bispecific antibody can be 

specific for a different antigen. In some embodiments, the other antigen includes, but is not limited 

to, interleukin-I beta (IL-1), interleukin-6 (IL-6); interleukin-6 receptor (IL-6R); interleukin-13 

(IL-13); IL-13 receptor (IL-13R); PDGF (e.g., PDGF-BB); angiopoietin; angiopoietin 2 (Ang2); 
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Tie2; SIP; integrins av33, avp5, and a531; betacelluin; apelin/APJ; erythropoietin; complement 

factor D;TNFa; HtrA, a VEGF receptor (e.g., VEGFRI, VEGFR2, VEGFR3, membrane-bound 

VEGF-receptor (mbVEGFR), or soluble VEGF receptor (sVEGFR)); ST-2 receptor; and proteins 

genetically linked to age-related macular degeneration (AMD) risk, such as complement pathway 

components C2, factor B, factor -, CFHR3, C3b, C5, C5a, and C3a;HtrA ARMS2 TIMP3; 

HLA, interleukin-8 (IL-8); CX3CR1; TLR3; TLR4; CETP; LIPC; COL10AI; and TNFRSF0A.  

1001221 In some embodiments, a bispecific antibody of the present disclosure includes an anti

ANGPTL7 antibody, or an antigen-binding fragment thereof, and an anti-VEGF antibody, or an 

antigen-binding fragment thereof Such bispecific antibodies can be used to target different 

mechanisms, and thus provide additional therapeutic benefits. For example, the anti-ANGPTL7 

arm can be any of the anti-ANGPTL7 antibodies of the present disclosure., and the anti-VEGF arm 

can be any VEGF antagonist, including but not limited to, anti-VEGF antibodies (e.g., 

bevacizumab, sevacizumab, and ranibizumab), anti-VEGFR2 antibodies and related molecules 

(e.g., ramucirumab, tanibirumab, aflibercept), anti-VEGFRI antibodies and related molecules 

(e.g,, icrucumab, aflibercept (VEGF Trap-Eye; EYLEA@), and ziv-aflibercept (VEGF Trap; 

ZALTRAP®)), anti-VEGF arms of VEGF bispecific antibodies (eg., MP-0250, vanucizumab 

(VEGF-ANG2)), including anti-VGF, anti-VEGFRI, and anti-VEGFR2 arms.  

Functional Characteristics of Anti-ANGPTL7 Antibodies 

[001231 In accordance with the above embodiments, the present disclosure provides anti

ANGPTL7 antibodies comprising various functional characteristics. In some enbodiments, the 

anti-ANGPTL7 antibodies described herein bind an antigen on ANGPTL7 (SEQ ID NO: 370), or 

a. variant or isoform thereof, via interaction with its antigenic determinants (epitopes). In some 

embodiments, the anti-ANGPTi7 antibodies described herein bind an antigen/epitope from a 

human ANGPTL7 fibrinogen domain (e.g., ATXP-60; SEQ ID NO: 373), an antigen/epitope from 

a full length human ANGPTL7 monomeric variant L59PL84P (ATX-P-62; SEQ ID NO: 371), 

an antigen/epitope from a full length human ANGPTL7 inonomeric variant L59 GGPGG (ATX

P-63; SEQ ID NO: 372), an antigen/epitope from a human wild type ANGPTL7 multiner (PExt

1; SEQ ID NO: 374).  

[001241 In some embodiments, binding of an anti-ANGPTL7 antibody to an ANGPTL7 

polypeptide reduces intraocular pressure and/or increases outflow facility (see, e.g., Example 9 

and FIG. 7). In some embodiments, the anti-ANGPTL7 antibody binds an epitope on human 
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ANGPTL7 with a KD of about 100 nM or lower (see, e.g., Example 10). In some embodiments, 

the anti-ANGPTL7 antibodies described herein bind ANGPTL7 (or a fragment thereof) and 

increase outflow facility compared to a control. In some embodiments, the control is selected from 

the group consisting of vehicle treatment, dexamethasone treatment, ANGPTL7 protein treatment, 

and treatment with an ANGPTL7 protein/polypeptide and an isotype control antibody (see, e.g., 

FIG. 7). In some embodiments, the anti-ANGPTL7 antibody comprises a VI comprising an amino 

acid sequence that isat least 90% identical(e.g., at least 91%, at least 92%, at least 93%, at least 

94%, at least 95%, at least 96%, at least 97%, at least 98%., at least 99%, or 100% identical) to 

SEQ ID NO: 210 and a VL comprising an amino acid sequence that is at least 90% identical (e.g., 

at least 91%, at least 92%, at least 93%, at least 94%., at least 95%, at least 96%, at least 97%, at 

least 98%, at least 99%, or 100% identical)to SEQ ID NO: 240. In some embodiments, the anti

ANGPTL7 antibody comprises a VH comprising an amino acid sequence that is at least 90% 

identical (e.g.. at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at 

least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 200 and a VL comprising 

an amino acid sequence that isat least 90% identical (e.g., at least 91%, at least 92%, at least 93%., 

at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) 

to SEQ ID NO: 230. In some embodiments, the anti-ANGPTL7 antibody comprises a VH 

comprising anamino acid sequence that is at least 90% identical (e.g., at least 91%, at least 92%, 

at least 93%, at least 94%, at least 95%. at least 96%, at least 97%, at least 98%, at least 99%, or 

100% identical) to SEQ ID NO: 258 and a VL comprising an amino acid sequence that is at least 

90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 

96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 264. In some 

embodiments, the anti-ANGPTL7 antibody comprises a VIH comprising an amino acid sequence 

that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 207 

and a VL comprising an amino acid sequence that is at least 90% identical (e.g., at least 91%, at 

least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 

99%, or 100% identical) to SEQ ID NO: 237. In some embodiments, the anti-ANGITL7 antibody 

comprises a VI comprising an amino acid sequence that is at least 90% identical(e.g., at least 

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, 

at least 99%, or 100% identical)to SEQ ID NO:204 and a VL comprising an amino acid sequence
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that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%., at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 

234. In some embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino 

acid sequence that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 

94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to 

SEQ ID NO: 260 and a VL comprising an amino acid sequence that is at least 90% identical (e.g., 

at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at 

least 98%, at least 99%, or 100% identical) to SEQ ID NO: 266. In some embodiments, the anti

ANGPTL7 antibody comprises a VH comprising an amino acid sequence that is at least 90% 

identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at 

least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 205 and a VL comprising 

an aminoacidsequence that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, 

at least 94%, at least 95%, at least 96%., at least 97%, at least 98%, at least 99%, or 100% identical) 

to SEQ ID NO: 235. In some embodiments, the anti-ANGPTL7 antibody comprises a VH 

comprising an amino acid sequence that is at least 90% identical (e.g., at least 91%, at least 92%., 

at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 

100% identical) to SEQ ID NO: 206 and a VL comprising an amino acid sequence that is at least 

90% identical (e g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 

96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 236. In some 

embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an anino acid sequence 

that is at least 90% identical (eg., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 208 

and a VL comprising an amino acid sequence that is at least 90% identical (e.g., at least 91%, at 

least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 

99%, or 100% identical) to SEQ ID NO: 238. In some embodiments, the anti-ANGPTL7 antibody 

comprises a VH comprising an amino acid sequence that is at least 90% identical (e.g., at least 

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, 

at least 99%, or 100% identical) to SEQ ID NO: 191 and a VL comprising an amino acid sequence 

that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 

195. In some embodiments, the anti-ANGPTL7 antibody comprises a VI comprising an amino 
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acid sequence that is at least 90% identical(e.g., at least 91%, at least 92%, at least 93%, at least 

94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to 

SEQ ID NO: 203 and a VL comprising an amino acid sequence that is at least 90% identical (e.g., 

at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at 

least 98%, at least 99%, or 100% identical) to SEQ ID NO: 233. In some embodiments, the anti

ANGPTL7 antibody comprises a VI comprising an amino acid sequence that is at least 90% 

identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at 

least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 212 and a VL comprising 

an amino acid sequence that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, 

at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100%identical) 

to SEQ ID NO: 242. In some embodiments, the anti-ANGPTL7 antibody comprises a VH 

comprisinganaminoacid sequence that is at least 90% identical (e.g., at least 91%, at least 92%, 

at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 

100% identical) to SEQ ID NO: 198 and a VL comprising an amino acid sequence that is at least 

90% identical (e.g, at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 

96%, at least 97%, at least 98%, at least 99%. or 100% identical) to SEQ ID NO: 228. In some 

embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an arnino acid sequence 

that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 190 

and a VL comprising an amino acid sequence that is at least 90% identical (e.g., .at least 91%, at 

least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 

99%, or 100% identical) to SEQ ID NO: 194. In some embodinents, the anti-ANGPTL7 antibody 

comprises a VH comprising an amino acid sequence that is at least 90% identical (e.g., at least 

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, 

at least 99%, or 100% identical) to SEQ ID NO: 202 and a VL comprising an anino acid sequence 

that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 

232. In some embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino 

acid sequence that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 

94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to 

SEQ ID NO: 211 and a VL comprising an amino acid sequence that is at least 90% identical (e.g., 

54



WO 2023/212294 PCT/US2023/020354 

at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at 

least 98%, at least 99%, or 100% identical) to SEQ ID NO: 241. In some embodiments, the anti

ANGPTL7 antibody comprises a VI comprising an amino acid sequence that is at least 90% 

identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at 

least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 199 and a VL comprising 

an aminoaidsequence that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, 

at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) 

to SEQ ID NO: 229.  

[001251 In some embodiments, the anti-ANGPTL7 antibodies described herein bind ANGPTL7 

(or a fragment thereof) and increase outflow facilitycompared to a control. In some embodiments, 

the control is any of vehicle treatment, dexamethasone treatment, ANGPTL7 protein treatment, 

and/or treatment with an ANGPTL7 protein/polypeptide and an isotype control antibody. In some 

embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino acid sequence 

that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 210 

and a VL comprising an amino acid sequence that is at least 90% identical (e.g., at least 91%, at 

least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 

99%, or 100% identical) to SEQ ID NO: 240. In some embodiments, the anti-ANGPTL7 antibody 

comprises a VH comprising an amino acid sequence that is at least 90% identical (e.g., at least 

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, 

at least 99%, or 100% identical) to SEQ ID NO: 200 and a VL comprising an amino acid sequence 

that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 

230. In some embodiments, the anti-ANGPTL7 antibody comprises a VII comprising an amino 

acid sequence that is at least 90% identical (e.g.,at least 91%, at least 92%, at least 93%, at least 

94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to 

SEQ ID NO: 258 and a VL comprising an amino acid sequence that is at least 90% identical (e.g., 

at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at 

least 98%, at least 99%, or 100% identical) to SEQ ID NO: 264.  

1001261 In some embodiments, the anti-ANGPTL7 antibodies described herein bind ANGPTL7 

(or a fragment thereof) and increase outflow facility compared to a control. In some embodiments, 
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the control is any of dexamethasone treatment, ANGPTL7 protein treatment, and/or treatment with 

an ANGPTL7 protein/polypeptide and an isotype control antibody. In some embodiments, the anti

ANGPTL7 antibody comprises a VI comprising an amino acid sequence that is at least 90% 

identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at 

least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 207 and a VL comprising 

an aminoaidsequence that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, 

at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) 

to SEQ ID NO: 237. In some embodiments, the anti-ANGPTL7 antibody comprises a VH 

comprising an amino acid sequence that is at least 90% identical (e.g., at least 91%, at least 92%, 

at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 

100% identical) to SEQ ID NO: 204 and a VL comprising an amino acid sequence that is at least 

90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 

96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 234. In some 

embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino acid sequence 

that is at least 90% identical (e.g. at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 260 

and a VL comprising anamino acid sequence that is at least 90% identical (e.g., at least 91%, at 

least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 

99%, or 100% identical) to SEQ ID NO: 266 In some embodiments, the anti-ANGPTL7 antibody 

comprises a VI comprising an amino acid sequence that is at least 90% identical (e.g., at least 

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, 

at least 99%, or 100% identical) to SEQ ID NO: 205 and a VL comprising an amino acid sequence 

that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 

235. In some embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino 

acid sequence that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 

94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to 

SEQ ID NO: 206 and a VL comprising an amino acid sequence that is at least 90% identical (e.g., 

at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at 

least 98%, at least 99%, or 100% identical) to SEQ ID NO: 236. In some embodiments, the anti

ANGPTL7 antibody comprises a VII comprising an amino acid sequence that is at least 90% 
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identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at 

least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 208 and a VL comprising 

anaminoacid sequence that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%.  

at least 94%, at least 95%, at least 96%, atleast97% atleast98%, atleast99% or 100% identical) 

to SEQ ID NO: 238. In sorne embodiments, the anti-ANGPTL7 antibody comprises a VI 

comprising an amino acid sequence that is at least 90% identical (e.g., at least 91%, at least 92%, 

at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 

100% identical) to SEQ ID NO: 191 and a VL comprising an amino acid sequence that is at least 

90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 

96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 195. In some 

embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino acid sequence 

that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 203 

and a VL comprising an amino acid sequence that is at least 90% identical (e.g., at least 91%, at 

least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 

99%, or 100% identical) to SEQ ID NO: 233. In sone embodiments, the anti-ANGPT.7 antibody 

comprises a VH comprising an amino acid sequence that is at least 90% identical (e.g., at least 

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, 

at least 99%, or 100% identical) to SEQ ID NO: 212 and a VL comprising an amino acid sequence 

that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 

242. In some embodiments, the anti-ANGPTL7 antibody comprises a VII comprising an amino 

acid sequence that is at least 90% identical (e.g.,at least 91%, at least 92%, at least 93%, at least 

94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to 

SEQ ID NO: 198 and a VL comprising an amino acid sequence that is at least 90% identical (e.g.  

at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at 

least 98%, at least 99%, or 100% identical) to SEQ ID NO: 228. In some embodiments, the anti

ANGPTL7 antibody comprises a VH comprising an amino acid sequence that is at least 90% 

identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at 

least 97%, at least 98%, at least 99%, or I00% identical) to SEQ ID NO: 190 and a VL comprising 

an aminoacdsequence that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, 
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at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) 

to SEQ ID NO: 194.  

1001271 In some embodiments, the anti-ANGPTL7 antibodies described herein bind ANGPTL7 

(or a fragment thereof) and increase outflow facility compared to a control. In some embodiments, 

the control is any of dexamethasone treatment and/or ANGPTL7 protein treatment. In some 

embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino acid sequence 

that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%,at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 202 

and a \/L comprising an amino acid sequence that is at least 90% identical (e.g., at least 91%., at 

least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 

99%, or 100% identical) to SEQ ID NO: 232. In some embodiments, the anti-ANGPTL7 antibody 

comprises a VH comprising an amino acid sequence that is at least 90% identical (e.g., at least 

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, 

at least 99%, or 100% identical)to SEQ ID NO: 211 and a \/L comprising an amino acid sequence 

that is at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 

95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NO: 

241. In some embodiments, the anti-ANGPTL7 antibody comprises a V comprising an amino 

acid sequence that is at least 90% identical (e.g, at least 91%, at least 92%, at least 93%, at least 

94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to 

SEQ ID NO: 199 and a VL comprising an amino acid sequence that is at least 90% identical (e.g., 

at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at 

least 98%, at least 99%, or 100% identical) to SEQ ID NO: 229.  

Polypeptides and Expression Vectors 

[00128] Embodiments of the present disclosure also include a polynucleotide encoding any of 

the anti-ANGPTL7 antibodies of the present disclosure. In some embodiments, the polynucleotide 

comprises a sequence that is at least 70% identical (e.g., at least 70%, at least 75%, at least 80%, 

at least 85%, at least 90%, at least 95%, or 100% identical) to any of the following nucleic acid 

sequences: (a) SEQ ID NOs: 175-179; (b) SEQ ID NOs: 192-193; (c) SEQ ID NOs: 213-227; or 

(d) SEQ ID NOs: 261-263. In some embodiments, the polynucleotide comprises a sequence that 

is at least 70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, 

at least 95%, or 100% identical)to any of the following nucleic acid sequences: (a) SEQ ID NOs: 
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185-189' (b) SEQIDNOs: 196-497; (c)SEQIDNOs: 243-257; or (d) SEQIDNOs: 267-269. In 

some embodiments, the polynucleotide comprises a sequence that is at least 80% identical (e.g., at 

least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to any of the following 

nucleic acid sequences: (a) SEQ ID NOs: 175-179; (b) SEQ ID NOs: 192-193; (c) SEQ ID NOs: 

213-227; or (d) SEQ ID NOs: 261-263. In some embodiments, the polynucleotide comprises a 

sequence that isat least 80% identical (e.g., at least 80%, at least 85%, at least 90%, at least 95%, 

or 100% identical) to any of the following nucleic acid sequences: (a) SEQ ID NOs: 185-189; (b) 

SEQ ID NOs: 196-197; (c) SEQ ID NOs: 243-257; or (d) SEQ ID NOs: 267-269. In some 

embodiments, the polynucleotide comprises a sequence that is at least 85% identical (e.g., at least 

85%, at least 90%, at least 95%, or 100% identical) to any of the following nucleic acid sequences: 

(a) SEQ ID NOs: 175-179; (b) SEQ ID NOs: 192-193; (c) SEQ ID NOs: 213-227; or (d) SEQ ID 

NOs: 261-263. In some embodiments, the polynucleotide comprises a sequence that is at least 85% 

identical (e.g., at least 85%, at least 90%, at least 95%, or 100% identical) to any of the following 

nucleic acid sequences: (a) SEQ ID NOs: 185-189; (b) SEQ ID NOs: 196-197; (c) SEQ ID NOs: 

243-257; or (d) SEQ ID NOs. 267-269. In sorne embodiments, the polynucleotide comprises a 

sequence that is at least 90% identical (e.g, at least 900, at least 95%, or 100% identical) to any 

of the following nucleic acid sequences: (a) SEQ ID NOs: 175-179; (b) SEQ ID NOs: 192-193; 

(c) SEQ ID NOs: 213-227; or (d) SEQ ID NOs: 261-263. Insome embodiments, the polynucleotide 

comprises a sequence that is at least 90% identical (e.g., at least 90%, at least 95%, or 100% 

identical) to any of the following nucleic acid sequences: (a) SEQ ID NOs: 185-189; (b) SEQ ID 

NOs: 196-197; (c) SEQ ID NOs: 243-257; or (d) SEQ ID NOs: 267-269. In some enbodiments, 

the polynucleotide comprises a sequence that is at least 95% identical (e.g.,at least 95%, or 100% 

identical) to any of the following nucleic acid sequences: (a) SEQ ID NOs: 175-179; (b) SEQ ID 

NOs: 192-193; (c) SEQ ID NOs: 213-227; or (d) SEQ ID NOs: 261-263. In some embodiments, 

the polynucleotide comprises a sequence that is at least 95% identical (e.g., at least 95%, or 100% 

identical) to any of the following nucleic acid sequences: (a) SEQ ID NOs: 185-189; (b) SEQ ID 

NOs: 196-197, (c) SEQ ID NOs: 243-257, or (d) SEQ ID NOs: 267-269.  

1001291 In some embodiments, the polynucleotide encoding an anti-ANGPTL7 antibody of the 

present disclosure comprises: (a) a nucleic acid sequence that is at least 70% identical (e.g., at least 

70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to 

SEQ ID NO: 175 and a nucleic acid sequence that is at least 70% identical (e.g., at least 70%, at 
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least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID 

NO: 185; (b) a nucleic acid sequence that is at least 70% identical (e.g., at least 70%, at least 75%, 

at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 176 and 

a nucleic acid sequence that is at least 70% identical (e.g., at least 70%, at least 75%, at least 80%, 

at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 186; (c) a nucleic acid 

sequence that isat least 70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, 

at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 177 and a nucleic acid sequence that 

is at least 70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, 

at least 95%, or 100% identical) to SEQ ID NO: 187; (d) a nucleic acid sequence that is at least 

70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 

95%, or 100%identical) to SEQ ID NO: 178 and a nucleic acid sequence that is at least 70% 

identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 

100% identical) to SEQ ID NO: 188 (e) a nucleic acid sequence that is at least 70% identical(e.g., 

at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) 

to SEQ ID NO: 179 and a nucleic acid sequence that is at least 70% identical (eg.at least 70%, 

at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID 

NO: 189.  

[00130] In some embodiments, the polynucleotide encoding an anti-ANGPTL7 antibody of the 

present disclosure comprises: (a) a nucleic acid sequence that isat least 70% identical (e.g.,atleast 

70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to 

SEQ ID NO: 213 and a nucleic acid sequence that is at least 70% identical (e.g., at least 70%, at 

least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID 

NO: 243; (b) a nucleic acid sequence that is at least 70% identical (e.g., at least 70%, at least 75%, 

at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 214 and 

a nucleic acid sequence that is at least 70% identical (eg.,at least 70%, at least 75%, at least 80%, 

at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 244; (c) a nucleic acid 

sequence that is at least 70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, 

at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 215 and a nucleic acid sequence that 

is at least 70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, 

at least 95%, or 100% identical) to SEQ ID NO: 245; (d) a nucleic acid sequence that is at least 

70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 

60



WO 2023/212294 PCT/US2023/020354 

95%, or 100% identical) to SEQ ID NO: 216 and a nucleic acid sequence that is at least 70% 

identical(e.g., at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 

100% identical) to SEQ ID NO: 246; (e) a nucleic acid sequence that is at least 70% identical (e.g., 

at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) 

to SEQ ID NO: 217 and a nucleic acid sequence that is at least 70% identical (e.g., at least 70%, 

at least 75%, at least 80%, at least 85%,at least 90% at least 95%, or 100% identical) to SEQ ID 

NO: 247, (f) a nucleic acid sequence that is at least 70% identical (e.g., at least 70%, at least 75%, 

at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 218 and 

a nucleic acid sequence that is at least 70% identical (e.g., at least 70%, at least 75%, at least 80%, 

at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 248; (g) a nucleic acid 

sequence that is at least 70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, 

at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 219 and a nucleic acid sequence that 

is at least 70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%., at least 90%., 

at least 95%, or 100% identical) to SEQ ID NO: 249; (h) a nucleic acid sequence that is at least 

70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 

95%, or 100% identical) to SEQ ID NO: 220 and a nucleic acid sequence that is at least 70% 

identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 

100% identical) to SEQ ID NO: 250; (i) a nucleic acid sequence that is at least 70% identical (e.g., 

at least 70%, atleast 75%. at least 80%. atleast 85%, atleast 90%, at least 95%, or 100% identical) 

to SEQ ID NO: 221 and a nucleic acid sequence that is at least 70% identical (e.g., at least 70%, 

at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID 

NO: 251; or (j) a nucleic acid sequence that is at least 70% identical (e.g., at least 70%, at least 

75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 222 

and a nucleic acid sequence that is at least 70% identical (e.g., at least 70%, at least 75%, at least 

80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 252; (k) a nucleic 

acid sequence that is at least 70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 

85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 223 and a nucleic acid sequence 

that is at least 70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, at least 

90%, at least 95%, or 100% identical) to SEQ ID NO: 253; (1) a nucleic acid sequence that is at 

least 70% identical (e.g., at least 70%, at least 75, at least 80%, at least 85%, at least 90%, at 

least 95%, or 100% identical) to SEQ ID NO: 224 and a nucleic acid sequence that is at least 70% 
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identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 

100% identical) to SEQ ID NO: 254; or (in) a nucleic acid sequence that is at least 70% identical 

(e.g., at least70%, east 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% 

identical) to SEQ ID NO: 225 and a nucelic acid sequence that is at least 70% identical (e.g., at 

least 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) 

to SEQ ID NO: 255; (n) a nucleic acid sequence that is at least 70% identical (e.g., at least 70%, 

at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID 

NO: 226 and a nucleic acid sequence that is at least 70% identical (e.g., at least 70%, at least 75%, 

at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 256; or 

(o) a nucleic acid sequence that is at least 70% identical (e.g., at least 70%, at least 75%, at least 

80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 227 and a nucleic 

acid sequence that is at least 70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 

85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 257.  

[001311 In some embodiments, the polynucleotide encoding an anti-ANGPTL7 antibody of the 

present disclosure comprises: (a) a nucleic acid sequence that isat least 70% identical (e.g., at least 

70%, at least 75%at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to 

SEQ ID NO: 261 and a nucleic acid sequence that is at least 70% identical (e.g., at least 70%, at 

least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID 

NO: 267; (b) a nucleic acid sequence that isat least 70% identical (e.g., at least 70%, at least 75%., 

at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 262 and 

a nucleic acid sequence that is at least 70% identical (eg.,at least 70%, at least 75%, at least 80%, 

at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 268; (c) a nucleic acid 

sequence that is at least 70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, 

at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 263 and a nucleic acid sequence that 

is at least 70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, 

at least 95%, or 100% identical) to SEQ ID NO: 269.  

[001321 In accordance with these embodiments, the present disclosure includes an expression 

vector comprising any of the polynucleotides encoding an anti-ANGPTL7 antibody of the present 

disclosure. In some embodiments, the expression vector is suitable for manufacturing an anti

ANGPTL7 antibody of the present disclosure for delivery of the antibody to a subject. In certain 

embodiments, the nucleic acid sequence is in the form of a vector. The vector can be, for example, 
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a plasmid, episome, cosmid, viral vector (e.g., retroviral or adenoviral), or phage. Suitable vectors 

and methods of vector preparation are well known in the art (see, e.g., Sambrook et al., Molecular 

Cloning, a LaboratorV Manual, 4th edition, Cold Spring Harbor Press, Cold Spring Harbor, N.Y.  

(2012), and Ausubel et al., Current Protocols in Molecular Biology, Greene Publishing Associates 

and John Wiley & Sons, New York, N.Y. (1994)).  

[001331 In addition to the nucleic acid encoding an anti-ANGPTL7 antibody or antigen-binding 

fragment thereof, the vector desirably comprises expression control sequences, such as promoters, 

enhancers, polyadenylation signals, transcription terminators, internal ribosome entrysites fires) , 

and the like, that provide for the expression of the antibody-encoding nucleic sequence in a host 

cell. Exemplary expression control sequences are known in the art and described in, for example, 

Goeddel, Gene Expression Technology: Mlethods in Enzymology, Vol. 185, Academic Press, San 

Diego, Calif. (1990).  

[001341 A vector comprising a nucleic acid sequence encoding an anti-ANGPTL7 antibody or 

antigen-binding fragment thereof may be introduced into a host cell that is capable of expressing 

the polypeptides encoded thereby, including anysuitable prokaryotic or eukaryotic cell. Examples 

of suitable prokaryotic cells include, but are not limited to, cells from the genera Bacillus (such as 

Bacillus subtilis and Bacillus brevis), scherichia (such as E. coi), PseudoImonas, Stretonyces, 

Samonella, and Erwinia. Particularly useful prokaryotic cells include the various strains of 

Escherichia coi (e.g,, K12, HBl0 (ATCC No. 33694), DH5ct, DH10, MC1061 (ATCC No.  

53338),and CC102). Suitable eukaryotic cells are known in the art and include, for example, yeast 

cells, insect cells, and mammalian cells. Examples of suitable yeast cells include those from the 

genera Hansenula, Kluyveromyces, Pichia, Rhinosporidium, Saccharonyces, and 

Schizosaccharomyces. Suitable insect cells include Sf-9 and HIS cells (Invitrogen, Carlsbad, 

Calif) and are described in, for example, Kitts et al.,Biotechniques, 14:810-817 (1993); Lucklow, 

Curr. Opin. Biotechnol., 4: 564-572 (1993); and Lucklow et al.,J. Virol. 67: 4566-4579 (1993).  

Examples of suitable mammalian cells include, but are not limited to, Chinese hamster ovary cells 

(CHO) (ATCC No. CCL61), CHO DHFR-cells (Urlaub et al., Proc. Natl. Acad. Sci. USA, 97: 

4216-4220 (1980)), human embryonic kidney (HEK) 293 or 293T cells (ATCC No. CRL573), 

and 3T3 cells (ATCC No. CCL92). Other suitable mammalian cell lines are the monkey COS-1 

(ATCC No. CRL1650) and COS-7 cell lines (ATCCNo. CRL1651), as well as the CV-1 cell line 

(ATCC No. CCL70). Further exemplary mammalian host cells include primate cell lines and 
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rodent cell lines, including transformed cell lines. Normal diploid cells, cell strains derived from 

in vitro culture of primary tissue, as well as primary explants also are suitable. Other suitable 

mammalian cell lines include, but are not limited to, mouse neuroblastoma N2A cells, 1eLa, 

mouse L-929 cells, and BHK or HaK hamster cell lines, all of which are available from the ATCC.  

Methods for selecting suitable mammalian host cells and methods for transformation, culture, 

amplification, screening, and purification of such cells are well known in the art (see, e.g., Ausubel 

et al., eds., ShortProtocols in Molecuhr Biology, 5th ed., John Wiley & Sons, Inc., Hoboken, N.J.  

(2002)). Preferably, the mammalian cell is a human cell.  

1001351 In some embodiments, the vector can include means for attaching a detection moiety 

to an anti-ANGPTL7 antibody of the present disclosure. In some embodiments, the vector can 

include means for attaching a purification moiety to an anti-ANGPTL7 antibody of the present 

disclosure. Exemplary detection and/or purification moieties/tags that can be coupled to an anti

ANGPTL7 antibody of the present disclosure includes, but is not limited to, hemagglutinin (HA), 

c-Mye, V5, DYKDDDDK, His tag (e.g., 6x-HIS), Glutathione S-Transferase (GST), Maltose 

Binding Protein (MBP), a fluorophore (e.g., Green Fluorescent Protein (GFP), Red Fluorescent 

Protein (RFP), rnCherry, a chromophore, and/or a luminescent peptide (e.g., luciferase).  

[001361 In some embodiments, the expression vector is suitable for use in gene therapy (e.g., 

an expression vector for delivering a polynucleotide encoding an anti-ANGPT.7 antibody of the 

present disclosure to a subject). In some embodiments, the expression vector is a herpes simplex 

virus (HSV) vector, or a retrovirus vector. In some embodiments, the expression vector is an 

adeno-associated virus (AAV) vector, or comprises an AAV backbone. For example, 

AAV vectors have been designed, produced and used to mediate gene delivery in human subjects, 

including for therapeutic purposes. Typically, AAV vectors for use in gene transfer comprise a 

replication defective AAV genome lacking functional Rep and Cap coding viral sequences. Such 

replication defective AAV vectors more preferably lack most or all of the Rep and Cap coding 

sequences, and essentially retain one or two AAV ITR sequences and a packaging sequence. The 

defective genome is packaged in a viral particle, to form a defective, recombined AAV virus, also 

termed "AAV vector." Methods of producing such AAV vectors have been disclosed in the 

literature, including using packaging cells, auxiliary viruses or plasmids, and/or baculovirus 

systems (Samulski et al., (1989) J. Virology 63, 3822; Xiao et al., (1998) J. Virology 72, 2224; 

Inoue et al., (1998) J. Virol. 72, 7024, W098/22607, W02005/072364). Methods of producing 
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pseudotyped AAV vectors have also been reported (e.g., WO00/28004), as well as various 

modifications or formulations of AAV vectors, to reduce their imiunogenicity upon in vivo 

administration (see e.g., W001/23001; WOOO/73316; WO04/112727; W005/005610; 

W099/06562). AAV vectors may be prepared or derived from various serotypes of AAVs,which 

may be even mixed together or with other types of viruses to produce chimeric (e.g., pseudotyped) 

AAV viruses. Examples of tAAVs are human AAV4 vectors, human AAV7 vectors, human 

AAV9 vectors, human AAV10 vectors, or bovine AAV vectors. The AAV vector may be derived 

from a single AAV serotype or comprise sequences or components originating from at least two 

distinct AAV serotypes (pseudotyped AAV vector), e.g., an AAV vector comprising an AAV 

genome derived from one AAV serotype (for example AAV9), and a capsid derived at least in part 

from a distinct AAV serotype. An AAV vector, as used herein, is a vector which comprises at least 

one component part derivable from an adeno-associated virus. Preferably, that component part is 

involved in the biological mechanisms by which the vector infects or transduces target cells and 

expresses an anti-ANGPTL7 antibody of the present disclosure (e.g., ocular delivery/expression).  

[001371 In other embodiments, the expression vector is a lentiviral vector (IV), or comprises 

an LV backbone. Lentiviruses are part of a larger group of retroviruses. A detailed list of 

lentiviruses may be found in Coffin et a] (1997) "Retroviruses" Cold Spring Harbour Laboratory 

Press Eds: TM Coffin, SM Hughes, HE Varmus pp 758-763). For example, lentiviruses can be 

divided into private and non-primate groups. Examples of primate lentiviruses include but are not 

limited to: the human immunodeficiency virus (HV), the causative agent of human auto 

immunodeficiency syndrome (AIDS), and the simian immunodeficiency virus (SIV). The non

primate lentiviral group includes the prototype "slow virus" visna/maedi virus (VMV), as well as 

the related caprine arthritis-encephalitis virus (CAEV), equine infectious anaemia virus (EAV), 

feline immunodeficiency virus (FIV), Maedi visna virus (MVV) and bovine immunodeficiency 

virus (BIV). In one embodiment, the lentiviral vector is derived from 11V- 1, HIV-2, SIV, FIV, 

BIV, EILAV, CAEV or Visna lentivirus. The lentivirus family differs from retroviruses in that 

lentiviruses have the capability to infect both dividing and non-dividing cells (Lewis et al (1992) 

EM BO J 11 (8): 3053-3058 and Lewis and Emerman (1994) J Virol 68 (1):510-516). In contrast, 

other retroviruses, such as MLV, are unable to infect non-dividing or slowly dividing cells such as 

those that make up, for example, muscle, brain, lung and liver tissue. A lentiviral vector, as used 

herein, is a vector which comprises at least one component part derivable from a lentivirus.  
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Preferably, that component part is involved in the biological mechanisms by which the vector 

infects or transduces target cells and expresses an anti-ANGPTL7 antibody of the present 

disclosure (e.g., ocular delivery/expression).  

[001381 Additional compositions and methods for ocular gene therapy can be found in, e.g., 

Bordet, T., and Behar-Cohen, F., "Ocular gene therapies in clinical practice: viral vectors and 

nonviral alternatives," Drug Discovery Today, Volume 24, Issue 8, August 2019, Pages 1685

1693). In some embodiments, gene therapy platforms, methods, and compositions that can be used 

to deliver an anti-ANGPTL7 antibody of the present disclosure to a subject (e.g., ocular delivery) 

includes the platforms, methods, and compositions disclosed in US20220025396., 

US20220011308, US20210371877, US20210363192, US20190078099, US20190038724, and 

US10494646B2, which are incorporated herein by reference. In other embodiments, gene therapy 

platforms, methods, and compositions that can be used to deliver an anti-ANGPTL7 antibody of 

the present disclosure to a subject (e.g., ocular delivery) includes the platforms, methods, and 

compositions based on HMIR59 (Hemera Biosciences), which through its protein product soluble 

CD59, blocks the membrane attack complex that forms during the terminal step in the complement 

cascade. HMR59 is designed to be administered as a single intraocular injection.  

[001391 In accordance with these embodiments, the present disclosure also provides a method 

of administering ocular gene therapy to a subject in need thereof comprising injecting a 

pharmaceutical composition comprising an effective amount of an expression vector described 

herein (e.g., an expression vector comprising a polynucleotides encoding an anti-ANGPTL7 

antibody of the present disclosure). As described further below, the present disclosure also 

provides a method of treating glaucoma and other ocular diseases affecting the optic nerve and 

retinal ganglion cells. In some embodiments, the method comprises administering a 

pharmaceutical composition comprising an effective amount of an expression vector described 

herein (e.g., an expression vector comprising a polynucleotides encoding an anti-ANGPTL7 

antibody of the present disclosure). In some embodiments, administering the pharmaceutical 

composition treats at least one symptom of glaucoma or other ocular diseases affecting the optic 

nerve and retinal ganglion cells.  

Compositions and Methods of Treatment 

1001401 The anti-ANGPTL7 antibodies of the present disclosure can be administered as part of 

a pharmaceutical composition in a therapeutically effective amount to treat an eye disease (e.g., 
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glaucoma). In some embodiments, the composition is suitable for ocular administration. In some 

embodiments, ocular administration comprises injection into vitreous fluid. In some embodiments, 

ocular administration comprises delivering the antibody using a conjunctival insert, a contact lens, 

agel, a nanoparticle, a mucoadhesive polymer, an ointment, a solution, a suspension, eye drops, 

and/or an implant (e.g., SusvimoT'). Recent methods and formulations for ocular administration 

can be found in, e.g., Souto, E.B., et al. "Advanced Formulation Approaches for Ocular Drug 

Delivery: State-Of-The-Art and Recent Patents," Pharmaceutics, 2019 Sep; 11(9): 460).  

[001411 In accordance with these embodiments, the methods include administering a 

pharmaceutical composition comprising a therapeutically effective amount of an anti-ANGPTL7 

antibody of the present disclosure. In some embodiments, the pharmaceutical composition is 

administered ocularly and treats at least one symptom of glaucoma or other ocular diseases 

affecting the optic nerve and retinal ganglion cells. In some embodiments, the at least one symptom 

comprises eye pain, eye pressure, headaches, rainbow-colored halos around lights, low vision, 

blurred vision, narrowed vision, impaired peripheral vision, blind spots, nausea, vomiting, and red 

eyes. In some embodiments, administering the pharmaceutical composition reduces or attenuates 

intraocular pressure and/or increases or enhances outflow facility in the subject's eye.  

[001421 In some embodiments, the pharmaceutical composition comprising a therapeutically 

effective amount of an anti-ANG-PTL7 antibody of the present disclosure is administered at a dose 

ranging from about 0,0001 mg/dose to about 100 mg/dose. In some embodiments, the anti

ANGPTL7 antibody is administered at a dose ranging from about 0.001 mg/dose to about 100 

mg/dose. In some embodiments, the anti-ANGPTL7 antibody is administered at a dose ranging 

from about 0.01 mg/dose to about 100 mg/dose. In some embodiments, the anti-ANGPTL7 

antibody is administered at a dose ranging from about 0.1 mg/dose to about 100 mg/dose. In some 

embodiments, the anti-ANGPTL7 antibody is administered at a dose ranging from about 1.0 

mg/dose to about 100 ig/dose. In some embodiments, the anti-ANGPTL7 antibody is 

administered at a dose ranging from about 10 mg/dose to about 100 mg/dose. In soic 

embodiments, the anti-ANGPTL7 antibody is administered at a dose ranging from about 0.0001 

mg/dose to about 10 mg/dose. In some embodiments, the anti-ANGPTL7 antibody is administered 

at a dose ranging from about 0.0001 mg/dose to about 1.0 mg/dose. In some embodiments, the 

anti-ANGPTL7 antibody is administered at a dose ranging from about 0.0001 ing/dose to about 

0.1 mg/dose. In some embodiments, the anti-ANGPTL7 antibody is administered at a dose ranging 
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from about 0.0001 mg/dose to about 0.001 mg/dose. In some embodiments, the anti-ANGPTL7 

antibody is administered at a dose ranging from about 0.01 mg/dose to about 10 mg/dose. In some 

embodiments, the anti-ANGPTL7 antibody is administered at a dose ranging from about 0.001 

mg/dose to about 1.0 mg/dose. In some embodiments, the anti-ANGPTL7 antibody is administered 

at a dose ranging from about 0.1 mg/dose to about 10 mg/dose.  

[001431 In some embodiments, the pharmaceutical composition comprising a therapeutically 

effective amount of an anti-ANGPTL7 antibody of the present disclosure is administered at a dose 

ranging from about 0.0001 mg/mI to about 100 mg/ml. In some embodiments, the anti-ANGPTL7 

antibody is administered at a dose ranging from about 0.001 mg/mil to about 100 mg/mi. In some 

embodiments, the anti-ANGPTL7 antibody is administered at a dose ranging from about 0.01 

mg/ml to about 100 mg/mil. In some embodiments, the anti-ANGPTL7 antibody is administered 

at a dose ranging from about 0.1 mg/ml to about 100 mg/ml. In some embodiments, the anti

ANGPTL7 antibody is administered at a dose ranging from about 1.0 mg/ml to about 100 mg/ml.  

In some embodiments, the anti-ANGPTL7 antibody is administered at a dose ranging from about 

10 mg/mI to about 100 mrn/m1 In some embodiments, the anti-ANGPTL7 antibody is administered 

at a dose ranging from about 0.0001 mg/ml to about 10 mg/ml. In some embodiments, the anti

ANGPTL7 antibody is administered at a dose ranging from about 0,0001 mg/mI to about 1.0 

mg/mi. In some embodiments, the anti-ANGPTL7 antibody is administered at a dose ranging from 

about 0.0001 mg/ml to about 0.1 mg/mI In some embodiments, the anti-ANGPTL7 antibody is 

administered at a dose ranging from about 0.0001 mg/il to about 0.01 mg/m. In some 

embodiments, the anti-ANGPTL7 antibody is administered at a dose ranging from about 0.0001 

mg/il to about 0.001 mg/mn. In some embodiments, the anti-ANGPTL7 antibody is administered 

at a dose ranging from about 0.01 mg/n] to about 10 mg/mIl. In some embodiments, the anti

ANGPTL7 antibody is administered ata dose ranging from about 0.001 mg/il to about 1.0 mg/n .  

In some embodiments, the anti-ANGPTL7 antibody is administered at a dose ranging from about 

0.1 mg/ml to about 10 ing/mil.  

[001441 As used herein, the terms "treatment," "treating," and the like refer to obtaining a 

desired pharmacologic and/or physiologic effect. In some embodiments, the effect is therapeutic, 

i.e., the effect partially or completely cures a disease and/or adverse symptom attributable to the 

disease. To this end, the methods of the present disclosure comprise administering a 

"therapeutically effective amount" of an anti-ANGPTL7 antibody, or composition comprising an 
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anti-ANGPTL7 antibody. A "therapeutically effective amount" refers to an amount effective, at 

dosages and for periods of time necessary, to achieve a desired therapeutic result. The 

therapeutically effective amount may vary according to factors such as the disease state, age, sex, 

and weight of the individual, and the ability of the monoclonal antibody to elicit a desired response 

in the individual. For example, a therapeutically effective amount of an anti-ANGPTL7 antibody 

of the present disclosure is an amount that treats at least one symptom of glaucoma or other ocular 

diseases affecting the optic nerve and retinal ganglion cells in a subject. In some embodiments, the 

pharmacologic and/or physiologic effect may be prophylactic, i.e., the effect completely or 

partially prevents a disease or symptom thereof In this respect, the methods of the present 

disclosure comprise administering a "prophylactically effective amount" of an anti-ANGPTL7 

antibody or composition comprising an anti-ANGPTL7 antibody. A "prophylactically effective 

amount" refers to an amount effective, at dosages and for periods of time necessary, to achieve a 

desired prophylactic result (e.g., prevention of glaucoma or at least one symptom associated with 

glaucoma).  

[001451 A typical dose of a therapeutically effective amount of an anti-ANGPTL7 antibody of 

the present disclosure can range from, for example, about 0.0001 mg/dose to about 100 mg/dose 

for each eye to be treated. In some embodiments, a therapeutically effective amount of an anti

ANGPTL7 antibody of the present disclosure can range from about 0.001 mg/dose to about 100 

mg/dose, from about 0.01 mg/dose to about 100 mg/dose, from about 0.05 mg/dose to about 50 

mg/dose, from about 0.1 mg/dose to about 10 mg/dose, from about 0.5 mg/dose to about 

mg/doseand from about I mg/dose to about 10 ig/dose. In some embodiments, a therapeutically 

effective concentration of an anti-ANGPTL7 antibody of the present disclosure can range from, 

for example, about 0.0001 mg to about 100 mg of the antibody per milliliter of solution. In some 

embodiments, a therapeutically effective concentration of an anti-ANGPTL7 antibody of the 

present disclosure can range from about 0.001 mg/mI to about 100 mg/ml, from about 0.01 mg/ml 

to about 100 mg/mil, from about 0.1 m/ml to about 100 mg/mi, from about 1.0 mg/ml and about 

100 mg/ml, from about 0.001 mg/ml and about 50 mg/mil, from about 0.01 mg/ml and about 50 

mg/ml, from about 0.1 mg/ml and about 50 mg/ml, from about 0.1 mg/ml and about 25 mg/ml, 

from about 0.1 mg/ml and about 10 mg/ml, and from about 1.0 mg/ml and about 10 mg/mil. In 

some embodiments, a therapeutically effective dose of an anti-ANGPTL7 antibody of the present 

disclosure can be, exactly or approximately, 0.1 mg, 0.2 ig, 0.25 mg, 0.3 mg, 0.35 mg, 0.4 mg.  
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0.45 mg, 0.5 mg, 0.55 mg, 0.6 ig, 0.65 ig, 0.7 ig, 0.75 mg, 0.8 mg, 0.85 mg, 0.9 mg, 0.95 mg, 

1.0 mg,2.0 mg. 3.0 mg, 4.0 ig, 5.0 mg. 10.0 mg, 15.0 mg,20.0 mg, or 25.0 ig, or can fall within 

a range delimited by any two of the foregoing values. For example, in certain embodiments, a 

sustained release formulation, (e.g., an ocular implant) can be, exactly or approximately, 0.1 mg.  

0.2 mg, 0.25 mg, 0.3 mg, 0.35 ig, 0.4 mg, 0.45 mg, 0.5 ig, 0.55 mg, 0.6 mg, 0.65 ig, 0.7 mg, 

0.75 mg, 0.8 mg, 0.85 mg, 0.9 mg, 0.95 mg, 1.0 mg, 2.0 mg, 3.0 mg, 4.0 mg, 5.0 mg, 10.0 mg.  

15.0 mg, 20.0 mg, or25.0 mg of an anti-ANGPTL7 antibody, or an amount that fallswithin a 

range delimited by any two of the foregoing values.  

[001461 Therapeutic or prophylactic efficacy can be monitored by periodic assessment of 

treated patients. For repeated administrations over several days or longer, depending on the 

condition, the treatment is repeated until a desired suppression of disease symptoms occurs.  

However, other dosage regimens may be useful and are within the scope of the present disclosure.  

The desired dosage can be delivered by a single bolus administration of the composition, by 

multiple bolus administrations of the composition, or by continuous infusion administration of the 

composition. The composition comprising an anti-ANGPTL7 antibody, or antigen-binding 

fragment thereof, can be administered to a mammal using standard administration techniques, 

including ocular, oral, intravenous, intraperitoneal, subcutaneous, pulmonary, transdermal, 

intramuscular, intranasal, buccal, sublingual, or suppository administration. The composition 

preferably is suitable for ocular administration.  

[00147] In accordance with the compositions and methods of treatment described herein, 

embodiments of the present disclosure include anti-ANGPTL7 antibodies that have enhanced half

life (e.g., after ocular administration), such that the anti-ANGPTL7 antibody can be administered 

less often to a subject. In some embodiments, the antibody comprises a half-life extension moiety.  

In some embodiments, the half-life extension moiety comprises a polypeptide that can be coupled 

to an anti-ANGPTL7 antibody of the present disclosure by any means known in the art (e.g., 

generation of a fusion protein). In sotne embodiments, the polypeptide that can be coupled to an 

anti-ANGPTL7 antibody of the present disclosure is at least 20 amino acids in length and 

comprises any combination of G, A, S T, E, and P residues. In some embodiments, the half-life 

extension polypeptide is attached to the (-terminus or N-terminus of the antibody. In some 

embodiments, this is referred to as "XTENylation," as described further in US8933197, 
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US7846445, US7855279, US8492530, US9938331, US8673860, UJS9371369, US9926351, 

US10961287, US10172953, and US10953073.  

1001481 The present disclosure also provides a composition comprising any of the anti

ANGPTL7 antibodies or antigen-binding fragments thereof described herein. The composition 

desirably is a pharmaceutically acceptable (e.g., physiologically acceptable) composition, which 

comprises a carrier, preferably a pharmaceutically acceptable (e.g., physiologically acceptable) 

carrier, and the anti-ANGPTL7 antibody or antigen-binding fragment thereof Any suitable carrier 

can be used within the context of the present disclosure, and such carriers are well known in the 

art. For example, the composition may contain preservatives, such as, for example, methylparaben, 

propylparaben, sodium benzoate, and benzalkonium chloride. A mixture of two or more 

preservatives optionally may be used. In addition, buffering agents may be included in the 

composition. Suitable buffering agents include, for example, citric acid, sodium citrate, phosphoric 

acid, potassium phosphate, and various other acids and salts. A mixture of two or more buffering 

agents optionallymay be used. Methods for preparing compositions for pharmaceutical use are 

known to those skilled in the art and are described in, for example, Remington: The Science and 

Practice qPharniacy, Lippincott Williams & Wilkins; 21st ed. (May 1, 2005).  

[001491 Once administered to a mammal (e.g,, a human), the biological activity of the anti

ANGPTL7 antibody, or antigen-binding fragment thereof, can be measured by any suitable 

method known in the art. For example, the biological activity can be assessed by determining the 

stability of the anti-ANGPTL7 antibody. The biological activity of the anti-ANGPTL7 antibody 

also can be assessed by determining its binding affinity to ANGPTL7 peptides and/or by assessing 

its binding affinity to peptides with which it may cross-react. The term "affinity" refers to the 

equilibrium constant for the reversible binding of two agents and is expressed as the dissociation 

constant (KD). Affinity of a binding agent to a ligand, such as affinity of an antibody for an epitope, 

can be, for example, from about 1 femtornolar (fM) to about millimolar (mM) (e.g., from about 

l picomolar (pM) to about I nanomolar (nM), or from about I nM to about I micromolar (M)).  

In some embodiments, the affinity of an anti-ANGPTL7 antibody may be from about I nm to 

about20 nm, and desirably from about 5 nm to about 10 nm. Antibody affinity for an antigen or 

epitope of interest can be measured using any art-recognized assay. Such methods include, for 

example, fluorescence activated cell sorting (FACS), separable beads (e.g., magnetic beads), 
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antigen panning, and/or ELISA (see, e.g., Janeway et al. (eds.), Immunobiology, 5th ed., Garland 

Publishing, New York, N.Y., 2001).  

1001501 In some embodiments, an anti-ANGPTL7 antibody, or composition comprising an anti

ANGPTL7 antibody, may be administered alone or in combination with other drugs/therapeutic 

agents. For example, the anti-ANGPTL7 antibody can be administered in combination with other 

agents for the treatment or prevention of glaucoma or other ocular disease affecting the optic nerve 

or retinal ganglion cells, as disclosed herein. For example, anti-ANGPTL7 antibodies of the 

present disclosure, or antibody conjugates, fusion proteins, or polymeric formulations thereof, can 

be used either alone or in combination with other agents in a therapy. For instance, an anti

ANGPTL7 antibody may be co-administered with at least one additional therapeutic agent. In 

certain embodiments, an additional therapeutic agent is another antibody, a chemotherapeutic 

agent, a cytotoxic agent, an anti-angiogenic agent, an immunosuppressive agent, a prodrug, a 

cytokine, a cytokine antagonist, cytotoxic radiotherapy, a corticosteroid, an anti-emetic, a cancer 

vaccine, an analgesic, a growth-inhibitory agent, or combinations thereof 

[001511 In certain embodiments, an anti-ANGPTL7 antibody of the present disclosure is 

administered with a drug/therapeutic agent that treats/prevents glaucoma or other ocular disease 

that affects the optic nerve or retinal ganglion cells. Any suitable glaucoma therapeutic agent can 

be administered as an additional therapeutic agent in combination with an anti-ANGPTL7 

antibody of the present disclosure, or an antibody conjugate, fusion protein, and/or polymeric 

formulation thereof, for treatment of an ocular disorder (e.g., e g., glaucoma or other disease 

associated with or affecting the optic nerve or retinal ganglion cells). For example, in some 

embodiments, an anti-ANGPTL7 antibody of the present disclosure can be administered with an 

agent that lowers intraocular pressure by promoting the drainage of fluid from the eve, including 

but not limited to, prostagandins (e.g., Xalatan (latanoprost), Travatan Z (travoprost), Zioptan 

(tafluprost), and Lumigan (bimatoprost)), Rho kinase inhibitors (eg.,Rhopressa (netarsudil)), 

nitric oxides (eg., Vyzulta (latanoprostene bunod), and miotic or cholinergic agents 

(e.g., Isopto Carpine (pilocarpine)). In some embodiments, an anti-ANGPTL7 antibody of the 

present disclosure can be administered with an agent that lowers intraocular pressure by reducing 

the amount of fluid produced in the eye, including but not limited to, alpha-adrenergic agonists 

(e.g., lopidine (apraclonidine) and Alphagan P or Qolana(brimonidine)), beta blockers (e.g., 

Betoptic (betaxolol) and Betimol, Istalol, or Timoptic (timolol)), and carbonic anhydrase 
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inhibitors (e.g., Trusopt (dorzolamide) and Azopt (brinzolande)). Additionally, one or more of 

these therapeutic agents can be administered with an anti-ANGPTL7 antibody of the present 

disclosure, in conjunctionwith other treatments, such as laser treatment (e.g., trabeculoplasty) and 

surgery (e.g., glaucoma implant surgery, and minimally invasive glaucoma surgery (MIGS)).  

1001521 In some embodiments, an anti-ANGPTL7 antibody, antibody conjugate, fusion protein, 

or polymeric formulation of the present disclosure is administered simultaneously with an 

additional therapeutic agent. In some embodiments, an anti-ANGPTL7 antibody, antibody 

conjugate, fusion protein, or polymeric formulation of the present disclosure is administered before 

or after an additional therapeutic agent. In some embodiments, the additional therapeutic agent(s) 

binds to a second biological molecule selected from the group consisting of VEGF, IL-I1; IL-6; 

IL-6R; IL-13; IL-13R; PDGF; angiopoietin; Ang2; Tie2; SIP; integrins avP3, v35, and 5Q1; 

betacellulin; apelin/APJ; erythropoietin; complement factor DTNF; HtrAl; a VEGF receptor; 

ST-2 receptor; and proteins genetically linked to AMID risk, such as complement pathway 

components C2, factor B, factor H, CFHR3., Cb, C5, C5a, and C3a; HtrAl; ARM S2; TIMP3; 

HLA; interleukin-8 (IL-8); CX3CRI1 TLR3; TLR4- CETP; LIPC; COLOA1; and TNFRSF1A.  

In some embodiments, the additional therapeutic agent is an antibody or antigen-binding fragment 

thereof In some embodiments according to (or as applied to) any of the embodiments above, the 

ocular disorder is an intraocular neovascular disease selected from the group consisting of 

proliferative retinopathies, choroidal neovascularization (CNV), glaucoma, diseases affecting the 

opticnerve,diseasesaffectingtheretinalganglion cells, diabetic and other ischemia-related 

retinopathies, diabetic macular edema, pathological myopia, von Hippel-Lindau disease, 

histoplasmosis of the eve, retinal vein occlusion (RVO), including CRVO and BRVO, corneal 

neovascularization, retinal neovascularization, and retinopathy of prematurity (R-OP).  

[00153] In some embodiments, an anti-ANGPTL7 antibody of the present disclosure, or an 

antibody conugate, fusion protein, and/or polymeric formulation thereof, may be administered in 

combination with at least one additional therapeutic agent for treatment of an ocular disorder, for 

example, an ocular disorder described herein (e.g., glaucoma or other disease associated with or 

affecting the optic nerve or retinal ganglion cells). Exemplary additional therapeutic agents for 

combination therapy for treatment of ocular disorders include, without limitation, anti-angiogenic 

agents, such as VEGF antagonists, including, for example, anti-VEGF antibodies (e.g., the anti

VEGF Fab LUCENTIS@ (ranibizumab)), soluble receptor fusion proteins (e.g., the recombinant 
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soluble receptor fusion protein EYLEA@ (aflibercept, also known as VEGF Trap Eye; 

Regeneron/Aventis)), aptamers (e.g., the anti-VEGF pegylated aptamer MACUGEN@ 

(pegaptanib sodium; NeXstar Pharnaceuticals/OSI Pharmaceuticals)), and VEGFR tyrosine 

kinase inhibitors (e.g., 4-(4-bromo-2-fluoroanilino)-6-methoxy-7-(l-methypiperidin-4

ylrnethoxy)quinazoline (ZD6474), 4-(4-fluoro-2-methyindol-5-yloxy)-6-methoxy-7-(3

pyrrolidin-1-ylpropoxy)quinazolie (AZD2171), vatalanib (PTK787), semaxaminib (SU5416; 

SUGEN), and SUTENT@ (sunitinib); Tryptophanyl-tRNA synthetase (TrpRS); squalamine; 

RETAANE ®(anecortave acetate for depot suspension Alcon, Inc.); Combretastatin A4 Prodrug 

(CA4P); MIFEPREX® (mifepristone-ru486); subtenon triamcinolone acetonide; intravitreal 

crystalline triamcinolone acetonide; matrix metalloproteinase inhibitors (e.g., Prinomastat 

(AG3340; Pfizer)); fluocinolone acetonide (including fluocinoloneintraocular implant;Bausch & 

Lomb/Control Delivery Systems): linomide; inhibitors of integrin P3 function; angiostatin, and 

combinations thereof.  

[001541 Further examples of additional therapeutic agents that can be used in combination with 

an anti-ANGPTL7 antibody of the present disclosure, or an antibody conjugate, fusion protein, 

and/or polymeric formulation thereof, for treatment of an ocular disorder (e.g., glaucoma or other 

disease associated with or affecting the optic nerve or retinal ganglion cells), include, but are not 

limited to, VISUDYNE® (verteporfin; a light-activated drug that is typically used in conjunction 

with photodynamic therapy with a non-thermal laser), PKC412, Endovion (NS 3728; NeuroSearch 

A/S), neurotrophic factors (e.g., glial derived neurotrophic factor (GDNF) and ciliary neurotrophic 

factor (CNTF)), diltiazem, dorzolarnide, PHOTOTROP, 9-cis-retinal, eye medication (e.g., 

phospholine iodide, echothiophate, or carbonic anhydrase inhibitors), veovastat (AE-941; AEterna 

Laboratories, Inc.), Sirna-027 (AGF-745; Sirna Therapeutics, Inc.), neurotrophins (including, by 

way of example only, NT-4/5, Genentech), Cand5 (Acuity Pharmaceuticals), INS-37217 (Inspire 

Pharmaceuticals), integrin antagonists (including those from Jerini AG and Abbott Laboratories), 

EG-3306 (Ark Therapeutics Ltd.), BDM-E (BioDiem Ltd.), thalidomide (as used, for example, by 

EntreMed, Inc.), cardiotrophin-i (Genentech), 2-methoxyestradiol (Allergan/Oculex), DL-8234 

(Toray Industries), NTC-200 (Neurotech), tetrathiomolybdate (University of Michigan), LYN-002 

(Lynkeus Biotech), microalgal compound (Aquasearch/Albany, Mera Pharmaceuticals), D-9120 

(Celitech Group pc.), ATX-S10 (Hamamatsu Photonics), 1GF-beta2 (Genzyme/Celtrix), tyrosine 

kinase inhibitors (e.g., those from Allergan, SUGEN, or Pfizer), NX-278-L (NeXstar 
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PharmaceuticaIs/Gilead Sciences), Opt-24 (OPTIS France SA), retinal cell ganglion 

neuroprotectants (Cogent Neurosciences), N-nitropyrazole derivatives (Texas A&M University 

System), KP-102 (Krenitsky Pharmaceuticals), cyclosporin A, therapeutic agents used in 

photodynamic therapy (e.g., VISLJDYNE@; receptor-targeted PDT, Bristol-Myers Squibb, Co.; 

porfimer sodium for injectionwith PDT; verteporfin, QLTInc.; rostaporfin with PDT, Miravent 

Medical Technologies; talaporfin sodium with PDT, Nippon Petroleum; and motexafin lutetium, 

Pharmacyclics, Inc.), antisense oligonucleotides (including, byway of example, products tested 

by Novagali Pharma SA and ISIS-13650, Isis Pharmaceuticals), and combinations thereof 

[00155] An anti-ANGPTL7 antibody of the present disclosure, or an antibody conjugate, fusion 

protein, and/or polymeric formulation thereof, may be administered in combination with a therapy 

or surgical procedure for treatment of an ocular disorder (e.g., glaucoma or other disease associated 

with or affecting the optic nerve or retinal ganglion cells), including, for example, laser 

photocoagulation (e.g., panretinal photocoagulation (PRP)), drusen lasering, macular hole surgery, 

macular translocation surgery, implantable miniature telescopes, PHI-motion angiography (also 

known as micro-laser therapy and feeder vessel treatment), proton beam therapy, microstirulation 

therapy, retinal detachment and vitreous surgery, scleral buckle., submacular surgery, 

transpupillary thermotherapy, photosystem I therapy, use of RNA interference (RNAi), 

extracorporeal rheopheresis (also known as membrane differential filtration and rheotherapy), 

microchip implantation, stem cell therapy, gene replacement therapy, ribozyme gene therapy 

(including gene therapy for hypoxia response element, Oxford Biomedica; Lentipak, Genetix; and 

PDEF gene therapy, GenVec), photoreceptor/retinal cells transplantation (including transplantable 

retinal epithelial cells, Diacrin, Inc.; retinal cell transplant, Cell Genesys, Inc.). acupuncture, and 

combinations thereof.  

[00156] In some embodiments, an anti-ANGPTL7 antibody of the present disclosure, or an 

antibody conjugate, fusion protein, and/or polymeric formulation thereof, can be administered in 

combination with an anti-angiogenic agent for treatment of an ocular disorder (e.g., glaucoma or 

other disease associated with or affecting the optic nerve or retinal ganglion cells). Any suitable 

anti-angiogenic agent can be used in combination with an antibody of the present disclosure, 

including, but not limited to, those listed by Carmeiet et al. Nature 407:249-257, 2000. In some 

embodiments, the anti-angiogenic agent is a VEGF antagonist, including, but not limited to, an 

anti-VEGF antibody (e.g., the anti-VEGF Fab LUCENTIS@ (ranibizumab), RTI-k258 (formerly 
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ESBA-1008, an anti-VEGF single-chain antibody fragment; Novartis), or a bispecific anti-VEGF 

antibody (e.g., an anti-VEGF/anti-angiopoietin 2 bispecific antibody such as RG-7716; Roche)), a 

soluble recombinant receptor fusion protein (e.g., EYLEA® (aflibercept)), a VEGF variant, a 

soluble VEGFR fragment, an aptamer capable of blocking VEGF (e.g., pegaptanib) or VEGFR, a 

neutralizing anti-VEGFR antibody, a small molecule inhibitor of VEGFR tyrosine kinases, an anti

VEGF DARPin@ (e.g., abicipar pegol), a small interfering RNAs which inhibits expression of 

VEGF or VEGFR, a VEGFR tyrosine kinase inhibitor (e.g., 4-(4-bromo-2-fluoroanilino)-6

methoxv-7-(1-methylpiperidin-4-yimethoxy)quinazoline (ZD6474), 4-(4-fluoro-2-methylindol-5

yloxy)-6-methoxy-7-(3-pyrrolidin-1-ylpropoxy)quinazoline (AZD2171), vatalanib (PTK787)., 

semaxaminib (SU5416; SUGEN), and SUTENT@ (sunitinib)), and combinations thereof 

[001571 Other suitable anti-angiogenic agents that may be administered in combination with an 

antibody of the present disclosure, or an antibody conjugate, fusion protein, and/or polymeric 

formulation thereof, for treatment of an ocular disorder (e.g., glaucoma or other disease associated 

with or affecting the optic nerve or retinal ganglion cells) include corticosteroids, angiostatic 

steroids, anecortave acetate, angiostatin, endostatin, tyrosine kinase inhibitors, matrix 

metalloproteinase (MMP) inhibitors, insulin-like growth factor-binding protein 3 (GFBP3), 

stromal derived factor (SDF-1) antagonists (e.g., anti-SDF-1 antibodies), pigment epitheliurn

derived factor (PEDF), gamma-secretase, Delta-like ligand 4, integrin antagonists, hypoxia

inducible factor (HIF)-I a antagonists, protein kinase CK2 antagonists, agents that inhibitstem cell 

(eg., endothelial progenitor cell) horning to the site of neovascularization (e.g., an anti-vascular 

endothelial cadherin (CD-144) antibody and/or an anti-SDF-I antibody), and combinations 

thereof 

[00158] In some embodiments, an anti-ANGPTL7 antibody of the present disclosure, or an 

antibody conjugate, fusion protein, and/or polymeric formulation thereof, can be administered in 

combination with an agent that has activity against neovascularization for treatment of an ocular 

disorder (eg.glaucoma or other disease associated with or affecting the optic nerve or retinal 

ganglion cells), such as an anti-inflammatory drug, a mammalian target of rapamycin (mTOR) 

inhibitor (e.g., rapamycin, AFINITOR@ (everolimus), and TORISEL@ (temsirolimus)), 

cyclosporine, a tumor necrosis factor (TNF) antagonist (e.g.,an anti-TNFa antibody or antigen

binding fragment thereof (e.g., infliximab, adalimumab, certolizumab pegol, and golimumab) or a 
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soluble receptor fusion protein (e.g., etanercept)), an anti-complement agent, a nonsteroidal anti

inflaminatory agent (NSAID), or combinations thereof 

1001591 In addition to therapeutic uses, an anti-ANGPTL7 antibody or antigen-binding 

fragment, described herein can be used in diagnostic or research applications. Research 

applications include, for example, methods that utilize the anti-ANGPTL7 antibody and a label to 

detect an ANGPTL7 polypeptide or protein in a sample (e.g., in a human body fluid or in a cell or 

tissue extract). The anti-ANGPTL7 antibody or antigen-binding fragment thereof may be 

employed in any suitable assay for measuring ANGPTL7 in a sample for diagnostic and/or 

research purposes. Such assays include, but are not limited to, sandwich immunoassays, enzyme 

immunoassays (EIA), enzyme-linked immunosorbent assays (ELISA), lateral flow assays, 

competitive inhibition immunoassays (e.g., forward and reverse), competitive binding assays, 

Forster resonance energy transfer (FRET), one-step antibody detection assays, single molecule 

detection assays, radioimmunoassays (RIA), and FACS. Such methods are disclosed in, for 

example, U.S. Patents 6,143,576; 6,13,855; 6,019,944; 5,985,579; 5,947,124; 5,939,272; 

5,922,615;5,885,527;5,851,776; 5,824,799; 5,679,526; 5,525,524; and 5,480,792; and Adamczyk 

et al., Anal. Chi. .cta, 579(1): 61-67 (2006).  

[001601 The anti-ANGPT.7 antibody or antigen-binding fragment thereof can be provided in 

a kit, e g., a packaged combination of reagents in predetermined amounts with instructions for 

performing an assay using, the antibody (e.g., an assay that detects ANGPTL7). As such, the 

disclosure provides a kit comprising the antibody or antigen-binding fragment described herein 

and instructions for use thereof The instructions can be in paper form or computer-readable form, 

such as a disk, CD, DVD, etc. Alternatively or additionally, the kit can comprise a calibrator or 

control, and/or at least one container (e.g., tube, microtiter plates, or strips) for conducting an 

assay, and/or a buffer, such as an assay buffer or a wash buffer. Ideally, the kit comprises all 

components, i.e., reagents, standards, buffers, diluents, etc., which are necessary to perform the 

assay. Other additives may be included in the kit, such as stabilizers, buffers (e.g., a blocking buffer 

or lysis buffer), and the like. The relative amounts of the various reagents can be varied to provide 

for concentrations in solution of the reagents which substantially optimize the sensitivity of the 

assay. The reagents may be provided as dry powders (typically lyophilized), including excipients 

which on dissolution will provide a reagent solution having the appropriate concentration.  
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1001611 The following examples further illustrate the various embodiments of the present 

disclosure but should not be construed as in any way limiting its scope.  

EXAMPLES 

[00162] It will be readily apparent to those skilled in the art that other suitable modifications 

and adaptations of the methods of the present disclosure described herein are readily applicable 

and appreciable, and may be made using suitable equivalents without departing from the scope of 

the present disclosure or the aspects and embodiments disclosed herein, Having now described the 

present disclosure in detal, the same will be more clearly understood by reference to the 

following examples, which are merely intended only to illustrate some aspects and embodiments 

of the disclosure, and should not be viewed as limiting to the scope of the disclosure. The 

disclosures of all journal references, U.S. patents, and publications referred to herein are hereby 

incorporated by reference in their entireties.  

1001631 The present disclosure has multiple aspects, illustrated by the following non-limiting 

examples.  

EXAMPLE 1 

[00164] This example describes dexamethasone-induced changes in gene expression in primary 

human trabecular meshwork cells. Primary trabecular meshwork cells isolated from post-mortem 

human donors were treated with dexamethasone (DEX). Changes inANGTPL7 gene expression 

relative to vehicle were quantified using qPCR, as shown in FIG. 1. Using these data, strong DEX 

responders were selected for future studies, such as RNAseq.  

1001651 In particular, primary human trabecular meshwork cells were passed in DMEM with 

10% fetal bovine serum (FBS) and 1% penicillin/streptomycin. Cells were plated in 96-well plates 

at 20,000 cells/well. Media was changed 3 times a week. After I week, cells were further 

differentiated using DMEM with 1% FBS and 1% penicillin/streptomycin. Cells were incubated 

with low serum for a minimum of I additional week, with media changes 3 times a week.  

[001661 For dexamethasone (DEX) treatment, media were removed and replaced with media 

containing 100 nM DEX or 0.1% ethanol (EtOH, vehicle). Media was refreshed after 2-3 days, 

and cells were harvested for qPCR on day 5 using the Cells to Ct kit. qPCR was run using an 
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ANGPTL7 TaqMan assay from Life Technologies on a Quantstudio6 qPCR machine. Gene 

expression was normalized to the EtOH control.  

EXAMPLE 2 

[001671] This example describes RNAseq of ANGPTL7 treatment-induced changes in gene 

expression of huinan trabecular meshwork (TM) and Schlemm's Canal (SC) cells (FIG. 2). Briefly, 

primary human trabecular meshwork and Schlemrn's canal cells were passed in DMEM with 10% 

fetal bovine serum (PBS) with 1% penicillin/streptomy cin. Cells were seeded at200k cells/well in 

6-well formats. Cells were differentiated in low serum for a week with media changes 3 times a 

week. For ANGPTL7 treatment, media were removed and replaced with media containing 50 

ng/mL of ANGPTL7 protein madefrom BIORTUS.Treatment media was refreshed daily forthree 

days. After three days, cells were spun down and frozen into a pellet and then stored into a -80C 

freezer until shipment to SeqMatic for processing.  

EXAMPLE 3 

[00168] Experiments were conducted to determine the effects of ANGPTL7 on outflow facility 

in a bioengineered ex vivo human eye tissue model. Glauconix developed a proprietary technology 

allowing multi-layer growth of bioengineered 3D human trabecular meshwork (HTM) cells co

cultured with human Schlenns' canal (HSC) cells, thereby mimicking the architecture of the 

tissues responsible for pressure build-up in the human eye (FIG. 3A). This allows endpoint 

analyses relevant to IOP-modulation. This scaffolding of cells is used to compare treatment effects 

of vehicle (DMSO), dexamethasone (a steroid known to elevate IOP), and human ANGPTL7 

protein on outflow facility.  

[001691 Briefly, HTM cellswere thawed and allowed to grow for about 7 days (media changes 

every 2 days). The ITM cellswere seeded onto scaffolds and HSC cells were thawed on the same 

day; the HTM cells were allowed to grow for 7 days on the scaffolds with media changes every 2.  

days. HSCs were co-cultured on the back side of the HTM scaffolds and grown for 10-12 days 

with media changes every 2 days. HTMIHSC constructs were serum starved the in a 1% medium 

the day before treatment. The first day of treatmentwas called Day 0. On Day 3, supernatants were 

collected, re-treated, and this process was repeated on Days 6 and 9. Perfusion was done on Day 

10.  
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100170] FIG. 3B includes representative data demonstrating outflow facility for 3D-HTM donor 

2 treated with vehicle (DMSO), 500nM Dexamethasone, 50 ng/mL of ANGPTL7. Samples were 

analyzed using One-way ANOVA (GraphPad Prism Software, Inc., La Jolla, CA), *P<0.05, 

**P<.0.01, ***P<.001 N:=4 per treatment group. FIG. 3C includes representative data 

demonstrating outflow facility for 3D--ITM donor 3 treated with vehicle (DMSO), 500nM 

Dexamethasone, 50 ng/mL of ANGPIL7. Samples were analyzed using One-way ANOVA 

(GraphPad Prism Software, Inc., La Jolla, CA), *P<0.05, **P<.0.01, ***P<.001 N=4 per treatment 

group. These data demonstrate that ANGPTL7 treatment reduced outflow facility for both donors, 

similar to DEX treatment.  

EXAMPLE 4 

100171] Experiments were conducted to determine the effects of ANGPTL7 on outflow facility 

using a bioengineered ex vivo human eye tissue model. Glauconix developed a proprietary 

technology allowing multi-layer growth of bioengineered 3D human trabecular meshwork (1HTM) 

cells co-cultured with human Schlemms' canal (HSC) cells, thereby mimicking the architecture of 

the tissues responsible for pressure build-up in the human eye (FIG. 3A; see also exemplary 

protocol in Example 3). This allows endpoint analyses relevant to OP-modulation.  

[00172] This experiment compared three different doses (25, 50, and 150 ug/ml) of ANGPTL7 

protein on outflow facility in three different donor HTM cell lines (FIGS. 4A-4C). In this example, 

experiments were focused on the reproducibility of ANGPTL7 effects on outflow facility (from 

SOW) and dose response effects in three different HTM donors.  

EXAMPLE 5 

[00173] Generation of recombinant ANGPTL7 proteins. Recombinant protein preparations 

were undertaken to produce specific proteins which could be used as immunogens/antigens, 

screening reagents, and/or control reagents. All efforts were made in service of the goal of 

generating a panel of anti-ANGPTL7 antibodies with the desired properties. In this particular 

example, outsourced material produced by Biortus was used for the human ANGPTL7 multimer, 

while protein engineering work was used to produce mutant human monomers. Truncated but non

engineered wild type fibrinogen domain only human ANGPTL7 monomerwas also produced.  
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1001741 Proteinswith the sequence corresponding to human, African green monkey, and rabbit 

ANGPTL7 were produced. The human and African green monkey sequences were engineered to 

favor the production of monomeric material, while the rabbit protein was a mixture of monomer, 

primer, and hexamer. When finished, all protein preparations exceeded 90% purity by analytical 

methods and were less than <1 endotoxin unit per milliliter.  

1001751 Beginning with in silico analysis, appropriate wild type aminoacid sequences of 

human, rabbit, and African green monkey ANGPIL7 were located and extracted from publicly 

available databases. The sequences were then further analyzed and modified manually using 

Generous Prime software in accordance with the experimental plan. Specifically, in regard to the 

production of monomeric ANGPTL7, the mechanism of multimerization was examined closely.  

Structurally, ANGPTL7 consists of two domains, a small N-terminal coiled coil domain and a 

larger C-terminal fibrinogen like domain. Given the similarities to fibrinogen protein at the domain 

level, previously published works, and the well documented biological function of coiled coil 

domains, the N-terminal region was identified as the area on which to focus in order to engineer 

monomeric mutants. Coiled coil domains follow a well-defined heptad repeat of hydrophobic and 

charged amino acids. This repeat, in conjugation with the property of approximately seven amino 

acids per two turns of an alpha helix, and the aqueous environment of either the extra or 

intracellular space, favor packing of the hydrophobic side chains into the interior of the coil while 

the charged amino acids face the aqueous environment. Dimerization, trimerization or other higher 

order multimers result as each linear alpha helix is dependent on others to reach the energetically 

favorable "packed" state. Approaches which disrupt linearity and/or the hydrophobic and charged 

heptad could lead to monomers, Two strategies were designed upon this theoretical framework.  

Constructs with substitutions of proline for leucine at both amino acid position 59 and 84 or with 

leucine at position 59 replaced with glycine-glycine-proline-glycie-lycine were built in siico 

and added to the panel of sequences designed for the project. The replacement of leucine at position 

59 with five amino acids proved most successful. A version In addition, a. truncated form of human 

ANGPTL7 corresponding to only the C-terminal Fibrinogen like domain sequence was added to 

the panel of sequences.  

[001761 All Sequences were examined for liabilities and modified to add further amino acid 

sequence which encoded for "tags" to facilitate purification, lower immunogenicity, or simplify 

analytical screening. Examples of protein tags used in this work include the HIS tag and the Avi 
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tag. Tags were separated from each other and from the ANGPTL7 sequences with short linker 

sequences. All tags were added to the C-terninal end of the sequences. Additionally, the native 

signal peptide was removed and replaced with a signal peptide conducive to recombinant 

expression.  

1001771 After all modifications were complete, the amino acid sequences were back translated 

into DNA sequences and optimized for the codon biases found in the human genome. These 

optimized DNA sequences were sent to Integrated DNA Technologies and produced as DNA 

fragment(s) with DNA overhangs added to the 5' and 3' ends. Utilizing the DNA overhangs and 

the Gibson cloning method, these DNA fragments were assembled into the expected sequence and 

cloned into a mammalian expression plasmid driven by a CMV promoter. The plasmid was 

propagated in E coli with appropriate antibiotic selection and prepared, at a scale useful for 

recombinant expression, utilizing commercially available preparation kits purchased from Qiagen.  

The sequence of the plasmid and the expression genewas then confirmed using Sanger sequencing.  

[001781 Using polyethylenimine, the sequence verified plasmid was transfected into human 

embryonic kidney cells adapted for recombinant expression. One day after transfection, the cells 

were supplemented with chemicals and nutrients designed to increase recombinant protein 

expression. These supplements includesodium propionate, valproic acid, glucose, glutamine, and 

a variety of yeast lysates. Five days after transfection, the expressing cell cultures were harvested.  

As the recombinant protein is secreted into the growth medium, the cells, cell fragments, and cell 

debris, were removed via centrifugation and filtration through a membrane with pores no greater 

than 0.22 microns. The clarified culture medium, conditioned with the recombinant protein, was 

now ready for purification. Using a FPLC (Fast pressure liquid chromatography) and the 

appropriate commercially available pre-packed affinity chromatography column for the C

terminal tag(s) the protein of interest was purified from the cell culture inedium and immobilized 

on the chromatography column. For HIS tagged proteins, a Ni-NTA agarose column was used.  

Multiple column washes followed, each specific for the type of coltmn/tag/chromatography. The 

protein of interest was eluted from the column with 300 mM of imidazole for HIS tagged proteins.  

1001791 Protein quality and quantity were assessed using a combination of SDS-PAGE gel 

electrophoresis, spectrophotometry, and analytical-SEC (size exclusion chromatography). Most 

proteins for this project required further purification. To further polish the proteins, the FPLC and 

a second chromatography columnwere employed. Separation by size, accomplished with a size 
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exclusion column, enabled increased protein purities ip to >90%. SEC also enabled buffer 

exchange out of the affinity chromatography elution buffer and into the final buffer of choice 

(PBS). The protein sample then moved onto quality control. If, at any point during purification, 

protein concentration needed to be increased, Amicon Ultra molecular weight cutoff (MWCO) 

filtration units were used to concentrate protein by separating protein from buffer. MWCO was 

chosen to ensure compatibility with the size of the protein of interest. Before moving to final 

quality control, all final samples were concentrated to > 1 milligram per milliliter.  

[001801 Endotoxin contamination in the final protein sample was assayed using Charles River's 

Endosafe PTS system. Spectrophotometry determined the final protein concentration. Three 

micrograms of the final sample were injected onto an analytical SEC column (YMC Diol 300) to 

determine its final purity. Additionally, sometimes SDS-PAGE electrophoresis was performed to 

determine final quality. Once all final metrics passed, the protein was sterilized in a biosafety 

cabinet using a sterile 0.22 micron filter. This was followed by sterile aliquoting and flash freezing 

in liquid nitrogen before storage at -80°C.  

EXAMPLE 6 

[001811 Recovery of ANGPTL7 antibody sequences from immunized mice. ANGPTL7 

immunization: Four cohorts of Alloy Therapeutic transgenic humanized mice, ATX-GK., were 

immunized with various human ANGPTL7 antigens using a standard 5-week RIldMS protocol: 

10 pg subcutaneous dosing of antigen emulsified in complete Freund's adjuvant followed by 5 

weekly subcutaneous dosing of antigen emulsified in incomplete Freund's adjuvant.  

[001821 Cohort 1: Three ATX-GK mice immunized with human ANGPTL7 fibrinogen domain 

(ATX-P-60; SEQ ID NO: 373). Cohort 2: Three ATX-GK mice immiunized with full length human 

ANGPTL7 monomeric variant L59P_184P (ATX-P-62; SEQ ID NO: 371). Cohort 3: Three ATX

GK mice immiunized with full length human ANGPTL7 monomeric variant L59 GGPGG (ATX

P-63; SEQ ID NO: 372). Cohort 4: Three ATX-GK mice immunized with human wild type 

ANGPTL7 multimer (PExt-1; SEQ ID NO: 374).  

[001831 Sample bleeds were taken at week four and tested for antigen positive serum titer and 

purification tag negative serum titer by ELISA. ELISA plates were coated with either lug/ml of 

ANGPTL7 immunogen or an irrelevant protein with the same purification tag as the immunogen.  

Antigen coated plates were incubated with seven 10-fold serial dilutions of sera starting at 1:300.  
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Antibodies bound to antigen were detected by anti-mouse IgG -RP secondary antibody and one 

step TMB solution. The absorbance signal at 450 n was measured with an ELISA microplate 

reader (FIGS. 5A-5D).  

[001841 Hbridomna: Immune tissues from high titer mice were harvested and preserved for 

antibody discovery. Hybridoma cell lines producing ANGPTL7 antibodies were produced by 

fusion of single B Cells from spleen and lymph nodes of titer positive mice with myeloma cells.  

Twenty 96 well plates of hybridoma fusions were generated and expanded. Hybridomas expressing 

ANGPTL7 specific antibodies were detected by antigen binding by ELISA. Affinity of antibodies 

in the hybridorna supernatants were measured by SPR using the Octet instrument. ANGPTL7 

antibodies in hybridoma supernatant were loaded on a biosensor. Response was measured as a nm 

shift in the interference pattern and was proportional to the number of antibodies bound to the 

surface of the biosensor. The binding interaction of ANGPTL7 to the immobilized antibodies was 

measured as association (kon). Following analyte association, the biosensor was dipped into PBS 

without ANGPTL7, and the bound antigen was allowed to dissociate from the antibody (kdis). KD 

(M), or affinity of the antibodies for ANGPTL7 was measured as kdis/kon.  

[00185] Heavy and light chains from validated hybridomas were sequenced. RNA was isolated 

from ANGPTL7 antibody secreting hybridornas and heavy and light chain variable regions were 

cloned by reverse transcription usinggene specific primers followed by PCR amplification with 

variable chain gene specific primers. PCR products were sequenced by standard Sanger 

sequencing methods.  

[00186] Phage Display: Variable heavy and light chains were amplified from the spleen of high 

titer immunized mice by reverse transcription using gene specific primers followed by PCR 

amplification with variable chain gene specific primers. Variable regions were cloned into a phage 

display vector designed to express Fabs on phage g3p protein. Libraries of phage expressing 

unique Fabs were amplified and purified. Phage were allowed to bind to biotinylated ANGPTL7 

antigens captured on streptavidin magnetic beads. Phage remaining bound to antigen beads after 

several stringent washes was eluted using a basic triethylamine solution and neutralized with Tris 

buffer pH 8.0. Eluted phages were reinfected into TG1 bacterial cells, amplified by co-infection 

with MI3 helper phage, and purified by PEG precipitation. Purified phages expressing Fabswere 

selected for antigen binding as described. Phage from the second round were diluted and infected 

into TG1 cells. Polyclonal pools of phage output from two rounds of panning were tested by 
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ELISA to confirm that the pools contained ANGPIL7-specific phage. Variable heavy and light 

chain regions were sequenced from single infected bacterial colonies using a rolling circle 

amplification and standard Sanger sequencing.  

[001871 Antibody Sequencing: Unique variable heavy and light chain pairs from hybridoma and 

phage display campaigns were cloned into vectors designed to express full length antibodies as 

IgGs in HEK293 cells under the control of a CMV promoter. Antibody expression vectors were 

complexed with polyethylenmine and transfected into HEK293 cultures. After 5 days of shaking 

at 37 C in 293 cell culture media, antibodies were captured on agarose-based protein A resin.  

After several stringent washes, antibodies were eluted in glycine solution, pH 3., neutralized with 

Hepes, pH 9, and buffer exchanged into PBS.  

EXAMPLE 7 

[001881 Human ANGPTL7 monoclonal antibody differential scanning fluorimetry (DSF.  

Development of effective monoclonal antibodies depends not only on their biological activity but 

also on their physicochemical properties, such as homogeneity and stability. mAb stability can be 

affected by their formulation. Among the many techniques used to study the stability of mAbs, 

differential scanning fluorimetry (DSF) offers both excellent throughput and minimal material 

consumption. DSF measures the temperature of the protein unfolding transition (Tm) based on the 

change in fluorescence intensityof an environmentally sensitive dye.  

1001891 Experiments were conducted to assess the thermal stability of the human ANGPTL7 

monoclonal antibodies ("ATX" antibodies) of the present disclosure by determining the melting 

temperature. Thermal stability was assessed via differential scanning fluorimetry (DSF) utilizing 

the Protein Thermal Shift (PTS) assay from Applied Biosystems. The assay was performed 

according to the manufacturer's instruction. Briefly, the antibody to be evaluated was prepared in 

triplicate by nixing with Protein Thermal Shift dye and buffer; a real-time melt experiment from 

25 °C to 95 °C was run on QuantStudio 3. Data was analyzed by using Protein Thermal Shift 

Software and the melting temperature (Tm) was calculated from the melt curve (Table 1).  

[001901 Table 1: DSF analysis of human anti-ANGPTL7 monoclonal antibodies.  

Protein Thermal Shift Assay esufts 

......... ID Tm D -Mean Tm 2- Mean 
ATX-P-423 62.50 
ATX-P-424 62.69 73.14 
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ATX-P-425 62,97 71.94 
ATX-P-427 62,78 67.87 
A TX-P-428 62.62 79.24 
ATX-P-429 62.64 80.49 
ATX-P-430 62.59 
ATX-P-431 60.77 
ATX-P-432 62. 82 
ATX-P-433 62.68 2.49 
ATX-P-434 62.82 75.29 
ATX-P-435 62.68 78.38 
ATX-P-436 62,33 8083 
ATX-P-437 62.42 
ATX-P-438 62,63 81.09 
ATX-P-439 62,77 83.42 
ATX-P-440 62,58 79.68 
ATX-P-442 62.44 85.10 
ATX-P-443 62.45 
ATX-P-444 62.10 
ATX-P-445 62.61 
ATX-P-446 62.10 
ATX-P-447 62.31 
ATX-P-448 62.33 72.19 
ATX-P-449 62.24 80.41 

EXAMPLE 8 

[00191] ANGPTL7 Antibody CrossBlocking. High-throughput epitope binning experiments 

were conducted on real-time label-free biosensors (Carterra LSA) to sort large panels of rnAbs 

into bins based on their ability to block one another for binding to the antigen. In a pairwise epitope 

binning analysis, antigen and antibody 2 (analyte antibody) are sequentially applied to the sensor 

chip (HC200M) covalentiy pre-loaded with antibody I (ligand antibody). An increase in response 

upon exposure to the analyte antibody indicates non-competition between the two antibodies, 

whereas a lack of change in the signal indicates competition. Antibodies having the sarne blocking 

profiles towards others in the test set are grouped into one bin. Community network plots are used 

to explore clustering of mAbs that share similar but not necessarily identical competition profiles.  

[001921 Rather than relying strictly on the sandwiching/blocking assignments in the heat map 

(FIG. 6A), as the Bin network plots do, hierarchical clusteringwas applied to the sorted heat map 

to generate various dendrograms and network plots, which progressively group mAbs based on 

various binning parameters. (FIGS. 6B-6I). FIG. 6B includes data from a granular binning 

network. FIG. 6C: includes data from a combined binary dendrogram (color indicates bins in the 

Community binning network). FIG. 6D includes data from a community binning network. FIG.  
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6E includes binning data based on affinity for huANGPTL7-his (P62). FIG. 6F includes binning 

data based on antibody source (hybridoma or phage). FIG. 6G0includes binning data based on 

fibrinogen domain (P601) binding. FIG. 61 includes inning data based on rabbit ANGPTL7 

(p6 6 ) binding. FIG. 61 includes binning data based on mouse ANGPTL7 binding.  

EXAMPLE 9 

[00193] ANGPTL7 Functional Evaluation. Experiments were conducted to test the effects of 

anti-ANGPTL7 antibodies on conventional outflow facility using a 3D HTM/HSC Tissue Model 

(see FIG. 3A/Example 3). The purpose of this study is to screen antibodies that bind ANGPTL7 

to determine whether they are able to block ANGPTL7's depression of outflow facility in an 

organoid model of the aqueous outflow tract. Antibodies that are capable of increasing outflow 

facility by blocking ANGPTL7's activity are drug candidates for further study.  

[001941 The studies were carried out using a bioengineered ex vivo human outflow tract model 

described above. Glauconix developed a proprietary technology allowing multi-layer growth of 

bioengineered 3D human trabecular meshwork (HTM) cells co-cultured with human Schlemms' 

canal (HSC) cells, thereby mimicking the architecture of the tissues responsible for pressure build

up in the human eye. This allows endpoint analyses relevant to IOP-modulation. Previous 

experiments described above showed both dexamethasone and ANGPTL7 significantly decreased 

outflow facility in the 3D human tissue model. In this experiment, the effects of 20 anti-ANGPTL7 

antibodies on outflow facility with ANGPTL7 treatment were investigated.  

[001951 As show in FIG. 7, outflow facility of one donor cell line treated with vehicle (DMSO), 

500 nM Dexamethasone, 50 ng/mL ANGPTL7 (1.1 nM) alone, 50 ng ANGPTL7 an isotype 

control Antibody (330) at 11.1 nM, and 20 different Anti-ANGPTL7 antibodies at 11.1 nM 

together with 50 ng/mL ANGPTL7. Samples were analyzed for effects against isotype control 

(330) using One-way ANOVA (GraphPad Prism Software, Inc, La Jolla, CA), *P<0.05, 

**P<.0.0l, ***P<.001, ****P<.0001 N=3 per treatment group. These data clearly demonstrate 

that the efficacy of the anti-ANGPTL7 antibodies of the present disclosure to restore outflow 

facility 
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EXAMPLE 10 

[00196] ANGPTL7 Antibody Kinetics. Experients were conducted to determine the 

reactivityanddissociationconstants(K) of anti-ANGPTL7 antibodies with the human fibrinogen 

domain of theANGIPTL7 protein. Binding experiments were performed on Octet HTX (ForteBio) 

in 1x PBS, pH 7.4, 0.1 nig/ml BSA, 0.05% Sodium Azide, and 0.02% Tween 20. Antibodies at a 

concentration of 50 nM were loaded on pre-hydrated AHC biosensors for 5 min. The loaded 

sensors were dipped into monovalent P60 (huANGPTL7-Fibrinogen-his) at a concentration of 200 

nM for 5 min association, followed by 10 min dissociation. Results were analyzed with ForteBio 

Data Analysis 11.1 and fit to a 1:1 binding model to determine the monovalent K,. Responses 

(nm) at the end of association were also determined (Table 2).  

[001971 Table 2: Reactivity of anti-ANGPTL7 antibodies with the human fibrinogen domain 

of the ANGPTL7 protein.  

AHC > Aniihody > P60 (huAlNGPTL Fibrinag en-hs) (a200rnM 

Ab ID Response KD(M kon(1/Ms) kdis(1/s) Full RA2 

ATX-P-423 0.69 1.83E-08 1,96E+05 360E-03 0.99 

ATX-P-424 0.41 1.06E-07 111E+05 118E-02 0.99 

ATX-P-425 0.36 3.05E-07 7.04E 04 2.14E-02 1.00 

ATX-P-427 0.50 6.51E-08 1.55E+05 1.01E-02 0,96 

ATX-P-428 0.02 N.B. NB. N.B. 0.42 

ATX-P-429 0.52 7.53E-08 4.23E+04 3.18E-03 1.00 
ATX-P-430 0.3 N.B. N.B N.B. 0.99 
ATX-P-431 0.11 N.B. N.B N.B. 0.90 
ATX-P-432 0.10 N.B. N.B. N.B. 0.95 
ATX-P-433 0.66 1.09E-08 2.23E+05 2.43E-03 0.96 
ATX-P-434 0.53 4.63E-10 2.58E+05 .20E-04 0,99 

TX-P-435 0.45 7.70E-O8 2.52E+04 1.94E-03 1.00 
ATX-P-436 0.14 N.B. N.B. N.B. 0.99 
ATX-P-437 0.60 6.58-10 2,13E+05 1,40E-04 1.00 
ATX-P-438 0.08 N.B. N.B. N.B. 0.99 
ATX-P-439 0.28 P.F. P.F. P.F. 0.75 
ATX-P-440 0.39 5.58E-08 4.65E[04 2.60E-03 0.97 
ATX-P-442 0.69 4.62E-09 3.4IE+05 1.58E-03 0.96 
ATX-P-443 0.01 N.B. N.B. N.B. 0.41 
ATX-P-444 0.14 N.B. N.B. N.B. 1.00 
ATX-P-445 0.12 N.B. N.B, N.B. 0.99 
ATX-P-446 0.09 N.B. N.B. N.B. 0.90 
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0ATX-P-447 0.08 N.B. N. N.B. 0.94 
ATX-P-448 0.54 4.69E-09 9.47E+04 4.44E-04 097 

ATX-P-449 0.08 N.B. N.B. N.B. 0.67 

[00198] Experiments were also conducted to determine the reactivity and dissociation constants 

(Kn) of anti-ANGPTL7 antibodies with the human AN(PTIL-his protein. Binding experiments 

were performed on Octet HTX (ForteBio) in Ix PBS, pH 7.4, 0.1 mg/ml BSA, 0.05% Sodium 

Azide, and 0.02% Tween 20. To measure monovalent binding kinetics, antibodies at a 

concentration of 50 nM were loaded on pre-hydrated AHC biosensors for 5 min. The loaded 

sensors were dipped into monovalent P62 (huANGPTL7-his) at a range of concentration from 

0.343-250 nM (a serial 3-fold dilution) for 5 min association, followed by 10 min dissociation.  

Results were analyzed with ForteBio Data Analysis 11.1 and fit globally to a 1:1 binding model to 

determine the monovalent K, (Table 3).  

1001991 Table 3: Reactivity of anti-ANGPT'L7 antibodies with the human ANGPTL7-his 

protein.  

Ab ID KD (M) kon(1/Ms) kdis(1/s) or (koff) Full R^2 

ATX-P-423 3.58E-08 1.48E+05 5.30E-03 1.00 

ATX-P-424 1.64E-07 5.30E+04 8.68E-03 0.99 

ATX-P-425 219E-07 6,50E+04 1,42E-02 0.98 

ATX-P-427 3.97E-07 6.60E+04 2 62E-02 1.00 

ATX-P-428 N.B. N.B. N.B. 0.00 

ATX-P-429 9.27E-08 3.75E+04 3.48E-03 0,99 

ATX-P-430 6.56E-08 1.33E+05 8.73E-03 0.92 

ATX-P-431 N.B. N.B. N.B. 0.00 

ATX-P-432 N.B. NB. N.B. 0.00 

ATX-P-433 1.30E-09 4.31E+05 5.60-04 0.99 

ATX-P-434 6.71E-10 2.62E+05 1.76E-04 1.00 

ATX-P-435 3.51E-08 3.899+04 1.371E-03 0.98 

A TX-P-436 N.B. N.B. N.B 0.00 
ATX-P-437 Very low KD Very low KD Slow Koff 1.00 

ATX-P-438 7.81E-08 1.28E+05 100E-02 0.98 

ATX-P-439 4,11E-10 1,02E+06 4,18E-04 1.00 

ATX-P-440 8.40E-08 3.96E+04 3.32E-03 0.98 

ATX-P-442 1.21E-09 4.68E+05 5.68E-04 0.99 
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ATX-P-443 N.B. N.B. N.B. 0.00 

ATX-P-444 2.17E-10 3.57E+05 7.72E-05 1.00 

ATX-P-445 4,24E-10 649E+05 2.75E-04 0.99 

ATX-P-446 1.57E-10 4.00OE+05 6.28E-05 1.00 

ATX-P-447 Low KD Low KD Slow, drifting 0.99 

ATX-P-448 9.83E-11 3.27E+05 3.22E-05 L00 

ATX-P-449 Very W.B, Very W B. Vey W.B. 0,00 

100200] Experiments were also conducted to determine the reactivity and dissociation constants 

(K) of anti-ANGPTL7 antibodies with the hurnan ANGPTL7 GGPTG-sub-his protein. Binding 

experiments were performed on Octet HTX (ForteBio) in 1x PBS, pH 7.4, 0.1 mg/ml BSA, 0.05% 

Sodium Azide, and 0.02% Tween 20. Antibodies at a concentration of 50 nM were loaded on pre

hydrated AlC biosensors for 5 min. The loaded sensors were dipped into monovalent P63 

(huANGTPL7-GGPGG sub-his) at a concentration of 100 nM for 5 min of association, followed 

by 10 min of dissociation. Results were analyzed with ForteBio Data Analysis 11.1 and fit to a 1:1 

binding model to determine the monovalent KD. Responses (nm) at the end of association were 

also determined (Table 4).  

[00201] Table 4: Reactivity of anti-ANGPTL7 antibodies with the human ANGPTL7 

GGPGG sub-his protein.  

Ab ID Repne KD 1) kon(1/__Is) _kdisds_ _Full R^2_ 
ETX-P-423 - 732.2E-08 I 1.29E+05 3.63E-03 0.98 

ATX-P-424 0.43 5.45E-08 I 9.62E+04 5.24E-03 0.96 

ATX-P-425 0.35 1.31E-07 8.04E-04 1.05E-02 0.97 

ATX-P-427 0.45 P.F. P.F. P.F. 0,89 

ATX-P-428 0.03 N.B N.B, NB. 0,75 

ATX-P-429 0.46 8.31 E-08 4.06E+04 3.37E-03 1.00 
ATX-P-430 0,14 N B. NB. N B. 0.97 
ATX-P-431 011 N.B. N B. N.B. 0.91 
ATX-P-432 0.09 N.B. N.B. N.B. 0.95 
ATX-P-433 0.71 1.89E-08 1.34E+05 ).53E-03 0.96 
ATX-P-434 0.70 1.50E-09 ,40E+05 2. 10E-04 0.99 
ATX-P-435 0.36 6.48E-08 3.07E+04 1.99E-03 0.99 
ATX-P-436 0.13 NB. N.B. N.B. 0.98 
ATX-P-437 0,73 L37E-09 1.29E+05 L77E-04 0.99 
ATX-P-438 0.19 N.B. N B. NB. 0.95 
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ATX-P439 031 P.F. P.F. P.F. 0.80 
ATX-P-440 038 6.37E-08 4.33E+04 2.76E-03 0.97 
ATX-P-442 0 82 9,67E09 1.85E+05 L79E-03 0.97 

ATX-P-443 0.02 N.B. N.B. N.B. 0.80 
ATX-P-444 0.56 7.07E- 10 4.76E+05 3.37E-04 0,96 
ATX-P-445 0.64 PF. P.F. P.F. 0.90 
ATX-P-446 0.56 6.48E-10 4.97E+05 3.22E-04 0.94 
ATX-P-447 0,71 1321-09 4.65E+05 6,15E-04 0.93 
ATX-P-448 0 53 6,02E-09 I 8.34E04 5,02E-04 0.97 

T-P449 015 NB. N B. N.B. 0.84 

[00202] Experiments were also conducted to determine the reactivity and dissociation constants 

(KD) of anti-ANGPTL7 antibodies with the nouse ANGPTL7 protein. Binding experiments were 

performed on Octet HTX (ForteBio) in 1x PBS, p1-1 7.4, 0.1 mg/ml BSA, 0.05% Sodium Azide, 

and 0.02% Tween 20. Antibodies at a concentration of 50 nM were loaded on pre-hydrated AHC 

biosensors for 5 min. The loaded sensors were dipped into monovalent muANGPTL7-his (R&D 

Systems) at a concentration of200 nM for 5 min of association, followed by 10 min of dissociation.  

Results were analyzed with ForteBio Data Analysis 11.1 and fit to a 1:1 binding model to 

determine the monovalent KD. Responses (nm) at the end of association were also determined 

(Table 5).  

[002031 Table 5: Reactivity of anti-ANGPTL7 antibodies with the mouse ANGPTL7 protein.  

Ab ID Response KD (M) 1kon(1/Ms) kdis(1/s) Full R^2 

ATX-P-423 0. 14 N, B. N.B, NB. 0.89 

ATX-P-424 0.14 NB. N.B, NMB 0.91 

ATX-P-425 0.20 P.F. / L.R. PF. /L.R. P.F. /L.R. 0.85 
ATX-P-427 0.48 1.03E-08 1.20E+05 123E-03 090 

ATX-P-428 0.04 NB N.B. N.B. 0,90 

ATX-P-429 0.00 N.B. N.B. N.B. 0.70 
ATX-P-430 0.01 N.B. N.B. NB. 0.47 

ATX-P-431 0.01 N.B. N.B. N.B. 0.94 

ATX-P-432 0.03 N.B. N.B. N.B. 0.85 
ATX-P-433 0.17 P.F.LR PF. / L.R PF. / L.R 0.89 
ATX-P-434 0.54 7.28E-09 1.41E1+05 103E-03 0,92 
ATX-P-435 0.01 NB NB. N.B. 0,76 
ATX-P-436 0.01 N.B N.B. N.B. 0.85 
ATX-P-437 02 N NB, NB. 0.96 
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ATX-P-438 0.01 N.B. N.B. N.B. 0.89 

ATX-P-439 0.53 P.F P PiF 0.89 
ATX-P-440 0.21 5,53E-08 1,66E+04 9.15E-04 0.99 
ATX-P-442 0.32 P.F. P.F. P.F. 0.84 
ATX-P-443 0.02 N.B, N.B. N.B. 0.86 
ATX-P-444 0.01 N.B N.B. N.B. 0.45 
ATX-P-445 0.01 N.B. N.B. N.B. 0.62 
ATX-P-446 0.05 N B. N.B, NB. 0.99 
ATX-P-447 0.12 NB. N.B NB. 0.94 
ATX-P-448 0.69 Low KD Low KD Slow Koff 0.99 
ATX-P-4l49 0.75 8.57E10 8 16E+04 7.00E-05 0.99 

[002041 Experiments were also conducted to determine the reactivity and dissociation constants 

(Ko) of anti-ANGPTL7 antibodies with the rabbit ANGPTL7 protein. Binding experiments were 

performed on Octet HTX (ForteBio) in 1x PBS, pH 7.4, 0.1 mg/ml BSA, 0.05% Sodium Azide, 

and 0.02%Tween 20. Antibodies at a concentration of 50 nM were loaded on pre-hydrated AHC 

biosensors for 5 min. The loaded sensors were dipped into monovalent P66 (rabbit ANGPTL7

his) at a concentration of 200 nM for 5 min of association, followed by 10 min of dissociation.  

Results were analyzed with ForteBio Data Analysis 11.1 and fit to a 1.1 binding model to 

determine the monovalent KD. Responses (nm) at the end of association were also determined 

(Table 6).  

[002051 Table 6: Reactivity of anti-ANGPTL7 antibodies with the rabbit ANGPTL7 protein.  

Ab ID Resp~onse KD (M) kon(1/Ms) i(/) Full R^2 

ATX-P-423' 1. 02 6.69E-09 8.29E+04 5.54E-04 0.99 

ATX-P-424 0.93 4.65E-09 5.24E+04 2.44E-04 0.99 
ATX-P-425 0.95 2.38E-09 4.12E-04 9.79E-05 100 

ATX-P-427 0.93 3.21E-09 I46E04 1.33E-04 1,00 

ATX-P-428 0.04 N.B. N.B. N.B. 0.81 

ATX-P-429 0.04 N.B. N.B. N.B. 0.92 
ATX-P-430 0.21 N.B. N.B N.B. 0.96 
T-P-430.11 N.B. N.B. N.B. 0.86 

ATX-P-432 N.B. N.B. 0.70 

ATX-P-433 0.90 7.02E-09 1.04E+05 7.27E-04 0.99 
ATX-P-434 0.81 Low KD Low KD Slow Koff 0,99 
ATX-P-435 .N.. N.B. 0.67 

AXP46 0.02 N.B. N.B. N.B. 0.70
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ATX-P437 0.80 7.86E-10 127E+05 1.00E-04 0.99 
ATX-P-438 0,42 7,16E-09 6.79E+04 4,86E-04 0.98 
ATX-P-439 0.92 2,95E-09 L01E+05 298E-04 0.98 
ATX-P-440 0.57 6.27E-09 5.07E+04 3.18E-04 0.98 

ATX-P-442 0.95 3.38E-09 1.44E+05 4.87E-04 0,99 
ATX-P-443 0.03 N.B N.B. NB. 0.85 
ATX-P-444 0.30 N.B. N.B. N.B. 0.96 
ATX-P-445 0,26 N.B. N.B, N.B. 0.96 
ATX-P-446 0,41 3.19E-09 1,08E+05 346E-04 0.98 
ATX-P-447 0.65 3.33E-09 8.31-E+04 2.77E-04 0.99 
ATX-P-448 0.7 9.49E-10 4.77E+04 4.52E-05 0.99 
ATX-P-449 0.74 6.26E-10 6.53E+04 4.08E-05 0.99 

[00206] Experiments were also conducted to determine the reactivity and dissociation constants 

(KD) of anti-ANGPTL7 antibodies with the human ANGPTL7m rultimer protein. Binding 

experiments were performed on Octet HTX (ForteBio) in Ix PBS, pH 7.4, 0.1 mg/ml BSA, 0.05% 

Sodium Azide, and 0,02% Tween 20, Antibodies at a concentration of 50 nM were loaded on pre

hydrated AHC biosensors for 5 min. The loaded sensors were dipped into Pext-01 (hANGTPL7

FLAG) at a concentration of 100 nM for 5 min of association, followed by 10 min of dissociation, 

Results were analyzed with ForteBio Data Analysis 11.1 and fit to a 1:1 binding model to 

determine the apparent KD. Responses (nm) at the end of association were also determined (Table 

7).  

[002071] Table 7: Reactivity of anti-ANGPTL7 antibodies with the human ANGPTL7 multimer 

protein.  

AJHIC > A niiinul > Pex-1(u A4N&iTPL 74L A is mulimer) I lin n 

Ab ID Response KD (M) kon(l/Ms) kdi(/s) Full R^2 
ATX-P-423 0.87 Low KD Low KD Slow Koff 0.99 

ATX-P-424 0,76 Low KI) Low KD Slow Koff 1.00 
ATX-P-425 0,83 Low KD Low KD Slow Koff 1.00 

ATX-P-427 0.82 Low KD Low KD Slow Koff 1.00 

ATX-P-428 0.05 N.B. N.B. N.B. 0.95 

ATX P-429 0.58 Low KD Low KD Slow Koff 1,00 
ATX-P-430 0.20 N.B. N.B. N.B. 0.98 
ATX-P-431 0.21 N.B. N.B. N.B. 1.00 
ATX-P-432 0,22 N.B. N.B, N.B. 1.00 
ATX-P433 0,72 Low KD Low KD Slow Koff 0.99 
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ATXP^434 0.68 Low KD LowKD_ Slow Koff 0.98 
ATX-P-435 0,45 Low KD Low KD Slow Koff 0.99 
ATX-P-436 0.16 N.B. NB. N.B. 0.97 
ATX-437 0.71 Low KD Low KD Slow Koff 0.98 
ATX-P-438 0.60 6.53E-08 3.71E-04 2.42E-03 0,99 
ATX-439 0.87 1.28F-08 7.98E+04 I.02E-03 100 

ATXP-440 0.61 Low KD Low KD Slow Koff 1.00 
ATX-P~42 079 Low KI) Iow KD Slow Koff 0.98 
ATX-P-443 003 N.B. N.B. N.B. 0.92 
ATX-P-444 0.70 Low KD Low KD Slow Koff 0.97 
ATX-P-445 0.80 LowKD Low KD Slow Koff 0.97 
ATX-P-446 0.75 L.ow KD Low KD Slow Koff 097 
ATXP447 0.91 Low KD Low KD Slow Koff 0.96 

_---^-448_ __0.58___ LowKD LowRD__ Slow off 0.99 
ATX-P 449 0.65 Low KD Low KD Slow Koff 0.98 

EXAMPLE 11 

1002081 ANGIPTL7 is a member of the ANGPTL family though its function is poorly 

characterized. Previous studies have shown that loss-of-function variants in the ANGPIL7 gene 

are associated with protection from glaucoma and reduced intraocular pressure (IOP). Therefore, 

experiments were conducted to investigate the role of ANGPTL7 in TOP homeostasis and its 

potential as a target for the development of therapeutics.  

[002091 Briefly, an ANGPTL knockout model was generated by Lexicon therapeutics in 

l29SvEv-C57BL/6 mixed genetic background. ANGPTL7 WT (N=14) and ANGPTL7 KO 

(N=17) mice were implanted with osmotic pumps filled with PBS or dexamethasone-cyclodextrin 

solution (4 mg/kg/day) for 28 days. Body weight and IOP measurements were taken weekly. Alzet 

osmotic pumps (Model 1004) were sterile-filled with PBS or 45,45 mg/mi of dexamethasone

cyclodextrin solution to provide a dose of 4 mgs/kg/day for the average 30g mouse The pumps 

were then incubated in 0.9% normal saline at 37°C for 48 hours before implantation. On Day 0, 

body weight and lOP measurements were taken and then used to randomize the mice into the 

following4treatment groups: Angptl7 KO + PBS, N=8; Angplt7 KO + Dexamethasone, N=9; 

Angptl7 WT + PBS, N=5; and Angptl7 WT + Dexamethasone, N=14. PBS or dexamethasone 

pumps were subcutarteously implanted into the mouse. OP and body weight were taken weekly 

on days 7, 14, 21, and 28. On day 28, final body weight and IOP measurements were taken. OS/OD 
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were enucleated and snap frozen in liquid nitrogen. Mice were euthanized following humane 

IACJC procedures.  

1002101 Representative results of the effects of dexamethasone-induced ocular hypertension in 

ANGPTL7 knockout mice are provided in FIGS. 8A-8C. FIG. 8A includes body weight data of 

mice post-implantation surgery; dexamethasone impaired weight gain in male mice compared to 

PBS-treated mice, thereby confirming the proper functioning of the dexamethasone osmotic 

pumps. FIG. 8B includes intraocular pressure (lOP) data of ANGPTL7 WT and ANGITL7 KO 

mice dosed with PBS control or Dexamethasone (4 mg/kg/day); osmotic pumps were implanted 

on day 0. FIG. 8C includes representative data of the changes in IOP of ANGPTL7 WT and 

ANGPTL7 KO mice implanted with osmotic pumps containing PBS vehicle or dexamethasone (4 

mg/kg/day) over 28 days. All IOP values were normalized to baseline (day 0) readings.  

EXAMPLE 12 

1002111 In Vivo Tolerability. Experiments were conducted to test the in vivo tolerability of 

anti-ANGPTL7 antibodies using single intravitreal (IVT) injections in New Zealand White 

Rabbits. Representative data is provided in FIGS. 9A-9R.The anti-ANGPTL7 antibodies indicated 

("BTX" labels are interchangeable with "ATX-P" labels) were injected at either a 0.5 mg dose 

(FIGS. 9C, 91), 9G, 9H, 9K, 9L, 90, 9P) or a 2.0 mg dose (FIGS. 9E, 9F, 9I, 9J, 9M, 9N, 9Q, 9R) 

in the right eye (OD), or with a corresponding vehicle dose in the left eye (OS). (FIGS. 9A and 9B 

include data from controls at 2 mg doses). Intraocular pressure (IOP) measurements (FIGS. 9A, 

9C, 9E, 9G, 91, 9K, 9M, 90, 9Q) and changes in IOP (FIGS. 9B, 9D, 9F, 9H, 9J, 9L, 9N, 9P, 9R) 

were taken at the indicated time points over a 21-dayperiod.  

[00212] Briefly, animals were dosed at Day 0, and IOP was normalized to Day -3 (N = 3 per 

treatment group; p < 0 05). Animals were dosed on Day 0. Experimental eyes (OD) were compared 

to vehicle eyes (OS) using two-way ANOVA. For the intravitreal injections (Day 0), rabbits 

underwent dilation with I% tropicamide HCI, and were given buprenorphine (0,01-0.05 mg/kg) 

SC. Rabbits were sedated using a ketamine/xylazine cocktail (4-10/20-50 mg/kg) IM and the eyes 

were aseptically prepared using topical 5% betadine solution, followed by rinsing with sterile eye 

wash, and application of one drop of 0,5% proparacaine HCl. The conjunctiva were gently grasped 

with Colibri forceps, and the injection was made using a 27-30 G needle, 2-3 mm posterior to the 

superior liibus (through the pars plana), with the needle pointing slightly posteriorly to avoid 
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contact with the lens. After dispensing the syringe contents, the needle was slowly withdrawn.  

Following the injection procedure, I drop of antibiotic ophthalmic solution was applied topically 

to the ocular surface. For each injection group, baseline ocular examinations and IOP 

measurements were obtained 24 hrs post-dose and at Days 3, 8, 14, and 21. Terminal blood 

collections for 1K analysis (see below) were obtained on Day'21.  

[002131 Intraocular pressure (IOP) was measured in both eyes of all animals at the timepoints 

indicated. The measurements were taken using a Tonovet probe (iare Tonometer, Espoo, 

Finland) without use of topical anesthetic. The tip of the Tonovet probe was directed to gently 

contact the central cornea. Six consecutive measurements were obtained. After the sixth 

measurement, the average IOP shown was recorded. Animals did not require tranquilization for 

the procedure.  

EXAMPLE 13 

[00214] Pharmacokinetic (PK) Evaluation. Previous studies (described above) demonstrated 

that both 0.5 mg and 2.0 mg doses of several novel anti-ANGPTL7 antibodies were well tolerated 

in rabbits over a 21-day period. Thus, experiments were conducted to evaluate the 

pharmacokinetics (PK) of several of the well tolerated anti-ANGPTL7 antibodies. New Zealand 

White Rabbits received a single bilateral (OU) injection of each of ATX-P-424 (FIGS. I1A-I0C), 

ATX-P-439 (FIGS. 11A-11C), and ATX-P-448 (FIGS. 12A-12C). ("BTX' labels are 

interchangeable with "ATX-P" labels.) Representative pharmacokinetic (PK) data for the 

ANGPTL7 antibody indicated included intraocular pressure (lOP) measurements dosed at 0.5 mg 

or 2.0 mg (OU) compared to vehicle (FIGS. 10A, IIA, and 12A); changes in IOP compared to 

baseline (FIGS. 10B, 11B, and 12B); andtotal ocular examination score (OE) (FIGS 10C,11C, 

and 12C).  

[00215] Briefly, at least I mL. of whole blood was drawn from the marginal ear vein or via 

cardiac puncture (terminal bleed only) and placed into plastic red top tubes (no anti-coagulant or 

with serum separator gel) for serum acquisition at the timepoints indicated Alternatively, the 

central auricular artery was utilized if the vein is inaccessible or suboptimal for reuse for further 

collections. A thin layer of lidocaine 5% ointment was applied topically to theskin overlying the 

vessel prior to needle insertion. Oil of wintergreen was also applied to facilitate vasodilation as 

needed. After collection, the tubes were gently mixed by inverting 3-5 times. Blood samples were 
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stored at room temperature for between 30 and 60 minutes prior to processing. The whole blood 

samples were centrifuged at 4°C for 10 minutes at 2,000 x g in a refrigerated centrifuge.  

Immediately after centrifugation, the clear serum was aliquoted into four (4) 200 L samples and 

stored frozen at-80°C until shipment for analysis. Additionally, a veterinary ophthalmologist 

performed complete ocular examinations using a slit lamp biomicroscope and indirect 

ophthalmoscope to evaluate ocular surface morphology and anterior and posterior segment 

inflammation on all animals prior to dosing to serve as a baseline and at the timepoints indicated.  

All animals received normal ocular examinations to be considered for this study. The modified 

Hackett and McDonald ocular grading system, with additional scoring parameters for the ocular 

posterior segment were used for scoring.  

[002161 For analysis of ATX-P-424 at 0.5 mg, animals were dosed in two different cohorts 

(N=6 and N=4) staggered by one day. Animals were dosed on Day 0 and euthanized (N=2 per time 

point) at 24h, and Day 7, 14, and 21. Number of eyes per measurement included N=20 on day 0 

and 1, N=12 eyes on day7, N=8 on day 14, and N=4 on day21. For analysis of ATX-P-424 at 2.0 

mg, on day 0., rabbits (N=6) exhibited OE scores of above 20 and were euthanized. For analysis of 

ATX-P-439, measurements included N=20 eyes at day 0 and 1. Animals dosed with ATX-P-439 

at both doses (N=6 per group) exhibited OE scores of above 20 after 24 hours and were euthanized.  

No further animals were dosed from the second cohort. For analysis of ATX-P-448, animals were 

dosed in two different cohorts N=6 and N=4 staggered by one day. Animals were dosed on Day 0 

and euthanized (N:::2 per time point) at 24h, and Day 7, 14, and 21. Number of eyes per 

measurement included N:::20 on day 0 and 1, N::::12 eyes on day 7, N:::8 eyes on day 14, and N::::4 

eyes on day 21.  

EXAMPLE 14 

[00217] In Vivo Tolerability (Non-Human Primates) Experiments were also conducted to 

test the in vivo tolerability of anti-ANGPTL7 antibodies using single intravitreal (IVT) injections 

in Non-human primates (African Green Monkeys). FIGS. 13A-13C include representative data of 

absolute TOP values at baseline (day 3) and on day 10, 6 hours post topical administration of saline 

and Latanoprost (FIG. 13A); changes in TOP 6 hours post topical administration of either saline 

(day 3) or Latanoprost (day 10) (FIG. 13B); and changes in TOP between vehicle and Latanoprost 

administration (FIG 13C). FIGS 14A-14H include representative OP measurements (FIGS. 14A, 
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14C, 14E, and 14G) and changes in OP (FIGS. 14B, 14D, 14F, and 1411) in African Green 

Monkeys dosed with 2 mg of the indicated anti-ANGPTL7 antibody compared to an isotype 

control (B'FX-330) and a single vehicle eye. And FIG. 15 includes representative clinical scores 

of ocular examinations (OE) across all the dosed groups.  

1002181 Briefly, monkeys underwent prescreening to identify animals with basal IOP values 

greater than 16 mmHg and below 26 mniHg. For prescreening monkeys were sedated with 

ketamine/xylazine (8 mg/kg and 1.6 mg/kg, respectively) between 8:00-10:0OAM for LOP 

measures using a rebound tonometer (Tonovet). In the event animals were not fully sedated 

additional ketamine/xylazinewas administered to effect. Any animal requiring greater than 25% 

over target dose for IOP measurements was preferentially targeted for exclusion. Measurement of 

IOP were performed 5-10 minutes after initial sedation (T=0). Animals were placed in a supine 

position one minute prior to lOP measurement (OS will be analyzed immediately prior to OD) and 

prone at all other times while sedated. The sedation, body positioning and IOP measurement 

procedure was repeated in identical fashion 6 hours after initial prescreen assessments (T=6 hour).  

Any monkey demonstrating a greater than 5 mmHg drop in TOP between T=0 and T=6 hour (TOP 

sensitivity to sedation) was excluded from the study. Following completion of T=6 hour TOP 

measurements monkeys underwent ophthalmic screening to assess ocular and general health by 

slit lamp biomicroscopy, fundoscopy, and color fundus photography (CFP). Monkeys with normal 

exam findings were enrolled into the study and randomized to treatment groups based on prescreen 

T:::op.  

[00219] A minimum of 7 days after completion of screening activities and at least 7 days prior 

to initiation of Phase 2, animals were sedated and lOP assessed using the same methods employed 

for screening. Immediately after completion of T=0T OP measures, one eye was dosed with I gtt 

(-35 pL) of latanoprost 0.005% ophthalmic solution (Xalatan@ or equivalent) and the other with 

0.9% saline. Dosing was performed between 8:00 AM and 10:00 AM. Follow up TOP assessments 

were performed at T:::6 hour to determine TOP lowering response for each animal. The absolute 

change in lOP between T:=0 andT:=6 h during screening and Phase I was calculated for each eye 

and subsequently the percent difference in AOP between sedation alone and latanoprost 

(%AAJOP) was determined using the formula: 

00-(AIOP(screening)X10 = 100 - wf cl% x100) 
AIOP (phase 1) 
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1002201 Animals were subsequently ranked based on average %AAIOP in response to timolol.  

Animals demonstrating minimal impact of sedation on IOP and response to timolol administration 

compared with sedation alone ("timolol responders") were enrolled in the study. In the event less 

than 15 animals were identified for recruitment based on these criteria up to 8 additional animals 

were screened in identical fashion to complete study enrollment.  

[002211 For IVIdosing, topical proparacaine 0.5% was administered, allowing 30 seconds to 

take effect, and an eye speculum placed, then the ocular surface was rinsed with 5% Betadine 

solution followed by sterile 0.9% saline. IVT injections were performed in both eyes (OU) 

according to the treatment assignment using a 31-gauge 5/16-inch needle/syringe (Ulticare VetRx 

U-100, or equivalent) inserted inferotemporally at the level of the ora serrata -2 mm posterior to 

the limbus. Following injection, a topical antibiotic ophthalmic ointment (neomycin, polymyxin, 

bacitracin or equivalent) was administered.  

1002221 At the indicated time points, intraocular pressure (IOP) measurements were collected 

using a TonoVet (iCare, Finland) tonometer set to the dog (d) calibration setting. The TonoVet 

rebound tonometer was well tolerated and required no additional local analgesia. All IOP measures 

were performed while animals were sedated with ketamine and xylazine. Animals were sedated 5

10 minutes prior to each scheduled measure and placed in a supine position one minute prior to 

each IOP measurement (OS will be analyzed immediately prior to OD) and prone at all other times 

while sedated. After completion of each lOP assessment animals were shifted to a prone position 

and maintained in this position until recovered from sedation. Three measures were taken from 

each eye at each time point and the mean value employed for TOP analysis.  

[00223] Additionally, at the designated time points, both eyes (OU) were examined by slit lamp 

biomicroscopy. Scoring was applied to qualitative clinical ophthalmic findings using a nonhuman 

primate ophthalmic scoring system and summary score derived from exam components. At the 

designated time points, bilateral color fundus images of the retina were captured with 50° of view 

centered on the fovea using a Topcon TRC-50EX retinal camera with Canon 6D digital imaging 

hardware and New Vision Fundus Image Analysis System software. At designated time points, 

blood samples (0.5-1 mL) were collected and transferred to K2EDTA lavender top Vacutainers, 

gently inverted several times and retained on ice until CBC with differential analysis on an Abaxis 

VetScan HM5 hematology analyzer. Whole blood (3 mL) was collected via the femoral or 

saphenous vein at the designated time points. Blood was transferred to vacutainer tubes (in the 
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absence of anticoagulant) and incubated at room temperature for approximately 1 hour before 

centrifugation 4000 rpm for 10 minutes at 4°C and isolation of serum aliquots (-0.5 nL x 2 

aliquots per time point). Aliquots were stored and shipped below -70°C to a designated laboratory 

for NAb analysis. At the designated timepoints, topical proparacaine 0.5% was administered, 

allowing 30 seconds to take effect, an eye speculum placed, then the ocular surface rinsed with 5% 

Betadine solution followed by a sterile 0.9% saline rinse. Aqueous humor (50 pL) was sampled 

with a 0.3 mL nsulin syringe with a 31-gauge needle advance into the anterior chamber-~2 mm 

anterior to the temporal limbus. Aqueous samples were transferred to cryotubes, flash frozen and 

stored and shipped below -70°C to the Sponsor, or to a Sponsor designated laboratory for analysis.  

Subjects were additionallyassessed at cage-side twice daily for general wellbeing and evidence of 

ocular pathology. Data generated from protocol-defined endpoints were collated, summarized, and 

analyzed. Specified statistical analyses were performed where data meets required assumptions. If 

data failed to meet assumptions for defined statistical methods alternative methods were employed 

where possible. P values <0.05 will be considered statistically significant.  

Sequences 

[002241 The various amino acid sequences and nucleic acid sequences referenced herein are 

provided below.  

[002251 Table 8: Anti-ANGPTL7 antibodies (CDR sequences) 

SEQ ID 1Aniboy 
NO: imi: Descriptor: Sequence: 

VH Family. icaVI 
1XtYX2IX, I FJCDRI Consensus XtXZX 

2 ATIX-428 FJCDRI _SGIS 
3 ATX-P-429 HCDR1 SYGIS 
4 ATX-P-443 HCDR1 SYGIS 
5 ATX-P-43] HCDR1 DYYIH 
6 ATX-P-432 HCDR1 DYYIH 

WIX1X2XXJGXTXYAQXXX 9 G 
7 - HCDR2 Consensus (Xi is S, 1, orN; X 2 is A orP; X 3 is Y orN; X4 is N or T X is N 

or A; X6 is Nor K;1X7 is Nor K;1Xnis Lor FXuis Ror0 

8 ATX-P-428 HCDR2 WISAYNGNTNYAQNLRG 
9 ATX-P-429 HCDR2 WISAYNGNTNYAQNLRG 
10 ATX-P-443 HCDR2 WHIAYNGNTNYAQKLQG 
11 ATX-P-43 I HCDR2 WINPNTGATKYAQKFQG 
12 ATK-P-432 HCDR2 _WINPNTGA1YAQKFQG 
1 ATKP423 _ {CDR_ VSLVWFGELPRGFDY 
14 ATX-P-429 HCDR3 VSLVWFGELPRGFDY 
15 ATX-P-443 HCDR3 DTGFSFDY 
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16 1ATX-P-431 HICDR3 L| EDNGNYiGDVFDI 
17 ATX-P-432 HICDR3 | ED-NGNYiGDVFDI 

VH Family: IGIIV2 
18 HCDRI Consensus TSGVGVG 
19 ATX-P-442 HCDRI TSGVGVG 
20 ATX-P-437 HICDR1 TSGVGVG 

LIYWNDDKXiYSPSLKS 
21 [-HCDR2 Consensus ( .  

1(Xi, is R or Q) 
22 ATK-P-442 HICDR2 I[YW NDDKRYSPSLKS 
23 ATX-P-437 HICDR2 I[YWN)DKQYSPSLKS 

X1 XX4KXIFFDX7 
24 HCDR3 Consensus (Xi is S, D, or N; X2 is Y or P; X3 is G orD; X4 is D orY; X is Y 

orG;XsisWorD X isLorY) 

25 ATX-P-442 HCDR3 DYGDYWFFDL 
26 ATX-P-437 HCDR3 NPDYGDFFDY 

VH Family: IGHV3 
X1X2X31VL 

27 - HCDRI Consensus (Xiis V, S, D, or T X2 is Y, H, or F; X3 is D, G. S, or A; X 4 is H, 
S. or N) 

28 ATX-P-444 HCDRI VYDMH 
29 ATX-P-445 HCDRI SHDMIH 
30 ATX-P-446 H{CDR1 SYDMH 
31 ATX-P-447 H{CDR1 DYDMH 
32 ATX-P-427 HCDRI DYGMS 
33 ArX-P-440 HCDRI I D Y _DYGMS 

34 ATX-P-424 HCDRI SYSMN 
35 ATX-P-425 HCDRI TYSM N 
36 ATX-P-430 HCDRI SYAMS 
37 ATX-P-439 HCDR I SYAMS 
38 ATX-P-449 HCDRI SYGM 
39 ATX-P-448 HCDRI SYGMI-i 
40 ATX-P-423 HCDRI SYGMH 
41 ATX-P-438 HCDRI SYGMi 
42 ATX-P-433 HCDRI DFAMIH 

X)XXX4X 5XX-XXX9XNXX 3X]X]iG 

(XI is G, T, S, A, V, H, or I X2 is I or M/ X 3 is D, N, T S, or G; 
43 HCDR2 Consensus X4 is P, W, S, G, or Y; X is D, A, N, S, or Y; X is G or S; X, is 

D, G, Y, S, I, or N; Xg is T, S, N, I, Y, or D; X is Y., T, F, M, K, 
G,orI;X isYG,orFXN is P,Y,oA;XnisG,D,orA;Xn 

I is S o________ V oSorD;XaisV, , Xor ;XisKorM) 
44 ATX-P-444 H{CDR2 GIIDPDG)TYYPGSVKG 
45 ATX-P-445 H{CDR2 GIIDPAGDTYYPDSVKG 
46 ATX-P-446 HCDR2 GIDPDGDTYYPGSVKG 
47 ATX-P-447 HCDR2 GIDPDGDTYYPGSLKG 
48 ATX-P-427 HCDR2 GINWNGGSTGYADSVKG 
49 ATX-P-440 HCDR2 TINWNGGNTGYADSVKG 
50 ATX-P-424 HCDR2 SITSSSYIFYADSLKG 
51 ATX-P-425 HCIDR2 SITSSSSYMFYA)SVMG 
52 ATX-P-430 HCDR2 AISGSGGSTYYADSVKG 
53 ATX-P-439 H-CDR2 AISGSGGSTYYADSVKG 
54 ATX-P-449 HCDR2 VISYYGSNKYYADSVKG 
55 | ATX-P-448 HCDR2 VMSYDGINGYYADSVKG 
56 ATX-P-423 HCDR2 HTYDGSDKYYGDSVKG 
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,1 AXXP-438 }-lCDR2 1ISYDGNNKY-YADSVKG 
58 1XIX P-433 }-lCDR2 GIGWNSGSIGYADSVKG 

59___ ATX-P-444 H-CDR3 (IEESNSSEDGFDI 
60 ATX--145 HCDR3 (3EASSSSED AFDI 
61 1ATX--146 HCDR3 GEDNSSSFDAFDI 
62 \] P-447 -CDR3 GEIISSSSED--AFD1 
63 \TKxP-427 I-CDR3 YSGSFRDAFDJ 
64 \fKxP-440 I-CDR3 DEGAAGLGYYFDY 
65 TX-P-424 HCDR3 DSNWGEAFDI 
66 TX-P-4z5 HCDR3 DSNWGEAFDI 
67 ATX-P-BC HCDR3 1:DGDYAYYYMDV 
68 A.IX P-439 H-CIIR3 VF EN)IVR'G H YYYYMDV 
69 1AT X P-449 J-CIR3 G ITiVII)V 

'70 AXXP448 HICDR3 LVYADAFDI 
'71 1AXXP-423 }-lCDR3 DGYSSGWWYFDY 

72 -------ATX-P-438 H-CDR3 1ERGYSSSSGAYYYYMDV 
73 1ATX--33 HCDR3 APDYGDXTY-DY 

XH Farnilt':TGHV74 

74 HCDRI Conseimtis S1 XW1 (Xi is S OrX G-orX2Xis S Or YX-,is GOr S) 
75 ATX-3- HCDRI SSsSYWG 
76 \] P-435 H-CI) SSSSYWG 

7 ] K XP-436 F-{CDR1 SGSYYWS 
78 ~ {C[R~cnsesus X1IYYSGSTX2 ,SNPSLKS 

_________ _______________ (XI is S, or Y: X,) is Y cr5S) 
79 \TX-P-434 HICDR2 SlY SOSTY 'N PSi KS 

8O \fKxP-435 I-CDR2) SIYYSGS'ThSNPSLKN 
81 \fKxP-436 I-CDR2) NIY\SGs1rSYNPSLKS 

82I-CDR3 Consensus 1: Xis Qork-X2 is YorK;-X-,is IorW: Xais SorE; X is Tor 
_______~~ D;iFo' Xi~r;s or D-X)is QorY 

83, \] P-434 [{CI)R3 QNYISG Il-N EFQY 
84 \] P-435 E{Ci)R3 QNISG l-EQY 

________~~V F______\1amily IGKV1 

R.SQXIJX2X3X4 LX5
86 LCDRI Consensus (Xis(G3Or& X2 isS,R, or Y: X3 is&SN Or!LXis, D, or Y 

______X 5 is A,GorN) 
87 ] K P-439 LCD RI RASQGISSWLA 
88 \]K'XP-424 LCDRII RASQGIRINT)LG 
89 1\fKxP-425 LCDRI RASQGIRIDLG 
90 ATX-P-423 LCDRI______ _R.SCGIRNDLG 
91 ITX-P442 LCDRI______ R.SCGISSYLA 
92 TX-P-f"i LCDRI_______ R.SQSISSYILN 
93 ATX-P--ITO LCDRI______ R. SQSISSWLA 
94 1ATX P-4:33 LCDM_______ RASQSJSIYLN 
95 AXXP436 LCDRI RASQSJYL 
96 1AXXP434 LCDRI 1:RASQSJYSYLN 
97, ATX-P-427 LCDRI '_RASQGTRNDLG7 

98 LCDR2 Consensus AXSL2 

99 ATX-P-439 LCDR2 IAASSL(S 
100 ATX-P424 LCDR2 AASSLPS 
101 ATX- 25 LCDR2 AASSLPS 
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102 AIX-P423 LCDR2- 1 ASSLQS 
103 AIXJ1 -4421 LCDR2) AASSLQS 
104 ATX-P-437 LCDR2 AASSL(S 
105 ATX--140 LCDR2 ATSSLQS 
1061 ATX--33 LCDR2 AASSLQS 
1o", A] X-P-43 6 LCDR2 XASSLQS 

108 1YArKP-434 LCDR2 AASLQ 
109 AYrKP-427 LCDR2 AASLQ 

N] XQX2X12XXPX6X7 
110 LCIDR3Coiseiu %XIis 1,or Q;XisAHS. orLX1is N, F, OxYX4s 7Ox 

_______ _N; _______ ___________T__X,_isN;, L.F1, ar;X-isW.L.JP X7 iX-TioroYY 

111 ATX--3-9 LCDR3 QQANSFPWT 
112 A] X,-P-42-4 LCDR3 LQJ-NSYPWT 
113 AYfKP-425 LCDR3 LQI-1NSYPWT 
114 1 fKxP-423 LCDR3 ILQ}-1NSYPLT 
l15 XTXP442 LCDR3 1 KSFSTPLT 
116 TX-P-137 LCDR3 :QQSFSTPLT 
117 AX-P-ITO LCDR3 1QQSYSTPIT 

I 8 LAiX P-433 LC[)P3 QQSYTTPLT 
119 1 IX-P-436 LCMD3QSS7L 
120 AX43 LCDR3 QOsysIrPPYT 
121 ATX-P42-7 LCDR3 ILDYNYPYT 

_______ __________VII Famrily: IGKV2 
RSSQSLX!X}SXX4X;X 6 LX 7 

1 LCDRI Consensuis (XN is Lor V; X2 isEL1.Y, or F;2(3is Nor D-:Xis RorG- X ,is Y 
_______ __________ ________________ or N; N 6  is N o7;1X7 is 1) or N) 

----121 AIXJ1 -429 LCDRI --- RSSQSLLHISNRYNYLD -------------------------------
1214 1AIX-P444 LCDRI RSSQSLVYSDCN'TYLN 

-------- ATX---------- ---------LCDR------RS------LM-----DG---T--LN
125 ATX-P446 LCDRI IRSSQSLMFSDGNTYLN 
126 ATX--17 LCDRI RSSQSLVYSDGNTYLN 

128 LCDR2 Consensus XXSR3 
_____(X is L, K, orE; X 2 is OrV;X.is A orD) 

129 ATX-29 LCDR2 LGSNRAS 
130 ATX-P4IT LCDR2 KVS-NRDS 
1:31 \] P-445 LCDR2 F\ SNRD--S 
132 AfKP-446 LCDR2 KVSNRDS 
133 1f AxP-447 LCDR2 L:VSNRDS 

MQXX2X3XPX5,T 
1:34 LCDR3 Conscius (XI ts'ForC:;X,)is L oTX:I is Qor H;X is~or W-;X is Yor 

1:35 AJ\ KP-42-9 LCDR3 NIQI'QYPYT 
1:36 \]-P-444 LCDR3 NM4QCTJ]-JHW PWT 
13 7 Y ArxP-445 LCDR3 QGhwPW 
138 1Arx-P-446 LCDR3 M -%QGThJIwpwT 
139 1ATX-P447 LCDR3M(T PT 

________ XFamily:ITGKV3 
R.SQSVSX]XZXJQ 

1-I LDR~onciit Xis S, Nor R-,XjisNorS; X-ioN'Xis AorL) 
i-4] TX-P--I9 LCDRI R. SQSVSSYLA 

1-12 TX-P--IS LCDRI_____ R. SQSVSSYLA 
143 AI>-P-435 LCDR________ RASQSVSNYLA 
144 'kIX P-428 LCDRL_______ RASQSVSSSYLA 

14,5 AIX-P443 LCDRI RASQSVSSSYLA 
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146 ATX-P-431 LCDRI RASQSVSSSYLA 
147 ATX-P-432 LCDRI RASQSVSSSYLA 
148 ATX-P-430 LCDRI RASQSVSSSYLA 
149 ATX-P-438 LCDR I RASQSVSRSYLA 

XLA SX2RA 
150 - LCDR2 Consensus X R 

(Xi is D or G; X2 is N S or T) 
151 ATX-P-449 LCDR2 DASNRAT 
152 ATX-P-448 L CDR2 DAS NRAT 
153 ATX-P-435 LCDR2 DAS NRAT 
154 ATX-P-428 LCDR2 GASSRAT 
155 ATX-P-4-43 LCDR2 GAS SRAT 
156 ATX -P-431 LCDR2 GAS SRAT 
157 ATX-P-432 LCDR2 GAS-SRAT 
158 | ATX-P-430 LCDR2 GAS SRAT 
159 ATX-P-438 LCDR2 GAS TREAT 

QQXiX2XX4X 5X6T 
160 LCDR3 Consensus (XI is R, Y, or G; X is S. G or Q X is N, S or V; X is W. S, or 

I;X5 isPorL;X isL,S, P orFT) 
161 ATX-P-449 LCDR3 QQRSNWPLT 
162 ATX-P-448 LCDR3 QQRSNWPLT 
163 ATX-P-435 LCDR3 QQRSNWPS 
164 ATX-P-428 LCDR3 QQYGSSPPT 
165 ATX-P-443 LCDR3 QQYGSSLT 
166 ATX-P-43] LCDR3 QQYGSSPPT 
167 ATX-P-432 LCDR3 QQYGSSPPT 
168 x-P-430 LCDR3 QQYGSSPPT 
169__ AKP-43 LCDR3 QQGQVIPPT 

[002261 Table 9: Anti-ANGPTL7 antibodies (VH and VL sequences) 

SEQ ID Antibody SEQ: 4Name: Descriptor: Sequence: NO: Name: ________ ____________________________ ____ 

QVQLVQSGAEVKKPGASVKVSCKASGYTFSSYGISWVRQAPGQG 
170 ATX-P-428 VII LEWMGWISAYNGNTNYAQNLRGRVAMTTDTSTTTAYMELRSLR 

SDIDTAVYYCARVSLVWFGELPRGF)YWGQGTLVTVSS 
QVQILVQSGAEVKKPGASVKVSCKAS(iYT7[F'TSYGISWVRQAPGQ 

171 ATX-P-443 VH GLEWMGWIIAYNGNTNYAQKLQGRITMTTNTSTNTAYMELRSL 
RSDDTAVYYCGiRDTGFSFDYWGQGTLVT-VSS 
QVQLVQSGAEVKKPGASVKVSCKASGYTFSSYGISWVRQAPGQG 

172 ATX-P-429 VHI LEWMGWISAYNGNTNYAQNLRGRVAMTTDTSTITAYMIELRSLR 
SDDTAVYYCARVSLVW'FGELPRGFDYWGQGTILVTVSS 
QVQLVQSGAEKVKKPGASVKVSCKASGY'TFT)Y'IIWVRQAPGP 

173 ATX-P-431 VH GLEWLGWINPNTGATKYAQKFQGRVTMTRDTSISTAYMELSRLR 
SDDTAVYYWAREDNGNYGDVFDJWGQG'IVTVSS 
QVQLVQSGAEVKKPGASVKVSCKASGYTFTDYYIHWVRQAPGP 

174 ATX-P-432 VI-I GLIEWLGWINPNTGATKYAQKFQGRVIMTLRDTSISTAYMEILSRLR 
SDDTAVYYCARFDNGNYGDVFDIWGQGTMVTVSS 
CAGGTTCAGCTGGTGCAGTCTGGAGCTGAGGTGAAGAAGCCT 
GGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGGTTACACCT 
TTTCCAGCTATGGTATCAGCTGGGTGCGACAGGCCCCTGGACA 

175 ATX-P-428 VH - nucleotide AGGGCTTGAGTGGATGGGATGGATCAGCGCTTACAATGGTAA 
CACAAACTATGCACAGAACCTCCGGGGCAGAGTCGCCATGAC 
CACAGACACATCCACGACCACAGCCTACATGGAGTTGAGGAG 
CCTGAGATCTGACGACACGGCCGTGTATTACTGTGCGAGAGTT 
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TCArrAGTAGGTTTGGGGAArrACCCAGGGG'IT'IGACIACT 
GGGGCCAGGGAACCCTGGTCACCGTCTCCTCA 
CAGGTTCAGCTGGTCIAGTCTGGAG CTGAGGTGAAGAAGCCT 
GGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGGTTACACCT 
'ITACCAGCTATGGT'ATCAGCTGGGTGCGACAGGCCCCrGGACA 
AGGGCTTGAGTGGATGGGIATGGATCATCCGCTTACAATGGTAAC' 

176 ATX-P-443 VH - nucleotide ACAAACTATGCACAGAAGCTCCAGGGCAGAATCACCATGACC 
ACAAACACATCCACGAACACAGCCTACATGGAGCTGAGGAGC 
CTGAGATCTGACGACACGGCCGTGTATTACTGTGGGAGAGATA 
CGGGGTTTTCTTTTGACTACTGGGGCCAGGGAACCCTGGTCAC 
CGTCTCCTCA 
CAGGT'rCAGCTrGG'T'GCAG'rC'1'GGAGCT'GAGGTrGAAGAAGCCTI 
GGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGiGTTACACCT 
TTTCCAGCTATGGTATCAGCTGGGTGCGACAGGCCCCTGGACA 
AGGGCTTGAGTGGATGGGATGGATCAGCGCTTACAATGGTAA 

177 ATX-P-429 VH -nucleotide CACAAACTATGCACAGAACCTCCGGGGCAGAGTCGCCATGAC 
CACAGACACATCCACGACCACAGCCTACATGGAGTTGAGGAG 
CCTGAGATC'TGACGACACGGCCGTGTATTACTGTGCGAGAGTT 
TCATTAGTATGGTTTGGGGAATTACCCAGGGGTTTTGACTACT 
GGGGCCAGGGAACCCTGGTCACCGTCTCCTCA 
CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCT 
GGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGGATACACCT 
TCACCGACTACATATACACTGGGTGCGACAGGCCCCTGGGCC 
AGGGCTTGAGTGGTTGGGCTGGATCAACCCTAACACTGGTGCC 

178 ATX-P-431 VH - nucleotide ACAAAGTATGCACAGAAG'TT'ITCAGGGCAGGGTCACCATGACC 
AGGGACACGTCCATCAGCACAGCCTATATGGAGCTGAGCAGG 
CTGAGATCTGACGACACGGCCGTATATTATTGGGCGAGAGAA 
GATAATGGGAAC'TACGGGGATGTTTTTGATATCTGGGGACAAG 
GGACAATGGTCACCGTCTCTTCA 
CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCT 
GGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGGATACACCT 
'TCACCGACTACTA'ATACACTGGGTGCGACAGGCCCCTGGGCC 
AGGGCTTGAGTGGTTGGGCTGGATCAACCCTAACACTGGTGCC 

179 ATX-P-432 VH - nucleotide ACAAAGTATGCACAGAAGTTTCAGGGCAGGGTCACCATGACC 
AGGGACACGTCCATCAGCACAGCCTATATGGAGCTGAGCAGG 
CTGAGATCTGACGACACGGCCGTATATTATTGTGCGA.GAAG 
ATAATGGGAACTACGGGGATGTTTTTGATATCTGGGGACAAGG 
GACAATGGTCACCGTCTCTTCA 
EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAP 

180 ATX -P-428 VL RLLIYGASS!RATGIPDRFSGSGSGTDFTL.TISRL.EPEDFAVYYCQQ 
YGSSPPTFGGGTKVEIK 
EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAP 

181 ATX-P-443 VL RLLIYGASSRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQ 
YGSSLTFGGGTKVDIK 
DIVMITQSPLSLPVTIPGEPASISCRSSQSLLIISNRYNYLDWYLQKPG 

182 ATX-P-429 VL QSPQLLIYLGSNRASGVFDRFSGSGSGTDFTLQISRVEAEDVGVY 
YCMQTLQTPYTFGQGTKLEI 
EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAP 

183 ATX-P-431 VL RLLIYGASSRA'TGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQ 
YGSSPP'TFGGGTKVEIK 
EiVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAP 

184 ATX-P-432 VL RLLIYGASSRATGIPDRFSGSGSGTDFTLTISRLEPFDFAVVYCQQ 
YGSSPPTFGGGTKVEIK 
GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCC 
AGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTG'I_ 
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TAGCAGCAGCTACT'AGCCTGGTACCAGCAGAAACCTGGCCA 
GGCTCCCAGGCTCCTCATCTATGGTGCATCCAGCAGGGCCACT 
GGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGAC 
'TTCACTCTCACCATCAGCAGACTGGAGCCTGAAGA'ITTTGCAG 
TGTATTACTGTCAGCAGTATGGTAGCTCACCTCCCACTTTCGGC 
GGAGGGACCAAGGTGGAGATCAAA 
GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCC 
AGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGT'GT 
TAGCAGCAGCTACTTAGCCTGGTACCAGCAGAAACCTGGCCA 
GGCTCCCAGGCTCCTCATCTATGGTGCATCCAGCAGGGCCACT 
GGCATCCCAGACAGGTTCAGTGGCAGTGGG'TCTGGGACAGAC 
TTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAG 
TGTATTACTGTCAGCAGTATGGTAGCTCACTCACTTTCGGCGG 
AGGGACCAAAGTGGATATCAAA 
GAIArGTGAIGACTCAGTCICCACrCTCCCTGCCCG'ICACCCC 
TGGAGAGCCGGCCTCCA:TCTCCTGCAGGTCTAGTCAGAGCCTC 
CTGCATAGTAATAGATACAACTATTTGGATTGGTACCTGCAGA 
AGCCAGGGCAGTC'ICCACAGCTCCTGATCTATTTGGGTTCTAA 
TCGGGCCTCCGGGGTCCCTGACAGGTTCAGTGGCAGTGGATCA 
GGCACAGATTTTACACTGCAAATCAGCAGAGTGGAGGCTGAG 
GATGTTGGGGTTTATTACTGCATGCAAACTCTACAAACTCCGT 
ACACTTTTGGCCAGGGGACCAAGCTGGAGATCAAA 
GAAATTGTGTTGACGCAGTCTCCAiGGCACCCTGTCTTTGTCTCC 
AGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGT 
'TAGCAGCAGCTACTTAGCCTGG'IACCAGCAGAAACCTGGCCA 
GGCTCCCAGGCTCCTCATCTATGGTGCATCCAGCAGGGCCACT 

188 ATXP431 1ML - nucleotide 188 ATXP-31 L -uceotdeGGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGAC 

TTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAG 
TGTATTACTGTCAGCAGTATGGTAGCTCACCTCCCACTTTCGGC 
GGAGGGACCAAGGTGGAAATCAAA 
GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCC 
AGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGT 
TAIGCAGCAGCTACTTAGCCTGGTACCAGCAGAAACCTGGCCA 
GGCTCCCAGGCTCCTCATCTATGGTGCATCCAGCAGGGCCACT 
GGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGAC 
TTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAG 
TGTATTACTGTCAGCAGTATGGTAGCTCACCTCCCACTTTCGGC 
GGAGGGACCAAGGTGGAAATCAAA 
QITLKESGPTLVKP'TQTLILTCTFSGFSLSTSGVGVGWIRQPPGKA 

190 ATX-P-437 VHI LEWLALIYWNDDKQYSPSLKSRLTITKDTSKNQVVLTIMTNNIDP 
MDTATYYCAHNPDYGDFFDYWGQGTLVTVSS 
QITLKESGPTLVKPTQTLTLTCTFSCFSLSTSGVGVGWIRQPPGKA 

191 ATX-P-442 NH LEWLALIYWNDDKRYSPSLKSRLITKL)TSKNLVVLTMTNMIPV 
DTATYYCARDYGDY WFFDL.WGRGTPVTVSS 
CAGAICACCTTGAAGGAGTCTGGTCCTACGCTGGTGAAACCCA 
CACAGACCCTCACGTTGACCTGCACCTTCTCTGGGTTCTCACTC 
AGCACTAGTGGCGTGGGTGTGGGCTGGATCCGTCAGCCCCCAG 
GAAAGGCCCTGGAGTGGCTTGCACTCAT[TTATTGGAATGATGA 

192 ATX-P-437 VI-nucleotide TAAACAGTACAGCCCTTCTCTGAAGAGCAGGCTCACCATCACC 
AAGGACACCTCCAAAAACCAGGTGGTCCTTACAATGACCAAC 
ATGGACCCTATGGACACAGCCACATATTACTGTGCACACAA CC 
CTGACTACGGTGACTTCTTTGACTACTGGGGCCAGGGAACCCT 
GGTCACCGTCTCCTCA 
CAGATCACCTTGAAGGAGTCTGGTCCTACGCTGGTGAAACCCA 

193 A IX-P-44? VIH - nucleotide 
193---------------- -- - -- -- CACAGACCCTCACGCTGACCIGCACCTTCTCTGGGTTCTCACTC 
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AGCACTAGTGGAGTGGGTGTGGGCTGGATCCGTCAGCCCCCA 
GGAAAGGCCCTGGAGTGGCTTGCACTCA7[TTTATTGGAATGATG 
ATAAGCGCTACAGCCCATCTCTGAAGAGCAGGCTCACCATCAC 
CAAGGACACCTCCAAAAACCTGGTGGTCCTTACAATGACCAAC 
ATGGA CCCTGTGGA CA CAGCCA CATATTACTGTGCACGTGACT 
ACGGTGACTACTGGTTCTTCGATCTCTGGGGCCGTGGCACCCC 
GGTCACCGTCTCCTCA 
DIQMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKPGKAPK 

194 ATX-P-437 ViL LLIYAASSLQSGVPSR!FSGSGSGTDFILTISSLQPEDFATYYCQQSF 
STPL TFGGGTKLEIK 
DIQMTQSPSSLSASVGDRVTITCRASQGISSYL.AW'YQQKPCKAPK 

195 ATX-P-442 VL LLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQSF 
STPITFGGGTKLEIK 
GACATCCAGATGACCCAGTCTCCATCCCCTCCGTCCATCTGTi 
AGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGAGCAT 
TAGCAGCTATTTAAATTGGTATCAGCAGAAACCAGGGAAAGC 
CC'C'TAAGCT[CCTIGATiCT'A'TGC'TGCA'TCCAG'TT"TGCAAA GTGGG 196 ATX-P437 V1, ruicieotidleCCAACCTTCACCCCCTICACCC 
GTCCCATCAAGGTTCAGTGGCAGTGGATCTGGGACAGATTTCA 
TTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAACTTA 
CTACTG'TCAACAGAGTTTCAGTACCCCGCTCACTTTCGGCGGA 
GGGACCAAGCTGGAAATCAAA 
GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT 
AGGAGACAGAGTCACCATCACTTGCCGGGCCAGTCAGGGCAT 
TACAGTTATTTACCGGCTATCAGCAAAAACCAGGGAAAGC 
CCCTAAGCTCCTGATCTATGCTGCATCCAGTTTGCAAAGTGGG 

197 ATXP-442 VL- nucleotide GTCCCATCAAGGTTCAGTGGCAGTGGATCTGGGACAGATTTCA 
CTCTCACCATCAGCAGTCTGCAACCTGAAGATI T TTGCAACTTFA 
CTACTGTCAACAGAGTTTCAGTACCCCGCTCACTTTCGGCGGA 
GGGACCAAGCTGGAGATCAAA 
EVQLVESGGGLVQPGGSLRLSCAASGFTLSVYDMHWVRQVSGK 

198 ATX-P-444 VH GLEWVSGI)PDGDTYYPGSVKGRFTISRENAKNSLYLQMvI1NSL.RV 
GDTAVYYCLRGEESNSSEDGFDIWGQGTMVTVSS 
EVQ!LVES.GGGLVQPGGSLRI.SCAASGFTFSSHDNIHWVlWRQVTGK 

199 ATX-P-445 VH GLEWVSGIDPAGDTYYPDSVKGRFTISRENAKNSLYLQMNSLRA 

EVQLVES.GGGLVQPGGSLRLSCAASGFTrLSSYDMHIWVRQVIGKG 
200 ATXP-446 VI- LIEWVSGiDPDGDTYYPGSVKGRFTISREDAKNSILYL.QNINSLRAG 

DTAVYYCTRGEDNSSSEDAFDIWGQGTMVTVSS 
EVQIVESGGGLVQPGGSI.LLSCAASGFTISDYDMHWVRQTTGKG 

201 ATX-P-447 VH LEWVSGIDPDGDTYYPGSLKGRFTISRENAKNSLYLQMNSLRAG 
DTAVYYCTRGEDSSSSEDAFI)IWGQGTMVTSS* 
EVQLVESGGGVVRPGGSLRLSCAASGFSFDDYGMSWVRQVPGK 

202 ATX-P-427 VH GLEWVSGTNWNGGSTGYADSVKGRFTIISRDNAKNSLYIQMSSLR 
AEDTALYY'CASYSGSFRDAFDIWGQGTM~VTVSS 
EVQLVESGGGVVRPGGSLRISCAASGFTFDDYCMSWVRQAPGK 

203 ATX-P-440 VIH GLEWVSTIINWNGGNIGYADSVKGRFIISRDNAKNSLYLQMINSL 
RAEDTALYYCARDI EGAAGI.GYYFDYWGQGTI.VTVSS 
EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYSMNWVRQAPGKG 

204 ATX-P-424 VH LEWVSSITSSSYIFYADSIKCRFTISRDNAKNSLFLQMNSLRAEDT 
AVY'YCARDSNWGYEAFDIWGQGTM~VTVSS 
EVQLVESGGGLVKPGGSLRLSCAASCFTFSTYSMNWVRQAPGKCG 

205 ATX-P-425 VHI LEWVSSITSSSSYMFYADSVMGRFTISRDNAKNSLYLQMNSI.LRAE 
DTADYYCARDSNWGEAFDWGQGTMVTVSS 
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EVQLVESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKG 
206 ATX-P-430 VH LEWVSAISGSGGSTYYAI)SVKGRFTISRDNSKNTLYLQMNSLRAE 

DTAVYYCAKDGDYYYYYMDVWGCKGTTVTVSS 
EVQLVESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKG 

207 ATX-P-439 VII LEWVSAISGSGGSTYYADSVKGRFTISRDNSKNTLYLQMNSLRAE 
)TAVYYCAKVERDMVRGHYYYYMIDVWGKGTTVTVSS 

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMH-IWVRQAPGK 
208 ATX-P-423 VH GLEWVSHITYDGSDKYYGDSVKGRFTISRDNSKNTLYLQMNSLR 

AEDTAVYYCAKDGYSSGWWYFDYWGQGTLVTVSS 
QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGK 

209 ATX-P-438 VHI GLEWVAIISYDGNNKYYADSVKGRFTISRDNSKNTLYLQMINSLR 
DEDTAV YYCAKERGYSSSSGYYXYYMDVWGKGTTVTVSS 

QVQLVESGGGVVQPGRSLRLSCAASGFPFSSYGMHWVRQAPGK 
210 ATX-P-448 VH GLEWVAVMSYTGINGYYADSVKGRFTISRDNSKNTILYLQMNSL 

QVQLVESGGGVVQPGRSLRLSCAASGFAFSSYGMIHWVRQAPGK 
211 ATXP-449 VHI GLEWVAVISYYGSNKYYADSVKGRFTISRDNSKNT.YLQMNSLR 

AEDTAVYHCARGITIMDVWGKGTTVVSS 
ElVQLVESGGGL/VQPGRSLRLSCAASGFTFII)FAMIiWVRQGPGK 

212 ATXP-433 VH GLEWVSGIGWNSGSIGYADSVKGRFTISRDNAKNSLYLQMNSLR 
AED'1ALYYCAKAPDYGDYYFDYWGQC'1LVTVSS 
GAGGTGCAGCTGGTGGAGICGGGGGGAGGCTI'GGTACAGCCT 
GGGGGGICCCTGAGACTCTCCTGTGCAGCCTCTFGGATICACCC 
TCAGTGTCTACGACATGCACTGGGTCCGCCAAGTTTCAGGAAA 
AGG'TCTGGAGTGGGTCTCAGGIAITGATCCTGATGGTGACACA 

213 ATXP-444 VH-- nucleotide IACIATCCCGGCTCCGTGAAGGGCCGAICACCATCTCCAGAG 
AAAATGCCAAGAACTCCTTGTATCTTCAAATGAACAGCCTGAG 
AGICGGGGACACGGCTGTGA'ITATGTCIAAAGGGGAGGA 
AAGCAACTCGTCCGAGGATGGTTTTGATATATGGGGACAAGG 
GACAATGGTCACCGTCTCCTCA 
GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACAGCCT 
GGGGGG'TCCCTGAGACTCCCGTGCAGCCICGGAITCACCI 
ICAGTAGCCACGACAIGCACTGGGTCCGCCAAGTI'ACAGGAA 
AAGGTCTGGAGTGGGTCTCAGGTATTGATCCTGCTGGTGACAC 

214 ATX-P-445 VH - nucleotide ATACTAICCAGACTCCGTGAAGGGCCGATTCACCATC''CTAGA 
GAAAATGCCAAGAACTCCTTGTATCTTCAAATGAACAGCCTGA 
GAGCCGGGGACACGGCTGTGTATTACTGTACAAGAGGAGAGG 
CTAGIAGTTCGTCCGAGGATGCITTTGATACTGGGGACAAGG 
GACAATGGTCACTGTCTCCTCA 
GAGGTGCAGCTGGiGGAGTCTGGGGGAGGCTIGGIACAGCCT 
GGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCC 
TCAGTAGCIACGACATGCACTGGGICCGCCAAGIIAIAGGAAA 
AGGICIGGAGTGGGTCTCAGGTATIGATCCTGAIGGIGACACA 

215 ATX-P-446 VH - nucleotide TACTATCCAGGCTCCGTGAAGGGCCGATTCACCATCTCCAGAG 
AAGATGCCAAGAACICCTTGTATCICAAATGAACAGCCIGAG 
AGCCGGGGACACGGCTGTGTATTACTGTACAAGAGGAGAGGA 
TAACAGCTCGTCCGAGGATGCTTTTGATATCTGGGGACAAGGG 
ACAAIGGICACIGTCICCICA 
GAGGTCCAGCTGGTGGAGICTGGGGGAGGCITGGTACAGCCG 
GGGGGGICCCTGAGACICTCCTGTGCAGCC"CTGGATTCACCA 
TCAGTGACTACGACATGCACTGGGTCCGCCAAACTACAGGAA 

216 ATX-P-447 VII - nucleotide AAGGTCIAGAATGGG'TCTCAGGIATTGAICCIGATGGCGACAC 
ATATTATCCAGGCTCCTTGAAGGGGCGATTCACCATCTCCAGA 
GAAAATGCCAAGAATTCTTTGTATCTTCAAATGAACAGTCTGA 
GAGCCGGGGACACGGCIGTGIATIACIGIACAAGAGGAAGG 
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ATAGTAG'ITCGTCCGAGGATGCTTITTGATATCTGGGGACAAGG 
GACAATGGTACCAAGGTCACCGTCTCCTCA 
GAGGTGCAGCTOGTGGAGT T GGGGGAGGIGTGGTACGGCCT 
GGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCAGCT 
'TTGATGA'ITATGGCATGAGCTGGGTCCGCCAAGTTCCAGGGAA 
GGGGCTGGAGTGGGTCTCTGGTATTAATTGGAATGGTGGTAGT 

217 ATX-P-427 VH - nucleotide ACAGGTTATGCAGACTCTGTGAAGGGCCGATTCACCATCTCCA 
GAGACAACGCCAAGAACTCCCTGTATCTGCAAATGAGCAGTCT 
GAGAGCCGAGGACACGGCCTTGTA:ITACTGTGCGAGCTATAGT 
GGGAGCTTCCGTGATGCTTTTGATATCTGGGGACAAGGGACAA 
TGGTCACCGTCTCTTCA 
GAGGTrGCACCTGGTIGGAGTrCTGGCGGAGGTCT'GGTrACGGCCT
GGGGGGTCCCTGAGACiCC TCCTG T hGCAGCCTCTGGATTCACCT 
TTGATGATTATGGCATGAGCTGGGTCCGCCAAGCTCCAGGGAA 
GGGGCTGGAGTGGGTCTCTACTATTAATTGGAATGGTGGTAAC 

218 ATX-P-440 VH -nucleotide ACAGGTTATGCAGACTCTGTGAAGGGCCGATTCACCATCTCCA 
GAGACAACGCCAAGAACTCCCTGTATCTGCAAATGAACAGTCT 
GAGAGCCGAGGACACGGCCITGTATTACTGTCGAGAGATGA 
AGGAGCAGCTGGACTTGGATACTACTTTGACTACTGGGGCCAG 
GGAACCCTGGTCACCGTCTCCTCA 
GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGCCT 
GGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCT 
TCAGTAGCTATAGCATGAACTGGGTCCGCCAGGCiCCAGGGA 
AGGGGCTGGAGTGGGTCTCATCCATTACTAGTAGTAGTTACAT 

219 A'TX-P-424 VII - nucleotide ATTCTACGCAGACTCATTGAAGGGCCGATTCACCATCTCCAGA 
GACAACGCCAAGAACTCACTGTTTCTGCAAATGAACAGCCTGA 
GAGCCGAGGACACAGCTGTTTATTACTGTGCGAGAGATTCTAA 
CTGGGGCGAGGCTTTTGATATCTGGGGACAAGGGACAATGGT 
CACCGTCTCTTCA 
GA GGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGCCT 
GGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGTTTCACCT 
TCAGTACTTATAGCATGAACTGGGTCCGCCAGGCTCCAGGGAA 
GGGGCTGGAGTGGGICTCATCCAITACTAGTAGIAGiTAGTTAC 

220 ATX-P-425 VH - nucleotide ATGTTCTACGCAGACTCAGTGATGGGCCGATTCACCATCTCCA 
GAGACAACGCCAAGAACTCACTGTACCTACAAATGAACAGCC 
TGAGAGCCGAGGACACAGCTGATTATTACTGTGCGAGAGATTC 
TAATTGGGGGGAGGCTTTTGATATCTGGGGACAAGGGACAAT 
GGTCACCGI(TCITCTA 
GAGGTGCAGCTGG'TGGAGTCTGGGGGAGGCT'TGGTACAGCCT 
GGGGGGTCCCTGAGACTCTCCTGiTGT CAGCCTCTGGATTI'CACCT 
TTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCAGGGAA 
GGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAG'TGGTGGTAGC 

221 ATX-P-430 VH -nucleotide ACATACTACGCAGACTCCGTGAAGGGCCGGTTCACCATCTCCA 
GAGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCC 
'TGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAAAGACG 
GTGACTACTACTACTACTACATGGACGTCTGGGGCAAAGGGAC 
CACGGTCACCGTCTCCTCA 
GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACAGCCT 
GGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCT 
TTAGCAGCTA:TGCCATGAGCTGGGTCCGCCAGGCTCCAGGGAA 
GGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGC 

22 ATX-P-439 VII - nucleotide ACATACTACGCAGACTCCGTGAAGGGCCGG'TTCACCATCTCCA 
GAGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCC 
TGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAAAGTGG 
AAAGGGTATGGiTTCGGGGCCACTAACTAC TACTACATGGACGT 
CTGGGGCAAAGGGACCACGGTCACCGTCTCTTCA 
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CAGGIGCAGCTGGTGGAGICTGGGGGAGGCGTGGTCCAGCCT 
GGGAGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGA TTCACCT 
TCAGTAGCTATGGCATGCACTGGGTCCGCCAGGCTCCAGGCAA 
GGGGCTGGAGIGGGIGTCACAIATAACATATGATGGAAGTGA 

223 ATX-P-423 VH - nucicleotide TAAATACTATGGAGACTCCGTGAAGGGCCGATTCACCATCTCC 
AGAGACAATTCCAAGAATACGCTGTATCTGCAAATGAACAGC 
CIGAGAGCCTGAGGACACGGCTGTGTATTACTGTGCGAAAGAT 
GGGTATAGCAGTGGCTGGTGGTACTTTGACTACTGGGGCCAGG 
GAACCCTGGTCACCGTCTCCTCA 
CAGGTGCAGCTGGTGGAGTCCGGGGGAGGCGTGGTCCAGCCT 
GGGAGG'TCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCT 
TCAGTAGCTATGGCATGCACTGGGTCCGCCAGGCTCCAGGCAA 
GGGGCTGGAGTGGGTGGCAATTATATCATATGATGGAAATAA 

224 ATX-P-438 VH- nucleotide TAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCC 
AGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGC 
CTGAGAGATGAGGACACGGCTGTTTATTATTGTGCGAAAGAG 
AGGGGGIATAGCAGCTCGTCCGGCTACTACTACTACTACATGG 
ACGTCTGGGGCAAAGGGACCACGGTCACCGTCTCCTCA 
CAAGTGCAATTGGTGGAGTCCGGTGGAGGAGTAGTACAGCCG 
GGAAGGTCACTGAGACTTTCCTGCGCTGCTAGTGGATTCCCAT 
TTAGCTCCTACGGGATGCACTGGGTTCGCCAAGCGCCAGGIAA 
GGGACTGGAATGGGTGGCTGTCATGAGTTACGATGGAATTAA 

225 ATX-P-448 VH - nucleotide CGGCTATTATGCCGATAGCGTCAAAGGCCGGTTCACGATCTCA 
AGAGACAACTCTAAGAACACGCTCTACTTGCAGATGAACAGI 
CTCCGCGCAGAAGATACGGCCGTGTATTACTGTGCGAGATTGG 
TGTATGCCGATGATGCTTTTGATATCTGGGGACAAGGGACCAC 
GGTC:ACCGTCTCCTCA 
CAAGTGCAATTGGTGGAGTCCGGTGGAGGAGTAGTACAGCCG 
GGAAGGTCACTGAGACTTTCCTGCGCTGCTAGTGGATTCGCCT 
TTAGTTCCTACGGCATGCACTGGGTTCGCCAAGCGCCAGGTAA 
GGGACTGGAATGGGTGGCTGTCATCTCCTACTACGGATCTAAT 

226 ATX-P-449 VH- nucleotide AAATATTATGCCGATAGCGTCAAAGGCCGGTTCACGATCTCAA 
GAGACAACTCTAAGAACACGCTCTACTTGCAGATGAACAGTCT 
CCGCGCAGAAGATACGGCCGTGTATCACTGTGCGAGAGGGAT 
TACTATGGACGTCTGGGGCAAAGGGACCACGGTCACCGTCTCC 
TCA 
GAAGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACAGCCT 
GGCAGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCT 
TTGATGATTTTGCCATGCACTGGGTCCGGCAAGGTCCAGGGAA 
GGGCCTGGAGTGGGTCTCAGGTATTGGTTGGAATAGTGGTAGC 

22 ATX-P-433 VH -nucleotide ATCGGCTATGCGGACTCTGIGAAGGGCCGATCACATCTCCA 
GAGACAACGCCAAGAACTCCCTGTATCTGCAAATGAACAGTCT 
GAGAGCTGAGGACACGGCCTTATATTACTGTGCAAAAGCCCCT 
GACTACGGTGACTACTACTTTGACTACTGGGGCCAGGGAACCC 
TGGTCACCGTCTCCTCA 
DVVN4TQSPLSLPVTLGQPASISCRSSQSLVYSDGNTIYLNWFQQRP 

228 ATX-P-444 VL GQSPRRLIYKVSNRDSGVPDRFSGSGSGTDFTLKISKVEAEDVGIY 
YC]VJG-HWPWTFGOGTFKWDIK 
DVVMIQSPLSLPVILGQPASISCRSSQSLVYSDGNTYLNWFQQRP 

229 ATX-P-445 ViL GQSPRRLIH-{EVSNRDSGVPDRFSGSGSGTDFTLKISRVEAEDVGV 
YYCMQGTHWPWTFGQGTKVDIK 
DVN/MTQSPLSLPVTLGQPASISCRSSQSLVFSDGNTYLNWFQQRP 

230 ATX-P-446 VL GQSPRRLIYKVSNRDSGVPDRFSGSGSGTDFTLKISRVEAEDVGV 
YYCMQGTHWPW'TFG(QGTKVDIK 
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DVVMTQSPLSLPVILGQPASISCRSSQSLVYSDGNTYLNWFQQRP 
231 ATX-P-447 VL GQSPRRLIJ-EVSNFRDSGVPDLRFSGSGSGiDFTLKISRVEAEDVGV 

YYCMQGTHWPWTFGQGTKVDIK 
AIQMTQSPSSLSASVGDRVTITCRASQGIRNDLGWYQQKPGKAPK 

23 ATX-P-427 VL LLIYAASSLQSG\PSRFSGSGSGTDFILTISSLQPEIFAIYYCLQDY 
NYPYTFGQGTKLEIK 
DIQMTQSPSTLSASVGDRVTITCRASQSISS WLAWYQQKPGKAPK 

233 ATX-P-440 VL LLIYATSSLQSGVKPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQSY 
STPITFGQG TRLEIK 
DIQMTQSPSSLSASVGDRVTITCRASQGIRNDLGWYQQKPGKAPK 

234 ATX-P-424 VL RLIYAASSLPSG\PSRFSGSGSGTEFLISSLQPEDFAYYCLQIN 
_____ _______________SYPWTFGQGTKVEIK 

I)IQMTIQSPSSLSASVGI)RVTITCRASQGIRI[DL.GWFQQKPGKAPK 
235 ATX-P-425 ViL RLIYAASSIPSGVPSRFSGSGSGTEFTLTISSLQPEDFATYYCLQHN 

SYPWTFGQGTK\/EIK 
EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAP 

236 ATXP-430 VL RLLIYGASSRATGIPDRFSGSGSGTDFTLT.ISRL.EPEDFAVYYCQQ 
YGSSPPTFGGGTKVEIK 
[)IQNITQSPSSVSASVGI)RVITCRASQG[SSWLAWYQQKPGKAPK 

237 ATX-P-439 VL LLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYNCQQA 
NSFPW FGQG IK-DIK 
DIQMIQSPSSLSASVGDR\TIICRASQGIRNDLGWYQQKPGKAPK 

238 ATX-P-423 VL RLIYAASSLQSGVPSRFSGSGSGIEFALTISSLQPEDFAIYYCiQH4 
NSYPLTFGGGTKLEIK 
EIVLTQSPGTLSLSPGERATLSCRASQSVSRSYLAWYQQKPGQAP 

239 ATX-P-438 VL RLLIIGASTRATGIPDRFSGSGSGTDFTLTISRLFPEDFAVYYCQQG 
QVIPPTFGQGTKVEIK 
EIVL-TQSPATLSLSPGERALSCRASQSVSSYLAWYQQKPGQAPR 

240 ATX-P-448 VL LLIYIDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRS 
NWPLTFGGGTKVEIK 
EIVLTQSPATLSLSPGERATLSCRA SQSVSSYLAWYQQKPGQ APR 

241 ATX-P-449 VL LLIYDASNRATGIPARFSGSGSGTDFILTISSLEPEDFAVYYCQQRS 
NWPLTFGGGTKVEIK 
DIQMIQSPSSLSASVGDRVITCRASQSISIYLNWYQQKPGTAPKL, 

242 ATX-P-433 VL ,IYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFAAYYCQQSY 
TTPLTFGGGTKVEIK 
GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACCCT 
'TGGACAGCCGGCCCCAICTCCTGCAGGTCIAGTCAAAGCCIC 
GTATACAGTGATGGAAACA CCTACTTGAATTGGTTTCAGCAGA 
GGCCAGGCCAATCTCCAAGGCGCCTAATTTATAAGGTTTCTAA 
CCGGGACTCTGGGGTCCCAGACAGAIICAGCGGCAGTGGGTC 
AGGCACTGATTTCACACTGAAAATCAGCAAGGTGGAGGCTGA 
GGATGTTGGGATTTATTACTGCATGCAAGGTACACACTGGCCG 
IGGACOTICGGCCAAGGGACCAAAGIGGATATCAAA 
GATGIIG'TGATGACICAGICTCCACiCTCCC'TGCCCGTCACCCT 
IGGACAGCCGGCCTCCATCCCTGCAGGTCIAGICAAAGCCIC 
GTATACAGTGATGGAAACACCTACTTGAATTGGTTTCAGCAGA 
GGCCAGGCCAATCICCAAGGCGCCTAATiCATGAGGTTiCTAA 

244 AIX-P-4 VL -nuclotide CCGGGACTCTGGGGTCCCAGACAGATTCAGCGGCAGTGGGTC 
AGGCACTGATTTCACACTGAAAATCAGCAGGGTGGAGGCTGA 
GGAIGTIGGGGTATACTGCAGCAAGGACACACTGGCCG 
TGGACGTTCGGCCAAGGGACCAAAGTGGATATCAAA 

GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACCCT 
245 ATX-P-446 VL - nucleotide TGGACAGCCGGCCTCCATCTCCTGCAGGTCTAGTCAAAGCCTC 

GIA'ITCAGIGAIGGAAACACCTACTTGAATTGGIITCAGCAGA 
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GGCCAGGCCAATCTCCAAGGCGCCTAATTATAAGGTTrTCTAA 
CCGGGACTCTGGGGTCCCAGACAGATTCAGCGGCAGTGGGTC 
AGGCACTGATTTCACACTGAAAATCAGCAGGGTGGAGGCTGA 
GGA'TGTTGGGGTTTATrTACTGCATGCAAGGTACACACTGGCCG 
TGGACGTTCGGCCAAGGGACCAAAGTGGATATCAAA 
GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACCCT 
TGGACAGCCGGCCTCCATCTCCTGCAGGTCTAGTCAAAGCCTC 
GTA'IACAGTGATGGAAACACC'IACTTGAATTGGTITCAGCAGA 

. GGCCAGGCCAATCTCCAAGGCGCCTAATTCATGAGGTTTCTAA 
CCGGGACTCTGGGGTCCCAGACAGATTCAGCGGCAGTGGGTC 
AGGCACTGAT'ITCACACTGAAAA'ICAGCAGGGTGGAGGCTGA 
GGATGTTGGGGTTTATTACTGCATGCAAGGTACACACTGGCCG 
TGGACGTTCGGCCAAGGGACCAAAGTGGATATCAAA 
GCCATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT 
AGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCAT 
TAGAAATGATTTAGGCTGGTATCAGCAGAAACCAGGGAAAGC 
CCCTAAGCTCCTGATCTATGCTGCATCCAGTTTACAAAGTGGG 

247 ATX-P-427 VL - nucleotideGTCACAGTGGCGGACGCCGTTA 

CTCTCACCATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTA 
TTACTGTCTACAAGATTACAATTACCCGTACACTTTTGGCCAG 

GGACCAAGCTGGAGA __CAAA 
GACATCCAGATGACCCAGTCTCCT'ICCACCCTGTCTGCATCTGT 
AGGAGACAGAGTCACCATCACTTGCCGGGCCAGTCAGAGTAT 
TAGTAGCTGGTTGGCCTGGTATCAGCAGAAACCAGGGAAAGC 
CCCTAAGCTCCTGATCTATGCTACATCCAGTTTGCAAAGTGGG 
GTCCCATCAAGGTTCAGTGGCAGTGGATCTGGGACAGATTTCA 
CTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAACTTA 
CTACTGTCAACAGAGTTACAGTACCCCGArCACCTTCGGCCAA 
GGGACACGACTGGAGATTAAA 
GACATCCAGATGACCCAGTCTCCATCCTCCCTGTFCTGCATCTGT 
AGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCAT 
'IAGAAATGAITTAGGCTGGTATCAGCAGAAACCAGGGAAAGC 
CCCTAAGCGCCTGATCTATGCTGCATCCAGTTTGCCAAGTGGG 

249 ATXP-424 VL- nucotide GTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGAATTCA 
C'TCTCACAATCAGCAGCCTGCAGCCTGAAGATTTTGCAATTTA 
TTACTGTCTACAGCATAATAGTTACCCGTGGACGTTCGGCCAA 
GGGACCAAGGTGGAAATCAAA 
GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCCGCATCTG 
'TAGGAGACAGAGTCACCATCACTTGCCGGGCAAG'TCAGGGCA 
TTAGAATTGATTTAGGCTGGTTTCAGCAGAAACCAGGGAAAGC 
CCCTAAGCGCCTCATCTATGCTGCATCCAGTTTGCCAAGTGGG 
GTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGAATTCA 
CTCTCACAATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTA 
TTACTGTCTACAGCATAATAGTTACCCGTGGACGTTCGGCCAA 
GGGACCAAGGTGGAGATCAAA 
GAAATTGTGTITGACGCAGTCTICCAGGCACCCTIGTrCTTITGT~CTCC 
AGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGT 
TAGCAGCAGCTACTTAGCCTGGTACCAGCAGAAACCTGGCCA 
GGCTCCCAGGCTCCTCATCTATGGTGCATCCAGCAGGGCCACT 
GGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGAC 
TTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAG 
TGTATTACTGTCAGCAGTATGGTAGC'TCACCTCCCACTTTCGGC 
GGAGGGACCAAGGTGGAAATCAAA 
GACATCCAGATGACCCAGTCTCCATCTTCCGTGTCTGCATCTGTF 

252 ATXP439 VL - nucleotide AGGAGACAGAGTCACCATCACTTGTCGGGCGAGTCAGGGTAT 

112



WO 2023/212294 PCT/US2023/020354 

TAGCAGCTGGTTAGCCTGG'IATCAGCAGAAACCAGGGAAAGC 
CCCTAAGCTCCTGATCTATGCTGCATCCAGTTTGCAAAGTGGG 
GTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGATTTCA 
CTCTCACCATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTA 
CTATTGTCAACAGGCTAACAGTTTCCCGTGGACGTTCGGCCAA 
GGGACCAAAGTGGATATCAAA 
GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT 
AGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCAT 
TAGAAAIGATTTAGGCTGGTATCAGCAGAAACCAGGGAAAGC 
CCCTAAGCGCCTGATCTATGCTGCATCCAGTTTGCAAAGTGGG 

253 AIXP-42 VL nucleotide GTCCCATCAAGGTTCAGCGGCAG'IGGATCTGGGACAGAATTCG 
CTCTCACAATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTA 
TTACTGTCTACAGCATAATAGTTACCCTCTCACTTTCGGCGGA 
GGGACCAAGCTGGAGA __CAAA 
GAAATTG'TGCTGACTCAGTCTCCCGGCACACTGTCTCT'TAGCC 
CIGGCGAAAGAGCCACACTGAGCTGTAGAGCCAGCCAGAGCG 
TGTCCAGAAGCTACCTGGCTTGGTATCAGCAGAAGCCCGGACA 
GGCTCCCAGACTGCTGATCA'TCGGAGCCTCTACAAGAGCCACC 

254 AIX-P-438 ML -nucleotide GGCATTCCCGATAGATTCAGCGGCTCTGGCAGCGGCACCGATT 
TCACCCTGACAATCAGCAGACTGGAACCCGAGGACTTCGCCGT 
GTACTACTGTCAGCAGGGCCAAGTGATCCCTCCTACCTIGGC 
CAGGGCACCAAGGTGGAAATCAAA 
GAAATTGTGTTGACGCAGTCTCCAGCCACCCTGTCTTTGTFCTCC 
AGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGT 
'TAGCAGCTACTTAGCCTGGTACCAACAGAAACCTGGCCAGGCT 
CCCAGGCTCCTCATCTATGATGCATCCAACAGGGCCACTGGCA 
iTCCCAGCCAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCAC 
TCTCACCATCAGCAGCCTAGAGCCTGAAGATTTTGCAGTTTAT 
TACTGTCAGCAGCGTAGCAACTGGCCTCTCACTTTCGGCGGAG 
GGACCAAGGTGGAGATCAAA 
GAAATTGTGTTGACGCAGTCTCCAGCCACCCTGTCTTTGTCTCC 
AGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGT 
TAiGCAGCTACTTAGCCTGGTACCAACAGAAACCTGGCCAGGCT 
CCCAGGCTCCTCATCTATGATGCATCCAACAGGGCCACTGGCA 

256 ATX-P-449 VL - nucleotide TCCCAGCCAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCAC 

TCTCACCATCAGCAGCCTAGAGCCTGAAGATTTTGCAGTTTAT 
TACTGTCAGCAGCGTAGCAACTGGCCTCTCACTTTCGGCGGAG 
GGACCAAGGTGGAGATCAAA 
GACATCCAGATGACCCAGTCTCCA'TCCTCCCTGTCTGCATCTGT 
AGGAGACAGAGTCACCATCACTTGCCCGGGCAAGTCAGAGCAT 
TAGCATCTATTTAAATTGGTATCAGCAGAAACCAGGGACAGCC 
CCTAAGCTCCTGATCT'ATGCTGCATCCAGTTTGCAAAGTGGGG 
TCCCATCAAGGTTCAGTGGCAGTGGATCTGGGACAGATTTCAC 
TCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAGCTTAC 
'IACTG'ICAACAGAGTIACAC'IACCCCGCTCACTTTCGGCGGAG 
GGACCAAGGTGGAAATCAAA 
QLQLQESGPGiL.VKPSETLSLTCTVSGGSISSSSSYWGWIRQPPGKG 

258 ATX-P-435 VH LEWIGST YSGSTYSNPSLKSRVTIS-vT)TSKNQFSLKLSSVTAADT 
A\TYCARQYISGTEYFQYWGQGTINTVSS 
QLQLQESGPGLVKPSETLSLTCTVSGGSISSSSSYWGWIRQPPGKG 

259 ATX-P-436 VH LEWIGSIYYSGSTYSNPSLKSRVTISVDTSKNQFSLKLSSVTAADT 
AVYYCARQYSGTEYFQYWGQGTLVTVSS 
QVQLQESGPGLVKPSETLSLTCTVSGGSVSSGSYYWSWIRQPPGK 

260 ATX-P-434 VH GLEWIGYIYYSGSTSYNPSLKSRVSISVDTSKNQFSLKLSSVTAAD 
TAVFYCARAlKWEGDYFDYWGQ IGTLVTVSS 

113



WO 2023/212294 PCT/US2023/020354 

CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCT 
TCGGAGACCCTGTCCCTCACCTGCACTGTCTCTGGTGGT TCCA T 
CAGCAGTAGTAGTTCCTACTGGGGCTGGATCCGCCAGCCCCCA 
GGGAAGGGACTGGAGTGGATTGGGAGTATCTATTATAGTGGG 

261 ATX-P-435 VH - nucleotide AGCACCTACTCCAACCCGTCCCTCAAGAGTCGAGTCACCATAT 
CCGTAGACACGTCCAAGAATCAGTTCTCCCTGAAGCTGAGCTC 
TGTGACCGCCGCAGACACGGCTGTGTATTACTGTGCGAGACAG 
TATATAAGTGGAACTGAATACTTCCAGTACTGGGGCCAGGGCA 
CCCTGGTCACCGTCTCCTCA 
CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCT 
TCGGAGACCC'TGTCCCTCACCTGCACTGTCTCTGGTGGTTCCAT 
CAGCAGTAGTAGTTCCTACTGGGGCTGGATCCGCCAGCCCCCA 
GGGAAGGGACTGGAGTGGATTGGGAGTATCTATTATAGTGGG 

262 ATX-P-436 VH n-nucleotide AGCACCTACTCCAACCCGTCCCTCAAGAGTCGAGTCACCATAT 
CCGTAGACACGTCCAAGAATCAGTTCTCCCTGAAGCTGAGCTC 
TGTGACCGCCGCAGACACGGCTGTGTATTACTGTGCGAGACAG 
TATATAAGTGGAACTGAA TACTTCCAGTACTGGGGCCAGGGCA 
CCCTGGTCACCGTCTCCTCA 
CAGGTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCT 
TCGGAGACCCTGTCCCTCACCTGCACTGTCTCTGGTGGCTCCGT 
CAGCAGTGGTAGrTACTACTGGAGCTGGATCCGGCAGCCCCCA 
GGGAAGGGACTGGAGTGGATTGGGTATATCTATTACAGTGGG 

263 ATX-P-434 VH - nucleotide AGCACCAGCTACAACCCCTCCCTCAAGAGICGAGTCTCCATAT 
CAGTAGACACGTCCAAGAACCAGTTCTCCCTGAAGCTGAGCTC 
TGTGACCGCTGCGGACACGGCCGTGTTTTACTGTGCGAGAGCT 
AAGTGGGAAGGGGACTACTTTGACTACTGGGGCCAGGGAACC 
CTGGTCACCGTCTCCTCA 
EIVLTQSPATLSLSPGERATLSCRASQSVSNYLAWYQQKPGQAPR 

264 ATX-P-435 ViL LLI'YT)ASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRS 
NWPSFGQGTRLEIK 
DIQMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKPGKAPK 

26 ATX-P-436 VL LLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQSY 
STPLTFGGGTKVEIK 
[)IQMTQSPSSLSASVGDRVT'ITCRASQSIY SYLNWYQQKPGKAPN 

266 ATX-P-434 VI HLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLHPEDFATYYCQQS 
YSTPP--FGQGTKVEIK 
GAAATTGTGTTGACACAGTCTCCAGCCACCCTGTCTTTGTCTCC 
AGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGT 
TAGCAACTACTTAGCCTGGTACCAACAGAAACCTGGCCAGGCT 
CCCAGGCTCCTCATCTATGATGCATCCAACAGGGCCACTGGCA 
TCCCAGCCAGATTCAGIGGCAGTGGGTCTGGGACAGACITCAC 
TCTCACCATCAGCAGCCTGGAGCCTGAAGATTTTGCAGTTTAT 
TACTGTCAGCAGCGTAGCAACTGGCCC'CCTTCGGCCAAGGGA 
CACGACTGGAGATTAAA 
GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT 
AGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGAGCAT 
TAGCAGCTATTTAAATTGGTATCACAGAAACCAGGGAAAGC 
268 \JN43CVI eCCCTAAGCTCCTGATCTATGCTGCATCCAGTTTGCAAAGTGGG 
GTCCCATCAAGGTTCAGTGGCAGTGGATCTGGGACAGATTTCA 
CTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAACTTA 
CTACTGTCAACAGAGTACAGTACCCCGCTCACTICGGCGGA 
GGGACCAAGGTGGAAATCAAA 
GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT 

269 ATX-P-434 VL - nucleotide AGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGAGCAT 
'ITACAGC'IATTTAAAT'TGGTATCAGCAGAAACCAGGGAAAGCC 
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CCTAATCACCTGA'TCTATGCTGCATCCAGTTTGCAAAGTGGGG 
TCCCA TCACAGTCATGGCAGTGGA TCTGGGACAGATTICAC 
TCTCACCATCAGCAGTCTGCACCCTGAAGATTTTGCAACTTAC 
'TACTG'TCAACAGAGTTACAGTACCCCTCCGTACACTTTTGGCC 
AGGGGACCAAGGTGGAAATCAAA 

[00227] Table 10: Anti-ANGPTL7 antibodies(HC IgGI Ferand LC Kappa sequences) 

NO: Name: Descriptor: Sequence: 

QVQLVQSGAEVKKQPGASVKVSCKASGYTFSSYGiSWVRQ 
APGQGLEWMGWISAYN GNTNYAQNLRGRVAMTTDTSTT 
TAYMELRSLRSDDTAVYYCARVSLVWFGELPRGFDYWGQ 
GTILVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKI)YF 
PEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSS 

270 ATX-P-428 Variable HC + Constant SLGTQ TYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPA 
hbgGt-Agly-Fc PELLiGGPSVFL.FPPKPKT)TLMISR'PEVTCVVV[DVSHE)PE 

VKFNWYVDGVEVHNAKTKPREQYASTYRVVSVLTVLH 
QDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY1T 
ILPPSREENITKNQVSL TCLVKGFYPS[)IAVEWESNGQPENN 
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHE 
ALHNTYT1QKSLSLSPG 

Variable HC + Constant QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYGISWVRQ 
hbgGt-Agly-Fc APGQGLEWNMGWIIAYNGNTNYAQKLQGRITMTTNTSTNT 

AYMELRSLRSDDTAVYYCGRDTGFSFDYWGQGTLVTVSS 
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT T VSW 
NSGALTSGVH TFPAVLQSSGLYSiLSSVVTVPSSSLGTTYTIC 

27] ATX-P-443 NVNIHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSV 
FLFPPKPKDTLMISRTPEVTCVVVDVS-EDPEVKFNWYVD 
GVFIVHNAKTK PREEQYASTYRVVSVLTVLHQDWLNGKE 
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMT 
KNQVSL-TCLVKGFYPSDIAVETWESNGQPENNYKTTPPVLD 
S[)GSFFLYSKLTVDK SRWQQGNVFSCSVMHEALHNHYTQ 
KSLSLSPG 

Variable HC +Constant QVQLVQSGAEVKKPGASVKVSCKASGYTFSSYGISWVRQ 
hIgG1-Agly-Fc APGQGLEWMGWISAYNGNTNYAQNLRGRVAMTTDTSTT 

TAYMELRSLRS[)T)TAVYYCARVSLVWFGELPRGFDYWGQ 
GTLVTVSSASTKCPSVFPLAPSSKSTSGGTAALGCLVKDYF 
PEPVTVSWNSGALTSGVI-ITFPAVLQSSGLYSLSSVVTVPSS 

272 ATX-P-429 SLGTQTYiCNVNHKPSNiTKVDKRVEPKSCDKTHTCPPCPA 
PELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPE 
VKIFNWYVDGVEVIINAKTKPREEQYASTYRVVSVL-TVL
QDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYT 
LPPSREEITKNQVSLTCLVKGFYPSDIAVEWESNGQPENN 
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM1-HfE 
ALHNHYTQK SLSLSPG 

Variable HC' Constant QVQILVQSGAEVK KPGASVKVSCKASGYTFTY/YlIWVRQ 
hIgGi-Agly-Fc APGPGLEWLGWINPNTGATKYAQKFQGRVTMTRDTSISTA 

YIELSRLRSDDTAVYYWAREDNGNYGDVFDIWGQGTMV 
TVSSASTKGPSVFPLAPSSKS'SGGTAALGCLVKDYFPEPV 

273 ATX-P-431 TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGT 
QTYICNVN-KPSNTKVDKRVEPKSCDKfT-TCPPCPAPELL 
GCPSVFLFPPKPKDTLMISRTPEVTC/VVVDVSHEDPE/KFN 
WYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDVL 
N11 EYKCKVINKAIYAIEPT]SKAKGQREPQN/VTLPPSR 
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EEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK'TP 
PVLDSDGSFFLYSKTVI)KSRWQQGNVFSCSVHEALHN 
HYTQKSLSLSPG 

Variable HC + Constant QVQLVQSGAEVKKPGASVKVSCKASGYTF TDYYTHWUVRQ 
hIgG1-Agly-Fc APGPGLEWLGWINPNTGATKYAQKFQGRVTM'TRDTSISTA 

YMELSRIRSDi[)TAVYYCARE)NGNYGDVF)IWGQGTMV 
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV 
'TVSWNSGALTSGVH TFPAVLQSSGLYSLSSVVT VPSSSLGT 

274 ATX-P-432 QTYICNV-NHIKPSNTKVII)KRVEPKSC)KTHI[{TCPPCPAPELL 
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPE'VKFN 
WYVDGVEVINAK'TKPREEQYASIYRVVSVL TVLHQDWL 
NGKEYKCKVSNIKALPAPIEKTISKAKGQPREPQVYTLPPSR 
EEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP 
PVLDSDGSFFLYSKL TVDKSRWQQGNVFSCSVMIHEALHN 
HYTQK SLSLSPG 
CAGGTTCAGCTGGTGCAGTCTGGAGCTGAGGTGAAGAA 
GCCTGGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGG 
TTACACCT T TTCCAGCTATGGTATCAGCTGGGTGCGACA 
GGCCCCTGGACAAGGGCTTGAGTGGATGGGATGGATCA 
GCGCTTACAATGGTAACACAAACTATGCACAGAACCTC 
CGGGGCAGAGTCGCCA TGACCACAGACACATCCACGAC 
CACAGCCTACATGGAGTTGAGGAGCCTGAGATCTGACG 
ACACGGCCGTGTATTACTGTGCGAGAGTTTCATTAGTAT 
GG0 6GGGGAATT AC'CCAGGGGTTTTGACTACTGGGGCC 
AGGGAACCCTGGTCACCGTCTCCTCAGCTAGCACTAAA 
GGGCCTTCTGTATTTCCCTTGGCCCCGTCCAGCAAATCG 
A CCTCGGGAGGGACAGCCGCCCTGGGTTGCCTTGTGAA 
AGATTATTTCCCTGAGCCAGTTACCGTAAGTTGGAACAG 
TGGGGCGCTGACAAGTGGTGTGCACACGTTTCCTGCCGT 
CCTGCAATCATCGGGCTTGTATAGCCTCAGC'TCTGTGGT 
CACTGTCCCAAGTTCATCGCTGGGCACTCAGACGTATAT 

Variable HC+ Constant 'TTGCAATGTGAACCACAAACCTTCAAATACAAAAGTGG 

275 ATX-P-428 TgG-Agl Fc ATAAACGCGTAGAACCGAAATCGTGTGATAAAACTCAC 
(n ciletide ACATGCCCGCCATGCCCGGCACCTGAACTGCTTGGTGGT 

CCCAGCGTGTTCCTGTTCCCGCCGAAGCCTAAAGATACT 
CTAATGATCAGCCGTACGCCAGAGGTGACATGTGTCGT 
GGTTGACGTGTCCCACGAAGATCCCGAAGTTAAGTTCA 
ATTGGTATGTTGATGGTGTAGAGGTACACAATGCTAAG 
ACTAAACCTCGCGAGGAGCAGTACGCCTCGACCTATCG 
TGTCGTGAGCGTTCTGACCGTCCTTCACCAAGATTGGCT 
TAACGGCAAAGAATA TAAGTGCAAGGTAAGCAATAAAG 
CACTTCCGGCCCCAATCGAGAAAACCATTTCCAAGGCC 
AAAGGTCAACCAAGAGAACCCCAGGTGTATACTCTTCC 
GCCTTCTCGTGAGGAAATGACTAAAAATCAAGTATCCCT 
TACGTGTCTGGTTAAAGGTTTTTATCCTAGCGATATTGC 
TGTTGAATGGGAATCGAACGG'TCAGCCGGAGAATAAIT 
ATAAAACAACGCCACCCGTCThTGGATAGCGACGGCTCA 
TTTTTTCTGTATAGCAAACTGACTGTAGATAAATCACGG 
TGGCAGCAGGGCAATGTATTCAGTTGCTCCGT'TATGCAT 
GAAGCGTIACATAATCACTA hCACGCAGAAATCTCTTAGT 
CTTTCACCCGGT 

Variable HC +Constant CAGGTTCAGCTGGTGCAGTCTGGAGCTGAGGTGAAGAA 
higG1-Agly-Fc GCCTGGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGG 

276 ATX-P-443 nucleotidel) TTACACCTTTACCAGCTATGGTATCAGCT GGGTGCGACA 
GGCCCCTGGACAAGGGCTTGAGTGGATGGGATGGATCA 
TCGCTTACAATGGTACACAAACTATGCACAGAAGCTC_ 
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CAGGGCAGAA'TCACCA TGACCACAAACACATCCACGAA 
CACAGCCTACATGGAGCTGAGGAGCCTGAGIATCTGACG 
ACACGGCCGTGTATTACTGTGGGAGAGATACGGGGTTTT 
CT'ITTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCT 
CCTCAGCTAGCACTAAAGGGCCTTCTGTATTTCCCTTGG 
CCCCGTCCAGCAAATCGACCTCGGGAGGGACAGCCGCC 
C:TGGGTTIGCCTTGTGAAAGATIITTTCCCTGAGCCAGTI 
ACCGTAAGTTGGAACAGTGGGGCGCTGACAAGTGGTGT 
G CACACGTTTCCTGCCGTCCTGCAATCATCGGGCTTGTA 
TGAGCCTGCTC:TGTGGTCACTGTCCCAAGT TCATCCGCT 
GGGCACTCAGACGTATATTTGCAATGTGAACCACAAAC 
CTTCAAA'TACAAAAGTGGATAAACGCGTAGAACCGAAA 
TCGTGTGATAAAACTCACACA TGCCCGCCATGCCCGGCA 
CCTGAACTGCTTGGTGGTCCCAGCGTGTTCCTGTTCCCG 
CCGAAGCCTAAAGA TACTCTAATGATCAGCCGTACGCC 
AGAGGIGACATGTGTCGIGGTTGACGTGTCCCACGAAG 
ATCCCGAAGTTAAGTTCAATTGGTATGTTGATGGTGTAG 
AGG'IACACAA'TGCTAAGACrAAACCTCGCGAGGAGCAG 
TACGCCTCGACCTATCGTGTCGTGAGCGTTCTGACCGTC 
CTTCACCAAGATTGGCTTAACGGCAAAGAATATAAGTG 
CAAGGTAAGCAATAAAGCACTTCCGGCCCCAATCGAGA 
AAACCATTTCCAAGGCCAAAGGTCAACCAAGAGAACCC 
CAGGTGTATACTCTTCCGCCTTCTCGTGAGGAAATGACT 
AAAAATCAAGTATCCCTTACGTGTCTGGiTTAAAGGTTTT 
TATCCTAGCGATATTGCTGTTGAATGGGAATCGAACGGT 
CAGCCGGAGAATAATTATAAAACAACGCCACCCGTCCT 
GGATAGCGACGGCTCA TT T[T TTCTGTATAGCAAACTGAC 
TGTAGATAAATCACGGTGGCAGCAGGGCAATGTATTCA 
GTTGCTCCGTTATGCA TGAAGCGITACATAATCACTACA 
CGCAGAAATCTCTTAGT CTTTCACCCGGT 

Variable HC' Constant CAGGTTCAGCTGGTGCAGTCTGIGAGCTGAGGTGAAGAA 
hITgG]-Agly-Fc GCCTGGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGG 
(nucleotide) TTACACCTTTTCCAGCTATGGTATCAGCTGGGTGCGACA 

GGCCCCTGGACAAGGGCTTIGAGTGGA TGGGATGGATCA 
GCGCTTACAATGGTAACACAAACTATGCACAGAACCTC 
CGGGGCAGAG'TCGCCATGACCACAGACACATCCACGAC 
CACAGCCTACATGGAGT[GAGGAGCCTGAGATCTGACG 
ACACGGCCGTGTATTACTGTGCGAGAGTTTCATTAGTAT 
GGT'ITGGGGAATTACCCAGGGGTTrTTGACTACTGGGGCC 
AGGGAACCCTGGTCACCGTCTCCTCAGCTAGCACTAAA 
GGGCCTTCTGTATTTCCCTTGGCCCCGTCCAGCAAATCG 
ACCTCGGGAGGGACAGCCGCCCTGGGTTGCCTTGTGAA 

2-77 ATX-P-429 AGATTATTTCCCTGAGCCAGTTACCGTAAGTTGGAACAG 
TGGGGCGCTGACAAGTGGTGTGCACACGTTTCCTGCCGT 
CCTGCAATCATCGGGCTTGT'ATAGCCTCAGCTCTGTGGT 
CACTGTCCCAAGTTCATCGCTGGGCACTCAGACGTATAT 
TTGCAATGTGAACCACAAACCTTCAAATACAAAAGTGG 
ATAAACGCGTAGAACCGAAATCGTGTGATAAAACTCAC 
ACATGCCCGCCATGCCCGGCACCTGAACTGCTTGGTGGT 
CCCAGCG'TGTTCCTGTTCCCGCCGAAGCCTAAAGA'IACT 
CTAATGA TCAGCCGTACGCCAGAGGTGACA TGTGTCGT 
GGTTGACGTGTCCCACGAAGATCCCGAAGTTAAGTTCA 
ATTGGTA'IGTTGATGGTGTAGAGGTACACAATGCTAAG 
A CTAAACCTCGCGAGGAGCAGTACGCCTCGACCTATCG 
TGTCGTGAGCGTTCTGACCGTCCTTCACCAAGATTGGCT 
TAACGGCAAAGAA'1AAAGTGCAAGGTAAGCAATAAAG 
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CACTTCCGGCCCCAATCGAGAAAACCA'ITTCCAAGGCC 
AAAGGTCAACCAAGAGAACCCCAGGTGTATACTCTTCC 
GCCTTCTCGTGAGGAAATGACTAAAAATCAAGTATCCCT 
TACGTGTCTGG'ITAAAGGT'TTTTATCCTAGCGAT'ATTGC 
TGTTGAATGGGAATCGAACGGTCAGCCGGAGAATAATT 
ATAAAACAACGCCACCCGTCCTGGATAGCGACGGCTCA 
T TTTTTCTGTATAGCAAACTGACTGT AGATAAATCACGG 
TGGCAGCAGGGCAATGTATTCAGTTGCTCCGTTATGCAT 
GAAGCGTTACATAATCACTACACGCAGAAATCTCTTAGT 
CTT[TCACCCGGT 

Variable HC + Constant CAGGTGCAGCTGGTGCAGTC'TGGGGCTGAGGTGAAGAA 
hIgG[-Aglv-Fc GCCTGGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGG 
(nucleotide) ATACACCTTCACCGACTACTATATACACTGGGTGCGACA 

GGCCCCTGGGCCAGGGCTTGAGTGGTTGGGCTGGATCA 
ACCCTAACACTGGTGCCACAAAGTATGCACAGAAGTTT 
CAGGGCAGGGTCACCATGACCAGGGACACGTCCATCAG 
CACAGCCTATATG GAGCTGAGCAGGCTGAGA TCTGACG 
ACACGGCCGTATATTATTGGGCGAGAGAAGATAATGGG 
AACTACGGGGATGITTTGATATCTGGGGACAAGGGAC 
A ATGGTCACCGITCTCTTCAGCTAGCACTAAAGGGCCTTC 
TGTATTTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGG 
AGGGACAGCCGCCC'TGGGTTGCCTTGTGAAAGATTATTT 
CCCTGAGCCAGTTACCGTAAGTT[7GGAACAGTGGGGCGC 
TGACAAGTGGTGTGCACACGTTTCCTGCCGTCCTGCAAT 
CATCGGGCT'TGTArTAGCCTCAGCrCTGTGGTCACTGTCC 
CAAGTCA'TCGCTGGGCACTCAGACG TATATTGCAATG 
TGAACCACAAACCTTCAAATACAAAAGTGGATAAACGC 

278 ATX-P-43I GIAGAACCGAAATCGTGIGATAAAACTCACACAIGCCC 
GCCATGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGT 
GTTCCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGAT 
CAGCCGT ACGCCAGAGIGTGACATGTGTCGTGGTTiGACG 
TGTCCCACGAAGATCCCGAAGTTAAGTTCAATTGGTATG 
TTGATGGTGTAGAGGTACACAATGCTAAGACTAAACCT 
CGCGAGGAGCAGTACGCCTCGACCTATCGTIGTCGTGAG 
CGTTCTGACCGTCCTTCACCAAGATTGGCTTAACGGCAA 
AGAATATAAGTGCAAGGTAAGCAATAAAGCACTTCCGG 
CCCCAATCGAGAAAACCATTTCCAAG GCCAAAGGTCAA 
CCAAGAGAACCCCAGGTGTATACTCTTCCGCCTTCTCGT 
GAGGAAATGAC'TAAAAATCAAGrATCCCTrACGTGTCr 
GGIIAAAGGTTTTTATCCTAGCGATATTGCTGTTGAATG 
GGAATCGAACGGTCAGCCGGAGAATAATTATAAAACAA 
CGCCACCCGTCCTGGATAGCGACGGCTCArTTTT'TCT'GT 
ATAGCAAACTGACTGTAGATAAATCACGGTGGCAGCAG 
GGCAATGTATTCAGTTGCTCCGTTATGCATGAAGCGTTA 
CATAA'TCACTACACGCAGAAA'TCTC'I'AGTCITCACCC 
GGT 

Variable HC + Constant CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAA 
hIgGI-Agly-Fc GCCTGGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGG 
(nucleotide) ATACACCTTCACCGACTAC'IATATACACTGGGTGCGACA 

GGCCCCTGGGCCAGGGCTTGAGTGGTTGGGCTGGATCA 

279 ATX-P-432 ACCCTAACACTGGTGCCACAAAGTATGCACAGAAGTTT 
CAGGGCAGGGTCACCATGACCAGGGACACGTCCATCAG 
CACAGCCTATATGGAGCTGAGCAGGCTGAGATCTGACG 
ACACGGCCGTATATTATTGTGCGAGAGAAGATAATGGG 
AACTACGGGGATGITTTTGA TATCIGGGGACAAGGGAC 
AATGGTCACCGTCTCTTCAGCTAGCACTAAAGGGCCTTC 
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'TGTAT TCCCT'TGGCCCCGTCCAGCAAATCGACCTCGGG 
AGGGACAGCCGCCCTGGGTTGCCTTGTGAAAGiITTAT T T 
CCCTGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGC 
TGACAAGTGGTGTGCACACGTTTCCTGCCGTCCTGCAAT 
CATCGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCC 
CAAGTTCATCGCTGGGCACTCAGACGTATATTTGCAATG 
TGAACCACAAACCTTCAAATACAAAAGTGGA TAAACGC 
GTAGAACCGAAATCGTGTGATAAAACTCACACATGCCC 
GCCATGCCCGGCACCTGAAC'TGCTTGGTGGTCCCAGCGT 
GTTCCTGITCCCGC'CGAAGCCTAAAGATACTCTAATGAT 
CAGCCGTACGCCAGAGGTGACATGTGTCGTGGTTGACG 
'TGTCCCACGAAGATCCCGAAGTTAAGTTCAA T TGGTATG 
T TGATIGGTGTAGAGGTACACAATGCTAAGACTAAACCT 
CGCGAGGAGCAGTACGCCTCGACCTATCGTGTCGTGAG 
CGTTCTGACCG'TCCITCACCAAGAT TGGCTTAACGGCAA 
AGAAT ATAAGTGCAAGGTAAGCAATAAAGCACTTCCGG 
CCCCAATCGAGAAAACCATTTCCAAGGCCAAAGGTCAA 
CCAAGAGAACCCCAGGTGTATACTCTTCCGCCTTCTCGT 
GAGGAAATGACTAA AAA TCAAGTATCCCTTACGTGTCT 
GGTTAAAGGTTTTTATCCTAGCGATATTGCTGTTGAATG 
GGAATCGAACGGTCAGCCGGAGAATAAT TATAAAACAA 
CGCCACCCGTCCTGGATAGCGACGGCTCATTTTTTCTGT 
ATAGCAAACTGACTGTAGATAAATCACGGTGGCAGCAG 
GGCAATGTATTCAGTFTGCTCCGTTATGCATGAAGCGTTA 
CATAATCACTA CACGCAGAAATCTCTTAGTCTTTCACCC 
GGT 
ElVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKP 
GQAPRLLIYGASSRA TGIPDRFSGSGSGrDF TLTISRLEPEDF 

280 ATX-P-428 Variable LC+ Kappa AVYCQQYGSSPPTFGGGTKVEIKRTVAAPSVFTIFPPSDEQ 
Constant LKSGTASVVCLLNNTYPREAKVQWKVDNALQSGNSQESV 

TEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSS 
PVTKSFNRGEC 

Variable LC - Kappa EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKP 
Constant GQAPRLLIYGASSRATGIPDRFSGSGSGTDFTLTISRLEPEDF 

281 ATX-P-443 AVYYCQQYGSSLIFGGGTKVDIKRTVAAPSVFIFPPSDEQL 
KSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT 
EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSP 
VTKSFNRGEC 

Variable LC+Kappa DIVMTQSPLSLPVTPGEPASISCRSSQSLLHSNRYNYLDWY 
Constant LQKPGQSPQLLIYLGSNRASGVPI)RFSGSGSGTD[)FTLQISRV 

282 ATX-P-429 EAEDVGVYYCMQTLQTPYTFGQGTKLEIKRTVAAPSVFIFP 
PSDEQLKSGTASVVCLLNNFYPRE-\iKVQWKVDNALQSGN 
SQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTH 
QGLSSPVTKSFNRGEC 

Variable LC+ Kappa EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKP 
Constant GQAPRLLIYGASSRATGIPDRFSGSGSGTDFIL'TISRLEPEDF 

283 ATX-P-431 AVYYCQQYGSSPPTFGGGTKVEIKRTVAAPSVFI FPPSDEQ 
LKSGTAS'VCLLNNFYPREAKVQWKVDNALQSGNSQESV 
TEQDSKDS'TYSLSSTLTLSKADYEKI-IKVYACEVTH{QGLSS 
PVTKSFNRGEC 

Variable LC'+ Kappa EIVLTQSPGTLSL.SPGERATLSCRASQSVSSSYL.AWYQQKP 
Constant GQAPRLLIYGASSRATGIPDRFSGSGSGTDFTHTISRLEPEDF 

284 ATX-P-43_ AVYYCQQYGSSPP'IFGGGTKVEIIKRTVAAPSVFFPPSDEQ 
LKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESV 
TEQDSKDSTYSLSSTLTLSKADYEKHKVYA CEVTHQGLSS 
PVIKSFNRGEC 
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GAAATTGTG'TTGACGCAGTC'CTCCAGGCACCCTGTCTTTG 
TCTCCAGGGGAAAGAGCCACCCTCCCTCGCAGGGCCAG 
TCAGAGTGTTAGCAGCAGCTACTTAGCCTGGTACCAGCA 
GAAACC'TGGCCAGGCTCCCAGGCTCCTCATCTATGTGCC 
ATCCAGCAGGGCCACTGGCATCCCAGACAGGTTCAGTG 
GCAGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCA 
GACTGGAGCCTGAAGA TTTTGCAGITGTATTACTGTCAGC 

Variable LC + Kappa AGTATGGTAGCTCACCTCCCACTTTCGGCGGAGGGACCA 
285 ATX-P-428 aobKa AGGTGGAGATCAAACGTACGGTAGCTGCCCCICAGTIT 

Constant(nucleotide) TTATCTTTCCCGCCTCTGACGAGCAGTTAAAA TCCGGGA 
CCGCTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCG 
'TGAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGC 
AGTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGAT 
TCTAAAGATTCCACATATTCACTCAGCTCCACCCTTACA 
CTGAGCAAAGCCGACTATGAAAAACATAAAGT'I'ACGC 
ATGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCA 
CAAAATCGTTTAACCGCGGTGAGTGT 

VariableLC +Kappa GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTG 
Constant (nucleotide) 'TCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAG 

TCACAGTGTTAGCAGCAGCT ACTTAGCCTGGTACCAGCA 
GAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGGTGC 
ATCCAGCAGGGCCACTGGCATCCCAGACAGGTTCAGTG 
GCAGTGGGITCTGGGACAGCACTTTACTCiCACCATCAGCA 
GACTGGAGCCTGAAGATTTTGCAGTGTATTACTGTCAGC 
AGTATGGTAGCTCACTCACTTTCGGCGGAGGGACCAAA 

286 ATX-P-443 GTGGATATCAAACGTACGGTAGCTGCCCCTTCAGTTTTT 
ATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACC 
GCTTCTGTAGTT'TGCC'TGCTGAATAATTTT'IATCCGCGTG 
AGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCAG 
TCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATTC 
TAAAGATTCCACATATTCACTCAGCTCCACCCTTFACACT 
GAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCAT 
GTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCACA 

_A AATCGTTTAACCGCGGTGAGTGT 
Variable LC Kappa GATATTGGATGATCACTCAGTCTCCACTCTCCCTGCCCGTC 
Constant (nucleotide) ACCCCTGGAGAGCCGGCCTCCATCTCCTGCAGGTCTAGT 

CAGAGCCTCCTGCATAGTAATAGATACAACTATTTGGAT 
'TGGTACC'IGCAGAAGCCAGGGCAGTCTCCACAGCTCCT 
GATCTATTTGGGTTCTAATCGGGCCTCCGGGGTCCCTGA 
CAGGTTCAGTGGCAGTGGATCAGGCACAGATTTTACACT 
GCAAATCAGCAGAGiTGGAGGCTAGATGTTGGGGTTT 
ATTACTGCATGCAAACTC&TACAAACTCCGTACACTTTTG 

287 ATX-P-429 GCCAGGGGACCAAGCTGGAGATCAAACGTACGGTAGCT 
GCCCCCTTCAGTTTTTATCTTTCCCCGCCTCTGACGAGCAGT 
TAAAATCCGGGACCGCTTCTGTAGTTTGCCTGCTGAATA 
ATTTTTATCCGCGTGAGGC'IAAAGTACAATGGAAAGTCG 
ACAATGCT TTGCAGTCGGGAAATTCACAGGAAAGITGIT 
ACGGAGCAGGATTCTAAAGATTCCACATATTCACTCAGC 
'TCCACCCTTACAC'TGAGCAAAGCCGACTATGAAAAACA 
TAAAGTIACGCATTIGAGGTGACGCACCAAGGA TTAT 
CCAGTCCGGTCACAAAATCGTTTAACCGCGGTGAGTGT 

Variable LC + Kappa GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTG 
Constant (nucleotide) TCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAG 

288 ATX-P-43I TAGCAGACrFTAC:AGCAGCCTACTTAGCCTGGACCAGCA 
GAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGGTGC 
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GCAGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCA 
GACTGGAGCCTGAAGA TTTTGCAGTGTATITACTGTCAGC 
AGTATGGTAGCTCACCTCCCACTTTCGGCGGAGGGACCA 
AGGTGGAAATCAAACGTACGGTAGCTGCCCCTTCAGIT 
TTATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGA 
CCGCTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCG 
IGAGGCT AAAGTACAATGGAAAGTCGACA ATGCTTTGC 
AGTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGAT 
TC'TAAAGATTCCACA'TATTCACTCAGCTCCACCCT TACA 
CTGAGCAAAGCCGACTATGAAAAACATAAAGTT T ACGC 
ATGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCA 
CAAAA'TCCTT TAACCCCGG'GAGT'G 

Variable LC +Kappa GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTG 
Constant (nucleotide) TCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAG 

TCAGAGTGTTAGCAGCAGCTACTTAGCCTGGTACCAGCA 
GAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGGTGC 
ATCCAGCAGGGCCACTGGCA'TCCCAGACAGIGTTCAGTG 
GCAGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCA 
GACTGGAGCCTGAAGAT TT TGCAGTGTATTACTGTCAGC 
AGTA TGGTAGCTCACCTCCCACTTTCGGCGGAGGGACCA 

289 ATX-P-432 AGGTGGAAATCAAACGTACGGTAGCTGCCCCTTCAGTTT 
T TATCT'T'TCCGCCGTCTGACGAGCAGTTAAAATCCGGGA 
CCGCTTCTGTAGTTTGCCTGCTGAATA ATTTTTATCCGCG 
TGAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGC 
AGTCGGGAAAT TCACAGGAAAGTGTTACGGAGCAGGAT 
TCTA AAGATTCCACATATTCACTCAGCTCCACCCTTACA 
CTGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGC 
ATG'IGAGGTGACGCACCAAGGATTA'TCCAGTCCGGTCA 
CA AATCGTTTAACCGCGGTGAGTGT 
QITLKESGP TL.VKPTQ'TLTILTCTFSGFSLSI'SGVGVGWIRQP 
PGKALEWLALIYWNDDKQYSPSLKSRLTITKDTSKNQVVL 
'TMTNMDPIDTATYYCAH-JNPDYGDFFDYWGQGTLVT VSS 
ASTKGPSVFPLAPSSKSTSGGTA ALGCLVKDYFPEPVTVSW 
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYIC 

290) ATX-P-43 Variable HC +Constant NVN-lKPSNTKVDKRVEPKSCDKTr{TCPPCPAPELLGGPSV 
hIgGl-Agiv-Fc FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVD 

GVEVHNAKTKPRFEQYASTYRVVSVLTVLHQDWLNiKE 
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREENT 
KNQVSLTCLVKGFYPSDIAVEWESNGQPEN NYKTTPPVLD 
SDGSFFLYSKLTVDKSRWQQGNVFSCSVIHEALHNHYTQ 
KSLSLSPGi 
QI'ILKESGPT-L~VKPTQTIL-rhTC'T'FSGFSLST1SGVGVC\''RQP 
PGKALENLALYWNDDKRYSPSLKSRLTITKDTSKNLWI 
TMTNMDPVDTATYYCARDYGDYWFFDLWGRGTPVTVSS 
ASTKGPS\VFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW 
NSGALTSGVHTFPAVLQSSGLYSL SSVVTVPSSSLGTQTYIC 

291 ATX-P-442 Variable HC +Constant NVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSV 
hIgGi-Agly-Fc FLFPPKPKD)TLMISRTPEVTCVVVDVSHEDi)PEVKFNWYVD 

GVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLNGKE 
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMT 
KNQVSLTCLVKGFYPSDI[AVEWESNGQPENNYK'TTPPVII) 
SDGSFFLYSKLTV)KSRWQQGNVFSCSVMHEALHNHYTQ 
KSLSLSPG 

Variable HC + Constant CAGATCACCT TGAAGGAGTCTGGTCCTACGCTGGTGAA 
292 ATX-P-437 hIgGI-Agly-Fc ACCCACACAGACCCTCACGTTGACCTGCACCTTCTCTGG 

(nucleotide) GTTCTCACTCAGCACTAGTGGCGTGGGTGTGGGCTGGAT 
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CCGTCAGCCCCCAGGAAAGGCCCTGGAGTGGC'ITGCAC 
TCATTTATTGGAATGATGATAAACAGITACAGCCCTTCTC 
TGAAGAGCAGGCTCACCATCACCAAGGACACCTCCAAA 
AACCAGGTGG'TCCITACAATGACCAACATGGACCC'IAT 
GGACACAGCCACATATTACTGTGCACACAACCCTGACT 
ACGGTGACTTCTTTGACTACTGGGGCCAGGGAACCCTGG 
TCACCGTCTCCTCAGCTAGCACTAAAGGGCCTTCTGTAT 
TTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGAGGGA 
CAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTTCCCTG 
AGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGACA 
AGTGGTGTGCACACGTTTCCTGCCGTCCTGCAATCATCG 
GGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGT 
TCATCGCTGGGCACTCAGACGTATATTTGCAATGTGAAC 
CACAAACCTTCAAATACAAAAGTGGATAAACGCGTAGA 
ACCGAAATCGTGTGATAAAACTCACACATGCCCGCCAT 
GCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTGTTCC 
TGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCAGCC 
GTACGCCAGAGGTGACA'IGTGTCGTGGTTGACGT'GTCCC 
ACGAAGATCCCGAAGTTAAGTTCAATTGGTATGTTGATG 
GTGTAGAGGTACACAATGCTAAGACTAAACCTCGCGAG 
GAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTTCTG 
ACCGTCCTTCACCAAGATTGGCTTAACGGCAAAGAATAT 
AAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAAT 
CGAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAGAG 
AACCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGAAA 
TGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAG 
GTTTTTATCCTAGCGATATTGCTGTTGAATGGGAATCGA 
ACGGTCAGCCGGAGAATAATTATAAAACAACGCCACCC 
GTCCTGGATAGCGACGGCTCAT'ITTTTCTGTATAGCAAA 
CTGACTGTAGATAAATCACGGTGGCAGCAGGGCAATGT 
ATTCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCA 
CTIACACGCAGAAATCTICTTAGTICTTTCACCCGGT 

----- -CAGATCACCTTGAAGGAGTCTGGTCCTACGCTGGTGAA 
ACCCACACAGACCCTCACGCTGACCTGCACCTTCTCTGG 
GTTCTCACTCAGCACTAGTGGAGTGGGTGTGGGCTGGAT 
CCGTCAGCCCCCAGGAAAGGCCCTGGAGTGGCTTGCAC 
TCATTTATTGGAATGATGATAAGCGCTACAGCCCACTC 
TGAAGAGCAGGCTCACCATCACCAAGGACACCTCCAAA 
AACCTGG'TGGTCCTTACAATGACCAACATGGACCCTGTG 
GACACAGCCAC:ATATTACTGTGCACGTGACTACGGTGA 
CTACTGGTTCTTCGATCTCTGGGGCCGTGGCACCCCGGT 
CACCGTCTCCTCAGC'TAGCACTAAAGGGCCTTCTGTATT 
TCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGAGGGA 

293 ATX-P-442 Varible+g Constant CAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTTCCCTG 
AGCCAGT'IACCGTAAGTTGGAACAGTGGGGCGCTGACA 

(nucleotide) AGTGGTGTGCACACGTTTCCTGCCGTCCTGCAATCATCG 

GGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGT 
TCAICGCTGGGCACTCAGACGTATATTTGCAATGTGAAC 
CACAAACCTTCAAATACAAAAGTGGATAAACGCGTAGA 
ACCGAAATCGTGTGATAAAACTCACACATGCCCGCCAT 
GCCCGGCACCTGAACTGCTTGGTIGTCCCCAGCGTIGTTCC 
TGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCAGCC 
GrACGCCAGAGGTGACA'IGrGTCGTGG'ITGACGTGICCC 
ACGAAGATCC'CGAAGiTTAAGTCAAITGGTATIGTTGATG 
GTGTAGAGGTACACAATGCTAAGACTAAACCTCGCGAG 
GAGCAG2ACGCCCGACCATCGTGICG'TGAGCGTTCIG 
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ACCGTCCT'ITCACCAAGA T TGGCTTAACGGCAAAGAATAT 
AAGTGCAAGGTAAGCAATAAAGCACTTC'CGGCCCCAAT 
CGAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAGAG 
AACCCCAGGTGTATAC'TCT'TCCGCCTTCTCGTGAGGAAA 
TGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAG 
GTTTTTATCCTAGCGATATTGCTGTTGAATGGGAATCGA 
A CGGTCAGCCGGAGA ATAATTATAAAACAACGCCACCC 
GTCCTGGATAGCGACGGCTCATTTTTTCTGTATAGCAAA 
CTGACTGTAGATAAA TCACGGTGGCAGCAGGGCAATGT 
A TTCAGT TGCTCCGTTATGCATGAAGCGTTACATAATCA 
CTACACGCAGAAATCTCTTAGTCTTTCACCCGGT 
DIQMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKPG 
KAPKLLIYAASSLQSGVPSRFSGSGSGTDFILTISSLQPEDFA 

294 ATX-P-4:37 Variable LC +Kappa 'T'YYCQQSFSTPL-TFGGGTKLEIKRTVAAPSVFIFPPSDEQLK 
Constant SGTASVVCLLNNFYTREAKVQWKVDNALQSGNSQESVTE 

QDSKDSTYSLSSTLTLSKADYEKHKVYACEV-THQGLSSPV 
T]KSFT4RGCj 
DIQM'I'QSPS SL SAS VGDRVTJTICRASQGIS SYLAWY QQKPG 
KAPKIJAYAASSLQSGVPSRFSGSGSGTDFTL TISSLQPEDF 

295 ATX-P-442 Variable LC +Kappa ATYYCQQSFSTPLTFGGGTKLEIKRTVAAPSVFIFPPSDEQL 
Constant KSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT 

EQDSKDSTYSLSSTL TLSKADYEKHKVYACEVTHQGLSSP 
VTKSFNRGEC 

Variable LC Kappa GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCA 
Constant (nucleotide) TC'TGTAGGAGACAGAGTCACCATCACITGCCGGGCAAG 

TCAGAGCATTAGCAGCTATTTAAATTGGTATCAGCAGAA 
ACCAGGGAAAGCCCCTAAGCTCCTGATCTATGCTGCATC 
CAGTTGCAAAGTGGGGTCCCATCAAGGTTCAGTGGCA 
GTGGATCTGGGACAGATTTCATTCTCACCATCAGCAGTC 
TGCAACCTGAAGATTTTGCAACTTACTACTGTCAACAGA 
G'ITTCAGT ACCCCGCTCACTITCGGCGGAGGGACCAAGC 

296 ATX-P-37 TGGAAATCAAACGTACGGTAGCTGCCCCTTCAGTTTTTA 
TCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACCG 
CTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGTGA 
GGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCAGT 
CGGGAAA'TCACAGGAAAG'TGTTACGGAGCAGGATTCT 
AAAGATTCCACATATTCACTCAGCTCCACCCTTACACTG 
AGCAAAGCCGACTATGAAAAACATAAAGTTTACGCATG 
'TGAGGTGACGCACCAAGGATTATCCAGTCCGGTCACAA 
AATCGTTTAACCGCGGTGAGTGT 

Variable LC +Kappa GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCA 
Constant (nucleotide) TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCCAG 

TCAGGGCATTAGCAGTTATTTAGCCTGGTATCAGCAAAA 
ACCAGGGAAAGCCCCTAAGCTCCTGATCTA'TGCTGCA'TC 
CAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGTGGCA 
GTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGTC 
IGCAACCTGAAGA TTTTGCAACTTACTA CTGTCAACAGA 

297 ATX-P-442 GTTTCAGTACCCCGCTCACTTTCGGCGGAGGGACCAAGC 
TGGAGATCAAACGTACGGTAGCTGCCCCT'CAGT'ITA 
TCTTTCCGCCGTCTGACGAGCAGTT AAA ATCCGGGACCG 
CTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGTGA 
GGCrAAAGTACAATGGAAAGTCGACAATGCTTT1GCAGT 
CGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATTCT 
AAAGATTCCACATATTCACTCAGCTCCACCCTTACACTG 
ACAAAGC2GACTAGAAAAACATAAAGTITACGCAIG 
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TGAGGTGACGCACCAAGGAT TATCCAGTCCGGTCACAA 
AATCGTTTAACCGCGGTGAGTGT 
EIVQLVESGGGILVQPGGSL{RLSCAASGF TL SVYDMH WVRQ 
VSGKGLEWVSGIDPDGDTYYPGSVIKGRFTISRENAKNSLY 
LQMINSLRVGDTAVYYCLRGEESNSSEDGFDIWGQGTMVT 
VSSASTKGPSVFPL APSSKSTSOGTAALGCLVKI)YFPEPVT 
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQ 

298 ATX-P-444 Variable HC + Constant 'TYICNVNHKPSNTKVDKRVEPKSCDKT'TCPPCPAPELLG 
hlgGi-Ag]v-Fc GPSVFLFPPKPKD'TLMISRTPEVTCVVVDVSHEDPIEVKFNW 

YVDGVEVHNAKTKPREEQYASTYRVSVLTVLHQDWLN 
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRE 
EMTKNQVSLTCLVIKGFYPSDIAVEWESNGQPENNYKTTPP 
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVIHEALHNH 
YTQKSLSLSPG 

Variable HC + Constant EVQLVESGGGLVQPGGSLRLSCAASGFTFSSHDMHWVRQ 
hlgG-Ag]v-Fc VTGKGLEWVSGID[I)PAG)TYYPDSVKGRFTISRENAKNSLY 

LQMNSLRAGDTAVYYCTRGEASSSSEDAFDIWGQGTMVT 
VSSASTKGPSVFPL APSSKSTSGGTAALGCLVKD YFPEPVT 
VSWJNSGAILTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQ 

299 AT'X-P-445 TYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLG 
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNW 
YVDGVEV-HNAKTKPREEQYASTYRVVS VL TVLHQDWLN 
GKEYKCKVSNKALPAPIEKTISKAKGQPRFPQVY'TLPPSRE 
EMTKNQVSLTCL.VKGFYPSI)IAVEWESNGQPENNYKTTPP 
VLDSDGSFFLYSKL TVDKSRWQQGNVFSCSVMHEALHN-H 
Y TQKSL SLSPG 

Variable HC Constant EVQLVESGGGLVQPGGSLRLSCAASGFTLSSYDMH\WVRQ 
hlgGl-Agly-Fc VIGKGLEWVSGIDPDGDTYYPGSVKGRFTISREDAKNSLYL 

QMNSLRAGDT AVYYCTRGEDNSSSFDAFDIWGQGTMVTV 
SSASTKGPSVFPL APSSKSTSGGTAALGCLVKDYFPEPVTV 
SWN SGAUJTSGVHITFPAVLQSSGLYSL SSVVTVPSSSLGTQT 
YICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP.PELLGG 

WO ATX-P-446 PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY 
VDGVEVH NAKTKPREEQYASTYRVVSVL TVILHQDWLNG 
KEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREE 
MTKNQVSL-TCLVKGFYPSDIAVEWESNGQPENNYKTTPPV 
LDSI)GSFFLYSK.TVI)KSRWQQGNVFSCSVMHEALHNH\Y 
TQKSL SL SPG 

Variable HC + Constant EVQLVESGGGLVQPGGSLRLSCAASGFTISDYTDMHWVRQ 
hIgGI-Agly-Fc TTGKGLEWVSGIDPDGDTYYPGSLKGRFTISRFNAKNSLY 

LQMNSLRAGDTAVYYCTRGEDSSSSE)AFI)WGQGTMVT 
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT 
VSWNSGALTSGVHTFPAVLQSSGLYSLSSV'VTVPSSSLGTQ 

A -TYICNVNHKPSNTKVi)KRVEPKSCDKTH{TCPPCPAPELLiG 
O1 ATX-P--17 GPSVFLFPPKPKDTLIMISRTPEVTCVVVDVSHEDPEVKFNW 

YVDGVEV-NAKTKPREEQYASTYRVVSVLTVLIQDWLN 
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL.PPSRE 
EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP 
VLDSDGSFFLYSKLIVDKSRWQQGNVFSCSVMHLEALHN{ 
YTQKSLJSLSPG 

Variable HC+ Constant EVQLVESGGGVVRPGGSL.RL SCAASGFSFDDYGMSWVRQ 
hIgG[-Aglv-Fc VPGKGLEWVSGINNWNGGSTGYADSVKGRFTISRDNAKNS 

LYLQMSSLRAEDTALYYCASYSGSFRDAFDIWGQGTMVT 
02 ATX--42 VSSASTKGPSVFPL.APSSK STSGGTAALGCLVKI)YFPEPVT 

VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQ 
TYICNVNHKPSNTKVDKRVEPKSCDKrITCPPCPAPELLG 
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GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNW 
YVDGVEVHNAJKTKPREEQYASTYRVVSVL TVLHQDWLN 
GKEYKCKVSNKALPAPIEKTISKAKGQPRFPQVY'TLPPSRE 
EMTKNQVSL TCLVKGFYPSDIAVEWESNGQPENNYKTTPP 
VLDSDGSFFLYSKL TVDKSRWQQGNVFSCSVMHEALHNH-I 
Y TQKSL SL SPG 

Variable HC + Constant EVQLVESGGGVVRPGGSLRLSCAASGFTFDDYGMSWVRQ 
higGI-Agly-Fc APGKGLEWVSTINWNGGNTGYAIDSVKGRFTISRDNAKNS 

LYLQ]MINSLRAEDTAL.YYCARI)EGAAGLGYYFDYWGQGT 
LVT'VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPE 
PVT VSWNSGALTSGV-TFPAVLQSSGLYSLSSVVTVPSSSL 

03 ATX-P--40 GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPE 
LLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVK 
FNWYVDGVEVHNAKIIKPREEQYASTYRVVSVL TVLHQD 
WLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQVYTLP 
PSREEMTKNQVSL TCLVKGF YPSDIAVEWESNGQPENNYK 
TTPPVLDSDGSFFLYSKTVDKiSRWQQGNVFSCSVMIHEAL 
HNIHYTQKSLSLSPG 

Variable HC + Constant EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYSMNWVRQ 
hIgGl-Agly-Fc APGKGLEWVSSITSSSYTFYADSLKGRFTISRDNAKNSLFLQ 

MNSLRAEDTAVYY CARDSNWGEAFDIWGQGTMVTVSSA 
STKGPSVFPL APSSKSTSGGT AALGCLVKDYFPEPVTVSWN 
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICN 

304 ATX-P-424 VNWKPSNTK[V)KRVEPKSCDKTHTCPPCPAPELLGGPSVF 
LFPPKPKD TLMISRTPEVTCVVVDVSHEDPEVKFNWYVDG 
VEVHNAKTKPREEQYASTYR VVSVL.TVLHQDWLNGKFY 
KCKVSNKALPAPIEKTISKAKGQPREPQVYTL.PPSREEI'ITK 
NQVSL TCLVKGFYPSDIAVEWESNGQPENNY7KTTPPVLD S 
DGSFFLYSKL TVDKSRWQQGNVFSCSVMH-EALH-JNHYTQK 
SL ,SL .SPG 

Variable HC + Constant EVQLVESGGGLVKPGGSILRLSCAASGF TFST'YSMNWVRQ 
hIgG-Aglv-Fc APGKGLEWVSSITSSSSYMFYADSVMGRFTISRDNAKNSL 

YLQMINSLRAFDTADYYCARDSNWGEAFDIWGQGTMVTV 
SSASTKGPSVFPL APSSKSTSGGTAALGCLVKDYFPEPVTV 
SWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQT 

305 ATX-P-425 YICNVNHIKPSNIKVDKQRVEPKSCDKTHITCPPCPAPELLGG 
PSVFLFPPKPKDTLMISR TPEVTCVVVDVSHEDPEVKFNWY 
VDGVFVHNAKTKPREEQYASTYRVVSVL TVLHQDWLNG 
KEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREE 
MTKNQVSLTCLVKGFYPSI)1AVEWESNGQPE NNYKTTPPV 
LDSDGSFFLYSKLTVDKSRWQQGNVFSCSIHEALHNHY 
TQKSLSLSPG_ 

Variable HC + Constant EVQLVESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQ 
igG-Agly-Fc APOKGLEWVSAISGSGGSTYYADSVKGRFTISRDNSKNTL 

YLQMNSLRAEDTAVYYCAKDGDYYYYYMDVWGKGTTV 
'TVSSASIKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV 
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGT 

306 ATX-P-430 QTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELL 
GGPSVFLFPPKPKDTLMISRYTPEVTCVVVDVSHEDPEVKFN 
WYVDGVEVHNAKTKPRFEQYASTYRVVSVL TVL-HQ)WL 
NGKEYKCKVSNKALPAPIEKTISKAKGQPRFPQVYTLPPSR 
EEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKT'TP 
PVLDSDGSFFLYSKL TVDKSRWQQGNVFSCSVMIHEALHN 
HYTQKSLSLSPG 

307 ATX-P-439 Variable HC + Constant EVQLVESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQ 
h3GlG1-Alv-Fc APGKGLEWYSAISGSGGSTYADSVKGRFTISRDNSKNTL_ 
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YLQMN SLRAEDTAVYYCAKVERDMVRGHYYYYMIDVWG 
KGTi'TVTVSSASTKGPSVFPL APSSKSTSGGT AALGCLVKI)Y 
FPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPS 
SSLGTQTYICNVNIIKPSN'TKVDKRVEPKSCDKTHITCPPCP 
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP 
EVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVL TVLH 
QDWLNGKEYKCKVSNKAL.PAPIEK TISKAKGQPREPQVYT 
LPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN 
YKTIPPVLDSDGSFFLYSKL TVDKSRWQQGNVFSCSVMIE 
ALHNHYTQKSL.SLSPG 

Variable HC + Constant QVQLVLSGGGVVQPGRSLRLSCAASGFTFSSYGMHIWVRQ 
hIgGT-Agly-Fc APGKGLEWVSHITYDGSDKYDSVKGRFTISRDNSKNTL 

YLQMNSLRAEDTAVYYCAKDGYSSGWWYFDYWGQGTL 
VTVSSASTKGPSVFPL APSSKSTSGGTAALGCLVKDYFPEP 
VTVSWNSGAL TSGVHTFPAVULQSSGLYSLSSVVTVPSSSLG 

308 ATX-P-423 TQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELL 
GGPSVFLFPPKPKI)TISR'TIPEVTCVVVDVSHEDPEVKFN 
WYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWL 
NGKE'YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSR 
EEMTKNQVSLTCLVKGFYPS)IAVEWESNGQPEN NYKTTP 
PVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHN 
IYTQKQLSLSP 

Variable HC +Constant QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHjWVRQ 
hIgG-Agly-Fc APOKGILEWVAIISYDGNNKYYADSVKGRFTISRI)NSKNTL 

YLQMNSLRDEDTAVYYCAKFRGYSSSSGYYYYYMDVWG 
KGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY 
FPEPVTVSWNSGALTSGVHITFPAVLQSSGLYSLSSVVTVPS 

309 ATX-P-438 SSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP 
APELLGGPSVFLFPPKiPKD'ILMISRTPEVTCVVVDVSIHEDP 
EVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLH 
QDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYT 
LPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN 
YKTTPPVLDSDGSFFLYSKL TVDKSRWQQGNVFSCSVMHE 
ALHNHYTQKSLSLSPG 

Variable HC +Constant QVQLVESGGGVVQPGRSLRLSCAASGFPFSSYGMHWVRQ 
hlIgG-Agly-Fc APGKGLEWVAVMSYDGlINGYAL)SVKGRFTISRDNSKNT 

LYLQNNSLRAEDTAVYYCARPLVYADI)AFIWGQGTTVT 
VSSASTKGPSVFPL APSSKSTSGGTAALGCLVKDYFPEPVT 
VSWNSGALTSGVIITFPAVLQSSGLYSLSSVVTVPSSSLGTQ 

310 ATX-P-448 I'ICNVNIKPSNTKVI)KRVEPKSCI)KTHTCPPCPAB[PELLG 
GPSVFLFPPKPKDTLMISRTPEVTC'VDVSHEDPEVKFNW 
YVDGVEVI-NAKTKPREEQYASTYRVVSVL TVLIIQDWLN 
GKEYKCKVSNK ALPAPIEKTISKAKGQPREPQVYTLPPSRE 
EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP 
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNI 
YTQKSL SLSPG 

Variable HC+ Constant QVQILVESGGGVVQPGRSLRLSCAASGFAFSSYGIHWVRQ 
higG1-Agly-Fc APGKGLEWVA'VISYYGSNKYYADSVKGRFTISRDNSKNTL 

YLQMNSLRAEDTAVYIICARGITMDVWGKGT'TVTVSSAST 
KGPSVFPL APSSKSTSGGTAALGCLVK.DYFFPEPVTVSWNS 
O4ALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICN 

nIl ATX-P-449 VNIIKPSNTKVDKRVEPKSCDKTI-ITCPPCPAPELLGGPSVF 
LFPPKPKD ThMISRTPEVTCVVVDVSHEDPEVKFNWYVDG 
VE VHNAKTKPREEQYASTYRVVSVLTVLHQDWLNGKEY 
KCKVSNKA1LPAPIEKTISKAKGQPREPQVYTLPPSRBBMTK 
NQVSL TCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDS 
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DGSFFLYSKL TVDKSRWQQGNVFSCSVMHI-EALHNIIYTQK 
SLSL SPG 

Variable HC+ Constant ElVQLVESGGGLVQPGRSL.RLSCAASGFTFDDI)FAMI-IWVRQ 
hITgG-Agly-Fc GPGKGLEWVSGIGWNSGSIGYADSVKGRFTISRDNAKNSL 

YLQMNSLRAEDTALYYCAKAPDYGDYYFDYWGQGILVT 
VSSAST.KGPSVFPLAPSSKSTSGGTAALGCLVKDYIFPEPVT 
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQ 

312 ATX-P-433 'TYICNVNHIKPSNTKVDKRVLPKSCDKT'TCPPCPAPELLG 
GPSVFLIFPKPKI'TL.MISRTPEViCVVVI)VSHEDPIEVKFNW 
YVDGVEVHNAKTKPREEQYASTYRVSVL TVLHQDWLN 
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRE 
EMTKNQVSL TCLVKCJFYPSDIAVEWESNGQPENNYKTTPP 
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVIHEALHNH 

Y TQ K SL-LSPG __________________________________ 
GAGGTGCAGCTGGTGGAGTCGGGGGGAGGCTTGGTACA 
GCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGG 
ATTCACCCTCAGTGTCTACGACATGCACTGGGTCCGCCA 
AGT'T'TCAGGAAAAGGTCTGGAGTGGGTCTCAGGTATTG 
ATCCTGATGGTGACACATACTATCCCGGCTCCGTGAAGG 
GCCGATTCACCATCTCCAGAGAAAATGCCAAGAACTCC 
'ITGTATCTTCAAATGAACAGCCTGAGAGTCGGGGACAC 
GGCTGTGTATTATTGTCTAAGAGGGGAGGAAAGCAACT 
CGTCCGAGGATGGTTTTGATATATGGGGACAAGGGACA 
ATGGTCACCGTChTCCTCAGCTAGCACTAAAGGGCCTTCT 
GTATTTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGA 
GGGACAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTTC 
CCTGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCT 
GACAAGTGGTGTGCACACGTTTCCTGCCGTCCTGCAATC 
ATCGGGC'ITGTATAGCCTCAGCTCTGITGGTCACTGTCCC 
AAGTTCA TCGCTGGGCAC'TCAGACGT ATA TTGCAATG T 

Variable HC +Constant ,GAACCACAAACCTTCAAATACAAAAGTGGATAAACGCG 
31b3 ATX-P-444 hlgGoAgsFc 'TAGAACCGAAATCGTG'TGATAAAACTCACACATGCCCG 

CCATGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTG 
(nucleotide) TTCCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGATC 

AGCCGTACGCCAGAGGTGACATGTG'TCGTGGTTGACGT 
GTCCCACGAAGATCCCGAAGTTAAGTTCAATTGGTATGT 
TGATGGTGTAGAGGTACACAATGCTAAGACTAAACCTC 
GCGAGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGC 
GTTCTGACCGTCCTTCACCAAGATTGGCTTAACGGCAAA 
GAATATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGC 
CCCAATCGAGAAAACCATTTCCAAGGCCAAAGGTCAAC 
CAAGAGAACCCCAGGTGTATACTCTTCCGCCTTCTCGTG 
AGGAAA'TGACTAAAAATCAAGTATCCCTTACGTGTCTG 
GTTAAAGGTIITTTATCCTAGCGATATTGCTGTTGAATGG 
GAATCGAACGGTCAGCCGGAGAATAATTATAAAACAAC 
GCCACCCGTCCTGGATAGCGACGGCTCATTTTTTCTGTA 
TAGCAAACTGACTGTAGATAAATCACGG'GGCAGCAGG 
GCAATGTATTCAGTTGCTCCGTTATGCATGAAGCGTTAC 
ATAATCACTACACGCAGAAA'TCTC'ITAGTCT'TTCACCCG 
GT 

Variable HC+ Constant GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTOGTACA 
hITgG-Agly-Fc GCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGG 

314 ATX-P-445 (nucleotide) ATTCACCTTCAG'TAGCCACGACATGCACTGGGTCCGCCA 
AGITA CAGGAAAAGGTCTGGAGTGGGTCTCAGGT ATTG 
ATCCTGCTGGTGACACATACTATCCAGACTCCGTGAAGG 
GCCGA12 CACCATCCTAGAOAAAATGCCAAGAACTCCT 
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'TGTATC'TTCAAATGAACAGCC'TGAGAGCCGGGGACACG 
GCTGTGTATTACTGTACAAGAGGAGAGGCTAGTAGTTC 
GTCCGAGGATGCTTTTGATATCTGGGGACAAGGGACAA 
TGGTCACTGTCTCCTCAGCTAGCACTAAAGGGCCTTCTG 
TATTTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGAG 
GGACAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTTCC 
CTGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTG 
ACAAGTGGTGTGCACACGTTTCCTGCCGTCCTGCAATCA 
TCGGGCTTGTA'TAGCCTCAGCTCTGTGGTCACTGTCCCA 
AGITCATCGCTGGGCACTCAGACGTATATTTGCAA TGTG 
AACCACAAACCTTCAAATACAAAAGTGGATAAACGCGT 
AGAACCGAAATCGTGTGATAAAACTCACACATGCCCGC 
CA TGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTGT 
TCCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCA 
GCCGTACGCCAGAGGTGACATGTGTCGTGGT'IGACGTGT 
CCCACGAAGATCCCGAAGTTAAGT TCA ATTGGTATGTTG 
ATGGTGTAGAGGTACACAATGCTAAGACTAAACCTCGC 
GAGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTT 
CTGACCGTCCTTCACCAAGATTGGCTTAACGGCAAAGA 
ATATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCC 
CAATCGAGAAAACCA TT TCCAAGGCCAAAGGTCAACCA 
AGAGAACCCCAGGTGTATACTCTTCCGCCTTCTCGTGAG 
GAAATGACTAAAAATCAAGTATCCCTTACGTGTCTGGTT 
AAAGGiTTTTTATCCTAGCGATATTGCTG TTGAATGGG AA 
TCGAACGGTCAGCCGGAGAATAATTATAAAACAACGCC 
ACCCGTCCTGGATAGCGACGGCTCATTTTTTCTGTATAG 
CAAACTGA CTGTAGATAA ATCACGGTGGCAGCAGGGCA 
ATGTATTCAGTTGCTCCGTTATGCATGAAGCGTTACATA 
ATrCACTIACACGCAGAAATrcTCTTAGT~CTTTrCACCCGGT 

Variable HC Constant GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACA 
hlgGl-Agly-Fc GCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGG 
(nucleotide) ATTCACCCTCAGTAGCTACGACATGCACTGGGTCCGCCA 

AGTTATAGGAAAAGGTCTGGAGTGGGTCTCAGGTATTG 
ATCCTGATGGTGACACATACTATCCAGGCTCCGTGAAGG 
GCCGATTCACCATCTCCAGAGAAGATGCCAAGAACTCC 
'ITGTATCT TCAAATGAACAGCCTGAGAGCCGGGGACAC 
GGCTGTGTATTACTGTACAAGAG GAGAGGATAACAGCT 
CGTCCGAGGATGCTTTTGATATCTGGGGACAAGGGACA 
A TGGTCACTGTCTCCTCAGCTAGCACTAAAGGGCCTTCT 
GTATTTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGA 
GGGACAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTTC 
CCTGAGCCAG'TTACCGTAAGTTGGAACAGTGGGGCGCT 

315 ATX-P-446 GACAAGTGGTGTGCACACGTTTCCTGCCGTCCTGCAATC 
ATCGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCC 
AAGTTCA TCGCTGGGCACTCAGACGTATATTTGCAATGT 
GAAC AAACCTTCAAATACAAAAGTGGATAAACGCG 
TAGAACCGAAATCGTGTGATAAAACTCACACATGCCCG 
CCA TGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTG 
TTCCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGATC 
AGCCGTACGCCAGAGGTGACATGTGTCGTGGTTGACGT 
GTCCCACGAAGATCCCGAAGTTAAGTTCAA TTGGT ATGT 
TGATGGTGTAGAGGTACACAATGCTAAGACTAAACCTC 
GCGAGGAGCAGTACGCCTCGACCTA TCGTGTCGTGAGC 
GTTCTGACCG TCCTTCACCAAGATTGGCTTAACGGCAAA 
GAATATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGC 
CCCAA1CGAGAAAACCATT2CCAAGGCCAAAGGCAAC 
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CAAGAGAACCCCAGGTGTATACTCT TCCGCCTTCTCGTG 
AGGAAATGACTAAAAETACAAGTATCCCTTACGTGTCTG 
GTTAAAGGTTTTTATCCTAGCGATATTGCTGTTGAATGG 
GAATCGAACGGTCAGCCGGAGAATAAT TATAAAACAAC 
GCCACCCGTCCTGGATAGCGACGGCTCATTTTTTCTGTA 
TAGCAAACTGACTGTAGATAAATCACGGTGGCAGCAGG 
GCAATGT ATTCAGJTTCTCCGTTATGCA TGAAGCGTAC 
ATAATCACTACACGCAGAAATCTCTTAGTCTTTCACCCG 
GT 

Variable HC+ Constant GAGGTCCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACA 
hlgG1-Agly-Fc GCCGGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGG 
(nucleotide) ATTCACCATCAGTGACTACGACATGCACTGGGTCCGCCA 

AACTACAGGAAAAGGTCTAGAATGGGTCTCAGGTATTG 
A TCCTGA'TGGCGACACA TAITATCCAGGCTCCTTGAAGG 
GGCGATTCACCATCTCCAGAGAAAATGCCAAGAATTCTT 
TGTATCTTCAAATGAACAGTCTGAGAGCCGGGGACACG 
GOCTGTA TTA CTGTACAAGAGGAGAGGATAGTAGTTC 
GTCCGAGGATGCTTTTGATATCTGGGGACAAGGGACAA 
'TGGTCACCG'TCTCCTCAGCTAGCACTAAAGGGCCTTCTG 
TAT T TCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGAG 
GGACAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTTCC 
CTGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTG 
ACAAGTGGTGTGCACACGTTTCCTGCCGTC TTGCAATCA 
TCGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCA 
AGTTCA TCGC'TGGGCACTCAGACGTATA T TTGCAATGTG 
AACCACAAACCT TCAA ATACAAAAGTGGA TAAACGCGT 

316 ATX-P-447 AGAACCGAAATCGTGTGATAAAACTCACACATGCCCGC 
CA TGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTGT 
TCCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCA 
GCCGTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGT 
(:CCACGAAGATCCCGAAGiTTAAGTTCA ATTGGTA TGTTG 
A TGGTGTAGAGGTACACAATGCTAAGACTAAACCTCGC 
GAGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTT 
CTGACCGTCCTTCACCA AGATTGGCTTAACGGCAAAGA 
ATATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCC 
CAATCGAGAAAACCA TT TCCAAGGCCAAAGGTCAACCA 
AGAGAACCCCAGGTGTATACTCT TCCGCCTTCTCGTGAG 
GAAATGACTAAAAATCAAGTATCCCTTACGTGTCTGGTT 
AAAGGTTTTTATCCTAGCGAIATTGCTGTTGAATGGiGAA 
TCGAACGGTCAGCCGGAGAATAA TTATA AAACA ACGCC 
ACCCGTCCTGGATAGCGACGGCTCATTTTTTCTGTATAG 
CAAACTGACTGTAGATAAATCACGGTGGCAGCAGGGCA 
ATGTATTCAGTTGCTCCGTTATGCATGAAGCGTTACATA 
ATCACTACACGCAGAAATCTCTTAGTCTTTCACCCGGT 

Variable HC +Constant GAGGTGCAGCTGGTGGAGTCTGGGGGAGGTGTGGTACG 
hlgG1-Agly-Fc GCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGG 
(nucleotide) ATTCAGCTTiGiATGATTATGGCATGAGCTGGGTCCGCCA 

AGTTCCAGGGAAGGGGCTGGAGTGGGTCTCTGGTATTA 
A TTGGAATGG'TGGTAGTACAGGT'TATGCAGACTCTGTGA 

317 ATX-P-427 AGGGCCGATTCAC'CATCTCCAGAGACAACGCCAAGAAC 
TCCCTGTATCTGCAAATGAGCAGTCTGAGAGCCGAGGA 
CACGGCCTTGTATTACTGTGCGAGCTATAGTGGGAGCTT 
CCGTGATGCTTTTGATATCTGGGGACAAGGGACAATGGT 
CACCGTCTCTTCAGCTAGCACTAAAGGGCCTTCTGTATT 
TCCCTTGGCCCCGTCCAGCAAATCCGACTCGGGAGGGA 
CAGCCCGCCCTGGGTTGCCTTGTGAAAGATTATTTCCCTG 
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AGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGACA 
AGTGGTGTGCACACGTTTCCTGCCGTCCTGCA ATCATCG 
GGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGT 
TCATCGCTGGGCACTCAGACGTATATTTGCAATGTGAAC 
CACA AACCTTCAATA CAA AAGTGGATAAACGCGTAGA 
ACCGAAATCGTGTGATAAAACTCACACATGCCCGCCAT 
GCCCGGCACCTGAACTGCTTGGTGGTCC'CAGCGTGTTCC 
TGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCAGCC 
GTACGCCAGAGGTGACATGTGTCGTGGTTGACG'TGTCCC 
AC G AAGATCCCGAAGTTAAGTTCAAT TGGTATGTTGATG 
GTGTAGAGGTACACAATGCTAAGACTAAACCTCGCGAG 
GAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTTCTG 
ACCGTCCTTCACCAAGA TTGGCTTAACGGCAAAGAATAT 
AAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAAT 
CGAGAAAACCAT'T TCCAAGGCCAAAGGTCAACCAAGAG 
AA CCCCCAGGTGTA TA CTCT TCCGCCT TCTCGTGAGGAAA 
TGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAG 
GTTT'TTATCCTAGCGA TAT TGCTGTTGAA TGGGAATCGA 
A CGGTCAGCCGGAGAATAATTATA AAA CA ACGCCACCC 
GTCCTGGATAGCGACGGCTCATTTTTTCTGTATAGCAAA 
CTGACTGTAGATAAA TCACGGTGGCAGCAGGGCAATGT 
ATTCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCA 
CTACACGCAGAAATCTCTTAGTCTTTCACCCGGT 

Variable HC Constant GAGGTGCAGCTGGTGGAGTCTGGGGGAGGTGTGGTACG 
hlgG1-Agly-Fc GCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGG 
(nucleotide) A TTCACCTTTGATGA TTATGGCATGAGCTGGGTCCGCCA 

AGCTCCAGGGAAGGGGCTGGAGTGGGTCTCTACTATTA 
A TTGGAA'TGGTGGTAACACAGGTTA TGCAGACTCTGTG 
AAGGGCCGATTCACCATCTCCAGAGACAACGCCAAGAA 
CTCCCTGTATCTGCAAATGAACAGTCTGAGAGCCGAGG 
ACACGGCCTTGTAT TACTGTGCGAGAGA TGAAGGAGCA 
GCTGGACTTGGATACTACTTTGACTACTGGGGCCAGGGA 
ACCCTGGTCACCGTCTCCTCAGCTAGCACTAAAGGGCCT 
TCTGTATTTCCCTTGGCC-CCGTCCAGCAAATCGACCTCG 
GGAGGGACAGCCGCCCTGGGTTGCCTTGTGAAAGATTA 
'ITTTCCCTGAGCCAGTTACCGTAAGT'TGGAACAGTGGGGC 
GCTGACAAGTGGTGTGCACACG'TTTCCTGCCGTCCTGCA 
ATCATCGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGT 
CCCAAGTTCATCGCTGGGCACTCAGACGTA'TATT'TGCAA 

318 ATX-P-440 TGTGAACCACAAACCTTCAAATACAAAAGTGGATAAAC 
GCGTAGAACCGAAATCGTGTGATAAAACTCACACATGC 
CCGCCATGCCCGGCACCTGAACTGCTTGGTGGTCCCAGC 
GTGTTCCTGTTCCCGCCGAAGCCTAAAGATACTCTAATG 
ATCAGCCGTACGCCAGAGGTGACATGTGTCGTGGTTGA 
CGTGTCCCACGAAGATCCCGAAGTTAAGT'TCAA TTGGTA 
TGTTGATGGTGTAGAGGTACACAATGCTAAGACTAAAC 
CTCGCGAGGAGCAGTACGCCTCGACCTATCGTGTCGTGA 
GCGTTCTGA CCGTCCTTCACCAAGA TTGGCTTAACGGCA 
AAGAATATAAGTGCAAGGTAAGCAATAAAGCACTTCCG 
G CCCCAA'TCGAGAAAACCAT TTCCAAGGCCAAAGGTCA 
ACCAAGAGAACCCCAGGTGTATAC'TCTTCCGCCTTCTCG 
TGAGGAAATGACTAAAAATCAAGTATCCCTTACGTGTCT 
GGTTAAAGGTTTTTATCCTAGCGATT TGCTGTTGAATG 
GGAA TCGAACGGTCAGCCGGAGAATAATTATAAAACAA 
CGCCACCCGTCCTGGATAGCGACGGCTCATTTTTTCTGT 
A1AGCAAACTGACTGAGATAAACACGGTGGCAGCAG 
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GGCAA'TGTArTTCAGTTGCTCCGTTA'IGCArGAAGCGTTA 
CA TAA TCA CTACACGCAGAAA TCTCTTAGTCTTTCA CCC 
GGT 

Variable HC + Constant GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAA 
higG1-Ag1y-Fc GCCTGGGGGG'TCCCTGAGACTCTCCTGTGCAGCCTCTGG 
(nucleoide) A TTCACCT TCAGTAGCTATAGCATGAACTGGGTCCGCCA 

GGCTCCAGGGAAGGGGCTGGAGTGGGTCTCATCCATTA 
CTAGIAGTAGTTACATAT TCTACGCAGACTCATTGAAGG 
GCCGATTCACCATCTCCAGAGACAACGCCAAGAACTCA 
CTGTTTCTGCAAATGAACAGCCTGAGAGCCGAGGACAC 
AGCTG'ITTATTACTGTGCGAGAGA'ITC'TAACTGGGGCGA 
GGCTTTTGATATCTGGGGACAAGGGACAATGGTCACCG 
TCTCTTCAGCTAGCACTAAAGGGCCTTCTGTATTTCCCTT 
GGCCCCGTCCAGCAAATCGACCTCGGGAGGGACAGCCG 
CCCTGGGTTGCCTTGTGAAAGATTATTTCCCTGAGCCAG 
TTACCGTAAGTTGGAACAGTGGGGCGCTGACAAGTGGT 
GTGCACACGTTTICCTGCCGTCCTGCAATCA TCGGGCTTIG 
TATAGCCTCAGCTCTGTGGTCACTGTCCCAAGTTCATCG 
CTGGGCACTCAGACGTATAT'T TGCAAT'GTGAACCACAA 
A CCTTCAA ATACAAAAGTGGATAAACGCGTAGAACCGA 

319 ATX-P-424 AATCGTGTGATAAAACTCACACATGCCCGCCATGCCCG 
GCACC'TGAACTGCTTGGTGGTCCCAGCGTGTTCCTGT1'TC 
CCGC:CGAAGCCTAAAGATACTCTAATIGATCAGCCGT AC 
GCCAGAGGTGACATGTGTCGTGGTTGACGTGTCCCACG 
AAGATCCCGAAG1TAAGTTCAAT GG'IATGTTGATGGTG 
TAGAGGTACACAATGCTAAGACT AAACCTCGCGAGGAG 
CAGTACGCCTCGACCTATCGTGTCGTGAGCGTTCTGACC 
G TCC'ITCACCAAGATTGGCTTAACGGCAAAGAA TA TAA 
GTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAATCG 
AGAAAACCATTTCCAAGGCCAAAGGTCAACCAAGAGAA 
CCCCAGGTGITATAC T(CT TCCGCT TCTCGTGAGGAAATG 
ACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAGGT 
TTTTATCCTAGCGATATTGCTGTTGAATGGGAATCGAAC 
GGICAGCCGGAGAATAA TTA TAAAACAACGCCACCCGT 
CCTGGATAGCGACGGCTCATTTTTTCTGTATAGCAAACT 
GACTGTAGA TAAATCACGGTGGCAGCAGGGCAATGTAT 
TCAGTTGCTCCGTTATGCATGAAGCGTTACA TA ATCACT 
ACACGCAGAAATCTCTTAGTCTTTCACCCGGT 

Variable HC +Constant GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAA 
hlgGI-Agly-Fc GCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGG 
(rcleotide) TTTCACCTTCAGITACTTATAGCATGAACTGGGTFCCGCCA 

GGCTCCAGGGAAGGGGCTGGAGTGGGTCTCATCCATTA 
CTAGTAGTAGTAG'ITACATIGTTCTACGCAGACTCAGTGA 
TGGGCCGATTCACCATCTCCAGAGACAACGCCAAGAAC 
TCACTGTACCTACAAATGAACAGCCTGAGAGCCGAGGA 
CACAGCTGA TTAT'IACTGTGCGAGAGAT'TC'TAAT'TGGGG 
GGAGGCTTTTGATATCTGGGGACAAGGGACAATGGTCA 
CCGTCTCTTCAGCTAGCACTAAAGGGCCTTCTGTATTTC 
CCT TGGCCCCGTCCAGCAAATCGACCTCGGGAGGGACA 
GCCGCCCTGGGTTGCCTTGTGAAAGAT TA T T TCCTGAG 
CCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGACAAG 
TGGTGTGCACACGTTTCCTGCCGTCCTGCAATCATCGGG 
CTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGTTC 
ATCGCTGGGCACTCAGACGTATATTTGCAATGTGAACCA 
CAAACCTTCAAA'TACAAAAGTGGATAAACGCGTAGAAC 
CGAAATCGTGTGATAAAACTCACACATGCCCGCCATGC 
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CCGGCACCTGAACTGCTTGGTGGTCCCAGCG'TGTTCCTG 
T TCCCGCCCGAAGCCTAAAGATACTCT AATGATCAGCCGT 
ACGCCAGAGGTGACATGTGTCGTGGTTGACGTGTCCCAC 
GAAGATCCCGAAGTIAAGT'TCAATTGGTATGTTGATGGT 
GTAGAGGTACACAATGCTAAGACTAAACCTCGCGAGGA 
GCAGTACGCCTCGACCTATCGTGTCGTGAGCGTTCTGAC 
CCGTCCTTCACCAAGA TTGGCTTAACGGCAAAGAATATA 
AGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAATC 
GAGAAAACCAT T TCCAAGGCCAAAGGTCAACCAAGAGA 
ACCCCAGGTGTETACTCTTCCCCCTTCCTCGAGGAAA T 
GACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAGG 
'ITTTTATCC'TAGCGATAITGC'TGTTGAAIGGGAATCGAA 
CGGTCAGCCCGGAGAATAA TTATAAACAACGCCACCCG 
TCCTGGATAGCGACGGCTCATTTTTTCTGTATAGCAAAC 
TGACTGTAGATAAATCACGG'TGGCAGCAGGGCAATGTA 
TTCAGTiCCCGIIAGCATGAAGCGTTACATAATCAC 
TACACGCAGAAATCTCTTAGTCTTTCACCCGGT 

Variable HC + Constant GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACA 
hlgG1-Agly-Fc GCCTGGGGGGTCCCCGAGACICTCCIG'IGCAGCCCCGG 
(nucleotide) A TTCACC'TTTAGCAGCTATGCCATGAGCTGGGTCCGCCA 

GGCTCCAGGGAAGGGGCTGGAGTGGGTCTCAGCTATTA 
GIGGTAGIGGTGGTAGCACAIACTACGCAGAC'ICCGTG 
AAGGGCCGGTICACCATCTCCAGAGACAATTCCAAGAA 
CACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGG 
ACACGGCCGTCA TATTACTGIGCGAAAGACGGTGACIAC 
TAC"T ACIACTACAIGGACGTCTGGGGCAAAGGGACCAC 
GGTCACCGTCTCCTCAGCTAGCACTAAAGGGCCTTCTGT 
AIITCCCTCTGGCCCCGTCCAGCAAATCGACCTCGGGAGG 
GACAGCCGCCCCTGGGTTGCCTTGTGAAAGATTATTTCCC 
TGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGA 
CAATGIGTGCACACGTTICCTGCCGTCCTGCAATCAI 
CGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAA 
GTTCATCGCTGGGCACTCAGACGTATATTTGCAATGTGA 
ACCA CA AACCTTCAAATA CA AAAGTGGATAAA CGCGTA 

321 ATX-P-430 GAACCGAAATCGTGTGATAAAACTCCACATGCCCGCC 
AITGCCCGGCACCGAACIGCITGGGGICCCAGCGTGT 
CCICTCCCCCGCCAAGCCTAAAGAIACITCTAAIGATCAG 
CCGTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGTC 
CCACGAAGAITCCCGAAGTTAAGTTCAATTGG'TArGTTGA 
TGGIGTAGAGGIACACAATGCIAAGACTAAACCTCGCG 
AGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTTC 
IGACCGICCTTCACCAAGAITGGCIIAACGGCAAAGAAT 
ATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCA 
ATCGAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAG 
AGAACCCCAGGGTAIACiCTiCCGCCTCTiCCGGAGGA 
AATGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAA 
AGGTTTTTATCCTAGCGATATTGCTGTTGAATGGGAATC 
GAACGGTCAGCCGGAGAAIAA TTATA AAACAACGCCCAC 
CCGTCCTGGATAGCGACGGCTCATTTTTTCTGTATAGCA 
AACIGACIGAGAIAAAICACGGCGGCAGCAGGGCAAT 
GTATTCAGCTCCGTTCCCATGCATGAAGCGTTACAIAAI 
CACTA CACGCAGAAATCTCTTAGTCTTTCACCCGGT 

Variable HC + Constant GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACA 

322 ATX-P-439 hIgGl-Agly-Fc GCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGG 
(nucleotide) ATTCACCTTTAGCAGCTAIGCCATGAGCTGGGTCC GCCA 

GGCTCCAGGGAAGGGGCTGGAGTGGGTCTCAGCTATTA 
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GTGGTAGTGGTGGTAGCACATACTACGCAGACTCCG'IG 
AAGGGCCCGGTTCACCATCTCCAGAGACAATTCCAAGAA 
CACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGG 
ACACGGCCGTATAITTACTGTGCGAAAGTGGAAAGGGA T 
ATGGTTCGGGGCCACTACTACTACTACATGGACGTCTGG 
GGCAAAGGGACCACGGTCACCGTCTCTTCAGCTAGCAC 
TAAAGGGCCTTCTGTA:TTCCCTTGGCCCCGTCCAGCAA 
ATCGACCTCGGGAGGGACAGCCGCCCTGGGTTGCCTTGT 
GAAAGAT TATTTCCCTGAGCCAGITACCGTAAGTTGGAA 
CAGITGGGGC:GC:TGAC AAGTGGTGITGCACACGTTTCCTGC 
CGTCCTGCAATCATCGGGCTTGTATAGCCTCAGCTCTGT 
GGTCACTGTCCCAAGTTCATCGCTGGGCACTCAGACGTA 
TATITOTGCAATGTGAACCACAAACCTTCAAATACAAAAGT 
GGATAAACGCGTAGAACCGAAATCGTGTGATAAAACTC 
ACACATGCCCGCCATGCCCGGCACCTGAACTGCTTGGTG 
GTCCCAGCGTGTTCCTGTTCCCGCCGAAGCCTAAAGA TA 
CTCTAATGATCAGCCGTACGCCAGAGGTGACATGTGTCG 
'TGGTTGACG'IGTCCCACGAAGATCCCGAAGTTAAGTTCA 
ATTGGTATGTTGATGGTGTAGAGGTACACAATGCTAAG 
ACTAAACCTCGCGAGGAGCAGTACGCCTCGACCTATCG 
TGTCGTGAGCGTTCTGACCGTCCTTCACCAAGATTGGCT 
TAACGGCAAAGAATATAAGTGCAAGGTAAGCAATAAAG 
CACTTCCGGCCCCAATCGAGAAAACCATTTCCAAGGCC 
AAAGGiTCAACCAAGAGAACCCCAGGTGTATACTCTT 
GCCTTCTCGTGAGGAAATGACTAAAAATCAAGTATCCCT 
TACGTGTCTGG'ITAAAGGT'TTTTATCCTAGCGATAT TGC 
TGTTGAATGGGAA TCGAACGGTCAGCCGGAGAATAA TT 
ATAAAACAACGCCACCCGTCCTGGATAGCGACGGCTCA 
'I TTTTTC'TGTATAGCAAACTGACTGTAGA TAAATCACGG 
TGGCAGCAGGGCA ATGTATTCAGTTGCTCCGTTATGCAT 
GAAGCGTTACATAATCACTACACGCAGAAATCTCTTAGT 
CTTTCACCCGGT_ 

Variable HC +Constant CAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGGTCCA 
higGl-Agly-Fc GCCTGGGAGIGTCCCTGAGACTCTCCTGTGCAGCCTCTGG 
(nucleotide) ATTCACCTTCAGTAGCTATGGCATGCACTGGGTCCGCCA 

GGCTCCAGGCAAGGGGCTGGAGTGGGTGTCACATATAA 
CA TA TGATGGAAGTGATAAATACT A TGGAGACTCCGTG 
AAGGGCCGATTCACCATCTCCAGAGACAATTCCAAGAA 
TACGCTGTATCTGCAAA TGAACAGCCTGAGAGC'TGAGG 
ACACGGCTGTGTATTACTGTGCG AAAGATGGGTATAGC 
AGTGGCTGGTGGTACTTTGACTACTGGGGCCAGGGAAC 
CCTGGTCACCGTCTCCTCAGCTAGCAC'IAAAGGGCCTTC 
TGTATTTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGG 

323 AX-P-4213 AGGGACAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTT 
CCCTGAGCCAGTTACCG'IAAGTTGGAACAGTGGGGCGC 
TGACAAGTGGTGTGCACACGTTTCCTGCCGTCCTGCAAT 
CATCGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCC 
C:AAGTCA TCGCTGGGCACTCAGACG TATA T TTGCAATG 
TGAACCACA AACCTTCAAATACAAAAGTGGATAAACGC 
G TAGAACCGAAATCGTGTGATAAAACTCACACATGCCC 
GCCA TGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGT 
GTTCCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGAT 
CAGCCGTACGCCAGAGG'TGACATGTGTCGTGGTTGACG 
TGTCCCACGAAGATCCCGAAGTTAAGTTCAATTGGTATIG 
TTGATGGTGTAGAGGTACACAATGCTAAGACTAAACCT 
CGCGAGGAGCAGACGCCCGACCATCGTGCGTGAG 
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CGTTCTGACCGTCCTTCACCAAGA'ITGGCITAACGGCAA 
AGAA TATAAGTGCAAGGTAAGCAATA AAGCA CTTCCGG 
CCCCAATCGAGAAAACCATTTCCAAGGCCAAAGGTCAA 
CCAAGAGAACCCCAGGTGTATACTCT TCCGCCTTCTCGT 
GAGGAAATGACTAAAAATCAAGTATCCCTTACGTGTCT 
GGTTAAAGGTTTTTATCCTAGCGATATTGCTGTTGAATG 
GGAA TCGAACGGTCAGCCGGAGAATAA TTATAAAACAA 
CGCCACCCGTCCTGGATAGCGACGGCTCATTTTTTCTGT 
A TAGCAAACTGACTGTAGA'IAAATCACGGTGGCAGCAG 
GGCAATGITATTCAGTTGCTCCGTTATGCATGAAGCGT T A 
CATAATCACTACACGCAGAAATCTCTTAGTCTTTCACCC 
GGT 

Variable HC+ Constant CAGGTGCAGCTGGTGGAGTCCGGGGGAGGCGTGGTCCA 
h1gG1-Agly-Fc GCCTGGGAGGTCCCTGAGACTCTCCTGTGCAGCCTCTGG 
(nucleotide) ATTCACCTTCAGTAGCTATGGCATGCACTGGGTCCGCCA 

GGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAATTATAT 
CA TA TGATGGAAAT AATAAA'TACTATGCAGACTCCGTG 
AAGGGCCGATTCACCATCTCCAGAGACAATTCCAAGAA 
CACGCTGTATCTGCAAATGAACAGCCTGAGAGA TGAGG 
A CACGGCTGTTTATTATTGTGCGAAAGAGAGiGGGGTAT 
AGCAGCTCGTCCGGCTACTACTACTACTACATGGACGTC 
TGGGGCAAAGGGACCACGGTCACCGTCTCCTCAGCTAG 
CACTAAAGGGCCTTCTGTAT T TCCCTTGGCCCCGTCCAG 
CAAATCGACCTCGGGAGGGACAGCCGCCCTGGGTTGCC 
'ITGTGAAAGAT'IATTTCCCTGAGCCAGTTACCGTAAGTT 
GGAACAGTGGGGCGCTGACAAGTGGTGTGCACACGTTT 
CCTGCCGTCCTGCAATCATCGGGCTTGTATAGCCTCAGC 
TCTGTGGTCACTGTCCCAAGTTCAICGCTGGGCACTCAG 
ACGTATATTTGCAATGTGAACCACA AACCTTCAAATACA 

3214 ATX-P-438 AAAGTGGATAAACGCGTAGAACCGAAATCGTGTGATAA 
AACTCACACA:TGCCCGCCATGCCCGGCACCTGAACTGCT 
TGGTGGTCCCAGCGTGTTCCTGTTCCCGCCGAAGCCTAA 
AGATACTCTAATGATCAGCCGTACGCCAGAGGTGACAT 
GTGTC:GTGGTTGIACGTGTCCCACGAAGATCCCGAAGT T A 
AGTTCAATTGGTATGTTGATGGTGTAGAGGTACACAATG 
CTAAGACTAAACCTCGCGAGGAGCAGTACGCCTCGACC 
TATC:GTGTCGTGAGCGTTCTGACCGTCCT TCACCAAGA T 
TGGCTTAACGGCAAAGAATATAAGTGCAAGGTAAGCAA 
TAAAGCACT TCCGGCCCCAA TCGAGAAAACCA TT TCCA 
AGGCCAAAGGTCAACCAAGAGAACCCCAGGTGTA TACT 
CTTCCGCCTTCTCGTGAGGAAATGACTAAAAATCAAGTA 
TCCCT TACGTGTCTGGTTAAAGGTTTTTATCCTAGCGAT 
ATTGCTGTTGAATGGGAATCGAACGGTCAGCCGGAGAA 
TAATTATAAAACAACGCCACCCGTCCTGGATAGCGACG 
GCTCA TT TT'IITCTGTATAGCAAACTGACTGTAGAIAAAI 
CACGGTGGCAGCAGGGCAATGTATTCAGTTGCTCCGTTA 
TGCATGAAGCGTTACATAATCACTACACGCAGAAATCTC 
'-I'AGTICTTT "[CACCC(GGTI 

Variable HC Constant CAAGTGCAATT"IGGTGGAG'T'CCGGCTGGAGGAGTIAGTIACA 
higGI-Agly-Fc GCCGGGAAGGTCACTGAGACTTTCCTGCGCTGCTAGTGG 
(nucleotide) ATTCCCATTTAGCTCCTACGGGATGCACTGGGTTCGCCA 

325 ATX-P-448 AGCGCCAGGTAAGGGACTGGAATGGTGGCTGTCATGA 
GTTACGA TGGAATTAACGGCTATTATGCCGATAGCGTCA 
AAGGCCGGTTCACGATCTCAAGAGACAACTCTAAGAAC 
ACGCTCTACTTGCAGATGAACAGTCTCCGCGCAGAAGA 
TACGGCCGTGTATTACTGTGCGAGATTGGTGTATGCCGA 
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'TGATGCTTTTGATA'TCTGGGGACAAGGGACCACGGTCAC 
CG TCTCCTCAGCTAGCACTAAAGGGCCTTCTGTATTTCC 
CTTGGCCCCGTCCAGCAAATCGACCTCGGGAGGGACAG 
CCGCCCTGGGTTGCCTTGTGAAAGATTAT T TCCCTGAGC 
CAGTTACCGTAAGTTGGAACAGTGGGGCGCTGACAAGT 
GGTGTGCACACGTTTCCTGCCGTCCTGCAATCATCGGGC 
T TGTA'TAGC:CTCAGCTCTGTGGTCACTGTCCCAAGT TCA 
TCGCTGGGCACTCAGACGTATATTTGCAATGTGAACCAC 
AAACCT TCAAATACAAAAGTGGATAAACGCGTAGAACC 
GAAATCGiTGTGATA AAACTCACACATGCCGCGCCATGCC 
CGGCACCTGAACTGCTTGGTGGTCCCAGCGTGTTCCTGT 
'TCCCGCCGAAGCCTAAAGATACTC'AATGATCAGCCGTA 
CGCCAGAGG TGACATGITGTCGTGGTTGACGTGTCCCACG 
AAGATCCCGAAGTTAAGTTCAATTGGTATGTTGATGGTG 
TAGAGGTACACAATGCTAAGACTAAACCTCGCGAGGAG 
CAGiTACGCCTCGACCTATCGTGTCG TGAGCGTTCTGACC 
GTCCTTCACCAAGATTGGCTTAACGGCAAAGAATATAA 
GTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAATCG 
AGAAAACCATTTCCAAGGCCAAAGGTCAACCAAGAGAA 
CCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGAAATG 
ACTAAAAATCAAGTATCCCTTACGTG'ICTGGITAAAGGT 
TTTTATCCTAGCGATATTGCTGTTGAATGGGAATCGAAC 
GGTCAGCCGGAGAATAATTATAAAACAACGCCACCCGT 
CCTGGATANGCGACGGCTCA TTTTTTCTGTA'TAGCAAACT 
GACTGTAGATAATCACGGTGGCAGCAGGGCAATGTAT 
TCAGTTGCTCCGTTATGCA TGAAGCGTTACATAATCACT 
ACACGCAGAAATCTCTTAGTCTTCACCCGGT 

Variable HC +Constant CAAGTGCAATTGGTGGAGTCCGGTGGAGGAGTAGTACA 
hIgG[iAglv-Fc GCCGGGAAGGTCACTGAGACTTTCCTGCGCTGCTAGTGG 
(nucleotide) ATTCGCCTTTAGTTCCTACGGCATGCACTGGGTTCGCCA 

AGCGCCAGGOT AAGGGACTGGAATGGGTGGCTGTCATCT 
CCTACTACGGATCTAATAAATATTATGCCGATAGCGTCA 
AAGGCCGGTTCACGATCTCAAGAGACAACTCTAAGAAC 
ACGCTCTACTTGCAGATGAACAGITCCGCGCAGAAGA 
TACGGCCGTGTATCACTGTGCGAGAGGGATTACTATGG 
ACGTCTGGGGCAAAGGGACCACGGTCACCGTCTCCTCA 
GCTAGCACTAAAGGGCCTTCTGTATTTCCCTTGGCCCCG 
TCCAGCAAATCGACCTCGGGAGGGACAGCCGCCCTGGG 
TTGCCTTGTGAAAGA'ITAT'ITCCCTGAGCCAGTTACCGT 
AAGTTGGAACAGTGGGGCGCTGACAAGTGGTG TGCACA 
CGTTTCCTGCCGTCCTGCAATCATCGGGCTTGTATAGCC 

326 ATX-P-449 'TCAGCTCTGTGGTCACTGTCCCAAGTTCATCGCTGGGCA 
CTCAGACGTATATTTGCAATGTGAACCACAAACCTTCAA 
ATACAAAAGTGGATAAACGCGTAGAACCGAAATCGTGT 
GATAAAAC'ICACACATGCCCGCCATGCCCGGCACCTGA 
ACTGCTTGGTGGTCCCAGCGTGTTCCTGTTCCCGCCGAA 
GCCTAAAGATACTCTAATGATCAGCCGTACGCCAGAGG 
TGACATGTGTC:GTGGTTGIACGTGTCCCACGAAGATCCCG 
AAGTTAAGTTCAATTGGTATGTTGATGGTGTAGAGGTAC 
ACAATGC'TAAGACTAAACCTCGCGAGGAGCAGTACGCC 
TCGACCTATCGTGTCGTGAGCGTTCTGACCGiTCCTTCAC 
CAAGATTGGCTTAACGGCAAAGAATATAAGTGCAAGGT 
AAGCAATAAAGCACTTCCGGCCCCAATCGAGAAAACCA 
TTTCCAAGGCCAAAGGTCAACCAAGAGAACCCCAGGITG 
TATACTCTTCCGCCTTCTCGTGAGGAAATGACTAAAAAT 
CAAGIACCI'ACGIGTCIGGTIAAAGGI"ITIAICCI 
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AGCGA'IATTGCTGTTGAATGGGAATCGAACGGTCAGCC 
GGAGAATA ATTATAAAACAACGCCACCCGTCCTGGATA 
GCGACGGCTCATTTTTTCTGTATAGCAAACTGACTGTAG 
A TAAATCACGGTGGCAGCAGGGCAATGTATTCAGTTGC 
TCCGTTATGCATGAAGCGTTACATAATCACTACACGCAG 
AAATCTCTTAGTCTTTCACCCGGT 

Variable HC + Constant GAAGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACA 
hlgG1-Agly-Fc GCCTGGCAGGTCCCTGAGACTCTCCTGTGCAGCCTCTGG 
(nucleotide) ATTCACCTITGATGATTTGCCATGCACTGGGTCCGGCA 

AGGTCCAGGGAAGGGCCTGGAGTGGGTCTCAGGTATTG 
GTTGGAA'TAGTGGTAGCATCGGCTA TGCGGACTCTGTGA 
AGGGCCGATTCACCATCTCCAGAGACAACGCCAAGAAC 
TCCCTGTATCTGCAAATGAACAGTCTGAGAGCTGAGGA 
CACGGCCTTATAT TACTGTGCAAAAGCCCCTGACTACGG 
TGACTACTACTTTGACTACTGGGGCCAGGGAACCCTGGT 
CACCGTCTCCTCAGCTAGCACTAAAGGGCCTTCTGTATT 
TCCCTTGGCCCCGTCCAGCAAATCGA CCTCGGGAGGGA 
CAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTTCCCTG 
AGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGACA 
AGTGGTGT GCACACGTTTCCTGCCGTCCTGCA ATCATCG 
GGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGT 
TCATCGCTGGGCACTCAGACGTATATTTGCAATGTGAAC 
CACAAACCT'TCAAA T ACA AAAGTGGA TAAACGCGTAGA 

327 ATX-P-433 ACCGAAATCGTGTGATAAAACTCACACATGCCCGCCAT 
GCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTGTTCC 
TGTT(:CCGCCGAAGCCTAAAGATACTCTAATGA TCAGCC 
GTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGTCCC 
ACGAAGATCCCGAAGTTAAGT'TCAATTGGTATGTTGATG 
GTGTAGAGGTACACAATGCTAAGACTAAACCTCGCGAG 
GAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTTCTG 
A CCGTCCTTCACCAAGA TTGGCTTAACGGCAAAGAATAT 
AAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAAT 
CGAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAGAG 
AA CCCCCAGGTG TA TA CTCT TCCGCCTTCTCGTGAGGAAA 
TGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAG 
GTTT'ITATCCTAGCGA TAT TGCTGTTGAA TGGGAATCGA 
A CGGiCAGCCGGAGAATAATTATAAAA CAACGCCAC C C 

GTCCTGGATAGCGACGGCTCATTTTTTCTGTATAGCAAA 
CTGACTGTAGATAAA TCACGGTGGCAGCAGGGCAATGT 
ATTCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCA 
CTACACGCAGAAATCTCTTAGTCTTTCACCCGGT 
DVVMTQSPL SLPVTLGQPASISCRSSQSLVYSDGNTYLNWVF 
QQRPGQSPRRLIYKVSNRDSGVPDRFSGSGSGTDFTLKISK 

328 ATX-P-444 Variable LC+ Kappa VEAEDVGIYYCMQGThIWPWTFGQGTKVDIKRTVAAPSVF 
Constant IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS 

GNSQESVIEQDSKDSTYSLSSTL TLSKADYEKKVYACEV 
THQGLSSPVTKSFNRGEC 

VariabeLC + Kappa DVVMTQSPLSiPVTLGQPASISCRSSQSLVYSDGNTYLNWF 
Constant QQRPGQSPRRLIHEVSTNRDSGVPDRFSGSGSGTDFTLKISR, 

3219 ATX-P-445 VEAEDVGVYYCMQGTHWPWTFGQGTKVDIKRTVAAPSV 
FIFPPSDEQL.KSGTASVVCL4NNFYPREAKVQWKVDNALQ 
SGNSQESVTEQDSKDSTYSLSSTL TLSKADYEKHKVYA CE 
VIMQGLSSPVTKSFNRGEC 

Variable LC + Kappa DVVMTQSPLSLPVTLGQPASISCRSSQSLVFSDGNTYLNWF 
330 ATX-P-446 Constant QQRPGQSPRRLIYKVSN7RDI)SGVPI)RFSGSGSGDi)FTLKISR 

VEAEDVGVYYCMQGTHWPWTFGQGTKVDTKRTVAAPSV 

136



WO 2023/212294 PCT/US2023/020354 

FIFPPSDEQLKSGTASVVCLLNNF YPREAKVQWKVDNALQ 
SGNSQESVTEQDSKD STYSL.SSTLTL SKAI)YEKHKVYACE 
VTHQGLSSPVTKSFNRGEC 

Variable LC + Kappa DVVN4TQSPLSLPVTLGQPASISCRSSQSLVYSDGNTYLNWF 
Constant QQRPGQSPRRLII-EVSNRDSGVPDRFSGSGSGTDFTLKISR 

V31 ATX-P-44 7  VEAEIDVGVYYCMQGTHWPWTFGQGTKVDIKR.TVAAPSV 
FIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQ 
SGNSQESVTEQDSK)STYSLSS'ILTLSKADYEKHKVYACE 
VTI-IQGLSSPVTKSFNRGEC 

Variable LC+ Kappa AIQNTQSPSSLSASVGDRVTITCRASQGIRN[)LGWYQQKP 
Constant GKAPKLLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPED 

331 AX-P-427 FATYYCLQDYNYPYTFGQGTKLEIKRTVAAPSVFIFPPSDE 
QLKSGTASVVCILLNNFYPRFAKVQWKVDNALQSGNSQES 
VTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLS 
SPVTKSFNRGEC 

Variable LC +Kappa DIQMTQSPSTLSASVGDRVTITCRASQSISSWLAWYQQKPG 
Constant KAPKLLIYATSSLQSGVPSRFSGSGSGT)FTLTISSLQPE)FA 

333 ATX-P-440 TYYCQQSYSTPITFGQGTRLEIKRTVAAPSVFIFPPSDEQLK 
SGTASVVCLLNNFYPREAKVQW\KVDNALQSGNSQESVTE 
QDSKDSTYSLSST.TLSKAI)YEKHKVYACEVTHQGLSSPV 
TKSFNRGEC 

Variable LC+ Kappa DIQMTQSPSSLSASVGDRVTITCRASQGIRNDLGWYQQKP 
Constant GKAPKRLIYAASSLPSGVPSRFSGSGSGTEFTLTISSLQPEDF 

334 TAIYYCLQH-NSYPWTFGQGOTKVEIKRTVAAPSVFIFPPSDEQ 
LKSGTAS VCLLNNFYPREAKVQWKVDNALQSGNSQESV 
TEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSS 
PVTKSFNRGEC 

Variable LC + Kappa DIQM'TQSPSSLSASVGDRVTITCRASQGIRIDLGWFQQKPG 
Constant KAPKRLIYAASSLPSGVPSRFSGSGSGTEFTLTISSLQPEDFA 

TYYCLQHNSYPWTFGQGTKVEIKRTVAAPSVFIFPPSDEQL 
935 AIX-425 KSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT 

EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVH-{QGLSSP 
VTKSFNRGEC 

Variable LC Kappa ElVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKP 
Constant GQAPRLLIYGASSRA TGIPDRFSGSGSGTDF TLTISRLEPEDF 

AVXWYQQYGSSPPTFGGGTKVTIKRTVAAPSVFIVFPPSDFQ 
336 ATX-P-430 LKSGTASVVCLLNNTYPRFAKVQWKMDNALQSGNSQFSV 

TEQDSKDSTYSL SSTL TL SKADYEKHKVYACE VTHQGL SS 
_PVTKSFNRGEC 

Variable LC +Kappa DIQNTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKP 
Constant GKAPKLLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPED 

337 ATX-P-439 FAT'YYCQQANSFPWTFGQGTKVDIKRTVAAPSVFIFPPSDE 
QLK SG-TASVVCILNNFYPRFAKVQWKVDNALQSGNSQES 
VTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLS 

SPVTKSFNRGEC 
Variable LC + Kappa DIQMTQSPSSLSASVGDRVITCRASQGIRNDLGWYQQKP 
Constant GKAPKRLIYAASSLQSGVPSRFSGSGSGTEFALLTISSLQPEi) 

338 ATX-P-421 FATYYCLQHNSYPLTFGGGTKLEIKRTVAAPSVFIFPPSDEQ 
LKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESV 
TEQDSKDSTYSLSS ITLTLSKADYEKI-HKVYACEVTH'JQGiL.SS 
PVTKSFNRGEC 

Variable LC+ Kappa EIVLTQSPGTLSLSPGERA TLSCRASQSVSRSYLAWYQQKP 

339 ATX-P-438 Constant GQAPRLLIIGASTRA'TGIPDRFSGSGSGTDFTLTISRLEPEDF 
AVYYCQQGQVIPPT'FGQGTKVEIKR TVAAPSVFIFPPSI)EQ 
LKSGTAS VCLLNNFYPREAKVQWKVDNALQSGNSQESV 

137



WO 2023/212294 PCT/US2023/020354 

TEQDSKDSTYSL SSTL'ILSKADYEKHIKVYACE VTHQGL SS 
PVTKSFNRGTEC 

Variable LC + Kappa EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPG 
Constant QAPRLLIYTASNRATGIPARFSGSGSGTDFTLTISSLEPEDFA 

340 ATX-P-448 VYYCQQRSNWPLTFGGGTKVEIKRTVAAPSVFIFPPSDEQL 
KSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT 
EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSP 
VTKSFNRGEC 

Variable LC + Kappa EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPG 
Constant QAPRLLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFA 

341 ATX-P-449 NVYYCQQRSNWPLTFGGGTKVEIKRTVAAPSVFIFPPSDEQL 
KSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT 
EQDSKDSTYSLSS'TLTLSKADYEKIHKVYACEVTHQGLSSP 
VTKSFNRGEC 

Variable LC+ Kappa DIQMTQSPSSLSASVGDRVTITCRASQSISILNWYQQKPG 
Constant TAPKLLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFA 

342 ATX-P-433 AYYCQQSYTTPLTFGGGTKVEIKRTVAAPSVFIFPPSDEQ)L 
KSGT ASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT 
EQDSKDSTYSL SSTLTL SKADYEKHKVYACEVTHQGLSSP 
VTKSFNRGEC 

Variable LC +Kappa GATGTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTC 
Constant (nucleotide) ACCCTTGGACAGCCGGCCTCCATCTCCTGCAGGTCTAGT 

CAAAGCCTCGTATACAGTGATGGAAACACCTACTTGAA 
T TGGTTTCA(GCAGAGGCCAGGC'CAATCTCCAAGGCGC T 

AATTTATAAGGTTTCTAACCGGGACTCTGGGGTCCCAGA 
CAGATTCAGCGGCAGTGGGTCAGGCACTGATTTCACACT 
GAAAATCAGCAAGGTGGAGGCTGAGGA TGTTGGGATTT 
ATTACTGCATGCAAGGTA CACACTGGCCGTGGACGTTCG 

343 ATX-P-444 GCCAAGGGACCAAAGTtGGATATCAAACGTACGGTAGCT 
GCCCCTTCAGTTTTTATCTTTCCGCCGTCTGACGAGCAGT 
TAAAATCCGGGACCGCTTCTGTAGTTTGCCTGCTGAATA 
ATTTTTATCCGCGTGAGGCTAAAGTACAATGGAAAGTCG 
ACAATGCTTTGCAGTCGGGAAATTCACAGGAAAGIGIT 
ACGGAGCAGGATTCTAAAGATTCCACATATTCACTCAGC 
'TCCACCCTTACAC'TGAGCAAAGCCGACTATGAAAAACA 
TAAAGTTTACGCATGTGAGGTGACGCACCAAGGATTAT 
CCAGTCCGGTCACAAAATCGTTTAACCGCGGTGAGTGT 

Variable LC + Kappa GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTC 
Constant (nucleotide) ACCCTTGGACAGCCGGCCTCCATCTCCTGCAGGTCTAGT 

CAAAGCCTCGTATACAGTGATGGAAACACCT ACTTGAA 
TTGGTTTCAGCAGAGGCCAGGCCAATCTCCAAGGCGCCT 
AATTCATGAGGTTTCTAACCGGGACTCTGGGGTCCCAGA 
CAGATTCAGCGGCAGTGGGTCAGGCACT GATT T CACACTT 
GAAAATCAGCAGGGTGGAGGCTGAGGATGTTGGGGTTT 
ATTACTGCATGCAAGGTACACACTGGCCGTGGACGTTCG 

344 ATX-P-445 GCCAAGGGACCAAAGTGGATATCAAACGTACGGTAGCT 
GCCCCTTCAGTTTTTATCTTTCCGCCGTCTGACGAGCAGT 
TAAAATC'CGGGACCGCTTCTGTAGTTTGCCTGCTGAA TA 
ATTTTTATCCGCGTGAGGCTAAAGTACAATGGAAAGTCG 
ACAATGCTTTGCAGTCGGGAAATTCACAGGAAAGTGTT 
AC G GAG CAGGATTCTAAAGATTCCA CATATTCA CTCAGC 
TCCACCCTTACACTGAGCAAAGCCGACTATGAAAAACA 
'IAAAGTTTACGCATGTGAGGTGACGCACCAAGGATTAT 

__ ______ CCAGTCCGGTCACAAAATCGTTTAACCGCGGTGAGTGT 

345 ATX-P-446 Variable LC +Kappa GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTC 
Constant (nucleotide) A CCCTTGGACAGCCGGCCTCCATCTCCTGCAGGTCTAGT 
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CAAAGCCTCG'TATTCAGTGATGGAAACACCTACT TGAAT 
TGGTTTCAGCAGAGGCCAGGCCA ATCTCCAAGGCGCCT 
AATTTATAAGGTTTCTAACCGGGACTCTGGGGTCCCAGA 
CAGATTCAGCGGCAGTGGGTCAGGCACTGATT TCACACT 
GAAAATCAGCAGGGTGGAGGCTGAGGATGTTGGGGTTT 
ATTACTGCATGCAAGGTACACACTGGCCGTGGACGTTCG 
GCCAAGGGACCAAAGTGGA TA TCAAACGTACGGTAGCT 
GCCCCTTCAGTTTTTATCTTTCCGCCGTCTGACGAGCAGT 
TAAAATCCGGGACCGCTTCTGTAGTTTGCCTGCTGAATA 
A TT T TTA TCCGCGTGAGGCTA AAGTACAATGGAAAGTCG 
ACAATGCTTTGCAGTCGGGAAATTCACAGGAAAGTGTT 
ACGGAGCAGGA TTCTAAAGATTCCACATAT'ITCACTCAGC 
TCCACCCTTACA CTGAGCAAAGC:CGACTATGAAAAACA 
TAAAGTTTACGCATGTGAGGTGACGCACCAAGGATTAT 
CCAGTcCGGCACAAAAICG'ITAACCCGGGTGAGIG 

Variable LC Kappa GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTC 
Coistant (nucleotide) ACCCTTGGACAGCCGGCCTCCATCTCCTGCAGIGTCTAGT 

CA AAGCCTCGTATACAGTGATGGAAACACCTACTTGAA 
'ITGGTTTCAGCAGAGGCCAGGCCAATCTCCAAGGCGCCT 
AATTCA'TGAGGTTTCTAACCGGGACTCTGGGGITCCCAGA 
CAGATTCAGCGGCAGTGGGTCAGGCACTGATTTCACACT 
GAAAATCAGCAGGGTGGAGGCTGAGGATGTTGGGGTTT 
ATTACTGCATGCAAGIGTACACACTGGCCGTGGACGTTCCG 

346 ATX-P-44'7 GCCAAGGGACCAAAGTGGATATCAAACGTACGGTAGCT 
GCCCCTTCAGTTTTTATCTTTCCGCCGTCTGACGAGCAGT 
TAAAATCCGGGACCGCTTCTGTAGTTTGCCTGCTGAA TA 
ATTTTTATCCGCGTGAGGCTAAAGTACAATGGAAAGTCG 
ACAATGC'ITTGCAGTCGGGAAATTCACAGGAAAGTG'TT 
ACGGAGCAGGATTCTAAAGATTCCACATATTCACTCAGC 
TCCACCCTTACACTGAGCAAAGCCGACTATGAAAAACA 
TAAAGTTTACGCATGTIGAGGTGACGCA CCAAGGA TTAT 
CCAGTCCGGTCACAAAATCGTTTAACCGCGGTGAGTGT 

Variable LC + Kappa GCCATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCA 
Constant(nucleotide) TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAG 

TCAGGGCATTAGAAATGATTTAGGCTGGTATCAGCAGA 
AACCAGGGAAAGCCCCTAAGCTCCTGATCTATGCTGCAT 
CCAGTTTACAAAGTGGGGTCCCATCAAGGTTCAGCGGC 
AGTGGATCTGGCACAGATTTCACTCTCACCATCAGCAGC 
CTGCAGCCTGAAGATTTTGCAACTLTTACTGTCTACAA 
GATTACAATTACCCGTACACTTTTGGCCAGGGGACCAAG 

347 ATX-P-427 CTGIGAGATCAAACGTACGGTAGCTGCCCCTTCAGTTTTT 
ATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACC 
GCTTCTGTAGTT'TGCCTGCTGAATAATTTTTATCCGCGTG 
AGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCAG 
TCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATTC 
TAAAGAITCCACATATTCACTCAGCTCCACCCTTACACT 
GAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCAT 
GTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCACA 
AAATICGTTITAACCGCGGTIGAGTIGTr 

Variable LC +Kappa GACATCCAGATGACCCAGTCTCCTTCCACCCTGTCTGCA 
Constant (nucleotide) TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCCAG 

TCAGAGTATTAGTAGCTGGTTGGCCTGGTATCAGCAGAA 
348 ATX-P-440 ACCAGGGAAAGCCCCTAAGCTCC'TGATCTATGCTACATC 

CAGiTTTGCAAAGTGGGGTCCCA TCAAGGTTCAGTGGCA 
GTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGTC 

1'GCAACCTGAAGATGCAACTTAC'IACTGTCAACAGA 
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GTTACAGTACCCCGATCACCTTCGGCCAAGGGACACGA 
CT1GGATTAAACGTACGTACGCCCCCTTCAGTTTTT 
ATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACC 
GCTTCTGTAGTTTGCC'TGCTGAATAA TTfT 'TAfTCCGCGTG 
AGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCAG 
TCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATTC 
TAAAGATTCCACATAT TCACTCAGCTCCACCCTTACACT 
GAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCAT 
G TGAGGTGACGCACCAAGGATTATCCAGTCCGGTCACA 
AAA TCGTTTAACCGCGGTGAGTGT 

Variable LC Kappa GACATCCAGATGACCCAGTC'TCCATCCTCCCTGTCTGCA 
Constant (nucleotide) TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAG 

TCAGGGCATTAGAAATGATTTAGGCTGGTATCAGCAGA 
AACCAGGGAAAGCCCCTAAGCGCCTGATCTATGCTGCA 
TCCAGTTTGCCAAGTGGGGTCCCATCAAGGTTCAGCGGC 
AGTGGATCTGGGACAGAATTCACTCTCACAATCAGCAG 
CCTGCAGCCTGAAGATTTGCAA TTTATTACTGTCTACA 
GCATAATAGTTACCCGTGGACGTTCGGCCAAGGGACCA 

349 ATX-P-424 AGG'TGGAAATCAAACGTACGGTAGCTGCCCCTTCAGTTT 
IT TATCTTTCCGCCGTCTGACGAGCAGTTAAAA TCCGGGA 
CCGCTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCG 
TGAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTCC 
AGCCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGAT 
TCTAAAGATTCCACATATTCACTCAGCTCCACCCTTACA 
CTGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGC 
ATGIGAGGTGACGCACCAAGGA TTATCCAGTCCGGICA 
CAAAATCGTTTAACCGCGGTGAGTGT 

Variable LC + Kappa GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCCGCA 
Constant (nucleotide) TC'TGTAGGAGACAGAGTCACCATCACTCGCCGGGCAAG 

TCAGGGCA TTAGAATIGATT ITACGGTT TT CAGCAGAA 
ACCAGGGAAAGCCCCTAAGCGCCTCATCTATGCTGCATC 
CAGTTGCCAAGTGGGGTCCCATCAAGGTTCAGCGGCA 
GTGGATCTGGGACAGAATTCACTCTCACAATCAGCAGC 
CTGCAGCCTGAAGATTTTGCAACTTATTACTGTCTACAG 
CATAA'TAGTTACCCG'TGGACGTTCGGCCAAGGGACCAA 

50 ATX-P-425 GGTGGAGATCAAACGTACGGTAGCTGCCCCTTCAGTTTT 
TATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGAC 
CGCTC'TCGrAGTTTGCCTGC'TGAATAATrITATCCGCGT 
GAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCA 
GTCGGGAAATTCACACGGAAAGTGTTACGGAGCAGGATT 
CIAAAGAIICCACATATTCACTICAGCCCACCTT ACAC 
TGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCA 
IGTGAGGTGACGCACCAAGGA'ITAICCAGTCCGGICAC 
AAAAITCGTTIAACCGCGGIGAIGI 

Variable LC +Kappa GAAATGTGITGACGCAGTCCCAGGCACCCICTCITG 
Constant (nucleotide) TCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAG 

TCAGAGTGTTAGCAGCAGCTACTTAGCCTGGTACCAGCA 
GAAACCIGGCCAGGCTCCCAGGCCTCCICAICTAIGGGC 
ATCCAGCAGGGCCACCTGGCATCCCAGACAGGTTCAGTG 

351 ATX-P-430 GCAGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCA 
GACTGGAGCCTGAAGATITTTGCAGTGIATTACIGTCAGC 
AGGTTCAGCTCACCTCCCACTTTCGGCGGAGGGACCA 
AGGTGGAAATCAAACGTACGGIAGCTGCCCCTICAGTIT 

TAICTTCCCGCCGCIGACGAGCAGTTAAAATCCGGGA 
CCGCTTCTGTAGTTTCGCTGAATAATTTTTATCCGCG 
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AGTCGGGAAAT TCACAGGAAAGTGTTACGGAGCAGGAT 
TCTA AAGATTCCACATATTCACTC:AGCTCCACCCTTACA 
CTGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGC 
ATG'IGAGGTGACGCACCAAGGATTA'TCCAGTCCGGTCA 
CAAAATCGTTTAACCGCGGTGAGTGT 

VariablLC + Kappa GACATCCAGATGACCCAGTCTCCATCTTCCGTGTFCTGCA 
Constant (nucleotide) TCTGTAGGAGACAGAGTCACCATCACTTGTCGGGCGAG 

'TCAGGGTATIAGCAGCTGGTTAGCCTGGTATCAGCAGA 
AACCAGGGAAAGCCCCTAAGCTCCTGA TCTATGCTGCA T 
CCAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGCGGC 
AGTGGAITCTGGGACAGATTTrCACTCTrCACCATCAGCAGC 
CTGCAGCCTGAAGATTTTGCAACTTACTATTGTCAACAG 
GCTAACAGTTTCCCGTGGACGTTCGGCCAAGGGACCAA 

352 ATX-P-439 AGTGGATATCAAACGTACGGTAGCTGCCCCTTCAG'ITTTT 
TATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGAC 
CGCTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGT 
GAGGC'TAAAGiTACAATGGAAAGTCGACAATGCTTTGCA 
GTCGGGAAAITTCACAGGAAAGTGTTACGGAGCAGGATT 
CTAAAGATTCCACATATTCACTCAGCTCCACCCrTTACAC 
TGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCA 
TGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCAC 
AAAAT'CGITTAACCGCGG'I'GAG'T'Gr 

Variable LC Kappa GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCA 
Coistant (nucleotide) TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAG 

TCAGGGCATTAGAAATGATTTAGGCTGGTATCAGCAGA 
AACCAGGGAAAGCCCCTAAGCGCCTGATCTATGCTGCA 
TCCAGTTTGCAAAGTGGGGTCCCA TCAAGGTTCAGCGGC 
AGTGGATCTGGGA CAGAATTCGCTCTCA CAATCAGCAG 
CCTGCAGCCTGAAGAITT'TTGCAACT'TATTAC'TGTCTACA 
GCATAA TAGTT ACCTCTCACTTTCGGCGGAGGGACCAA 

53 ATX-P-423 GCTGGAGATCAAACGTACGGTAGCTGCCCCTTCAGTTTT 
'IATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGAC 
CGCTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGT 
GAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCA 
GTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATT 
CTAAAGATTCCACATATTCACTCAGCTCCACCCTTACAC 
TGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCA 
'TGTGAGGTGACGCACCAAGGA'ITATCCAGTCCGGTCAC 
AAAA TCGTTTAACCGCGGTGAGTGT 

Variable LC +Kappa GAAATTGTGCTGACTCAGTCTCCCGGCACACTGTCICTT 
Constant(nucleotide) AGCCCTGGCGAAAGAGCCACACTGAGCTGTAGAGCCAG 

CCAGAGCG'TGTCCAGAAGCTACCTGGCTTGGTATCAGC 
AGAAGCCCGGACAGGCTCCCAGACTGCTGATCATCGGA 
GCCTCTACAAGAGCCACCGGCATTCCCGATAGATTCAGC 
GGCTCTGGCAGCGGCACCGATTTCACCCTGACAATCAGC 
AGACTGGAACCCGAGGACTTCGCCGTGTACTACTGTCA 
GCAGGGCCAAGTGATCCCTCCTACCTTTGGCCAGGGCAC 

354 ATX-P-438 CAAGGTIGGAAA:TCAAACGTACGGTAGCTGCCCCTC:AG 
TTTTTATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCG 
GGACCGCTTCTGTAGTTTGCCTGCTGAATAATTTTTATCC 
GCGTGAGGCTAAAGITACAATGGAAAGTCGACAATGCTT 
TGCAGTCGGGA AATTCACAGGAAAGTGTTACGGAGCAG 
GAT'CTAAAGAITCCACATATTCACTCAGCTCCACCCTT 
ACACTGAGCAAAGCCGACT ATGAAAAACATAAAGTTTA 
CGCATGTGAGGTGACGCACCAAGGATTATCCAGTCCGG 

141



WO 2023/212294 PCT/US2023/020354 

Variable LC +Kappa GAAATTGTGTTGACGCAGTCTCCAGCCACCCTGTCT'TTG 
Constant (nucleotide) TCTCCAGGGGAAAGAGCCACCCCTCCTGCAGGGCCAG 

TCAGAGTGTTAGCAGCTACTTAGCCTGGTACCAACAGA 
AACCTGGCCAGGCTCCCAGGCTCCTCATCTA'hATGCAT 
CCAACAGGGCCACTGGCATCCCAGCCAGGTTCAGTGGC 
AGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCAGC 
CTAGAGCCTGAAGATTTTGCAG'TTATTACTGTCAGCAG 
CGTAGCAACTGGCCTCTCACTTTCGGCGGAGGGACCAA 

355 ATX-P-448 GGTGGAGATCAAACGTACGGTAGCTGCCCCTTCAGTTTT 
TATCT'TTCCGCCGTCTGACGAGCAGTTAAA ACCGGGAC 
CGCTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGT 
GAGGCTAAAGIACAATGGAAAGTCGACAATGC'TTTGCA 
GTCGGGAAATTCACAGGAAAGTGTT ACGGAGCAGGATT 
CTAAAGATTCCACATATTCACTCAGCTCCACCCTTACAC 
TGAGCAAAGCCGAC'TATGAAAAACAIAAAGTTTACGCA 
TGI'GAGGTGACGCACCAAGGATTATCCAGTCCGGTCAC 
AAAATCGTTTAACCGCGGTGAGTGT 

Variable LC+Kappa GAAATTGTGTTGACGCAGTCTCCAGCCACCCTGTCTTTG 
Constant (nucleotide) 'TCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAG 

TCAGAGIGTTAGCAGCTACTTAGCCTGGTACCAACAGA 
AACCTGGCCAGGCTCCCAGGCTCCTCATCTATGATGCAT 
CCAACAGGGCCACTGGCATCCCAGCCAGGTTCAGTGGC 
AGIGGGICTGGGACAGACTTCACTCTCACCATCAGCAGC 
CTAGAGCCTGAAGATTTTGCAGTTTATTACTGTCAGCAG 
CGTAGCAACTGGCCTCTCACTTTCGGCGGAGGGACCAA 

356 ATX-P-449 GGTGGAGATCAAACGTACGGTAGCTGCCCCTTCAGTTTT 
TATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGAC 
CGC'T'TCTGTAGTTTGCCTGCTGAATAA'ITTTTATCCGCGT 
GAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCA 
GTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATT 
Ci'AAAGATTCCACATATTCACTCAGCTCCACCCTTACAC 
TGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCA 
TGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCAC 
AAAATCGTTTA ACCGCGGTGAGTGT 

Variable LC Kappa GACATCCAGATGACCCAGTC'TCCATCCTCCCTGTCTGCA 
Constant (nucleotide) TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAG 

TCAGAGCATTAGCATCTATTTAAATTGGTATCAGCAGAA 
ACCAGGGACAGCCCCTAAGCTCCTGATCTATGCTGCATC 
CAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGTGGCA 
GTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGTC 
TGCAACCTGAAGATITTGCAGCTTACTAC'TGTCAACAGA 
GTTACACTACCCCGCTCACTTTCGGCGGAGGGACCAAG 

357 ATX-P-433 GTGGAAATCAAACGTACGG'TAGCTGCCCC'ITCAGT'ITTT 
A TCTTTCCGC'CGTCTGACGAGCAGTTAAAATCCGGGACC 
GCTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGTG 
AGGCTAAAGTACAA'TGGAAAGTCGACAATGCTTTGCAG 
TCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGA TTC 
TAAAGATTCCACATATTCACTCAGCTCCACCCTTACACT 
GAGCAAAGCCGACTATGAAAAACATAAAGTTACGCAT 
GTGAGGTGACGCACCAAGGAT TATCCAGTCCGG TCACA 
AAATCGTTTAACCGCGGTGAGTGT 
QLQLQESGPGLVIKPSETL SL TCTVSGGSISSSSSYWGWIRQP 

VariableIHC-Constant PGKGLEWIGSIYYSGSYSNPSLKSRVTISVDTSKNQFSLKL 
358 ATX-P-435 SSVTAADiTAVYYCARQYISGTEYFQYWGQGTLVTVSSAST 

hIgG-Agly-Fe KGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS\WNS 

GALTSGVIHFPAVLQSSGLYSLSSVVTVPSSSLGQTYICN 
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VNH{KPSN'ITKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVF 
LFPPKPKI)TLMISRTPEVTCVVVI)VSHEEDPEVKFNWYV)G 
VEVHNAKTKPREEQYASTYRVSVL TVLHQDWLNGKEY 
KCKVSNKALPAPIEKTISKAKGQPREPQVY TLPPSREEMTK 
NQVSL TCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDS 
DGSFFLYSKLTVDKSRWQQGNVFSCSVTMHEALHNHYTQK 
SLSISPG 
QLQLQESGPGLVIPSETLSLTC'T'VSGGSISSSSSYWGWIR'QP 
PGKGLEWIGSIYYSGSTYSNPSL.KSRYTISVD TSKNQFS.LKL 
SSVTAADTAVYYCARQYISGTEYFQYWGQGTLVTVSSAST 
KGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNS 
GAL TSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICN 

359 ATX-P-436 'Variable HC Constant VNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVF 
h1gG1-Agly-Fc LFPPKPKDTLMISRIPEVTCVVVDVSH-EDPEVKFNW YVDG 

VEVHNAKTKPREEQYASTYRVTVSVLTVLHQDWLNGKEY 
KCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK 
NQVSLTC!LVKGFYPSDIAVEWESNGQPENNYKTTPPVLDS 
DGSFFLYSKLTVDKSRWQQGNVFSCS VMHEALHNHYTQK 
SLSLSPG 
QVQLQESGPGLVKPSETLSLTCTVSGGSVSSGSYYWSWIR 
QPPGKGLEWIGYIYYSGSTSYNPSLKSRVSISVDTSKNQFSL 
KLSSVTAADTAVFYCAR AKWEGDYFDYWGQGTLVTVSS 
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW 
NSGALTSGVHTFPAVLQSSGLYSL SSVVTVPSSSLGTQTYIC 

)60 ATX-P-434 Variable HC + Constant NVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSV 
hIgGI-Agly-Fc FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVD 

GVEViNAK'TKPREEQYASTYRVVSVLETVLHQDWLNGKE 
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMT 
KNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLD 
SDI)GSFFL.YSKL.TVDKSRWQQGNVFSCSVNHEALINHYTQ 
KSLSLSPG 
CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAA 
GCCTTCGGAGACCCTGTCCCTCACCTGCACTGTCTCTGG 
TGGTTCCATCAGCAGTAGTAGTTCCTACTGGGGCIGGA T 
CCGCCAGCCCCCAGGGAAGGGACTGGAGTGGATTGGGA 
GTA'ICTATTA'IAGTGGGAGCACCTACTCCAACCCGTCCC 
TCAAGAGiTCGAGTCACCATATCCGTAGACACGTCCAAG 
AATCAGTTCTCCCTGAAGCTGAGCTCTGTGACCGCCGCA 
GACACGGCTGTGTAT TACTGTGCGAGACAGTATA TAAGT 
GGAACTGAAT ACTTCCAGITACTGGGGCCCAGGGCACCCT 
GGTCACCGTCTCCTCAGCTAGCACTAAAGGGCCTTCTGT 
A TT TCCCT TGGCCCCGTCCAGCAAATCGACCTCGGGAGG 

Variable HC + Constant GACAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTTCCC 
6 ATX-P-435 hIgGI-Agly-Fc TGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGA 

(nucleotide) CAAGTGGTGTGCACACGTTTCCTGCCGTCCTGCAATCAT 
CGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAA 
GTTCATCGCTGGGCACTCAGACGTATATTTGCAATGTGA 
ACCACAAACCTTCAAATACAAAAGTGGA TAAA CGCGTA 
GAACCGAAATCGTGTGATAAAACTCACACATGCCCGCC 
ATGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTGTT 
C:CTGITTCCCGCCGAAGCCTAAAGATACTCTAATGATCAG 
CCGTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGTC 
CCACGAAGATCCCGAAGTTAAGTTCAATTGGTATGrGTTGA 
TGGTGTAGAGGT ACACAA'TGCTAAGACTAAA CCTCGCG 
AGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTTC 
'TGACCGITCCTTCACCAAGATTGGCTTIAACGGCAAAGAAT 
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ATAA&TG{CAAGGTAAGCAATAAAGCACTTCCGGCCCCA 
ATCGAGAAAACCET T TCCAAGGCCAAAGGTCAACCAAG 
AGAACCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGA 
AATGACTAAAAA'TCAAGTA TCCCTTACGTG'TC''TGGTTAA 
AGGTTTTTATCCTAGCGATATTGCTGTTGAATGGGAATC 
GAACGGTCAGCCGGAGAATAATTATAAAACAACGCCAC 
CCGTCCTGGATAGCGACGGC'TCA TTTT TTCTGTET AGCA 
AACTGACTGTAGATAAATCACGGTGGCAGCAGGGCAAT 
GTA'ITCAGITGCTCCGTTATGCA TGAAGCGTTACATAAT 
CACTACACGCAGAAATCTCTTAGTCTTTCACCCGGT 
CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAA 
GCCTTCGGAGACCCTGTCCCTCACCTGCACTGTCTCTGG 
TGGTTCCATCAGCAGTAGTAGTTCCTACTGGGGCTGGAT 
CCGCCAGCCCCCAGGGAAGGGACTGGAGTGGATTGGGA 
GTATCTATTATAGTGGGAGCACCTACTCCAACCCGTCCC 
TCAAGAGTCGAGTCACCATATCCGTAGACACGTCCAAG 
AATCAGTTCTCT CCTGAAGCTGAGCTCTGTGACCGCCGCA 
GACACGGCTGTGTATTACTGTGCGAGACAGTATATAAGT 
GGAAC'TGAATACT TCCAGTACTGGGGCCAGGGCACCCT 
GGTCACCGTC:TCCTCAGCTAGCACT AAAGGGCCTTCTGT 
ATTTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGAGG 
GACAGCCGCCC'TGGGTTGCCTTGTGAAAGAT TATT TCCC 
TGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGA 
CAAGTGGTGTGCACACGTTTCCTGCCGTCCTGCAATCAT 
CGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAA 
GTTCATCGCTGGGCACTCAGACGiTATA:TTTGCAATGTGA 

Variable HC +Constant ACCACAAACCTTCAAATACAAAAGTGGATAAACGCGTA 
362 ATX-P-436 hIgG1-Agly-Fc GAACCGAAATCG'TGTGATAAAACTCACACATGCCCGCC 

(nucleotide) ATGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTGTT 
CCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCAG 
CCGTACGCCAGAGGiTGACA TGTGTCGTGGTTGACGTGTC 
CCACGAAGATCCCGAAGTTAAGTTCAATTGGTATGTTGA 
TGGTGTAGAGGTACACAATGCTAAGACTAAACCTCGCG 
AGGAGCAGITACGCCTCGACCTATGTCGTGTCiTGAGCGTTC 
TGACCGTCCTTCACCAAGATTGGCTTAACGGCAAAGAAT 
ATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCA 
A TCGAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAG 
AGAACCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGA 
AATGACTAAAAA'TCAAGTATCCCTTACGTGTCTGGTTAA 
AGGTTTTTATCCTAGCGATATTGCTGiTTGAATGGGAATC 
GAACGGTCAGCCGGAGAATAATTATAAAACAACGCCAC 
CCGTCCTGGATAGCGACGGCTCATTT'TTTCTGTATAGCA 
AACTGACTGTAGATAAATCACGGTGGCAGCAGGGCAAT 
GTATTCAGTTGCTCCGTTATGCATGAAGCGTTACATAAT 
CAC'T'ACACGCAGAAATCTICTTAGTICTT'rCACCCGCT------
CAGGTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAA 
GCCTTCGGAGAC:CCTGTCCCTCACCTGCACTGTCTCTGG 
TGGCTCCGTCAGCAGTGGTAGTTACTACTGGAGCTGGAT 
CCGGCAGCCCCCAGGGAAGGGACTGGAGTGGATTGGGT 

Variable HC' Constant ATATCTATTACAGTGGGAGCACCAGCIACAACCcCCTCCC 
363 ATX-P-434 higGi-Agly-Fc TCAAGAGTCGAGTCTCCATATCAGTAGACACGTCCAAG 

(nucleotide) AACCAGT'TCTCCCTGAAGCTGAGCTCTGTGACCGCTGCG 
GACACGGCCGTGTTTTACTGTGCGAGAGCTAAGTGGGA 
AGGGGACTACTTTGACTACTGGGGCCAGGGAACCCTGG 
TCACCGTCTCCTCAGCTAGCACTAAAGGGCCTTCTGTAT 
TTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGAGGGA 
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CAGCCGCCCIGGGTTGCCI'TGGAAAGAIATiCCC'TG 
AGCCAGIACCGTAAGTTGGAACAGIGGGGCGCGACA 
AGTGGTGTGCACACGTTTCCTGCCGTCCTGCAATCATCG 
GGCITGIAAGCCTCAGCTCTGTGGTCACTGICCCAAGI 
TCATCGCTGGGCACTCAGACGIATATTTGCAATGTGAAC 
CACAAACCTTCAAATACAAAAGTGGATAAACGCGTAGA 
A CCGAAATCGIGTGAIAAAACTCACACA1TGCCC hGCCAT 
GCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTGTTCC 
TGITCCCGCCGAAGCCTAAAGATACICTAATGAITCAGCC 
GIACGCCAGAGGIGACAIGIGICGTGGTTGACGGTCCC 
ACGAAGATCCCGAAGTTAAGTTCAATTGGTATGTTGATG 
GTGTAGAGGIACACAAIGCTAAGACTAAACCTCGCGAG 
GAGCAGTACGCCTCGACCTAICGTGTCGIGAGCGTCIG 
ACCGTCCTTCACCAAGATTGGCTTAACGGCAAAGAATAT 
AAGTGCAAGGIAAGCAA'TAAAGCACIICCGGCCCCAAI 
CGAGAAAACCATICCAAGGCCAAAGGTCAACCAAGAG 
AACCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGAAA 
'TGACTAAAAAICAAGTATCCCITACGTGiCTGGIIAAAG 
GTTTTTATCCTAGCGATATTGCTGTTGAATGGGAATCGA 
ACGGTCAGCCGGAGAATAATTATAAAACAACGCCACCC 
GICCIGGAIAGCGACGGCICATT T TT TCTGIAAGCAAA 
CTGACTGTAGATAAATCACGGTGGCAGCAGGGCAATGT 
ATTCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCA 
CTACACGChAGAAACCTTAGITCITTTCACCCGGT 
EIVL-TQSPATLSLSPGERALSCRASQSVSNYLAWYQQKPG 
QAPRLLIYDASNRATGIPARFSGSGSGTII)FTTISSLEPEDFA 

364 ATX-P-435 Variable LC + Kappa VYYCQQRSNWPSFGQGTRLEIKRTVAAPSVFIFPPSDEQLK 
Constant SG'TASVVCLLNNFYPREAKVQW'KVDNALQSGNSQESVIE 

QDSKDSTYSLSSTLTLSKADYEKHKVYACEVT-IHQGLSSPV 
TKSFNRGEC 
DIQMTQSPSSLSASVGDRJTITCRASQSISSYLNWYQQKPG 
KAPKLLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDF 

365 ATX-P-436 Variable LC + Kappa ATYYCQQSYSTPLTFGGGTKVEIKRTVAAPS VFIFPPSDEQL 
Constant KSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT 

EQDSKDSIYSLSSIL-TLSKADYEKI-IKVYACEVIIIQGLSSP 
VTKSFNRGIEC 
I)IQMTQSPSSILSASVGDRVTI T CRASQSIYSYLNWYQQKPG 
KAPNHLIYAASSLQSGVPSRFSGSGSGTDFTL TISSLHPEDF 

366 ATX-P-434 'Variable LC +Kappa ATYYCQQSYSIPPYTFGQGKVEIKRTVAAPSVFIFPPSDE 
Constant QLKSGTASVVCLLNNFYPREAKVQWKV)NAL.QSGNSQES 

VTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLS 
SPVTKSFNRGEC 
GAAAIIGIGIIGACACAGICICCAGCCACCCIGICIIIG 
TCICCAGGGGAAAGAGCCACCCTCCCIGCAGGGCCAG 
TCAGAGTGTTAGCAACTACTTAGCCTGGTACCAACAGA 
AACCIGGCCAGGCTCCCAGGCICCICAICTATGAIGCAT 
CCAACAGGGCCACTGGCAICCCAGCCAGATTCAGIGGC 
AGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCAGC 

367 ATX-P-435 Variable LC + Kappa CIGGAGCCTGAAGATIGCAGTTTATTACTGTCAGCAG 
Constant (nucleotide) CGIAGCAACTGGCCCTCCITCGGCCAAGGGACACGA CT 

GGAGATTAAACGTACGGTAGCTGCCCCTTCAGTTTTTAT 
CTTCCGCCGCiGACGAGCAGTTAAAACCGGGACCGC 
TTCTGTAGTTTGCCTGCTGAA TAATTTTTATCCGCGTGAG 
GCTAAAGTACAATGGAAAGTCGACAATGCTTTGCAGTC 
GGGAAAITCACAGGAAAGTGIACGGAGCAGGAIICTA 
AAGATTCCA CAITATTCACTCAGCTCCACCCTTACACTGA 
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GCAAAGCCGACTATGAAAAACATAAAGTTTACGCATGT 
GAGGTGACGCACCAAGGATTAT:CCAGTCCGGTCACAAA 
ATCGTTTAACCGCGGTGAGTGT 
GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCA 
TC'TGTAGGAGACAGAGTCACCATCACITGCCGGGCAAG 
TCAGAGCA TTAGCAGCTAT TTAAAITGGTATCAGCAGAA 
ACCAGGGAAAGCCCCTAAGCTCCTGATCTATGCTGCATC 
CAGITTGCAAAGTGGGGTCCCA TCAAGGTTCAGTGGCA 
GTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGTIC 
TGCAACCTGAAGATTTTGCAACTTACTACTGTCAACAGA 
GTTACAGTACCCCGC'TCACTIT TCGGCGGAGGGACCAAG 

68 ATX-P-436 \anable loiapp GTGGAAATCAAACGTACGGTAGCTGCCCCTTCAGTTTTT 
Constant(nucleotide) ATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACC 

GCTTCTGTAGTT'TGCCTGCTGAATAATTTTTATCCGCGTG 
AGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCAG 
TCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATTC 
TAAAGATTCCACATATICACTCAGCTCCACCCTTACACT 
GAGCA AAGCCGACTATGAAAAACATA AAGTTTACGCAT 
GTGAGGTGACGCACCAAGGA'ITATCCAGTCCGGTCACA 
AAA__ _ _ _ _ AATCGTTTA ACCGCGGTGAGTGT 
GACATCCAGATGACCCAGTCTCCA'TCCTCCCTGTCTGCA 
TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAG 
TCAGAGCATTTACAGCTATTTAAATTGGTATCAGCAGAA 
ACCAGGGAAAGCCCCTAATCACCTGATCTA'TGCTGCA'TC 
CAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGTGGCA 
GTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGTC 
TGCACCCTGAAGATTTTGCAACTTACTACTGTCAACAGA 
GTTACAGTACCCCTCCGTACACTTTTGGCCAGGGGACCA 

369 ATX-P-434 XarableLC+Kppa AGGTGGAAATCAAACGTACGGIAGCTGcCCCT'TCAGTIT 
Constant (nuclotide) TTATCTTTCCGCCGTCTGACGAGCAGTTAAAA TCCGGGA 

CCGCTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCG 
'TGAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGC 
AGTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGAT 
TCTAAAGATTCCACATATTCACTCAGCTCCACCCTTACA 
CTGAGCAAAGCCGACTATGAAAAACATAAAGT'ITACGC 
ATGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCA 
CAAAATCGTTTAACCGCGGTGAGTGT 

1002281 Human Angiopoietin-related protein 7 (UniProt Accession No. 043827): 

MLKKPLSAVTWLCIFIVAFVSIPAWLQKLSK-IKTPAQPQLKAANCCEEVKELKAQVAN 

LSSLLSELNKKQERDWVSVVMQVMELESNSKMESRLTDABESKYSEMNNQIDIMQLQA 

AQTVTQTSADAIYDCSSLYQKNYRISG\YKLPPDDFLGSPELEVFCDMETSGGGWTIIQR 

RKSGLVSFYRDWKQYKQGFGSIRGDFWLGNEHIHRLSRQPTERLRVEMEDWEGNLRYAE 

YSHFIVLGNELNSYRLFLGNYTGNVGNDALQYHN-NNTAFSTLDKDNDNCLDKCAQLRKG 

GYWYNCCTDSNLNGVYYRLGEHN-KHLDGjITWYGWHGSTYSLKRVEMKIRPEDFKP 

(SEQ ID NO: 370).  
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1002291 Human Angiopoietin-related protein 7 L59PL84P variant (ATX-P-62): 

MLKKPLSAVTWLCIFIVAFVSHIPAWLQKLSK-IKTPAQPQLKAANCCEEVKELKAQVAN 

PSSLLSELNKKQERDWVSVVMQVMEPESNSKMNESRLTDAESKYSEMNNQIDIMQLQA 

AQTVTQTSADAIYDCSSLYQKNYRISGVYKLPPDDFLGSPELEVFCDMETSGGGWTIIQR 

RKSGLVSFYRDWKQYKQG FGSIRGDFWLGNE HRLSRQPTRLRVEMEDQEGNLRYAE 

YSHFVLGNELNSYRLFLGNYTGNVGNDALQYHNNTAIFSTKDKDNDNCLDKCAQLRKG 

GYWYNCCTDSNLNGVYYRLGEHNKI-ILDGITWYGWHGSTYSLKRVEMKIREDFKP 

(SEQ ID NO: 371).  

[002301 Human Angiopoietin-related protein 7 L59 GGPGG variant (ATX-P-63): 

MLKKIPLSAVTWLCIFIVAFVSHPAWLQKLSKHKTPAQPQLKAANCCEEVKELKAQVAN 

GGPGGSSLLSELNKKQERDWVSVVMQVMELESNSKRMESRLTDAESKYSEMNNQIDI 

MQLQAAQTVTQTSADAIYDCSSLYQKNYRISGVYKLPPDDFLGSPELE\'FCDMETSGGG 

WTIIQRRKSGLVSFYRI)WKQYKQGFGSIRGDFWLGNEHIHRLSRQPTRLRVEMEDWEG 

NLRYAEYSHFVLGNELNSYRLFLGNYTGNVGNDALQYH-NNTAFSTKDKDNDNCLDKC 

AQLRKGGYWYNCCTDSNLNGVYYRLGEHNKHLDGITWYGW7 HGSTYSLKRVUEMKIRPE 

DFKP (SEQ ID NO: 372).  

[002311 Human Angiopoietin-related protein 7 fibrinogen domain (ATX-P-60): 

YDCSSLYQKNYRISGVYKLPPDDFLGSPELEVFCDIIETSGCGGWTIIQRRKSGLVSFYRD 

WKQYKQGFGSIRGDFWGNETHIHRLSRQPTRLRVEMIIEDWFGNLRYAEYSHFVLGNTLN 

SYRLFLGNYTGNVGNDALQYHNNTAFSTKDKDNDNCLDKCAQLRKGGYWYNCCTDS 

NLNGVYYRLGEHFNKHLDGITWYGWHGSTYSLKRVEMKIRPED (SEQ ID NO: 373).  

[00232] Human Angiopoietin-relatedprotein7 wild typemultimer (PExt-1): 

[00233] MLKKPLSAVTWLCIIFIVAFVSHPAWLQKLSKHKTPAQPQLKAANCCEEVKEL 

KAQVANLSSLLSELNKKQERDWVSVVMQVMELESNSKRMESRL TDAESKYSEMNNQI 

DIMQLQAAQTVTQTSADAIYDCSSLYQKNYRISGVYKLPPDDFLGSPELEVFCDMvIETSG 

GGW TIIQRRKSGLVSFYRDWKQYKQGFGSIRGDFWLGNEHIFRLSRQPTRLRVEMEDW 

EGNLRYAEYSHFVLGNELNSYRLFLGNYTGNVGNDALQYHNNTAFSTKDKDNDNCLD 

KCAQLRKG(YWYNCCTDSNLNGVYYRLGEHNKHLDGITWYGWHGSTYSLKRVEMKI 

RPEDFKP (SEQ ID NO: 374).  
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1002351 Various embodiments of the present disclosure are described herein. Variations of 

those embodiments may become apparent to those of ordinary skill in the art upon reading the 

foregoing description. The inventors expect skilled artisans to employ such variations as 

appropriate, and the inventors intend for the various embodiments of the present disclosure to be 

practiced otherwise than as specifically described herein. Accordingly, embodiments ofthepresent 

disclosure include all modifications and equivalents of the subject matter recited in the claims 

appended hereto as permitted by applicable law. Moreover, any combination of the above

described elements in all possible variations thereof is encompassed by the various embodiments 

of the present disclosure unless otherwise indicated herein or otherwise clearly contradicted by 

context.  
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CLAIMS 

What is claimed is: 

I An antibody, or an antigen binding fragment thereof, which specifically binds human 

Angiopoietin-Like Protein 7 (ANGPTL7), optionally wherein said human ANGPTL7 is a 

polypeptide which comprises or consists of the amino acid sequence of any one of SEQ ID NOs: 

370 to 374.  

2. The antibody, or an antigen binding fragment thereof, of claim 1, which exhibits any one 

or more the following functional characteristics: 

a. increases outflow facility compared to a control when administered to the eye of a 

subject, optionally wherein the control is vehicle treatment, dexamethasone treatment, 

ANGPTL7 protein treatment, or ANGPTL7 protein with an isotype control antibody 

treatment; and/or 

b. binds to ANGPTL7 with a K of about IOOnM or lower; and/or 

c. binds to the same epitope on ANGPTL7 as an antibody comprising the VH and VL 

sequences of any one of the exemplary antibodies the sequences of which are provided 

in Table 11; and/or 

d. competes for binding to ANGPTL7 with an antibody comprising the VH and VL 

sequences of any one of the exemplary antibodies the sequences of which are provided 

in Table 11 

3. The antibody, or an antigen binding fragment thereof, of claim I or claim 2, which is 

monoclonal, optionally recombinant.  

4. The antibody, or an antigen binding fragment thereof, of any one of claims I to 3, which 

is human, humanized or chimeric.  

5. The antibody, or an antigen binding fragment thereof, of any one of claims I to 4, which 

is a full length antibody, a single chain antibody, a single chain variable fragment (scFv), a 

variable fragment (Fv), a fragment antigen-binding region (Fab), a Fab-C, a Fab'-SH, a (Fab')2, 
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a single-domain antibody (sdAb), a VHH antibody, a nanobody, a camelid-derived single

domain antibody, a shark IgNAR-derived single-domain antibody fragment (VNAR), a diabody, 

a triabody, an anticalin or an aptamer, optionally wherein the antibody is a full length antibody 

comprising an Fc region such as a human IgG1, IgG2, IgG3 or IgG4 region.  

6. The antibody, or an antigen binding fragment thereof, of any one of claims 1 to 5, which 

is conjugated to at least one additional moiety, optionally selected from: 

a. an antigen binding moiety, such as an antibody or antigen-binding fragment thereof, 

which is capable of specific binding to a target which is not human ANGPTL7, 

preferablywherein said target is expressed in the human eye; 

b. a therapeutic or cytotoxic moiety; 

c. a detection moiety; 

d& a purification moiety; 

e. a half-life extension moiety, optionallya polypeptide that is at least 20 amino acids in 

length and comprises any combination of G, A, S T, E, and P residue, which 

polypeptide is conjugated to the C- or N- terminus of the antibody.  

7. The antibody, or an antigen binding fragment thereof, of any one of claims I to 6, which 

is a polypeptide comprising: 

a. one, two or all three HCDRs of any one of the exemplary antibodies the sequences of 

which are provided in Table 11, and optionally also one, two or all three of the 

corresponding LCDRs of said exemplary antibody; and/or 

b. a VH sequence having at least 90% identity to the VH sequence of any one of the 

exemplary antibodies the sequences of which are provided in Table 11, and optionally 

also a VL sequence having at least 90% identity to the corresponding VL sequence of 

said exemplary antibody, preferably wherein variation is not perinitted in the HCDRs 

or LCDRs; and/or 

c. all six CDRs of any one of the exemplary antibodies the sequences of which are 

provided inTable 11; and/or 

d. the V-I and VL sequences of any one of the exemplary antibodies the sequences of 

which are provided inTable 11; and/or 
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e. the full length heavy chain (VH + constant) sequence of any one of the exemplary 

antibodies the sequences of which are provided inTable 11, and optionally also the 

corresponding full length light chain (VL + constant) sequence of said exemplary 

antibody.  

8. A polynucleotide encoding an antibody, or an antigen binding fragment thereof, of any 

one of claims I to 7, optionally wherein said polynucleotide comprises or consists of a nucleic 

acid sequence having at least 70%, 80%, 90% or 100% identity to a nucleic acid sequence of any 

one of the exemplary antibodies the sequences of which are provided in'Table 11.  

9. An expression vector comprising the polynucleotide of claim 8, which is optionally an 

adeno-associated virus (AAV) vector, a lentiviral (LV) vector, a herpes simplex virus (HSV) 

vector, or a retrovirus vector.  

10. A pharmaceutical composition comprising an antibody, or an antigen binding fragment 

thereof, a polynucleotide, or a vector according to any one of the preceding claims, and 

optionally: 

a. at least one pharmaceutically acceptable carrier, diluent or preservative; and/or 

b. at least one additional active ingredient.  

11. The pharmaceutical composition of claim 10, which is suitable for ocular administration 

to a subject, optionally by delivery using a conjunctival insert, a contact lens, a gel, a 

nanoparticle, a mucoadhesive polyrner, an ointment, a solution, a suspension. eye drops, and/or 

an implant, preferably by injection into the vitreous fluid.  

12. The antibody, or an antigen binding fragment thereof, according to any one of claims I to 

7, the polynucleotide of claim 8, the vector of claim 9, or the composition of claim 10 or 11, for 

use as a medicament, optionally for use in a method of treating a disease of the eye in a subject.  
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13. The antibody, fragment, polynucleotide, vector, or composition for use according to 

claim 12, wherein said disease is characterized by increased intraocular pressure and/or reduced 

outflow facility in the eye of the subject.  

14. The antibody, fragment, polynucleotide, vector or composition for use according to claim 

12 or 13, wherein the method comprises ocular administration of the antibody, preferably by 

injection into the vitreous fluid, andwherein said administration preferably relieves at least one 

symptom in the subject selected from eye pain, eye pressure, headaches, rainbow-colored halos 

around lights, low vision, blurred vision, narrowed vision, impaired peripheral vision, blind 

spots, nausea, vomiting, and red eyes.  

15. The antibody, fragment, polynucleotide, vector or composition for use according to any 

one of claims 12 to 14, where the disease is glaucoma and/or a disease affecting the optic nerve 

or retinal ganglion cells, optionallywherein said glaucoma is primary or glucocorticoid-induced 

glaucoma.  

16. An antibody directed against Angiopoietin-Like Protein 7 (ANGPTL7) peptides, or an 

antigen-binding fragment thereof, comprising a heavy chain variable region (VI) comprising 

complementarity determining regions (CDRs) HCDR-1. HCDR2. and HCDR3, and a light chain 

variable region (VL) comprising complementarity determining regions (CDRs) LCDR1, 

LCDR2, and LCDR3, wherein: 

the HCDRl comprises one of the following amino acid sequences: 

(a) X1YX2IX ; (SEQ ID NO: 1), wherein Xi is S or D; X2 is G or Y; X3 is S or H; 

(b) TSGVGVG (SEQ ID NO: 18); 

(c) X1X2X3MX4 (SEQ ID NO: 27), wherein Xi is V, S, D, or T; X2 is Y, F, or F; X3 is D, 

G, S, or A; X4 is 1, S, or N; or 

(d) SXISX2YWX3 (SEQ ID NO: 74), wherein Xi is S or G; X2 is S or Y, X3 is G or S; 

wherein the HCDR2 comprises one of the following amino acid sequences: 
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(a) WXIXX3X4GXsTXYAQX7XXQG(SEQ ID NO: 7), wherein X is S, , or N; X2 is 

A or P;X3 is Y or N; X 4 is Nor T; Xs is Nor A; X6 is Nor K, X7 is Nor K;Xs is L or F;X9 Is R 

or Q; 

(b) LIYWNDDKXjYSPSLKS (SEQ ID NO: 21), wherein X1 is R or Q; 

(c) XX2X3X4XsXX7XX9XiX X2Xl3X14X iG (SEQ ID NO: 43),wherein X1 is GT, 

S, A, V, H, or I; X2 is I or M, X3 is D, N,T, S, or G; X4 is P, W, S, G, or Y; Xs is D, A, N, S, or 

Y; X6 is G or S; X7 is D, G, Y, S, I, or N; X8 is T, S, N, I, Y, or D; X9 is Y, T, F, M, K, G, or I; 

X1 is Y, G, or F; Xi iis P, Y, or A; X12 is G, D, or A; X13 is S or D; XJ4 is V, L, or S; X15 is K or 

M; or 

(d) XIYYSGSTX2SNPSLKS (SEQ ID NO: 78) wherein X1 is S, or Y; X2 is Y or S; 

wherein the HCDR3 comprises one of the following amino acid sequences: 

(a) SEQ ID NOs: 13-17; 

(b) XIX2X3X4X5XOFFDX?7 (SEQ ID NO: 24)wherein X is S, D, or N; X2 is Y or P; X3 is 

G or D; X4 is D or Y; X5 is Y or G; X6 is W or D; X7 is L or Y; 

(c) SEQ ID NOs: 59-73; or 

(d) X1X2X3X4GXX6X7XX9Y (SEQ ID NO: 82) wherein Xi is Q or A; X2 is Y or K; X3 

is I or W; X" is S or E; X is T or D; X6 is E or Y; X7 is Y or F; Xs is F or D; X9 is Q or Y; and 

wherein the LCDRl comprises an anino acid sequences of ary of SEQ ID NOs: 87-97, SEQ ID 

NOs: 123-127, or SEQ ID NOs: 141-149; the LCDR2 comprises an amino acid sequence of ary 

of SEQ ID NOs: 99-109, SEQ ID NOs: 129-133, or SEQ ID NOs 151-159; and the LCDR3 

comprises an amino acid sequence of any of SEQ ID NOs: 111-121, SEQ ID NOs: 135-139, or 

SEQ ID NOs: 161-169.  

17. An antibody directed against Angiopoietin-Like Protein 7 (ANGPTL7) peptides, or an 

antigen-binding fragment thereof, comprising a heavy chain variable region (VI) comprising 

complementarity determining regions (CDRs) HCDR1, HCDR2, and HCDR3, and a light chain 

variable region (VL) comprising complementarity determining regions (CDRs) LCDR1, 

LCDR2, and LCDR3,wherein: 
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the LCDR1 comprises one of the following amino acid sequences: 

(a) RASQX11X2X3X4LX (SEQ ID NO: 86), wherein Xi is G or S; X2 is S, R, or Y; X3 is 

S, N, or I; X4 is W, D, or Y; X is A,. G, or N; 

(b) RSSQSLXJX2SX3X 4XX6YLX7 (SEQ ID NO: 122),wherein X1 is L or V; X2 is H, Y, 

or F; X3 is N or D; X4 is R or G; Xs is Y or N; X6 is N or T; X7 is D or N; or 

(c) RASQSVSXIX2X3X4A (SEQ ID NO: 140), wherein Xi is S, N, or R; X2 is Y or S; X3 

is L or Y; X4 is A or L; 

wherein the LCDR2 comprises one of the following amino acid sequences: 

(a) AXISSLX2S (SEQ ID NO: 98), wherein X1 is A or T; X2 is Q or P; 

(b) XIX2SNRX3S (SEQ ID NO: 128), wherein Xi is L, K, or E; X2 is G or V; X3 is A or 

D; or 

(c) XASX2RAT (SEQ ID NO: 150), wherein Xi is D or G; X2 is N, S, orCT 

wherein the LCDR3 comprises one of the following amino acid sequences: 

(a) X1QX2XX4XPX6X7 (SEQ ID NO: II0),Awherein X, is L or Q; X2 is A, H, S, or D; 

X3 is N, F. or Y; X4 is S, T, or N Xs is F. Y, or T; X6 is W, L, I, P, or Y; X- is T or Y; 

(b) MQX1X2X3X4PXT (SEQ ID NO: 134), wherein X i is T or G; X2 is L or T; X3is Q 
or H; X4 is T or W; Xs is Y or W; or 

(c) QQXiX2X3X4X5X6T (SEQ ID NO: 160). wherein Xi is R, Y, or G; X2 is S, C, or Q; 
X3 is N, S, or V; X4 is W, S, or I; Xs is P or L; X is L, S, P, or T; and 

wherein the HCDR1 comprises an amino acid sequences of any of SEQ ID NOs: 2-6, SEQ ID 

NOs: 19-20, SEQ ID NOs: 28-42, or SEQ ID NOs: 75-77; the HCDR2 comprises an amino acid 

sequence of any of SEQ ID NOs: 8-12, SEQ ID NOs: 22-23, SEQ ID NOs 44-58, or SEQ ID 

NOs: 79-81; and the HCDR3 comprises an amino acid sequence of any of SEQ ID NOs: 13-17, 

SEQ ID NOs: 25-26, SEQ ID NOs: 59-73, or SEQ ID NOs: 83-85.  

18. The antibody of claim 16 or claim 17, wherein the 1ICDR1 comprises the amino acid 

sequence of SEQ ID NO:2; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 8; 

and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 13.  
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19. The antibody of claim 16 or claim 17, wherein the 1HCDRI comprises the amino acid 

sequence of SEQ ID NO: 3; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 9; 

and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 14.  

20. The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid 

sequence of SEQ ID NO: 4; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 10; 

and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 15.  

21. The antibody of claim 16 or claim 17. wherein the HCDRI comprises the amino acid 

sequence of SEQ ID NO: 5 the HCDR2 comprises the amino acid sequence of SEQ ID NO: 11 

and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 16.  

22. The antibody of claim 16 or claim 17. wherein the HCDRI comprises the amino acid 

sequence of SEQ ID NO: 6; the HCDR2 comprises the amino acidsequence of SEQ ID NO: 12; 

and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 17.  

2. The antibodyofclaim16 or claim 17, wherein the HCDR_1 comprises the amino acid 

sequence of SEQ ID NO: 19; the HCDR2 comprises the amino acidsequence of SEQ ID NO: 

22; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 25 

24. The antibody of claim 16 or claim 17, wherein the HCDRi comprises the amino acid 

sequence of SEQ ID NO: 20; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

23; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 26 

2 The antibody of claim 16 or claim 17, wherein the HCDRi comprises the amino acid 

sequence of SEQ ID NO: 28; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

44, and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 59.  
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26. The antibody of claim 16 or claim 17, wherein the ICDRI comprises the amino acid 

sequence of SEQ ID NO: 29; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

45, and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 60.  

27. The antibody of claim 16 or claim 17, wherein the ICDRI comprises the amino acid 

sequence of SEQ ID NO: 30; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

46, and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 61.  

28. The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amino acid 

sequence of SEQ ID NO: 31; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

47; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 62.  

29. The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid 

sequence of SEQ ID NO: 32; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

48; and the HCDR_3 comprises the amino acid sequence of SEQ ID NO: 63.  

30. The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid 

sequence of SEQ ID NO: 33; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

49; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 64.  

31 The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid 

sequence of SEQ ID NO: 34; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

50; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 65.  

32. The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid 

sequence of SEQ ID NO: 35; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

51; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 66.  

33. The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid 

sequence of SEQ ID NO: 36; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

52; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 67.  
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34. The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid 

sequence of SEQ ID NO: 37; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

53; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 68.  

35. The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid 

sequence of SEQ ID NO: 38; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

54; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 69.  

36. The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid 

sequence of SEQ ID NO: 39; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

55; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 70.  

37. The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid 

sequence of SEQ ID NO: 40; the HCDR2 comprises the amino acidsequence of SEQ ID NO: 

56; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 71 

3)8. The antibody of claim 16 or claim 17, wherein the HCDR-1 comprises the amino acid 

sequence of SEQ ID NO: 41; the HCDR2 comprises the amino acidsequence of SEQ ID NO: 

57; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 72.  

39. The antibodyof claim16 or claim 17, wherein the HCDRi comprises the amino acid 

sequence of SEQ ID NO: 42; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

58; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 73.  

40. The antibody of claim 16 or claim 17, wherein the HCDRi comprises the amino acid 

sequence of SEQ ID NO: 75; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

79, and the -CDR3 comprises the amino acid sequence of SEQ ID NO: 83.  
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41. The antibody of claim 16 or claim 17, wherein the ICDRI comprises the amino acid 

sequence of SEQ ID NO: 76; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

80, and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 84.  

42. The antibody of claim 16 or claim 17, wherein the ICDRI comprises the amino acid 

sequence of SEQ ID NO: 77; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 

81, and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 85.  

43. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid 

sequence of SEQ ID NO: 87; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 99; 

and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 111.  

44. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid 

sequence of SEQ ID NO: 88; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

100; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 112 

45. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid 

sequence of SEQ ID NO: 89; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

101; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 113.  

46. The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 90; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

102; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 114.  

47. The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 91; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

103; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 115.  

48. The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 92; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

104; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 116.  
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49. The antibody of clairn 16 or claim 17, wherein the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 93; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

105; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 117.  

50. The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 94; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

106; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 118.  

51. The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 95; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

107; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 119.  

52. The antibody of claim 16 or claim 17., wherein the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 96; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

108; and the LCDR3 comprises the arnino acid sequence of SEQ ID NO: 120.  

53. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid 

sequence of SEQ ID NO: 97; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

109; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 121.  

54. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid 

sequence of SEQ ID NO: 123; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

129; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 135.  

55. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid 

sequence of SEQ ID NO: 124; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

130; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 136.  
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56. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid 

sequence of SEQ ID NO: 125; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

131; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 137.  

57. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid 

sequence of SEQ ID NO: 126; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

132; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 138.  

58. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid 

sequence of SEQ ID NO: 127; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

133: and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 139.  

59. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid 

sequence of SEQ ID NO: 141; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

151: and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 161 

60. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid 

sequence of SEQ ID NO: 142; the LCDR2 comprises the arnino acid sequence of SEQ ID NO: 

152: and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 162 

61 The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 143; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

153; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 163.  

62. The antibody of claim 16 or claim 17, wherein the LCDR Icomprises the amino acid 

sequence of SEQ ID NO: 144; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

154; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 164.  

63. The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 145; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

155; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 165.  

161



WO 2023/212294 PCT/US2023/020354 

64. The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 146; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

156; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 166.  

65. The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 147; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

157; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 167.  

66. The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 148; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

158; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 168.  

67. The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid 

sequence of SEQ ID NO: 149; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 

159; and the LCDR3 comprises the arnino acid sequence of SEQ ID NO: 169.  

68. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to any of: 

(a) SEQ ID NOs: 170-174; 

(b) SEQ ID NOs: 190-191; 

(c) SEQ ID NOs: 198-212; or 

(d) SEQ ID NOs: 258-260.  

69. The antibody of claim 16 or claim 17, wherein the VL comprises an amino acid sequence 

that is at least 90% identical to any of: 

(a) SEQ ID NOs: 180-184; 

(b) SEQ ID NOs: 194-195; 

(c) SEQ ID NOs: 228-242; or 

(d) SEQ ID NOs: 264-266.  
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70. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 170 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 180.  

71. The antibody of claim 16 or claim 17, wherein the V comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 171 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 181.  

72. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 172 and the L comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 182.  

73. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 173 and the L comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 183.  

74. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 174 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 184, 

75. The antibody of claim 16 or claim 17, wherein the VIH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 190 and the VL comprises anamino acid sequence 

that is at least 90% identical to SEQ ID NO: 194.  

76. The antibody of claim 16 or claim 17, wherein the VIH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 191 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 195.  

77. The antibody of claim 16 or claim 17, wherein the Vii comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 198 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 228.  
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78. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 199 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 229.  

79. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 200 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 230.  

80. The antibody of claim 16 or claim 17., wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 201 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 231.  

81. The antibody of claim 16 or claim 17., wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 202 and the VL comprises an arnino acid sequence 

that is at least 90% identical to SEQ ID NO: 232.  

82. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 203 and the VL comprises an arnino acid sequence 

that is at least 90% identical to SEQ ID NO: 233.  

83. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 204 and the VIL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 234.  

84. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 205 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 235.  
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85. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 206 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 236.  

86. The antibody of claim 16 or claim 17, wherein the V comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 207 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 237.  

87. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 208 and the L comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 238.  

88. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 209 and the L comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 239 

89. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 210 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 240, 

90. The antibody of claim 16 or claim 17, wherein the VIH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 211 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 241.  

91. The antibody of claim 16 or claim 17, wherein the VIH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 212 and the VL comprises anamino acid sequence 

that is at least 90% identical to SEQ ID NO: 242.  

92. The antibody of claim 16 or claim 17, wherein the Vii comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 258 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 264.  

165



WO 2023/212294 PCT/US2023/020354 

93. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 259 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 265.  

94. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 260 and the VL comprises an amino acid sequence 

that is at least 90% identical to SEQ ID NO: 266.  

95. The antibody of any one of claims 16 to 94, wherein the antibody binds ANGPTL7 and 

increases outflow facility compared to a control.  

96. The antibody of 95, herein the control is selected from the group consisting of vehicle 

treatment, dexamethasone treatment, ANGPTL7 protein treatment, and ANGPTL7 protein with 

an isotype control antibody treatment.  

97. The antibody of claim 95 or claim 96, wherein; 

(a) the VH comprises an arino acid sequence that is at least 90% identical to SEQ ID 

NO: 210 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 240; 

(b) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 200 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 230; 

(c) the VIH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 258 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 264; 

(d) the VII comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 207 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 237; 
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(e) the Vii comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 204 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 234, 

(f) the VII comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 260 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 266; 

(g) the VII comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 205 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 235; 

(h) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 206 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 236 

(i) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 208 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 238; 

(j) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 191 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 195; 

(k) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 203 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 233; 

(1) the VIH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 212 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 242; 

(m) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 198 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 228; 

(n) the VII comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 190 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 194, 
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(o) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 202and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 232, 

(p) the VI comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 211 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 241; or 

(q) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 199 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 229.  

98. The antibody of claim 81 or claim 82, wherein; 

(a) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 210 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 240; 

(b) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 200 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 230; or 

(c) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 258 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 264.  

99. The antibody of claim 95 or claim 96, wherein; 

(a) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 207 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 237; 

(b) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 204 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 234, 

(c) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 260 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 266; 
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(d) the VII comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 205 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 235; 

(e) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 206 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 236 

(f) the VII comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 208 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 238; 

(g) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 191 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 195; 

(h) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 203 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 233; 

(i) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 212 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 242 

(j) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 198 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 228; or 

(k) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 190 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 194.  

100. The antibody of claim 95 or claim 96, wherein; 

(a) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 202 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 232; 
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(b) the VII comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 211 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 241; or 

(c) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 199 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID 

NO: 229.  

101. The antibody of any one of claims 16 to 100, herein the antibody is a monoclonal 

antibody, a human antibody, a humanized antibody, and/or a chimeric antibody.  

102. The antibody of any one of claims 16 to 101, wherein the antibody is a fragment selected 

from the group consisting of Fab, Fab-C, Fab'-SH, Fv, scFv, and (Fab')2 fragments.  

103. The antibody of any one of claims 16 to 102, wherein the antibody is a monospecific 

antibody, 

104. The antibody of any one of claims 16 to 103, wherein the antibody is a bispecific 

antibody.  

105. The antibody of any one of claims 16 to 104, wherein the antibody comprises a detection 

moiety.  

106. The antibody of any one of claims 16 to 105, wherein the antibody comprises a 

purification moiety.  

107. The antibody of any one of claims 16 to 106, wherein the antibody comprises a half-life 

extension moiety.  

108. The antibody of claim 107, wherein the half-life extension moiety comprises a 

polypeptide that is at least 20 amino acids in length and comprises any combination of G, A, S T, 

E, and P residues.  
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109. The antibody of claim 108, wherein the half-life extension polypeptide is attached to the 

C-terminus or N-terminus of the antibody.  

110. A pharmaceutical composition comprising any of the antibodies of claims I to 109.  

111. The composition of claim 110, wherein the composition is suitable for ocular 

administration.  

112. The composition of claim 111, wherein the ocular administration comprises injection into 

vitreous fluid.  

113. The composition of claim 111, wherein the ocular administration comprises delivering 

the antibody using a conjunctival insert, a contact lens, a gel, a nanoparticle, a mucoadhesive 

polymer, an ointment, a solution, a suspension, eye drops, and/or an implant, 

114. A method of treating glaucoma and/or a disease affecting the optic nerve or retinal 

ganglion cells comprising administering a pharmaceutical composition comprising an effective 

amount of the antibody of claim 16 or claim 17, to a subject in need thereof.  

115. The method of claim 114, wherein the pharmaceutical composition is administered 

ocularly and treats at least one symptom associated with glaucoma and/or a disease affecting the 

optic nerve or retinal ganglion cells.  

116. The method of claim 114 or claim 115, wherein the at least one symptom associated with 

glaucoma and/or a disease affecting the optic nerve or retinal ganglion cells comprises eye pain, 

eye pressure, headaches, rainbow-colored halos around lights, low vision, blurred vision, 

narrowed vision, impaired peripheral vision, blind spots, nausea, vomiting, and red eyes.  

117. The method of any of claims 114 to 116, wherein administering the pharmaceutical 

composition attenuates intraocular pressure and/or increases outflow facility in the subject's eye.  
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118. The method of any of claims 114 to 117, wherein the pharmaceutical composition is 

administered at a dose ranging from about 0.0001 mg/dose to about 100 mg/dose.  

119. The method of any of claims 114 to 117, wherein the pharmaceutical composition is 

administered at a dose ranging from about 0.0001 mg/mIl to about 100 mg/mil.  

120. A polynucleotide having at least 70% identity to anyof the following nucleic acid 

sequences: 

(a) SEQ ID NOs: 175-179; 

(b) SEQ ID NOs: 192-193; 

(c) SEQ ID NOs: 213-227; or 

(d) SEQ ID NOs: 261-263.  

121, A polynucleotide having at least 70%identity to any of the following nucleic acid 

sequences: 

(a) SEQ ID NOs: 185-189; 

(b) SEQ ID NOs: 196-197; 

(c) SEQ ID NOs: 243-257; or 

(d) SEQ ID NOs: 267-269.  

122. A polynucleotide having at least 80%identity to any of the following nucleic acid 

sequences: 

(a) SEQ ID NOs: 175-179; 

(b) SEQ ID NOs: 192-193; 

(c) SEQ ID NOs: 213-227; or 

(d) SEQ ID NOs: 261-263.  

123. A polynucleotide having at least 80% identity to any of the following nucleic acid 

sequences: 

(a) SEQ ID NOs: 185-189; 

172



WO 2023/212294 PCT/US2023/020354 

(b) SEQ ID NOs: 196-197; 

(c) SEQ ID NOs: 243-257; or 

(d) SEQ ID NOs: 267-269.  

124. A polynucleotide comprising: 

(a) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 175 and a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 185; 

(b) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 176 and a 

nucleic acid sequence that is at least 70% identical to SEQ ID NO: 186; 

(c) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 177 and a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 187; 

(d) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 178 and a 

nucleic acid sequence that is at least 70% identical to SEQ ID NO: 188; or 

(e) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 179 and a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 189.  

125, A polynucleotide comprising: 

(a) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 192 and a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 196; or 

(b) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 193 and a 

nucleic acid sequence that is at least 70% identical to SEQ ID NO: 197.  

126. A polynucleotide comprising: 

(a) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 213 and a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 243 

(b) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 214 and a 

nucleic acid sequence that is at least 70% identical to SEQ ID NO: 244; 

(c) a nucleic acid sequence that is at least 70%identical to SEQ ID NO: 215 and a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 245, 

(d) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 216 and a 

nucleic acid sequence that is at least 70% identical to SEQ ID NO: 246; 
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(e) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 217 and a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 247; 

(f) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 218 and a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 248; 

(g) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 219 and a 

nucleic acid sequence that is at least 70% identical to SEQ ID NO: 249; 

(h) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 220 and a 

nucleic acid sequence that is at least 70% identical to SEQ ID NO: 250 

(i) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 221 and a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 251; 

(j) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 222 and a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 252; or 

(k) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 223 and a 

nucleic acid sequence that is at least 70% identical to SEQ ID NO: 253 

(1) a nucleic acid sequence that isatleast 70% identical to SEQ ID NO: 224 and a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 254; 

(i) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 225 and a 

nucleic acid sequence that is at least 70% identical to SEQ ID NO: 255 

(n) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 226 and a 

nucleic acid sequence that is at least 70% identical to SEQ ID NO: 256; or 

(o) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 227 and a 

nucleic acid sequence that is at least 70% identical to SEQ ID NO: 257.  

127. A polynucleotide comprising: 

(a) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 261 and a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 267; 

(b) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 262 and a 

nucleic acid sequence that is at least 70% identical to SEQ ID NO: 268; or 

(c) a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 263 and a nucleic 

acid sequence that is at least 70% identical to SEQ ID NO: 269.  

174



WO 2023/212294 PCT/US2023/020354 

128. An expression vector comprising any of the polynucleotides of claims 120 to 127.  

129. The expression vector of claim 128, wherein the expression vector is at least one of. an 

adeno-associated virus (AAV) vector, a lentiviral (LV) vector, a herpes simplex virus (-ISV) 

vector, and a retrovirus vector.  

130. A method of administering ocular gene therapy to a subject in need thereof comprising 

injecting a pharmaceutical composition comprising an effective amount of the expression vector 

of claim 128 or claim 129.  

131. A method of treating glaucoma and/or a disease affecting the optic nerve or retinal 

ganglion cells comprising administering a pharmaceutical composition comprising an effective 

amount of the expression vector of claim 128 or claim 129, wherein administering the 

pharmaceutical composition treats at least one symptom of glaucoma and/or a disease affecting 

the optic nerve or retinal ganglion cells 

132. The antibody of claim 16 or claim 17, wherein the antibody binds an epitope from an 

ANGPTL7 polypeptide having any amino acid sequence of SEQ ID NOs: 370-374.  

133. The antibody of claim 16 or claim 17, wherein the antibody binds an epitope from an 

ANGPTL7 polypeptide with a KD of about 100 nM or lower.  
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FIG. 10C:
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FIG. 11A:

IOP in Rabbits dosed with BTX-439

FIG. 11B:

Change in IOP From Baseline

in Rabbits Dosed with BTX-439
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IOP in Rabbits dosed with BTX-448

FIG. 12A:

FIG. 12B:

Change in IOP From Baseline

in Rabbits Dosed with BTX-448
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IOP Measurements

Change in IOP

FIG. 13A:

Following Saline (Day 3)

FIG. 13B:

Following Saline (Day 3)

or Latanoprost (Day 10)
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FIG. 14A:

IOP Measurements in Animals

Dosed with BTX-424
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FIG. 14C:

IOP Measurements in Animals

Dosed with BTX-435
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FIG. 14E:

IOP Measurements in Animals

Dosed with BTX-439
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FIG. 14G:

IOP Measurements in Animals

Dosed with BTX-448
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�����Z[\\S[>1]T̂[_̀à]1a]>YS1̂[b\[>\Y\TS1bSb[\110__cc]\c[\1b]10[>>[[>c[0\\bcd/̂]>]]Zb]Zc[c>0>\dZc>d[T/1c>\e>cZ00b̀/̀Zb[b11bT]TbT>1/1̀e/��������!�����!
������	�����!
������	�.ABCDBEFBGHIDJKBL4587f5��������!��������!
���N	O�W����������!
���N	O��������!
%��	�Q��11��������!
%��	�Q���������!
R�,�"����S1T��������!
R�,�"�����������!
$��	
��?	�@�����������	
�����������	
��
�������������������	
��
������������	
��
����	�������W�����������	
��
����	������������	
��
!
��"������#
���$���������#
���$���
��%��&�'()*+�������#
���$���
��%�������#
���$���
,��
��+��)�=<������#
���$���
,��
��������#
���$���������#
���$���.234567Xg5������#
���$���
��%����:;<=�&������#
���$���
��%�������#
���$���
,��
��Y�&�.�;+=�<�������#
���$���
,��
��������#
���$�������������	
��
!
��"����������	
�����������!
$��	
��?	�@����������!
"�!
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