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ANGIOPOIETIN-RELATED PROTEIN 7-5PECIFIC ANTIBODIES
ANRD USES THEREQY

CROSS REFERENCE TO RELATED APPLICATIONS

{6001 This apphcation claims priorty to and the benefit of UK. Provisional Patent
Application No. 63/336,747 filed April 29, 2022, which is incorporated herein by reference m its

entirety for all purposes.

SEQUENCE LISTING

(6002} The text of the computer readable sequence listing filed herewith, tutled
“40183 601 Sequencelisting,” created March 30, 2023, having a file size of 410,410 bytes, is

hereby incorporated by reference in us entirety.

FIELD

6003} Embodiments of the present disclosure relate to the treatment and/or prevention of
glancoma 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,
that target angiopoietin-related protein 7 {ANGPTL7) to reduce intraccular pressure (I0P) in order

to prevent optic nerve damage and restore vision,

BACKGROUND

8004} 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 fulfiliment of these criteria by the
better-seeing eve. By 2020, approximately 79.6 million people worldwide will have glaucoma and
more than 11 million will be bilaterally blind from glaucoma. More than 2 million Americans 40
vears and older have glaucoma, and studies of the U8, population estimate that more than ove-
half of these cases may be undiagnosed or untreated. Among black and Hispanic persons,
glaucoma s the leading cause of irreversible blindness. Glaucoma accounts for more than 25% of

cases of blindness in these groups, making 1t 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 v 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
vigits, testing, and procedures. Patients with glaucoma who are not blind may have functional
fimitations, 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 latier 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 intraccular
pressure has been shown to improve outcomes in randomized clinical trials. The angle of the eve
15 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
i3 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 wntraocular pressure within the so-called “normal” range of 10 to 21 rom Hg at
diagnosts. Only after 30% of retinal ganglion cells have been lost are visual field defects present
on pertroetric testing. In PACG, the peripheral iris obstructs normal aqueous outflow. This can
fead to mereased mtraocular pressure and optic nerve damage. Eves that are at risk of PACG tend
o be shorter with a shallower anterior chamber. Patients with PACG may experience acute or
subacute evenis that occur after a sudden rise in mtraccular pressure or from chronic PACG that

13 insidious m onset and largely asymplomatic,

SUMMARY
8806} Embodiments of the present disclosure mclude an antibody, or an antigen binding

fragment thereof, which specifically binds buman Angiopoietin-Like Protemn 7 {ANGPTL7),
optionally wherein said human ANGPTL7 s a polypeptide which comprises or consists of the
amino acid sequence of any one of SEQ 1D NOs: 370 to 374

(6007} In some embodiments, the antibody, or an antigen binding fragment thereof, exhibits

any one or more the following fenctional characteristics: increases outflow facility comparedto 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 ANGPTL7T protein with an
isotype control antibody treatment; and/or binds to ANGPTL7 with a Kn of about 100nM 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
1L

{0008} In some embodiments, the antibody, or an antigen binding fragment thereof, is
monocional, optionally recombinant. In some embodiments, the antibody, or an antigen binding
fragment thereof, 1s human, humanized, or chimeric.

(8069} In some embodiments, the antibody, or an antigen binding fragment thereof, 15 a full
iength 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’-8H, a (Fab’)2, a single-
domain antibody (3dAb}, a VHH antibody, a nanobody, a cameld-derived single-domain antibody,
a shark IgNAR-derived single-doman 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 IgGl, IgG2, 1gG3 or IgG4 region.

6018} In some embodiments, the anttbody, or an antigen binding fragment thereof, s
conjugated to at least one additional moiety, optionally selected from: an antigen binding moisty,
such as an antibody or antigen-binding fragment thereof, which 1s capable of specific binding to a
target which 13 not human ANGPTL7, preferably wherein said target 1s expressed i the human
eye, a therapeutic or cytotoxic moiety; a detection moiety; a purification moety; a half-hife
extension moiety, optionaily a polypeptide that is at least 20 anno acids i length and comprises
any combination of GG, A, $ T, E, and P residue, which polypeptide is conjugated to the C~ or N-
terminus of the antibody.

{6011} In some embodiments, the antibody, or an antigen binding fragment thereof is 3
polypeptide comprising: one, two or all three HCDRs of any one of the exemplary antibodigs 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 vanation is not
permitted in the HCDRs or LUCDRs; 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 {(VH + 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.

10012} Embodiments of the present disclosure also include a polynucleotide encoding an
antthody, 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 i Table 11.

{0013} 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 (1Y) vector, a herpes simplex virus (HSV) vector, or a retrovirus vector,
6014} Embodiments of the present disclosure also nclude a pharmaceutical corposition
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 s suttable for ocular administration to a subject,
optionally by delivery using a conjunctival insert, a contact fens, a gel, a nanoparticle, a
mucoadhesive polymer, an otntment, a sohufion, 8 suspension, eye drops, and/or an mmplant,
preferably by injection mto the vitreous flud.

[8015] Embodiments of the present disclosure also include the antibody, or an antigen binding
fragment thereof, the polynucieotide, 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 eve
in a subject. In some embodiments, the disease is characterized by increased intraocular pressure
and/or reduced outflow facility in the eve 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, eve pressure, headaches, rainbow-colored halos around Hghts, low vision, blurred vision,
narrowed vision, impaired peripheral vision, blind spots, nausea, vomiting, and red eves. In some
embodiments, the disease 1s glaucoma and/or a disease affecting the optic nerve or retinal ganglion
cells, optionally wherein said glaucoma is primary or ghicocorticoid-induced glaucoma.

{0016} Embodiments of the present disclosure include antibodies against Angiopoietin-Like
Protein 7 (ANGPTL7Y) peptides, or an antigen-binding fragment thereof, comprising a heavy chain
variable region {VH) comprising complementarity determining regions (CDRs) HCDR1, HCDR2,
and HCDR3, and a light chain variable region (VL) comprising complementarity determining
regions (CDRs) LCDR1Y, LCDRZ, and LCDR3. In some embodiments, the HCDRY comprises one
of the following amino acid sequences: {a) XiYX0IXs (SEQ ID NO: 1), wherein X115 S or D; 20
is Gor Y; X518 8 or H; (b) TSGVGVG (SEQ ID NO: 18); {¢) Xa2OXEMXy (SEQ 1D NO: 27),
wheren X s V, 5, D or T; Xo s Y, H aon F; Xs s D, G, S, or A; Xa s H, S, or N; or {d)
SKiSXoYW2X5 (SEQ ID NO: 74), wherein Xi s Sor Gy Xo s S or Y, X3 15 G or 8. In some
embodiments, the HCDRZ comprises one of the following amuno acid sequences: (a)
WX Xa XGRS TXe YAQX XX oG{SEQ T NG 7y, wherein X115 5, 1, or N; Xz s A or Py X
S Yor N 2gisNorT, XsisNor A, XesNorK; Xris Nor K, Xsis Loor F; Xeis R or G (b)
LIYWNDDKX:YSPSEKS  (SEQ ID NO: 21), wheretn Xy 5 R or Q) (¢}
KXo XX Ko X7XeXoX 10X 11 X12X13X14XssG {(SEQ 1D NO: 43), wheren X018 G, T, S, A, V. H)
or 2o s Tor M X s DL NS, or G XeisPW. S Gor YV XsisD AN S, or Y, XeisGor
XD GY, 8, LoNXsis T, SSNELY, or D) Xos V TTF MK G or L Xwois Y, G or
F:XnisP Y,or A XesG D or Ay Xins Sor Dy Xusis Vo L or § Xis is K oor M or {d)
KAYYSGSTXSNPSLKS (REQ ID NO: 78) wherein X3 18 5, or Y, X2 18 Y or 8. In some
embodiments, the HCDR3 comprises one of the following amino acid sequences: {a) SEQ 1D NOs:
13-17; {b) XX XaXaXsXsFFDX7 (SEQ 1D NO: 24y wheremn X115 S, B, or Ny Xz1s Y or B X1
GoD XesDo VY, XsnYorG Xeis Wor B Xo s Loor Y, (¢ SEQ ID NOs: 59-73; or {d}
XXX XaGXsXe X XsdoY (SEQID NO: 82y wherem X1 3 Qor A, Xo s Yor K, Xasfor W,
XKeisSorE, XssTorD XsisEBEor Y, XoisYorF, XeisForE XoisQor Y.

10017} In accordance with the above embodimenis, the LCDR1 of the anti-ANGPTL7
anttbodies of the present disclosure includes an amino acid sequences of any of SEQ 1D NOs: 87-
97, SEQ ID NQGs: 123-127, or SEQ 1D NQOs: 141-149; the LCDR2 comprises an amino acid
sequence of any of SEQ ID NQOs: 99-109, SEQ 1D NOs: 129-133, or SEQ 1D NOs 151-159; and

(4
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the LCDR3 comprises an aming acid sequence of any of SEQ D NOs: 111-121, SEQ 12 NOs:
135-139, or SEQ ID NOs: 161-169.

{0018} In some embodimenis, the present disclosure provides antibodies divected against
ANGPTL7Y peptides, or an antigen-binding fragment thereof, that include 3 VH comprising
complementarity determining regions HCDR1, HCDR2, and HCDR3, and a VL comprising
complementarity determining regions LCDR1, LCDRZ, and LCIR3, wherein the LCDRI
comprises one of the following amino acid sequences: (a) RASQXI2GXEX4E X5 (SEQ 1D NG
86), wherem Xy is Gor §; X015 S, Ror ¥V, X518 S, Ny or [ Xais W, DL or V: Xsis A, G, or N; (b)
RESOSLEDGSXK XXX YLX (SEQG ID NO: 122), wherenm Xa s L or V; Xo s H, Y, or F; Xa 18
NorD; XaisRor G, Xsis Y or N; Xeis Nor T; X715 P or N; or (¢) RASQSVSX 20X XA (SEQ
ID NO: 1403, wherein Xi s S, N, or Ry Xo s Y or 8; X3 s L oor Y; X4 1s A or L. In some
embodiments, the LCDR2 comprises one of the following amino acid sequences: (a) AXiSSLXGS
{(SEQ 1D NO: 98), wherein X118 A or T) Xz 15 Q or P; {b) XuXuSNRXGS (SEQ 1D NO: 128),
wherein Xa s L, K or E; X is Gor V) Xa 158 A or B or (o) XLASXORAT (SEQ 1D NO: 150),
wherein X1 1s D or G; Xz 1s N, 8, or T. In some embodiments, the LCDR3 comprises one of the
following amino acid sequences: {(a) X1 QXoXaXaXsPXeX7 (SEQ ID NO: 110}, wherein X 15 L or
QXA HS, ol XN F oY, XessS, TooN, Xl YV, o, XeisW,LLP orY;
XKris T or Y, (b) MOXiX2GXPXsT (SEQ ID NG: 134), wheren Xais Tor G, XoisLor T, Xsis
QorH; Xais Tor W, X518 Y or W, or (¢ QOXX0XaX XX T (SEQ ID NG: 160), wherein X1 18
RY orGXesS, Gor (251 s N8, or V, Xais W8, or I, XKsisPorL: Xsis L, S, P, or T.
{8619} In accordance with the above embodiments, the HCDRI of the anti-ANGPTLY
antibodies of the present disclosure includes an amino acid seguences of any of SEQ ID N{Os: 2-
6, SEQ 1D N{s: 19-20, SEQ 1D NOs: 28-42, or SEQ 1D NQOs: 75-77; the HCDR2 comprises an
aming acid sequence of any of SEQ 1D NQs: 8-12, SEQ 1D Ns: 22-23, SEQ ID NQOs 44-38, or
SEQ ID NQGs: 79-31; and the HCDR3 comprises an amino acid sequence of any of SEQ 1D NQGs:
13-17, SEQ ID NQs: 25-26, SEQ 1D NOs: 59-73, or SEQ 1D NOs: 83-88,

{6020} In some embodiments, the HCDR1 comprises the amino acid sequence of SEQ ID NO:
2; the HCDR2 comprises the amino acid sequence of SEQ 1D NO: 8; and the HCDR3 comprises
the amino acid sequence of SEG 1D NO: 13, In some embodiments, the HCDR1 comprises the
amino acid sequence of SEQ 1D NO: 3; the HCDR2 comprises the amino acid sequence of SEQ

ID NO: 9; and the HUDR3 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 NG 4; the HCDR2
comprises the amino acid sequence of SEQ 1D NO: 10; and the HCDR3 comprises the aming acid
sequence of SEQ ID NO: 15 In some embodiments, the HODRI comprises the amino acid
sequence of SEQ ID NG 5; the HCDR2 comprises the amino acid sequence of SEQ ID NQO: 11,
and the HCDR3 comprises the amino acid sequence of SEQ 1D NGO 16. In some embodiments,
the HCDR1 comprises the amino acid sequence of SEQ ID NO: 6; the HCDRZ comprises the
amino acid sequence of SEQ 1D NO: 12; and the HUDR3 comprises the amino acid sequence of
SEGQ ID NO: 17, In some embodiments, the HCDRI 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 NGO: 20, In some embodiments, the HCDR1
comprises the amino acid sequence of SEQ ID NGO: 19; the HCDR?2 comprises the amino acid
sequence of SEQ 1D NQO: 22; and the HCDR3 comprises the amino acid sequence of SEQ 1D NG:
25 In some embodiments, the HCDR1 comprises the amino acid sequence of SEQ 1D NO: 20; the
HCDR2 comprises the amino acid sequence of SEQ ID NO: 23; and the HCDR3 comprises the
aroino acid sequence of SEQ ID NO: 26, In some embodiments, the HCDR1 coraprises the amino
acid sequence of SEQ ID NO: 28; the HCDR2 comprises the anuno acid sequence of SEQ 1D NO:
44; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 59, In some embodiments,
the HCDR1 comprises the amino acid sequence of SEQ 1D NG: 29; the HCDR2 comprises the
amoino acid sequence of SEQ 1D NO: 45; and the HCDR3 comprises the anuno acid sequence of
SEQ D NG 60, In some embodiments, the HCDRI comprises the amino acid sequence of SE(
I3 NG: 30; the HCDR2 comprises the amuno acid sequence of SEQ ID NO: 46; and the HCDR3
comprises the amine acid sequence of SEQ ID NG: 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 NOG: 47; and the HCDR3 comprises the amino acid sequence of SEQ 1D 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 1D NO: 48 and the HUCDR3 comprises the
amino acid sequence of SEQ 1D NQG: 63. In some embodiments, the HCDRI comprises the amino
acid sequence of SEQ ID NO: 33; the HCDRZ comprises the amino acid sequence of SEQ 1D 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 NGO 34; the HCDR2 comprises the

amino acid sequence of SEQ 1D N 50; and the HCDR3 comprises the amino acid sequence of
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SEQ D NO: 63, In some embodiments, the HCDR1 comprises the amino acid sequence of SEQ
I3 NO: 35; the HCDR2 comprises the amino acid sequence of SEGQ ID NO: 51; and the HCDR3
comprises the amino acid sequence of SEQ 1D NG: 66 In some embodiments, the HCDRI1
comprises the amino acid sequence of SEQ ID NG 36; the HCDRZ comprises the amino acid
sequence of SEQ 1D NG: 52; and the HCDR3 comprises the amino acid sequence of SEQ 1D NO:
&7, In some embodiments, the HCDRI comprises the amino acid sequence of SEQ D NG 37, the
HCDRZ comprises the amino acid sequence of SEQ 1D NO: 53; and the HUDR3 comprises the
amino acid sequence of SEQ ID NO: 68, In some embodiments, the HCDRI comprises the amino
actd sequence of SEQ ID NO: 38; the HCDRZ comprises the amino acid sequence of SEQ ID NO:
34; and the HCDR3 comprises the amino acid sequence of SEQ ID NG: 69, In some embodiments,
the HCDRI comprises the amino acid sequence of SEQ 1D NO: 39; the HCDR2 comprises the
amino acid sequence of SEQ 1D 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
1D NO: 40; the HCDR2 comprises the amine acid sequence of SEQ ID NO: 56; and the HCDR3
comprises the anuno acid sequence of SEQ ID NO: 71, In some embodiments, the HCDRI
comprises the amino acid sequence of SEQ 1D NO: 41; the HCDRZ comprises the ammo acid
sequence of SEQ ID NG: 57, and the HCDR3 comprises the anmuno acid sequence of SEQ 1D NO:
72, In some embodiments, the HCDRI comprises the anino acid sequence of SEQ I NG: 42; the
HCDR2 comprises the anmine acid sequence of SEQ ID NO: S8, and the HCDR3 comprises the
amino acid sequence of SEQ ID NO: 73, In some embodiments, the HCDR1 comprises the amino
acid sequence of SEQ 1D NG: 75; the HCDR2 comprises the amino acid sequence of SEQ ID NO:
79; and the HCDR3 comprises the amino acid sequence of SEQ 1D NO: 83, In some embodiments,
the HCDRI comprises the amino acid sequence of SEQ ID NG: 76; the HCDR2 comprises the
amino acid sequence of SEQ ID NO: 80; and the HUDR3 comprises the amino acid sequence of
SEQ ID NO: 84, In some embodiments, the HCDRI1 comprises the amino acid sequence of SEQ
ID NO: 77, the HCDRZ comprises the amino acid sequence of SEQ 1D NO: 81, and the HCDR3
comprises the aming 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 1D NO: 99; and the LCDR3 comprises the aming acid sequence of SEQ 1D NO:
111. In some embodiments, the LCDR1I comprises the aming acid sequence of SEQ 1D NO: 88;

the LCDR2 comprises the amino acid sequence of SEQ 1D NO: 100; and the LCDR3 comprises
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the amino acid sequence of SEQ ID NO: 112. In some embodiments, the LCDRI comprises the
amino acid sequence of SEQ ID NO: 89; the LCDR2 comprises the amino acid sequence of SEQ
1D NO: 101, and the LCDR3 comprises the amino acid sequence of SEQ 1D NO: 113, In some
embodiments, the LCDR1 comprises the aming acid sequence of SEQ 1D NO: 90; the LCDRZ
comprises the aming acid sequence of SEQ 1D NG: 102; and the LCDR3 comprises the amino acid
sequence of SEQ 1D NG: 114, In some embodiments, the LCDRI comprises the aming acid
sequence of SEQ I8 NO: 91; the LCDRZ comprises the amino acid sequence of SEQ 1D NO: 103,
and the LCDR3 comprises the amino acid sequence of SEQ 1D NO: 115, In some embodiments,
the LCDR1 comprises the amino acid sequence of SEQ ID NO: 92; the LCDR2 comprises the
amino acid sequence of SEQ D NO: 104; and the LCDR3 comprises the amino acid sequence of
SEQ ID NG: 116, In some embodiments, the LCDR1 comprises the amino acid sequence of SEQ
I3 NO: 93; the LCDR2 comprises the amino acid sequence of SEQ 1D NO: 10S; and the LCDR3
comprises the amino acid sequence of SEQ 1D NO: 117 In some embodiments, the LCDR1
comprises the amino acid sequence of SEQ 1D NO: 94; the LCDR2 comprises the amino acid
sequence of SEQ 1D NO: 106; and the LCDR3 comprises the amivo acid sequence of SEQ ID NO:
118. In some embodimoents, the LCDRI comprises the amino acid sequence of SEQ 1D 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 NG: 119, In some embodiments, the LCDR1I comprises the
amino acid sequence of SEQ ID NG: 96; the LCDRZ comprises the amino acid sequence of SEQ
ID NG 108; and the LCDR3 comprises the amino acid sequence of SEQ 1D NO: 120, In some
embodiments, the LCDR1 comprises the amino acid sequence of SEQ 1D N{O: 97; the LCDR2
comprises the amino acid sequence of SEQ ID NG: 109; and the LCDR3 comprises the amino acid
sequence of SEQ 1D NG 121, In some embodiments, the LCDRI comprises the aming acid
sequence of SEQ ID NO: 123; the LCDRZ2 comprises the amino acid sequence of SEQ 1D NO:
129; and the LCDR3 comprises the amino acid sequence of SEQ ID NG 135 In some
embodiments, the LCDRI comprises the amino acid sequence of SEQ ID NG: 124, the LTCDR2
comprises the amino acid sequence of SEQ I NO: 130; and the LCDR3 comprises the amine acid
sequence of SEQ ID NG: 136, In some embodiments, the LCDR1I comprises the amino acid
sequence of SEQ 1D NO: 125, the LCDR2 comprises the amino acid sequence of SEQ 1D NO:
131; and the LODR3 comprises the amino acid sequence of SEQ ID NGO 137 In some
embodiments, the LCDRI comprises the amine acid sequence of SEQ 1D NG: 126; the LCDR2
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comprises the aming acid sequence of SEQ 1D NG: 132; and the LCDR3 comprises the amino acid
sequence of SEQ 1D NG: 138, In some embodiments, the LCDRI comprises the amino acid
sequence of SEQ 1D NO: 127, the LCDRZ comprises the amino acid sequence of SEQ 1D NO:
133; and the LCDR3 comprises the amino acid sequence of SEQ 1D NGO 139 In some
embodiments, the LCDR1 comprises the amine acid sequence of SEQ ID NG 141, the LCDR2
comprises the amine acid sequence of SEQ ID NO: 151, and the LODR3 comprises the aming acid
sequence of SEQ D NG 161, In some embodiments, the LCDR1I comprises the amino acid
sequence of SEQ ID NO: 142; the LCDR2 comprises the amimo acid sequence of SEQ 1D NO:
152; and the LCDR3 comprises the amimo acid sequence of SEQ ID NG 162, In some
embodiments, the LCDRI comprises the aming acid sequence of SEQ D NG: 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 LCDRI comprises the amino acid
sequence of SEQ 1D NO: 144; the LCDR2Z comprises the amuno acid sequence of SEQ 1D NO:
154; and the LCDR3 comprises the amunce acid sequence of SEQ ID NO: 164, In some
emnbodiments, the LCDRI comprises the amino acid sequence of SEQ 1D NO: 145; the LCDR2
comprises the amino acid sequence of SEQ 1D NG: 155; and the LCDR3 comprises the ammo acid
sequence of SEQ 1D NOG: 165 In some embodiments, the LCDRI comprises the amino acd
sequence of SEQ ID NG: 146; the LCDR2 comprises the amino acid sequence of SEQ 1D NG
156; and the LCDR3 comprises the amino acid sequence of SEQ ID NG 166. In some
embodiments, the LCDR1 comprises the amino acid sequence of SEQ ID NG 147, the LCDR2
comprises the amino acid sequence of SEQ ID NOv 157, and the LCDRS3 comprises the aming acid
sequence of SEQ D NO: 167, In some embodiments, the LUDRI comprises the amino acid
sequence of SEQ 1D N{: 148, the LCDR2 comprises the ammo acid sequence of SEQ 1D NOG:
158; and the LUDR3 comprises the amino acid sequence of SEQ 1D NO: 168, In some
embodiments, the LODRI comprises the amino acid sequence of SEQ 1D NO: 149; the LCDR2
comprises the amine acid sequence of SEQ ID NG: 159; and the LCDBR3 comprises the amino acid
sequence of SEQ 1D NO: 169

10021} In some embodiments, the VH of the anti-ANGPTL7 antibodies of the present
disclosure includes an amino acid sequence that 1s at least 90% identical to any of' (a) SEQ ID
NQOs: 170-174; (b) SEQ ID NOs: 190-191; (¢} SEQ 1D NOs: 198-212; or (d) SEQ 1D NOs: 258-

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

10
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inchudes an aming acid sequence that is at least 90% identical to any of: (3) SEQ 1D NOs: 180-
184; (b} SEQ 1D NOs: 194-195; (¢} SEQ 1D NOs: 228-242; or (d) SEQ ID NQOs: 264-266. In some
embodiments, the VH comprises an aming acid sequence that is at least 90% identical to SEQ ID
NO: 170 and the VL comprises an amino acid sequence that 1s at least 90% identical to SEQ 1D
NG: 180, In some embodiments, the VH comprises an amino acid sequence that 15 at least 90%
identical to SEQ 1D NO: 171 and the VL comprises an amino acid sequence that s at least 90%
identical to SEQ ID NO: 181. In some embodiments, the VH comprises an amine acid sequence
that is at least 90% identical to SEQ ID NO: 172 and the VL comprises an amino acid sequence
that is at least 90% identical to SEQ 1D NO: 182, In some embodiments, the VH comprises an
amine acid 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% wdentical to SEQ 1D NO: 183, In some embodiments, 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, In some
embodiments, the VH comprises an amino acid sequence that 15 at least 90% wdentical to SEQ ID
NG 190 and the VL comprises an amino acid sequence that s at least 90% wlentical to SEQ 1D
NO: 194, In some erobodiments, the VH comprises an amino acid sequence that s at least 90%
identical to SEQ 1D 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 an amingo acid sequence
that 1s at least 90% identical to SEQ ID NO: 198 and the VL comprises an amino acud sequence
that is at least 90% identical to SEQ ID N 228, In some embodiments, the VH comprises an
armuno acid sequence that is at least 90% 1dentical to SEQ ID NO: 199 and the VL comprises an
amino acid sequence that 1s at least 90% identical to SEQ 1D NO: 229, In some embodiments, the
VH comprises an amino acid sequence that 15 at least 90% identical to SEQ ID NG: 200 and the
VL comprises an amino acid sequence that is at least 90% identical to SEQ 1D NGO 230, In some
embodiments, the VH comprises an amino acid sequence that 1s at least 90% identical to SEQ ID
NQG: 201 and the VL comprises an aminge acid sequence that s at least 90% identical to SEQ 1D
NG 231, In some embodiments, 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 1D NOG: 232 In some embodiments, the VH comprises an amino acid sequence
that 15 at least 90% identical to SEQ 1D 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 VH comprises an
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amino acid sequence that is at least 90% identical to SEQ 1D NG: 204 and the VL comprises an
amino acid sequence that is at least 90% 1dentical to SEQ ID NO: 234, In some embodiments, the
VH comprises an amino acid sequence that is at least 90% identical to SEQ D NG: 205 and the
VL comprises an aming actd sequence that is at least 90% identical to SEQ 1D NO: 235, In some
embodiments, the VH comprises an aming acid sequence that 1s at least 90% identical to SEQ 1D
NG 206 and the VL comprises an amine acid sequence that s at least 90% identical to SEQ 1D
NG 230, In some embodiments, the VH comprises an amino acid sequence that is at least 90%
wdentical to SEQ ID NO: 207 and the VL comprises an amino acid sequence that is at least 90%
identical to SEQ ID NO: 237, In some embodiments, 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 1D NO: 238 In some embodiments, the VH comprises an
aming acid sequence that is at least 90% identical to SEQ ID NO: 209 and the VL comprises an
amino acid sequence that is at least 90% wdentical to SEQ 1D NO: 239. In some embodiments, the
VH comprises an amino acid sequence that is at least 90% identical to SEQ ID NO: 210 and the
VL. comprises an amino actd sequence that ts at least 90% wdentical to SEQ 1D NO: 240, In some
embodiments, the VH comprises an amino acid sequence that s at least 90% wdentical to SEQ ID
NG: 211 and the VL comprises an amino acid sequence that ts at least 90% wlentical to SEQ 1D
NQO: 241, In some embodiments, the VH comprises an amino acid sequence that 15 at least 90%
identical to SEQ I NO: 212 and the VL comprises an aming acid sequence that s at least 90%
identical to SEQ ID NO: 242 In some embodiments, the VH comprises an aming acid sequence
that 13 at least 90% identical to SEQ ID NO: 258 and the VL comprises an amino acid sequence
that 1s at least 90% identical to SEQ ID N 264, In some embodiments, 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 1s at least 90% identical to SEQ ID NO: 265, Iu some embodiments, the
VH comprises an amino acid sequence that 15 at least 90% identical to SEQ ID NG: 260 and the
VL comprises an amino acid sequence that s at least 90% wdentical to SEQ ID NO: 266,

{6022} In accordance with the above embodiments, the present disclosure provides anti-
ANGPTLY 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 15 selected from the

group consisting of vehicle ireatment, dexamethasone treatment, ANGPTL7 protein treatment, and
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ANGPTL7Y protein with an isotype conirol antibody treatment. In some embodiments, the anti-

ANGPTL? antibody comprises: {a) a VH comprising an amino acid sequence that is at least 90%
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210 and a VL comprising an anuno acid sequence that is at least 90%
240; (b) a VH comprising an amino acid sequence that is at least 90%
200 and & VL comprising an amino acid sequence that i3 at least 90%
230; {c} a VH comprising an amino acid sequence that is at least 90%
258 and a VL comprising an anuno acid sequence that i3 at least 90%
264; {d) a VH comprising an amino acid sequence that is at least %0%
207 and a VL comprising an amino acid sequence that is at least 90%
237 (e} a VH comprising an amino acid sequence that 15 at least 90%
204 and a VL comprising an anmino acid sequence that is at least 90%
234; (fy a VH comprising an amino acid sequence that 1s at least 90%
260 and 2 VL comprising an amino acid sequence that is at least 90%
266; {g) a VH comprising an amino acid sequence that 15 at least 90%
205 and a VL comprising an amino acid sequence that is at least 90%
235; () a VH comprising an amino acid sequence that s at least 90%
206 and a VL comprising an amino acid sequence that is at least 90%
236 (i) a VH coroprising an aromo acid sequence that 1s at least 90%
208 and a VL comprising an anuno acid sequence that is at least 90%
238; () a VH comprising an amino acid sequence that is at least 90%
191 and & VL comprising an aming acid sequence that is at least 90%
195; (k) a VH comprising an amino acid sequence that is at least 90%
203 and & VL comprising an amino acid sequence that is at least 90%
233; (1) a VH comprising an amino acid sequence that 1 at least 90%
212 and a VL comprising an amino acid sequence that is at least 90%
242: {m}) a VH comprising an ammo acid sequence that is at least 90%
198 and a VL comprising an amino acid sequence that is at least 90%
228; {n)y a VH comprising an aming acid sequence that is at least 90%
190 and & VL comprising an amino acid sequence that is at least 90%

194; (o} a VH comprising an aming acid sequence that i at least 90%

202 and & VL comprising an amino acid sequence that is at least 90%

i3
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identical to SEQ 1D NG: 232; (p) a VH comprising an aming acid sequence that is at least 90%
identical to SEQ ID NG: 211 and a VL comprising an amino acid sequence that is at least 90%
identical to SEQ ID NO: 241; or (q} a VH comprising an amino acid sequence that is at least 90%
identical to SEQ ID NG: 199 and & VL comprising an amino acid sequence that is at least 90%
identical to SEQ 1D NO: 229,

{6023} In some embodiments, the anti-ANGPTL7 antibody comprises:(a) a VH comprising
an amino acid sequence that 1s at least 90% identical to SEQ 1D NG: 210 and a VL comprising an
amuine acid sequence that is at least 90% identical to SEQ 1D NO: 240; (b) a VH comprising an
amino acid sequence that is at least 90% identical to SEQ ID NG: 200 and a VL comprising an
amine acid sequence that is at least 90% identical to SEQ 1D NO: 230; or (¢} a VH comprising an
amino acid sequence that is at least 90% identical to SEQ ID NO: 258 and a VL comprising an
aming acid sequence that s at least 20% identical to SEQ 1D NO: 264,

8024} In some embodiments, the anti-ANGPTLT antibody comprises: (a) a VH comprising
an amino acid sequence that is at least 90% identical to SEQ 1D NO: 207 and a VL comprising an
aroino acid sequence that 15 at least 90% 1dentical to SEQ ID NO: 237, (b) a VH comprising an
amine acid sequence that 1s at least 90% identical to SEQ ID NO: 204 and a VL comprising an
aroino acid sequence that 5 at least 20% wdentical to SEQ ID NO: 234; (¢} a VH comprising an
amino acid sequence that is at least 90% identical to SEQ 1D NG: 260 and a VL comprising an
amino acid sequence that is at least 90% identical to SEQ ID NG: 266; {d} a VH comprising an
amino acid sequence that 1s at least 90% identical to SEQ ID NG: 205 and a VL comprising an
amino acid sequence that is at least 50% wdentical to SEQ 1D NO: 235; (e} a VH comprising an
amino acid sequence that 1s at least 90% identical to SEQ ID NG: 206 and a VL comprising an
amino acid sequence that is at least 90% dentical to SEQ 1D NG 236 (f) a VH comprising an
amino acid sequence that 1s at least 90% identical to SEQ ID NG: 208 and a VL comprising an
amino acid sequence that 15 at least 90% 1dentical to SEQ ID NO: 238, {(g) a VH comprising an
amino acid sequence that 18 at least 90% identical to SEQ ID NG: 191 and a VL comprising an
amine acid 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 1D NO: 233, (1} a VH comprising an
amino acid sequence that is at least 90% identical to SEQ 1D NGO 212 and a VL comprising an

amino acid sequence that is at least 90% identical to SEQ 1D NO: 242; (1} a VH comprising an
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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% 1dentical to SEQ ID NO: 228; or (k) a VH comprising an
amino acid sequence that is at least 90% identical to SEQ 1D NGO 190 and a VL comprising an
amino acid sequence that is at least 90% 1dentical to SEQ 1D NO: 194

{0025} In some embodiments, the anti-ANGPTL7 antibody comprises: (a}) @ VH comprising
an aming acid sequence that s at least 90% identical to SEQ ID NO: 202 and a VL comprising an
amino acid sequence that is at least 90% 1dentical to SEQ 1D NO: 232; (b) a VH comprising an
amino acid sequence that is at least 90% identical to SEQ 1D NG: 211 and a VL comprising an
amino acid sequence that is at least 90% wdentical to SEQ 1D NG: 241; or {¢) a VH comprising an
amine acid sequence that is at least 90% identical to SEQ ID NG: 199 and a VL comprising an
amino acid sequence that is at least 90% identical to SEQ ID NGO: 229,

{0026} In accordance with the above emboduments, the anti-ANGPTL7Y 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 13 a fragment selected from the group
consisting of Fab, Fab-C, Fab'-SH, Fv, scFv, and (Faby fragments. In some embodiments, the
anti-ANGPTL7 antibody 1s a monospecific antibody. In some embodiments, the anti-ANGPTL7
antibody 15 a bispecific antibody. In some embodiments, the anti-ANGPTL7 antibody comprises
two or more single-domain anttbodies that form a bivalent antibody, a trivalent antibody, or a
tetravalent antibody that recognizes different eprtopes on the same or different antigens.

{8027} In some embodiments, the antibody comprises a detection motety. 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-Iife extension motety
comprises a polypeptide that 1s at least 20 amino acids in length and comprises any combination
of G, A, 8 T, E, and P residues. In some embodiments, the half-life extension polypeptide 1s
attached to the C-terminus or N-terminus of the antibody.

{8028] The anti-ANGPTL7 antibodies of the present disclosure can be admimstered 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 mto vitreous fluid. In some embodiments, ocular administration
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comprises delivering the antibody using a conjunctival insert, a coniact lens, a gel, a nanoparticle,
a mucoadhesive polvmer, an ointment, a solution, a suspension, eye drops, and/or an inplant.
[0029} 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 1s 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 sympiom 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 eves. In some embodiments,
administering the pharmaceutical composition attenuates intraccular pressure and/or increases
outtlow facility in the subject’s eye. In some embodiments, the pharmaceutical composition is
admintstered at a dose rangmg from about 0.0001 mg/dose to about 100 mg/dose. In some
embodiments, the pharmaceutical composition 15 adnmumstered at a dose ranging from about 0.0001
mg/ml to about 100 mg/ml.

[B8036] Embodiments of the present disclosure also mnclude a polynucieotide encoding any of
the anti-ANGPTL7 antibodies of the present disclosure. In some embodiments, the polynucleotide
comprises a sequence that 1s at least 70% 1dentical to any of the followmg nucleic acid sequences:
(a) SEQ ID NOs: 175-179; (b) SEQ ID NOs: 192-193; (¢} SEQ ID NOs: 213-227; or (d) SEQ ID
NQOs: 261-263. In some embodiments, the polynucieotide comprises 8 sequence that 1s at least 70%
identical to any of the following nucleic acid sequences: {a) SEQ I NOs: 185-189; (b) SEQ ID
NQOs: 196-197; {¢) SEQ 1D NOs: 243-257, or (d) SEQ ID NOs: 267-269. In some embodiments,
the polynucleotide comprises a sequence that 1s at least 80% identical to any of the following
nucleic acid sequences: (3) SEQ ID NOs: 175-179; {b) SEQ ID NOs: 192-193; {¢} SEQ 1D N{s:
213-227; or {d} SEQ > NQOs: 261-263. In some embodiments, the polynuclectide comprises a
sequence that is at least 80% identical to any of the following nucleic acid sequences: (a} SEQ D
NQOs: 185-189; (b} SEQ 1D NQGs: 196-197; (¢} SEQ 1D NQOs: 243-257; or {d) SEQ 1D NQOs: 267-
269.
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10031} In some embodiments, the polynucieotide encoding an anti-ANGPTL7 antibody of the
present disclosure comprises: (2} a nucleic acid sequence that 1s at least 70% 1dentical to SEQ 1D
NG 175 and a nucleic acid sequence that 1s at least 70% identical to SEQ ID NQO: 185; (b} a nucleic
acid sequence that is at least 70% identical to SEQ 1D NG: 176 and a nucleic acid sequence that is
at least 70% identical to SEQ I NO: 186, {c} a nucleic acid sequence that 1s at least 70% identical
to SEQ ID NGO 177 and a nucleic acid sequence that 1s at least 70% identical to SEQ 1D NO: 187,
{(d) a nucleic acid sequence that is at least 70% identical to SEQ 13 NO: 178 and a nucleic acid
sequence that is at least 70% identical to SEQ 1D NO: 188; or {e) a nucleic acid sequence that is
at least 70% identical to SEQ 1D NO: 179 and a nucleic acid sequence that 1s at least 70% identical
to SEQ I} NO: 189,

0032} 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% 1dentical to SEQ 1D
NO: 192 and a nucleic acid sequence that is at least 70% identical to SEQ 1D 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 1s at least 70% wdentical to SEQ ID NG: 197,

{6033} In sore 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 1D
NO: 213 and a nucleic acid sequence that 1s at least 70% identical to SEQ 1D NG: 243; (b} a nuclewc
acid sequence that 1s at least 70% identical to SEQ ID NO: 214 and a nucletc acid sequence that 1s
at least 70% identical to SEQ 1D NO: 244, (¢} a nucleic acid sequence that 1s at feast 70% identical
to SEQ 1D NO: 215 and a nucleic acid sequence that 1s at least 70% identical to SEQ 1D NO: 245;
{dy a nucleic acid sequence that 1s at least 70% identical to SEQ 13 NO: 216 and a nucleic acid
sequence that 13 at least 70% identical to SEQ ID NG 246; {e) 3 nucleic acid sequence that 1s at
feast 70% identical to SEQ 1D NO: 217 and a nucleic acid sequence that is at least 70% 1dentical
to SEQ 1D NO: 247, (f) a nucleic acid sequence that 13 at least 70% identical to SEQ ID NO: 218
and a nucleic acid sequence that 1s at least 70% 1dentical 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% 1dentical to SEQ 1D NO: 249; (h) a nucleic acid sequence that is at least 70% 1dentical
to SEQ I NO: 220 and a nucleic acid sequence that 1s at least 70% identical to SEQ 1D NO: 250;
(1) 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% wdentical to SEQ 1D NO: 251, (§) a nucleic acid sequence that is at
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least 70% 1dentical to SEQ 1D NOG: 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 1D NO:
223 and a nucleic acid sequence that 1s at least 70% identical to SEQ 1D NGO: 253; (1) 2 nucleic
acid sequence that is at least 70% 1dentical to SEQ 1D NO: 224 and a nucleic acid sequence that is
at least 70% identical to SEQ 1D NO: 254; {m) a nucleic acid sequence that is at least 70% identical
to SEQ ID NO: 225 and a nucleic acid sequence that 1s at least 70% identical to SEQ 1D NO: 255;
{n) a nucleic acid sequence that is at least 70% identical to SEQ 13 NO: 226 and a nucleic acid
sequence that is at least 70% identical to SEQ D NG: 256; or {0} a nucleic acid sequence that is
at least 70% identical to SEQ 1D NO: 227 and a nucleic acid sequence that is at least 70% identical
to SEQ 1D NO: 257.

0034} In some embodiments, the polynucleotide encoding an anti-ANGPTL7 antibody of the
present disclosure comprises: (a} a nucleic acid sequence that 1s at least 70% 1dentical to SEQ 1D
NO: 261 and a nucleic acid sequence that 1s at least 70% identical to SEQ ID NQ: 267; (b} a nucleic
acid sequence that is at least 70% 1dentical to SEQ 1D NO: 262 and a nueleic acid sequence that is
at least 70% wdentical to SEQ 1D NO: 268; or (¢} a nucleic acid sequence that 13 at least 70%
identical to SEQ TD NG 263 and a nucleic acid sequence that is at least 70% wdentical to SEQ ID
NG: 269.

[8935] 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 manuofacturing 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 (e.g., 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 18 an adeno-associated virus (AAV) vector,
or comprises an AAVY backbone. In some embodiments, the expression vector 15 a lentiviral vector
(LV}, or comprises an LV backbone. In some embodiments, the expression vector 1s a herpes
simplex virus (HSV) vector, or a retrovirus vector.

10036} In accordance with these embodiments, the present disclosure also provides a method
of administering ocular gene therapy to a subject in need theresf 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 glancoma and/or a disease affecting the optic nerve or retinal
ganglion cells comprising administering a pharmaceuvtical 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 freais at least one symptom of
glaucoma and/or a disease affecting the optic nerve or retinal ganglion cells.

{6037} In accordance with the above embodiments, the anti-ANGPTL7 antihodies of the
present disclosure bind an epitope from an ANGPTL7 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 Kp of

about 100 nM or lower.

BRIEF DESCRIPTION OF THE DRAWING(S}

{6038 FIG. 1. Representative data demonstrating the levels of ANGIFPLY gene expression
relative to controf following treatment with dexamethasone for 5 days.

{8039} FIG. 20 Representative data of treatment-induced gene changes from 3 days of
ANGPTL7 (50 mg/ml) treatment in human T™ and SC cells using an RNAseq panel.

0040} FIGS. 3A-3C: Representative schematic diagram of 3D-HTM scaffolding technology
{Glauconix} used as an ex-vivo human eve tissue model to assess the effects of ANGPTL7Y on
outtlow facility (FIG. 3A). FIG. 3B includes representative data demonstrating outfiow facility for
3D-HTM donor 2 treated with vehicle (DMSQ), 500nM Dexamethasone, 50 ng/mb of ANGPTL7.
Samples were analyzed using One-way ANOV A {GraphPad Prism Software, Inc, La Jolla, CA)},
FP<0.08, #FP<0.01, *F*P< 001 N=4 per treatment group. FIG. 3C mcludes representative data
demonstrating outflow facility for 3D-HTM donor 3 treated with vehicle (DMSQ), 500nM
Dexamethasone, 30 ng/ml. of ANGPTL7. Samples were analvzed using One-way ANOVA
{GraphPad Prism Software, Inc., La Jolla, CA), *P<0.035, **P< (.01, ¥**P< 001 N=4 per treatment
group.

{0041} FIGS. 4A-4C: FIG. 4A mcludes representative data demonstrating outflow facility for
donor 1 treated with vehicle (DMSQ0), 500nM Dexamethasone, or 25, 30, 150 ng/mL of

ANGPTL7. Samples were analyzed using One-way ANOVA (GraphPad Prism Software, Inc., La
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JoHla, CA}), *P<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 velicle (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. FIG. 4C includes representative data demonstrating outflow facility for
donor 3 treated with vehicle (DMS(O), 500nM Dexamethasone, or 25, 50, 150 ng/mL of
ANGPTL7. Samples were analyzed using One-way ANGV A (GraphPad Prism Software, Inc, La
Jolla, CA), *P<0.05, #*P<0.01, ***P< (01 N=3 per treatment group. (See FIG. 3A for schematic
diagram of 3D-HTM scaffolding technology used to generate data in FIGS. 4A-4C)

{0042} FIGS. 5A-5D: Representative ELISA results used to determine antigen positive serum
titers of mice mmmumized with ANGPTL7, according to four different immunization
protocols/cohorts (FIG. SA — Cohort 1; FIG. SB — Cohort 2; FIG. 5C — Cohort 3; FIG SD — Cohort
43,

{0043} FIGS. 6A-6F 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 mcludes data from a
granular binning network. FIG. 6C: includes data from a combived binary dendrogram {color
indicates bins in the Community hinning network). FIG. 6D includes data from a conununity
binning network. FIG. 6F includes binning data based on affinity for huANGPTL7-tus {(P62). FIG.
6F mcludes binming data based on antibody source (hybridoma or phage). FIG. 6G includes
binming data based ou fibrinogen domain (P6OP) binding. FIG. 6H includes binning data based on
rabbit ANGPTL7 {(p66) binding. FIG. 61 mcludes binning data based on mouse ANGPTL7
binding.

[8044] FIGA. 7. Representative results of the effecis of anti-ANGPTL7 antibodies on
conventional cutflow facility using a 3D HTM/HSC Tissue Model (see FIG. 3A). Outflow facility
of one donor cell hne treated with vehicle (DMSQ)}, 500 oM Dexamethasone, 50 ng/mb
ANGPTL? (1.1 nM} alone, 50 ng ANGPTL7 + an 1sotype control Antibody (330 at 11.1 aM, and
twenty 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
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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.

| 0045} FIGK. 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; dexamethasone impaired weight gain in male mice compared to PBS-treated
mice, thereby confirming the proper functioning of the dexamethasone osmotic pumps. FI(G. 8B
mcludes intraocular pressure (I0P) data of ANGPTL? WT and ANGPTL7 KO mice dosed with
PBS control or Dexamethasone {4 mg/kg/dav); osmotic pumps were implanted on day 0. FIG. 8C
includes representative data of the changes in IOP of ANGPTL7 WT and ANGPTL7 KO mice
mmplanted with osmotic pumps containing PBS vehicle or dexamethasone {4 mg/kg/day) over 28
days. Al IOP values were normalized to baseline {day 0} readings.

{0046} 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,
9H, 9K, 9L, 90, 9F) or a 2.0 mg dose (FIGS. 9, OF, 91, 9], OM, 9N, 9Q, 9R) in the right eve
{OD), or with a corresponding vehicle dose 1 the left eye (O8). (FIGS. 9A and 9B include data
from controls at 2 mg doses). Intraccular pressure (I0P) measurements (FIGS. 94, 9C, 9K, 9G,
9, 9K, oM, 90, 9Q} and changes in IOP (FIGS. 9B, 9D, 9F, 9H, 9], 9L, 9N, 9P, 9R) were taken
at the indicated time points over a 21-day period.

0047} FIGS. 10A-10C: Representative pharmacokinetic {PK} data for ANGPTL7 antibody,
ATX-P-424, including intraocular pressure (I0P) measurements at 6.5 mg or 2.0 mg {OU} doses
compared to velicle (FIG. 104); changes mn HOP compared to baseline (FIG. 10B); and total ocular
examination scores (OE) (FIG. 16().

[09048] FIGK, 11A-11C: Representative pharmacokinetic (PR} data for ANGPTL7 antibody,
ATX-P-439, including mtraocular pressure (I0P) measarements at 0.5 mg or 2.0 mg {OU}) doses
compared to vehicle (FIG. 11A}); changes i HOP compared to baseline (FIG. 11B); and total ocular
examination scores (OE} (FIG. 11().

10049} FIGS. 12A-12C: Representative pharmacokinetic (PK} data for ANGPTL7 antibody,
ATX-P-448, including mtraocular pressure (I0P) 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. 12¢).
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10056} FIGS. 13A-13; Representative data demonstrating the in vivo tolerability of anti-
ANGPTL7 antibodies using single intravitreal (IVT) mjections in African Green Monkeys. Data
mchudes absolute Y0P values at baseline {(dav 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 10P between vehicle and
Latanoprost admunistration (FI1G 13C}.
{0051} FIGS. 14A-14H: Representative FOP measurements (FIGS. 14A, 14C, 14E, and 14G)
and changes in [OP (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.

0052} FIG 15 Representative clinical scores of ocular examinations (OE) across all the

dosed groups in FIGS. 14A-14H.

DETAILED DESCRIPTION

{8053} HEmbodiments 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 intraccular pressure (10P) and/or mereasing
outtlow facility, thereby preventing optic nerve damage and/or restoring vision.

6054} 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
{ANGPTLI-7), and more recently, another protein called ANGPTLR has been identified
ANGPTL proteins have an anuno-terminal colled-coil domamn as well as a carboxyi-terromnal
fibrinogen-like domain, except ANGPTLS, which lacks the later domain. ANGPTL proteins are
not known to bind tyrosine kinase receptors such as Tie 1 and Tie 2, disunguishing them from
angiopoietin proteins, ANGPTL proteins have been shown to play different physiological roles
metabolism, inflammation and cancer. Increasing evidence 15 connecting these proteins to obesity
and jusulin reswistance. ANGPTL2, for example, has been shown to associate with adiposity and
msulin resistance as well as the development of type 2 diabetes. ANGPTL3, 4, and & have been
shown to play a major role in regulating lipid metabolism through their mhibition of hipoprotem

fipase. Similarly, ANGPTLS has been shown to be higher in subjects with metabolic syndrome

b
b,
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and to posttively associate with HDL level The levels of ANGPTLE has been shown to be higher
m obese and diabetic subjecis and to positively associate with insulin resistance and fasting blood
glucose in non-diabetic subjects.

[B055] ANGPTL7, however, is a poorly studied member of the ANGPTL protein family that
has been mitially discovered in the stromal layer of the cornea. Levels of ANGPTL7 have been
shown to be elevated in glavcoma and its overexpression increases the collagen expression level
while, its induction by gluococorticoids caused the up-regulation of imporiant glavcoma-related
proteins including fibronectin, myocilin and MMP1. These data suggest that ANGPTL7 may
coordinate the trabecular meshwork’s extracellular matrix and s 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.

8056} 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 15 always accompanied by high intraocular pressure (I0P), the key risk
factor for the pathogenesis of POAG. Insome cases, prolonged use of dexamethasone (DEX) poses
a high risk of elevated TOP and results 1o secondary glaucoma, which has many common
characteristics with POAG. The pathogenesis of POAG can be deduced from the mechanisms
underlying DEX-nduced ocular hyperieosion. Understanding the DEX-mduced molecular
mechamsms may assist in developing therapies for ghacocorticord-mnduced glaucoma and POAG.
Additionally, high 10P 15 caused by mcreased outflow resistance of aqueous humor (AH)
Accumulating evidence suggests that actin cytoskeletal rearrangement of the trabecular meshwork
{TM) forming cross-linked actin networks 1s a crucial contributor to this increased resistance,
Previous studies have found that the concentration of angiopotetin-bike 7 (ANGPTL7} 15 increased
in glavcomatous AH and that overexpression of ANGPTLT i the TM alters the components of
the extracellular matrix {ECM). A recent study found that ANGPTL7 protein-altering vanants
exert a strong protective effect on glaucoma and suggested ANGPTL7 as a therapeutic target for
glaucoma. Thus, ANGPTLY may play a vital role in modulating TM’s ECM and regulating IGP.
{6057} In bight of this, experiments were performed to determine the role that ANGPTL7Y may

play in the etiology of glaucoma and other related diseases atfecting the optic nerve and retinal
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ganglion cells, and concomitantly, to develop a therapeutic platform based on modulating
ANGPTLY activity using anti-ANGPTL7 antibodies.

Definitions

[{06058] 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.

{06059} The use of the terms “2” 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 herem or clearly contradicted by context. The terms

7 &

“comprising,” “having,” “includimg,” and “containing” are to be construed as open-ended terms
{12, 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 withun the range, unless otherwise indicated herein, and each separate value
15 meorporated into the specification as it 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 itlluminate the various embodiments of the
present disclosure, and does not pose a hmitaiion 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.
{00606} As used heremn, the term “or” 18 an inclustve “or” operator and 1s equivalent to the term
“and/or” unless the context clearly dictates otherwise. The term “based on” is not exchusive and
allows for being based on additional factors not described, unless the context clearly dictates

133

otherwise. In addition, throughout the specification, the meaning of “a,” “an,” and “the” mnclude
plural references. The meaning of “in” includes “in” and “on.”

{8061} The transitional phrase “consisting essentially of” as used in claims in the present
application hmits the scope of a claim to the specified matenials or steps “and those that do not

materially affect the basic and novel characteristic{s)” of the claimed invention, as discussed in iz
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re Herz, 537 ¥.2d 549, 551-52, 190 USPQ 461, 463 (CCPA 1976). For example, a composition
“consisting essentially of” recited elements may contain an unrecited contamunant at a level such
that, though present, the contanminant does not alter the function of the recited composition as
compared to a pure composition, 1.€, a composition “consisting of” the recited components.
0062] 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 of Mmore, seven of more, eight of more, nine or More, ten Or More,
eleven or more, twelve or more, thirieen or more, fourteen or more, fifteen or more, tweniy or
more, fifty or more, 100 or more, or an even greater number.

[8063] The term “one or more but less than a higher number,” “two or more but less than a

23 ¢

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

39 <

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

RN ERIRA3

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 thav a higher number” 1s 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 S0 (e.g., 50, 49, 48, 47, 46, 45, 44, 43, 42, 41, 40, 39, 38, 37, 36, 35,34, 33,
32, 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,
6,5,4,3or2)

[0964] The term “umunoglobulin”™ or “antibody,” as used herein, refers 1o a protein that is
found n blood or other bodily fluids of vertebrates, which is used by the immune system to identify
and neutralize foreign objecis, such as bacteria and viruses. Typically, an immunoglobuiin or
anttbody 13 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 typicaily consists of four polypeptides: two identical
copies of a heavy (H} chain polypeptide and two identical copies of a light (L) chain polypeptide.
Fach of the heavy chains contains one N-terminal variable (Va) region and three C-terminal

constant {Cu1, Cre, and Cus) regions, and each light chain contains one N-termunal variable (Vi)

region and one C-terminal constant {C) region. The light chains of antibodies can be assigned to
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one of two distinct types, either kappa (k) or lambda (A}, 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.

{0065} The variable regions of each pair of light and heavy chains form the antigen binding
site of an antibody. The Vu and Vi 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
iocated between the CDRs. There are four framework regions in each variable domain, which are
designated FR1, FRZ, FR3, and FR4. The framework regions form the § sheets that provide the
structural framework of the vanable region (see, e g, C. A Janeway etal (eds.), Immunchiology,
Sth Ed., Garland Publishing, New York, N.Y. (2001}).

8066} The framework regions are counected by three CDRs. As discussed above, the three
CDRs, knownas CDR1, CDR2, and CDR3, form the “hypervariable region” of an antibody, which
15 responsible for antigen binding. The CDRs form loops connecting, and in some cases comprising
part of, the beta-sheet structure formed by the framewaork regions. While the constant regions of
the light and heavy chains are not durectly involved o binding of the antibody to an antigen, the
constant regions can mfluence the orientation of the variable regions. The constant regions also
exhibit varipus effector functions, such as participation in antibody-dependent complement-
mediated lysis or antibody-dependent cellular foxicity via interactions with effector molecules and
cells.

{0967} As used herein, when an antibody or other entity {e.g, antigen binding domain}
“specifically recognizes” or “specifically binds™ an antigen or epitope, 1t preferentially recognizes
the antigen in a complex mixture of protemns and/or macromolecules, and binds the antigen or
epitope with affinity which is substantially higher than to other entities not displaying the antigen
or epifope. In this regard, “affinity which is substantially higher” means affinity that is high encugh
to enable deteciion of an antigen or eptiope 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 107 M {e.g, >107 ML, >105 M7, >10° ML >10% M7 >101 M, 1072 M, »101°

26
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M etc.). In certain such embodiments, an antibody is capable of binding different antigens so
iong as the different antigens comprise that particular epitope. In certain instances, for example,
homologous proteins from different specigs may comprise the same epitope.

{6068} 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
anttbody that retain the ability to specifically bind to an antigen (see, generally, Holliger et al,
Nai. Biotech., 23(9). 1126-1129 (20053}, Any antigen-binding fragment of the antibody described
herein 1s 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
iimited to, (i) a2 Fab fragment, which ts a monovalent fragment consisting of the Vi, Va, Cv, and
Cm domains, {11} a F(ab’)2 fragment, which is a bivalent fragment comprising two Fab fragments
iinked by a disulfide bridge at the hinge region, (1t} & Fv fragment consisting of the Vi and Vu
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 counditions, (v} a disulfide-stabilized
Fv tragment (dsFv), and (vi) a domain antibody (dAb), which 15 an antibody single variable region
domain (Vi or VL) polypeptide that specifically binds antigen.

[B8069] The term “monoclonal anttbody,” as used heremn, refers to an antibody produced by a
single clone of B lymphocytes that is directed against a single epitope on an antigen. Monoclonal
anttbodies typically are produced using hybridoma technology, as first described in Kéhler and
Milstein, Fur. J Immunel., 5. S11-519 {1976}, Monoclonal antibodies may also be produced using
recombinant DNA methods {see, eg, US Patent 4,816,567}, wsolated from phage display
antibody hibraries (see, e.g., Clackson et al. Naawre, 352 624-628 (1991)); and Marks et al., J. Mol
Biol, 2220 581-597 (1951)), or produced from transgemic mice carrying a fully human
mmmunoglobulin system (see, e.g., Louberg, Nat. Biotechnol., 23(9). 1117-25 (2003}, and Lonberg,
Handb. Fxp. Pharmacol | 181 69-97 (2008)). In contrast, “polyclonal” 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.
{8076} The terms “nucleic acid,” “peolynuclectide” “nuclestide sequence,” and
“oligonuclectide” are used interchangeably herein and refer to a polymer or oligomer of

pyrimidine and/or purine bases, preferably cytosine, thymine, and wracil, and adenine and guanine,
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respectively (See Albert L. Lehninger, Principles of Biochemistry, at 793-800 (Worth Pub. 1982)).
The terms encompass any deoxyribonucleotide, ribonucleotide, or peptide nucleic acid
component, and any chemical vanants thereof, such as methylated, hyvdroxymethylated, or
alycosylated forms of these bases. The polymers or oligomers may be heterogenous or
homogenous in composiiion, may be isolated from naturally occwrring sources, or may be
artificially or synthetically produced. In addition, the nucleic acids may be DNA or RNA, or a
nuxture 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
actd or nucleic acid sequence comprises other kinds of nucleic acid structures such as, for mnstance,
a DNA/RNA helix, peptide nucleic acid (PNA), morpholine 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. Nail. Acad. Sci. U.S.A., 97 5633-5638 {20003}, cyclohexenyl
aucleic acids (see Wang, J. Am. Chem. Soc., 122: 8595-8602 (2000)), and/or a nbozyme. 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
the same function as natural nucleotides {e.g., “nucleotide analogs™).

{8071} The terms “peptide,” “polypeptide,” and “protein” are used interchangeably heremn and
refer 1o a polymeric form of amine acids of any length, which can mclude coded and non-coded
arnino acids, chenucally or biochemically modified or derivatized amino acids, and polypeptides
having modified peptide backbones.

[6072] As used herein, a “nuclerc acid” or “nucleic acid molecule” generally refers to any
ribonucleie 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 mchudes DNA as described above that contains one or more
modified bases. Thus, BNA with a backbone modified for stability or for other reasons is a “nucleic
actd.” The term “nucleic acid” as it 1s used herein embraces such chemically, enzymatically, or
metabelically modified forms of nucleic acids, as well as the chemical forms of DNA characteristic
of viruses and cells, including for example, simple and complex cells.

{8073} The terms “cligonuclectide” or “polynuclectide” 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, of a
combination thereof. Typical deoxyribonucleotides for DNA are thymine, adening, cytosine, and
guanine. Typical ribonuclectides for RNA are uracil, adenine, cytosine, and guanine.

{0674} The terms “complementary” and “complementarity” refer o nucleotides {eg, 1
nucleotide) or polynucleotides {e.g., a sequence of nucleotides) refated 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
mportance in amplification reactions and in detection methods that depend upon binding between
nucleic acids,

{0075} 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 (e g., enzymatic activily,
figand binding, signal transduction, etc.} of the polypeptide are retained. The term “portion” when
used 1o reference 1o a gene refers to fragments of that gene. The fragments may range in size from
a few nucleotides to the entire gene sequence munus one nuclestide. Thus, “a nucleotide
comprising at least a portion of a “gene” may comprise fragments of the gene or the entire gene.
{0976} The term “gene” also encompasses the coding regions of a structural gene and mcludes
sequences located adjacent to the coding region on both the 5 and 3' ends, e.g, for a distance of
about 1 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
focated 5' of the coding region and that are present on the mRNA are referred to as 5 non-translated
or untranslated sequences. The sequences that are located 3' or downstream of the coding region

-
2

and that are present on the mRINA are referred 1o as 3' non-translated or 3' untranslated sequences.
The term “gene” encompasses both ¢DNA 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 “introns” 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 transcripi; introns therefore are absent in the messenger RNA (mRNA) transeript. The
mRNA functions during translation to specify the sequence or order of amino acids in a nascent
polypeptide.

{86771 In addition to containing introns, genomic forms of a gene may also include sequences
iocated on both the 5' and 3' 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 polyadenviation.

8078} The term “wild-type” when made in reference 1o a gene refers to a gene that has the
characteristics of a gene solated 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 charactenistics of a gene
product 1solated from a naturally occurring source. The term “wild-type” when made 1o reference
to a protein refers to a protein that has the characteristics of a naturally occurring protem. The term
“naturally-occurring” as applied o an object refers to the fact that an object can be found in nature.
For exarople, a polypeptide or polynucleotide sequence that is present in an orgamsm {including
viruses} that can be isolated from a source n natare, and which has not been intentionally modified
by the hand of a person in the laboratory 1s naturally-occurring. A wild-type gene 1s often that gene
or allele that s most frequently observed m a populaiion and 1s thus arbitranly designated the
“normal” or “wild-type” form of the gene. In contrast, the term “modified” or “mutant” when made
i reference to a gene or 10 a gene product refers, respectively, 1o a gene or to a gene product that
displays modifications m sequence and/or functional properties (e.g., altered characteristics) when
compared to the wild-type gene or gene product. It is noted that natarally-occurring mutants can
be 1solated; these are identified by the fact that they have altered characteristics when compared to
the wild-type gene or gene product.

{80791 The term “allele” refers to a vanation of a gene; the variations include but are not

fimited to vanants and mutanis, polymorphic loci, and single nucleotide polymorphic loci,
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frameshift, and splice mutations. An allele mav occur naturally in a population, or it might arise
during the lifetime of any particular individual of the population.

{00806} Thus, the terms “vanant” and “mutant” when used in reference to a nucleotide sequence
refer 1o a nucleic acid sequence that differs by one or more nucleotides from another, usually
related, nucleotide acid sequence. A “variation” s a difference between two different nuclectide
sequences; typically, one sequence is a reference sequence.

{0081} The terms “immunogen” and “antigen” are used interchangeably herein and refer to
any molecule, compound, or substance that induces an immune response m an animal {(e.g, a
mammal}. An “immune response” can emtatl, 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-proteinacecus {e.g., carbohydrate or
fipid) 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 1s specifically bound by an antibody. In certain embodiments, an epitope may
melude chemically active surface 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
charactetistics. The antigen can be a protein or peptide of vual, bacterial, parasitic, fungal,
protozoan, prion, celfular, or extraceliular origin, which provokes an immune response in a
mammal, preferably leading to protective immumty.

{0932} A “pharmaceutically accepiable carrier” as used herein generally refers to an ingredient
mn a pharmaceutical formulation, other than an active ingredient, which is noutoxic to a subject. A
pharmaceutically acceptable carrier mcludes, but is not limited to, a buffer, excipient, stabilizer,
of preservative.

{0083} The term “pharmaceutical formulation” as used herein generally refers to a preparation
which is in such form as to permit the biclogical activity of an active ingredient {e g, an anti-
ANGPTLT 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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10084} 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
idividual being treated, and can be performed either for prophylaxis or during the course of
clinical pathology. Desirable effects of treatment include, but are not himited to, preventing
occurrence or recurrence of disease, alleviation of symptoms, diminishment of any direct or
mdirect 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 delay development of a disease
or to slow the progression of a disease.

[0085] 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, inthe eye (e.g, the vitreous)) or in vitro.

9986} Au “etfective 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.

[0087] An “mdwvidual” or “subject” 15 a anunal. Mammals include, but are not limited to,
domesticated animals {e.g., cows, sheep, cats, dogs, and horses), primates (e.g., humans and non-
human primates such as monkeys}, rabbits, and rodents (eg., mice and rats). In certain
embodiments, the individual or subject 1s a human, A “subject” may be g “patient.”
Anti-ANGPTL7 Antibodies

{06088} 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 (10P) and/or increasing
outflow facility, thereby preventing optic nerve damage and/or restoring vision.

{06089} As described further herein, embodiments of the present disclosure include an antibody,

or an antigen binding fragment thereof, which specifically binds human Angiopeietin-Like Protein
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7 (ANGPTL7), optionally wherein said human ANGPTL7 s a pelypeptide which comprises or
consists of the amino acid sequence of any one of SEQ 1D NQGs: 370 10 374,

0050} 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 ANGPTL7Y protein with an
isotype contrel antibody treatment; and/or binds to ANGPTL7 with a Kp of about 1060nM 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 ANGPTL7Y with an antibody comprising the VH and VL
sequences of any one of the exemplary antibodies the sequences of which are provided in Table
1L

6091} 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, 1s human, humanized, or chimeric.

9993} In some embodiments, the antibody, or an antigen binding fragment thereof, is a full
length antibody, a single chain antibody, a single chan vanable fragment {scFv}, a varable
fragment (Fv), a fragment antigen-binding region (Fab), a Fab-C, a Fab’-8H, a (Fab’)2, a single-
domain antibody {sdAb), a VHH antibody, a nanobody, a camelid-derived single-domaimn antibody,
a shark IgNAR-derived single-domain antibody fragment (VNAR), a diabody, a triabody, an
anticalin or an aptamer, optionally wherein the antibody 1s a full length antibody comprising an Fe
region such as a human IgG1, 1gG2, 1903 or IgG4 region.

{6093} In some embodiments, the antibody, or an antigen binding fragment thereof, 13
conjugated 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 15 not human ANGPTL7, preferably wherein said target 15 expressed in the human
eye, a therapeutic of cytotoxic moiety; a detection moiely; a purification motety; a half-life
extension moiety, optionally a polypeptide that is at least 20 amino acids in length and comprises
any combination of G, A, 8 T, E, and P residue, which polypeptide is conjugated to the C- or N-

terminus of the antibody.
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10094} In some embodimenis, the antibedy, or an antigen binding fragment thereof s 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
provided in Table 11, and optionally also a VL sequence having ai 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 (VH + constant) sequence of any one of the exemplary
antthodies 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.

[06095] 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
wheretn said polynucleotide comprises or consists of a nucletc 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

[0096] HEmbodiments of the present disclosure also nclude an expression vector comprising
the polynucleotide of the preceding paragraph, which 1s optionally an adenc-associated virus
{AAV) vector, a lentiviral (LV) vector, a herpes simplex virus (HSV) vector, or a retrovirus vector.
{0997} Embodiments of the present disclosure also include a pharmaceutical composttion
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 pharmaceustical composition s switable for ocular administration to a subject,
optionally by delivery using a conmjunctival insert, a contact lens, 2 gel, a nanoparticle, a
mucoadhesive polymer, an oimntment, a solution, a suspension, eye drops, and/or an implant,
preferably by injection mnto the vitreous fhud.

0098} Embodiments of the present disclosure also include the antibody, or an antigen binding

fragment thereof, the polynuclestide, 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 ireating a disease of the eye
m a subject. In some embodiments, the disease is characterized by increased intraocular pressure
and/or reduced outflow facility mn the eye of the subject In some embodiments, the method
comprises ocular administration of the antibody, preferably by injection into the vitreous fhuid, and
wherem said administration preferably relieves at least one symptom in the subject selected from
eye pain, eye pressure, headaches, rainbow-colored halos around fights, low vision, blurred vision,
narrowed vision, impaired peripheral vision, blind spots, nausea, vomiting, and red eyes. In some
embodiments, the disease 1s glaucoma and/or a disease affecting the optic nerve or retinal panglion
cells, optionally wherein said glaucoma is primary or ghucocorticoid-induced glaucoma.

{6699} 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) HCDR1Y, HCDR2, and HCDR3, and a light chain variable region (VL) comprising
complementarity  determining regions (CDRsy LCDRYI, LCDR2, and LCDR3. In some
embodiments, the HCDR1 comprises one of the following amino acid sequences: {a) XG0 YXoIXs
(SEQIDNG: 1), wherem Xs s Sor D Xo s Gor Y; Xs 15 8 or H; (b) TSGVGVG (SEQ ID NOG:
18); (o) XaX2GMXG (SEQID NG 27), wherein X1 sV, S, D, or Ty X s YV H, ot F. Xa s D, G,
S,or A; Xaas H, S, or N or {d) SXoS¥YW2G (SEQ ID NG: 74), wherein X115 8 or G, Xz 18 S or
Y Xz is G or 8. In some embodiments, the HCDRZ comprises one of the following amino acid
sequences: (a) WG XaGXTHe Y AQX X sXoG{SEQ ID NO: 7), wherein X1 15 8, [, or N, X
AP, XK Yor N, XessNor T, XsisNor A, XeisNorK; Xpis NorK; XewsLorFy Xeis
R or Q; (by LIYWKDDEX:YSPSLKS (SEQ ID NO: 21), wherein X1 18 R or Q; (¢}
XiXoXKaXeXsXoX7XKeXoX 10X 11X 12 X13X14XasG (SEQ ID NO: 43), wherem X118 G, T, S, A, V, H,
or L2l M XD N TS orG XeisPW S Go Y, XsisDB, AN S, orY, XeisGor
;XD GY, 85 LoN XsisT,SSNELY,or B Xows Y, T, F, MK Goor ], Xiois Y, G, or
FXunusbP Yo A XosG D or A, XisisSor Dy Xusis V, L or 8 Xas s K or M; or {d)
XKAYYSGSTXoSNPSLKS (SEQ ID NO: 78) wherein X1 18 8, or Y: X2 15 Y or 8. In some
embodiments, the HCDR3 comprises one of the following amino acid sequences: {a} SEQ 1D NQs:
13-17; {b) XaX2XaXaXsXsFEDX (SEQ ID NG: 24y wherem Xi 15 8, D, or N, Xois Y or B, Xz 18
GorDXes Do ¥, XsiYorG XeisWorD, Xos L ar Y, (¢ SEQ ID NGOs: 59-73; or {d}

35



WO 2023/212294 PCT/US2023/020354

KiXpXaXaGXsXe XX XY (SEQID NO: 82y wherein X1 s Qor A; Xois Y or K, Xais L or W,
XeisSorE, XsisTorD XsisEor Y, XoisYorF, XaisForly, Xo1isQor Y.

{00180} In addition to the above HCDRI, HCDRZ, and HCDRS sequences, anti-ANGPTL7
anttbodies of the present disclosure include an LCDRI comprising an amino acid sequence of any
of SEQ 1D NOs: 87-97, SEQ 1D NQs: 123-127, or SEQ 1D NQGs: 141-149; the LCDR2 comprises
an amino acid sequence of any of SEQ 1D NOs: 99-109, SEQ 13 NOs: 129-133, or SEQ D NOs
151-159; and the LCDR3 comprises an aming acid sequence of any of SE(Q 1D NOs: 111-121,
SEQ ID NOs: 135-139, or SEQ ID NOs: 161-169.

{00181} In some embodiments, the present disclosure provides anti-ANGPTL7 antibodies, or
antigen-binding fragments thereof, that include a VH comprising complementarity determining
regions HCDR1, HCDR2, and HCDR3, and a VL comprising complementarity determining
regions LCDRE, LCDR2, and LCDR3. In some embodiments, the LCDRI comprises one of the
following anuno acid sequences: (a) RASQXIXXGXLXs (SEQ 1D NG: 86), wherein X1 is G or
S, X218 8, R oor Y, Xs s 8, N, or I, Xa s W, D or Y, Xs 15 A, G, or N; (b}
RSSOSLXIXSXaXaXs X YLK (SEQID NG: 122), wherem Xs s LotV Xo s H, Y, or F; Xa 18
NorD; XatsRor G Xsis Yor Ny Xews Nor T; X7is D or N or {0) RASQSVSX X0Xa XA (SEQ
ID NO: 140), wherein X118 S, N, or Ry X s Yor 8, Xs s L oor Y; X4 1s A or L. In some
embodiments, the LCDR2 comprises one of the following anuno acid sequences: (3} AXISSLX:S
(SEQ ID NG: 98}, wherein X1 1s A or T; Xz is Q or P; {b) XuXaSNRXGS (SEQ ID NO: 128),
wherein X115 L, K, or E; 2215 Gor V; X515 A or B; or {¢} X1ASXORAT (SEQ ID NO: 150},
wherein X1 1s D or G, Xz s N, §, or T. In some embodiments, the LCDR3 comprises one of the
following amino acid sequences: (a) X1QXoXaXuXsPXeXy (SEQ ID NO: 110}, wherein X1 is L or
QXA NS oD XN F oYV XesS T oNXssF Yoo T Xes W, LLP orY;
Xris Tor Y, (b MOX1XeXsXaPXST(SEQ 1D NO: 134), wherein Xi s Tor G Xois Loor T Xs1s
QorH; XeisTor W, Xsis Y or W; or (¢) QX0 XaXeXsXeT (SEQ 1D NO: 160), wherein X1 18
RY oo GXosl Gor X s NS oV XasW. 8, or L XsisPorL: Xe1s 1, S, P or T
[60102] In addition to the above LCDRI, LCDR2Z, and LCDR3 sequences, anti-ANGPTL7
antibodies of the present disclosure include an HCDR1 comprising an amine acid sequence of any
of SEQ I NGs: 2-6, SEQ 1D NOs: 19-20, SEQ 1D NOs: 28-42, or SEQ ID NOs: 75-77; the
HCDR2 comprises an amino acid sequence of any of SEQ ID NQs: 8-12, 8EQ D NQOs: 22-23,



WO 2023/212294 PCT/US2023/020354

SEQ 1D NOs 44-58, or SEQ 1D NOs: 79-81; and the HCDR3 comprises an amino acid sequence
of any of SEQ 1D NOs: 13-17, SEQ 13 NQOs: 25-26, SEQ 1D NQGs: 59-73, or SEQ {1 NOs: 83-85.
{00183} In some embodiments, an anti-ANGPTL7 antibody comprises the HCDRI of SEQ ID
NO: 2, the HCDR2 of SEQ 1D NO: 8, and the HCDR3 of SEQ 1D NO: 13, In some embodiments,
an anti-ANGPTL7 antibody comprises the HCDR1 of SEQ 1D NO: 3, the HCDR?2 of SEQ 1D NO:
9, and the HCDR3 of SEQ 1D N{O: 14, In some embodiments, an anti-ANGPTL7 antibody
comprises the HCDR1 of SEQ ID NG 4, the HCDRZ of SEQ ID NO: 10, and the HCDR3 of SE(Q
1D NO: 15 In some embodiments, an anti-ANGPTL7 antibody comprises the HCDR1 of SEQ ID
NG 5, the HCDR2 of SEQ D NG: 11, and the HCDR3 of SEQ ID NO: 16. In some embodiments,
an anti-AMNGPTL7 antibody comprises the HCDRI of SEQ 1D NO: 6, the HCDR2 of SEQ ID NG
12, and the HCDR3 of SEQ ID NGO: 17, In some embodiments, an anti-ANGPTL7 antibody
comprises the HCDRI1 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
antthody comprises the HCDRI of SEQ ID NO: 19, the HCDR2 comprises the anuno acid
sequence of SEQ 1D NG: 22, and the HCDR3 comprises the anuno acid sequence of SEQ 1D NO:
25, In some embodiments, an anti-ANGPTL7 antibody comprises the HCDR1 of SEQ T NG: 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 HCDRY of SEQ ID NQ: 28, the HCDRZ of SEQ ID NG
44, and the HCDR3 of SEQ ID NG: 59 In some embodiments, an anti-ANGPTL7 antihody
comprises the HCDRI of SEQ ID NO: 29, the HCDR2 of SEQ 1D NO: 45, and the HUDRS of
SEQ 1D NG: 60. In some embodiments, an anti-ANGPTL7 antibody comprises the HCDR1 of
SEQ ID NG: 30, the HCDR2Z of SEQ 1D NO: 46, and the HUDR3 of SEQ ID NO: 61 In some
embodiments, an anti-ANGPTL7 antibody comprises the HCDR1 of SEQ ID NO: 31, the HCDR2
of SEQ D NG: 47, and the HCDR3 of SEQ ID NQG: 62. In some embodiments, an anti-ANGPTL7
anttbody comprises the HCDR1 of SEQ 1D N(O: 32, the HCDR2 of SEQ I N(O: 48, and the
HCDR3 of SEQ 1D NG: 63, In some embodiments, an anti-ANGPTL7 anttbody comprises the
HCBRI1 of SEQ ID NQ: 33, the HCDR2 of SEQ ID NO: 49, and the HCDR3 of SEQ 1D NO: 64,
in some embodiments, an anti- ANGPTL7 antibody comprises the HCDRI of SEQ 1D NO: 34, the
HCDR2 of SEQ 1D NO: 50, and the HCDR3 of SEQ ID NO: 65, In some embodiments, an anti-
ANGPTL7 antibody comprises the HCDR1Y of SEQ 1D NO: 35, the HCDR2 of SEQ 1D NO: 51,
and the HUDRG of SEQ 1D NG 66, In some embodiments, an anti-ANGPTL7 antibody comprises
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the HCDR1 of SEQ ID NO: 36, the HCDR2 of SEQ ID NG 52, and the HCDR3 of SEQ 1D NO:
67. In some embodiments, an anii-ANGPTL7 antibody comprises the HCDR1 of SEQ ID NG: 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 HCDRI of SEQ [D NO: 38, the HCDRZ of SEQ 1D NO:
54, and the HCDR3 of SEQ ID NGO 69, In some embodiments, an anti-ANGPTL7 antibody
comprises the HCDRI of SEQ ID NG: 39, the HCDR2 of SEQ ID NO: 55, and the HCDR3 of
SEQ ID NG: 70. In some embodiments, an anti-ANGPTL7 antibody comprises the HCDRI of
SEGQ 1D NGO 40, the HCDR2 of SEQ ID NO: 56, and the HCDR3 of SEGQ ID NO: 71 In some
embodiments, an anti-ANGPTL7 antibody comprises the HCDRI of SEQ ID NO: 41, the HCDR2
of SEQ 1D NQO: 57, and the HCDR3 of SEQ 1D NO: 72. In some embodiments, an anti-ANGPTL7
anttbody comprises the HCDRI1 of SEQ ID NO: 42, the HCDR2 of SEQ ID NO: S8, 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 NG: 79, and the HCDR3 of SEQ ID NO: 83,
In some embodiments, an anti-ANGPTL7 antibody comprises the HCDR1 of SEQ ID NO: 76, the
HCDR2Z of SEQ ID NO: 80, and the HCDR3 of SEQ ID NG: 84 In some embodiments, an anti-
ANGPTL7 antibody comprises the HCDR1 of SEQ 1D NO: 77, the HCDR2 of SEQ ID NG: 81
and the HCDR3 of SEQ ID NG: 85,

[86164]  In some embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of SEQ ID
NG: 87, the LCDR2 of SEQ ID NO: 99, and the LCDR3 of SEQ ID NG: 111 In some
embodiments, an anti-ANGPTL7 anttbody comprises the LCDR1T of SEQ ID NO: 88, the LCDR2
of SEQ ID N 100, and the LCDR3 of SEQ ID NO: 112 In some embodiments, an anti-
ANGPTL7 antibody comprises the LCDRI of SEQ ID NO: 89, the LCDR2 of SEQ ID N 101,
and the LCDR3 of SEQ ID NGO 113, In some embodiments, an anti-ANGPTL7 antibody
comprises the LOCDRI of SEQ 1D NO: 90, the LCDRZ of SEQ 1D N(O: 102, and the LLCDR3 of
SEQ ID NO: 114 In some embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of
SEQ B NO: 91, the LCDR2 of SEQ ID N 103, and the LCDR3 of SEQ ID NO: 115, In some
embodiments, an anti-ANGPTL7 aniibody comprises the LCDRI1 of SEQ 1D NO: 92, the LCDR2
of SEQ ID NO: 104, and the LCDR3 of SEQ ID NO: 116, In some embodiments, an anii-
ANGPTLY antibody comprises the LCDR1Y of SEQ 1D NO: 93, the LCDR2 of SEQ 12 NO: 105,
and the LCDR3 of SEQ ID NG 117, In some embodiments, an anti-ANGPTL7 antibody
comprises the LCDR1I of SEQ 1D NG: 94, the LUDR2 of SEQ ID NO: 106, and the LCDR3 of
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SEQ ID NO: 118. In some embodiments, an anii-ANGPTL7 antibody comprises the LODRI of
SEG 1D NO: 95, the LCDBR2 of SEQ 1D NO: 107, and the LCDR3 of SEQ ID NQO: 119. In some
embodiments, an anti-ANGPTL7 antibody comprises the LCDRT of SEG 1D NO: 96, the LCDR2
of SEQ ID NO: 108, and the LCDR3 of SEQ ID NO: 120, In some embodimenis, an anti-
ANGPTL7 antibody comprises the LCDRY of SEQ 1D NO: 97, the LCDRZ of SEG ID NO: 109,
and the LCDR3 of SEQ 1D NO: 121, In some embodiments, an anti-ANGPTL7 antibody
comprises the LCDR1 of SEQ ID NO: 123, the LODR2 of SEQ 1D NO: 129, and the LUDR3 of
SEQ 1D NO: 135, In some embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of
SEQ ID NO: 124, the LCDR2 of SEG ID NG: 130, and the LCDR3 of SEQ ID NQO: 136, Insome
embodiments, an anti-ANGPTL7 antibody comprises the LCDRI of SEQ ID NQ: 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 LCDR1 of SEQ 1D NO: 126, the LCDR2 of SEQ ID NG: 132,
and the LCDR3 of SEQ ID NO: 138 In some embadiments, an anti-ANGPTL7Y antibody
comprises the LCDRT of SEQ D NO: 127, the LCDR2 of SEQ ID NG: 133, and the LCDR3 of
SEQ ID NO: 139, In some embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of
SEQ D NO: 141, the LCDR2 of SEQ ID NO: 151, and the LCDR3 of SEQ ID NG: 161, In some
ernbodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of SEQID NO: 142, the LCDR2
of SEG ID NO: 132, and the LCDR3 of SEQ ID NGO 162, In some embodiments, an anti-
ANGPTL7 antibody comprises the LCDR of SEQ ID NGO 143, the LCDR2 of SEQ ID NO: 153,
and the LCDR3 of SEQ ID NG: 163, In some embodiuments, an anti-ANGPTL7 antibody
comprises the LCDRT of SEQ 1D NO: 144, the LCDR2 of 8EQ ID N 154, and the LCDR3 of
SEQ ID NQ: 164, In some embodiments, an aniti-ANGPTL7 anttbody comprises the LODRI of
SEQ D NO: 145, the LCDR2 of SEQ ID NQO: 155, and the LCDR3 SEQ 1D NO: 165, In some
embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of SEQ 1D NQ: 146, the LCDR2
of SEQ ID N 156, and the LCDR3 of SEQ ID NO: 166, In some embodiments, an anti-
ANGPTL7 antibody comprises the LCDRI of SEQ 1D NO: 147, the LCDRZ of SEQ 1D NO: 157,
and the LCDR3 of SEQ ID NO:. 167 In some embodiments, an anti-ANGPTL7 antbody
comprises the LCDR1 of SEQ ID NO: 148, the LCDR2 of SEQ 1D NG: 158, and the LCDR3S of
SEQ ID NO: 168, In some embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of
SEQ 1D NG: 149, the LCDR2 of SEQ ID NO: 159, and the LCDR3 of SEQ 1D NG: 169
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100185} In some embodiments, the VH of the anii-ANGPTL7 antibodies of the present
disclosure includes an amine acid sequence that 1s 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 1D NQGs: 170-174; (b} SEQ 1D NOs: 190-191; (¢} SEQ ID
NOs: 198-212; or {(d} SEQ 1D NQOs: 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.2., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 7%,
at least 98%, at least 99%, or 100% wdentical) to any of: {a) SEQ 1D NOs: 180-184; (b) SEQ 1D
NOs: 194-195; (¢) SEQ 1D NOs: 228-242; or (d) SEQ 1D NQOs: 264-266.

{90186}  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% 1dentical {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% 1dentical}
to SEQ 1D NGO: 180, In some embodiments, the VH comprises an amino acid sequence that is at
{east 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% 1dentical} to SEQ ID NG 171 and the
VL comprises an amino acid sequence that is at least 90% 1dentical {(e.g., at least 91%, at least
O2%, 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 1D NG 181, In some embodiments, the VH comprises an amino acid
sequence that 1s at feast 90% wdentical (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% wdentical) 1o SEQ ID
NG 172 and the VI comprises an amino acid sequence that 15 at least 90% identical {e.g., at Jeast
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 1D NGO 182 In some embodiments, the VH comprises an
amino acid sequence that 1s at least 90% dentical (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 1005 identical}
to SEQ 1D NG: 173 and the VL comprises an amino acid sequence that is at least 90% 1dentical
{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 teast 99%, or 100% identical} to SEQ 1D NO: 183, In some embodiments, the VH

comprises an amino acid 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 1 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 leasi 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 D NG 190 and the VL comprises an amino acid sequence
that s at least 90% identical {e.g, at least 91%, at least 92%, at least 93%, at least 94%, at least
5%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical)} to SEQ ID NO:
194, In some embodiments, the VH comprises an anmunc 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 1D 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 D NGO 195, In some embodiments, the VH comprises an amino acid sequence that is at least
90% 1dentical {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
comprises an anino acid sequence that 15 at least 90% identical {e.g., at least 91%, at least 92%,
at least 93%, at least 94%, at least 95%, at feast 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 1s at feast 90% wdentical (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% wdentical) 1o SEQ ID
NG 199 and the VI comprises an amino acid sequence that 15 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 1D NGO 229, In some embodiments, the VH comprises an
amino acid sequence that 1s at least 90% dentical (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 1005 identical}
to SEQ 1D NG: 200 and the VL comprises an amino acid sequence that is at least 90% 1dentical
{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 teast 99%, or 100% identical} to SEQ 1D NO: 230, In some embodiments, the VH

comprises an amino acid 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 1D NGO 201 and the VL comprises an amino acid sequence that is at least
90% identical (e.g., at least 91%, at least 92%, at leasi 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 [D NG 202 and the VL comprises an amino acid sequence
that s at least 90% identical {e.g, at least 91%, at least 92%, at least 93%, at least 94%, at least
5%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical)} to SEQ ID NO:
232 In some embodiments, the VH comprises an anunc 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 1D 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 D NG 233 In some embodiments, the VH comprises an amino acid sequence that is at least
90% 1dentical {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 1D NO: 204 and the VL
comprises an aming acid sequence that 1s at least 90% identical {e.g., at least 91%, at least 92%,
at least 93%, at least 94%, at least 95%, at feast 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 1s at feast 90% wdentical (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% wdentical) 1o SEQ ID
NG: 205 and the VI comprises an amino acid sequence that 15 at least 90% identical {e.g., at Jeast

91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%,

amino acid sequence that 1s at least 90% dentical (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 1005 identical}
to SEQ 1D NG: 206 and the VL comprises an amino acid sequence that is at least 90% 1dentical
{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 teast 99%, or 100% identical} to SEQ 1D NO: 236, In some embodiments, the VH

comprises an amino acid 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 1D NGO 207 and the VL comprises an amino acid sequence that is at least
90% identical (e.g., at least 91%, at least 92%, at leasi 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 [D NG 208 and the VL comprises an amino acid sequence
that s at least 90% identical {e.g, at least 91%, at least 92%, at least 93%, at least 94%, at least
5%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical)} to SEQ ID NO:
238 In some embodiments, the VH comprises an anunc 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 1D 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 D NG 239, In some embodiments, the VH comprises an amino acid sequence that is at least
90% 1dentical {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
comprises an anino acid sequence that 15 at least 90% identical {e.g., at least 91%, at least 92%,
at least 93%, at least 94%, at least 95%, at feast 96%, at least 97%, at least 98%, at least 99%, or
100% identical} to SEQ ID NG: 240, In some embodiments, the VH comprises an amino acid
sequence that 1s at feast 90% wdentical (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% wdentical) 1o SEQ ID
NG: 211 and the VI comprises an amino acid sequence that 15 at least 90% identical {e.g., at Jeast
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 1D NGO 241, In some embodiments, the VH comprises an
amino acid sequence that 1s at least 90% dentical (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 1005 identical}
to SEQ 1D NG: 212 and the VL comprises an amino acid sequence that is at least 90% 1dentical
{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 teast 99%, or 100% identical} to SEQ 1D NO: 242, In some embodiments, the VH

comprises an amino acid 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 1 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 leasi 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 NG 259 and the VL comprises an amino acid sequence
that s at least 90% identical {e.g, at least 91%, at least 92%, at least 93%, at least 94%, at least
5%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical)} to SEQ ID NO:
265, 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 1D NO: 260 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: 266,

991077 Nuclewe actd or arowno acid sequence “dentity,” as deseribed 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 wdentity between two or more sequences are known and incorporated into a number of
available software programs. Examples of such programs mclude CLUSTAL-W, T-Coffes, and
ALIGN (for alignment of nucleic acid and aming acid sequences), BLAST programs (e.g., BLAST
2.1, BL2REQ, and later versions thereof} and FASTA programs {e.g., FASTA3x, FAS™, aund
SSEARCH) (for sequence alignment and sequence similarity searches). Seguence alignment
algorithms also are disclosed in, for example, Altschul et al,, J. Molecular Biol., 215(3}; 403-410
{19903, Beigert et al., Proc. Nadl. Acad. Sci. USA, 106(10}. 3770-3775 (2009), Dwrbin et al | eds.,
Biological Sequence Analysis: Probabilistic Models of Proteins and Nucleic Acids, Cambridge
Umiversity Press, Cambridge, UK (2009}, Soding, Ricinformatics, 21{7): 951-960 (2005}, Altschul
et al., Nucleic Acids Res., 25{(17): 3389-3402 (1997), and Gustield, Algorithms on Strings, Trees
and Sequences, Cambridge University Press, Cambridge UK (19973}

[00188} 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 aming acid. An anmuno acid
“replacement” or “substiiution” refers to the replacement of one aming acid at a given position of
residue by another amino acid at the same position or residue within a polvpeptide 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 or Tyr), and tryptophan {W or Trp). Non-aromatic aming acids are broadly
grouped as “aliphatic.” Examples of “aliphatic” ammo acids mclude glycine {G or Gly), alanine
{A or Ala), valine (V or Val), leucine (L or Leu), isoleucine {1 or le), methionine (M or Met),
serine (S or Ser), threonine {1 or Thr), cysteine {C or Cys), proline (P or Pro}, glutamic acid (£ or
Glu), aspartic acid (A or Asp), asparagine (N or Asn), glutamune {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, threomine, 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 glyeine 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 aming 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,

{00168} The amino acid replacerment or substitution can be conservative, semi-conservative, ot
non~conservative. The phrase “conservative amino acid substitution” or “conservative mutation”
refers to the replacement of one amino acid by another amuine acid with a common property. A
functional way to define common properties between mdividual amino acids 1s 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 amine 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

mclude 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 -OH can be maintained, and glutamine for asparagine such that a free -NHz can be
maintained. “Semi-conservative mutations” include amino acid substitutions of aming 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 amine 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.

{00118} 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
aming acid sequence of the antibody or antigen-binding fragment thereof. In this respect, at least
one amino acid (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. For example, i-10amino 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
monocional antibody or antigen-binding fragment thereof. Tn this respect, the amino acid(s) can
be inserted into an anttbody or antigen-binding fragment thereof in any suitable location
Preferably, the amino acid(s) are mserted into a CDR (e.g, CDR1I, CDR2, or CDR3) of the
anttbody or antigen-binding fragment thereof,

{80111} The amino acid sequences of the anti-ANGPTL7 antibodies, or antigen-binding
fragments thereof, are not imited to the specific amino acid sequences described heremn. Indeed,
an anti~ANGPTL7 antibody or antigen-binding fragment thereof can comprise any heavy chan
polypeptide or hight chain polypeptide that competes with the anti-ANGPTL7 antibodies or
antigen-binding fragments thereof for conformational binding to ANGPTL7. Astibody
competition can be assayed using routine peptide competition assays such as, for example, ELISA,
Western blot, or immunochistochemistry methods (see, e.g., U.S. Patents 4,828,981 and & 568 992;
and Braitbard et al., Proteome Sci., 4. 12 {2006)}.
{80112}  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 himited to, F(ab’ ), 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. 2010 Jan-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; do1:10.3390/antub8020028}. In some embodiments, the
anti-ANGPTL7 antigen-binding fragment is a single-chain vanable fragment (scFv), which is an
engineered antibody generated by the fusion of the heavy (VH) and light chains (VL} of
immunoglobuling through a short polypeptide linker. Single chain variable domam (Fv} fragments
{scFv) are used in the art in a variety of chinical and therapeutic applications, primarily due to their
waproved pharmacokinetic properties as compared to the parent monocional antibodies and the
relative ease of producing them in large quaniities at low cost (Monnier et al., Antibodies 2013,
2(2}, 193-208; dot.org/10.3390/antib2020193; Safdari etal , Mol Med. 2016; 22: 258-270; and Ly,
R., Hwang, Y., L, L etal Development of therapeutic antibodies for the treatment of diseases. J
Biomed Sci 27, 1 {2020). hitps://doi.org/10.1186/812929-019-0592-2).

{00313}  Ananti-ANGPTL7Y antibody of the present disclosure may be a diabody. Diabodies are
anttbody fragments with two antigen-binding sites that may be bivalent or bispectfic. See, for
example, EP 404,097, WO 1993/01161; Hudson et al., Nar. Med. 9:129-134 (2003); and Hollinger
et al, Proc. Natl, Aead. Sci. USA 90: 6444-6448 (1993). Trabodies and tetrabodies are also
described v Hudson et al, Nar. Med. 9:129-134 (2003). An anti-ANGPTL7 antibody of the
present disclosure may be a single-doman antibody {also referred to as a nanobody). Single-
domain anttbodies are antibody fragments comprising all or a portion of the heavy chain variable
domain or all or a portion of the light chain varable domain of an antibody. In certan
embodiments, a single-domain antibody 15 a4 human single-domain antibody {Bomantis, Inc,
Waltham, Mass.; see, e.g,, UK, Pat. No. 6,243,516 B1). Antibody fragments can be made by
vartous technigues, including but not limited to proteolytic digestion of an intact antibody as well
as production by recombinant host cells (e.g., /2. coff or phage), as deseribed herein.

{80114] In other embodiments, the anti-ANGPTL7 antibody 15 a2 whole antibody. As defined
herein, a whole aniibody comprises fwo 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 (Vi) region and three C-terminal constant (Cai, Cuz, and Cns) regions, and each light
chain contains one N-terminal variable (V1) region and one C-terminal constant (T}, 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”™), 1eG, 1gM, IgA, IgD and IgE, which
differ in their function in the immune system. I2Gs are the most abundant immunoglobuling in the
blood, representing 60% of total serum antibodies in humans. 1gG antibodies may be subclassified
as 1gG1, IgG2, 123, and 1g(G4, named in order of their abundance in serum (1231 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 18 of class 1gG (e.g., IgGl, 1gG2, 19G3, or fgG4). For
example, the monoclonal antibody may be an IgG1 antibody.

{80115}  As discussed above, the Fo 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 Fc domain may be modified or engineerad
to alter its effector functions. For example, Fc domains may be modified to improve antibody-
dependent cellular cytotoxicity (ADCC) and antibody-dependent cellular phagocytosis (ADCP),
and to control serum half-life. In sorne embodiments, the Fo domamn of the anti-ANGPTLY
antibody may be engineered to modulate affinity for an Fe receptor, such as Foy receptors (FeyRs)
and the neonatal Fc receptor (FeRn). Indeed, optinuzation of the interactions between antibodies
and FoyRs has emerged as a promising approach for enhancing the activity of therapeutic
anttbodies for the treatment of various diseases (Mimoto et al., Curr. Pharm. Biotechnol. 17, 129%-
13142016); Lazar et al,, Proc. Natl Acad. Sci. USA 103, 4005-4010 {2006); Richards et al., Mol.
Cancer Ther. 7, 2517-2527 (2008}, Nordsirom et al., Breast Cancer Res. 13, R123 (2011); and
Kang, T.H,, Jung, 5.1, Exp Mol Med 51, 1-9 (2019)). The Fc domain also may be modified to
maprove serum half-life, e.g., by engineering Ig(G Fe for higher FeRu binding (Zalevsky et al, Nat.
Biotechnol 28, 157-159 (2010); and Dall’ Acqua et al, J. Immunol. 169, S171-5180 (2002)}. In
other embodiments, the Fo domain may be modified to create monovalency or antibody
bispecificity for improving therapeutic potency. For example, an Fc domain may be generated that
does not form a homodimer but remains as a soluble monomer, mFc, that exhibits high affinity for
FeyRI but no detectable binding to FeyRlIHa In other embodiments, a heterodimeric Fe domain
may be generated to obtain bispecific properties for antigen binding to circumvent homodimer
formation. Engineered Fc domains may be generated by inducing point mutations or by modifying

elycosylation of the Fc domain (Saunders, K.Q., Front Immunol 2019;10:129¢6; Kelley, RF |
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Meng, ¥ 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 Sci U S A 2017;114:3485-90; and Lin et al., Proc Natl Acad Sei U S A
2015;112:10611-6; Kang and Jung, supra).

Maltispecific Anti-ANGPTL7 Antibodies

{00116}  As described above, the anti-ANGPTL7 antibodies of the present disclosure can be a
monocional antibody, a human antibody, a humanized antibody, and/or a chimeric antibody. In
some embodiments, the antibody is 2 fragment selected from the group consisting of Fab, Fab-C,
Fab'-SH, Fv, scfv, and (Fab'): 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.

180117} In some embodiments, an anti-ANGPTL7 antibody provided herein s 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. USA. 81:6851-6855 (1984}, In one example, a chimeric
antibody comprises a non-human variable region {e.g., a vanable domain derived from a mouse,
rat, hamster, rabbit, or non-human primate, such as a monkey} and a human constant domain. Ina
further example, a chimeric antibody s 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.

[B0118] In certamn embodiments, a chimeric antibody 15 a humanized antibody. Typically, a
non-human antibody 1s humanized to reduce immunogenicity to humans, while retaining the
spectficity and affinity of the parental non-human antibody. Generally, a humanized antibody
comprises oue or more vanable domains in which HVRs, for example, CDRs, (or portions thereot)
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 3 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.

[00119} Humanized antibodies and methods of making them are reviewed, for example, in

Almagro and Fransson, Froni. Biosci. 13:1619-1633 {2008), and are further described, for
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example, i Riechmann et al, Nafure 332:323-329 (1988); (Queen et al., Proc. Nat'l Acad. Sci.
/84 86:10029-10033 (1989 U.S. Pat Nos. 5,821,337, 7,527,791, 6,982,321, and 7,087,409
Kashmirt et al, Methods 36:25-34 (2005} {(describing specificity determining region {(SDR}
erafting); Padlan, Mol Immunol 28:489-498 (1991} (describing “resurfacing”);, Dalf'Acqua et
al., Methods 36:43-60 (2005} {describing “FR shuffling”); and Osbourn et al, Methods 36.61-68
{2005y and Klimka et al., 8r. J. Cancer, 83:252-260 {2000) (describing the “guided selection”
approach to FR shuffling).

{66126}  Inaccordance with the above embodiments, an anti-ANGPTL7 antibody of the present
disclosure can be made into bivaleni, trivalent, or tetravalent formats. For example, an anti-
ANGPTL7 antibody of the present disclosure can be a hivalent, bispecific antibody with
heteromeric heavy chams (eg., Triomab, knobs-into-holes (KIH), Duocbody, etc). An anti-
ANGPTL7 antibody of the present disclosure can be a tetravalent multispecific antibody
comprised of Tg(Gs with other binding domains fused to either the N- or C-termim of either the
heavy or light chains (e.g., dual variable domam [DVD], 1gG-scFv fusion, Mabtyrin (1gG 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 {e.g., 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 13 a
multispecific antibody, such as a bispecific antibody, which have binding specificities for at 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 1s not himited
to, interleukin-1 beta (1L-18), interleukin-6 (IL-6}; mterleukin-6 receptor JL-6R); interleukin-13
{(IL-13}; 1L-13 receptor ({L-13R}; PDGF (e.g., PDGF-BB); angiopotetin; angiopoietin 2 (Ang2);
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Tie2; S1P; integrins avB3, avps, and aSP1; betacellulin; apelin/APY, ervthropoieting complement
factor D; TNFa, HirAl; a VEGF receptor (e.g., VEGFR1, VEGFRZ, VEGFR3, membrane-bound
VEGF-receptor {mbVEGER), or soluble VEGF receptor (sVEGFR}); S§T-2 receptor; and protetns
genetically linked to age-refated macular degeneration (AMD} risk, such as complement pathway
components {2, factor B, factor H, CFHR3, U3b, €5, C3a, and C3a; HirAl; ARMS2; TIMP3;
HLA: interleukin-8 (IL-8), CX3CR1: TLR3; TLR4; CETP; LIPC; COL10A1; and TNFRSF10A.
{00122} In some embodiments, a bispecific antibody of the present disclosure mcludes 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 antagomst, including but not limited to, anti-VEGF antibodies {eg,
bevacizumab, sevacizumab, and ranthizumab), anti-VEGFRZ antibodies and related molecules
{e.g., ramucirumab, tanibirumab, aflibercept), anti-VEGFR1 antibodies and related molecules
{e.g, wrucumab, aflibercept (VEGEF Trap-Hyve;, EYLEA®), and ziv-aflibercept (VEGE Trap;
ZALTRAP®)), anti-VEGE arms of VEGF bispecific antibodies {e.g., MP-0250, vanucizomab
{(VEGF-ANG2)), meluding anti-VEGF, anti-VEGFRI, and anti-VEGFR2 arms.

Functional Characteristics of Anti-ANGPTL7 Antibodies

{80123} In accordance with the above embodiments, the present disclosure provides anti-
ANGPTL7 antibodies comprising various functional charactenstics. In some embodiments, the
anti-ANGPTL7 antibodies described herein bind an antigen on ANGPTL7? (SEQ ID NG 370}, or
a vanant or 1soform thereof, via mteraction with its antigenic determinants (eptiopes}). In some
embodiments, the anti-ANGPTL7 antibodies described herein bind an antigen/epitope from a
human ANGPTL7 fibrinogen domain {e.g., ATX-P-60; SEQ 1D N 373), an antigen/epitope from
a full length human ANGPTL7 monomerie variant L39P _LB4P (ATX-P-62; SEQ 1D NG: 371),
an antigen/epttope from a full length human ANGPTL7? monomeric varant LS9 GGPGG (ATX-
P-63; SEQ ID NO: 372), an antigen/epitope from a human wild type ANGPTL7 multimer (PExt-
1: SEQ ID NO: 374).

{80124} In some embodiments, binding of an anti-ANGPTL7 antibody to an ANGPTL7
polypeptide reduces intraccular 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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ANGPTLY with a Ko of about 100 nM or lower (see, e.g., Example 10). In some embodiments,
the anti-ANGPTL7 antibodies described herein bind ANGPTL7T {or a fragment thereof} and
mcrease outflow facility compared to a control. In some embodiments, the control 1s selected from
the group consisting of vehicle treatment, dexamethasone treatment, ANGPTL7 protein treatment,
and treatment with an ANGPTL7 protein/polypeptide and an isotype controf antibody (see, e.g.,
FIG 7). In some embodiments, the anti-ANGPTL7 antibody comprises 2 VH comprising an amine
actd sequence that is at least 90% 1dentical {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 D NO: 210 and a VL comprising an amino acid sequence that is at least 90% identical {(a.g,,
at least ©1%, at least 92%, at least 93%, at least 94%, at least 93%, at least 96%, at least 97%, at
least 98%%, at least 99%, or 100% identical) to SEQ 1D NG: 240, In some embodiments, the anit-
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% dentical} to SEQ 1D NO: 200 and a VL comprising
an amivo acid sequence that s at least 90% 1dentical (e.g., at least 31%, 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 ant-ANGPTL7 antibody comprises a VH
comprising an amine 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 feast 96%, at least 97%, at least 98%, at least 99%, or
100% wdentical} to SEQ 1D NG: 258 and a VL comprising an amino acid sequence that is at feast
90% 1dentical {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-ANGPTLY antibody comprises a2 VH comprising an ammo acid sequence
that 15 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% 1dentical} to SEQ 1D NG: 207
and a VL comprising an amino acid sequence that 1s at least 90% identical {e.g., at least 1%, 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 aming acid sequence that is at least 90% identical (e.g., at feast
019%, 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 1D NO: 204 and a VL comprising an amino acid sequence
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that 1s 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 1D NO:
234, In some embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an aming
acid sequence that 1s at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at least
4%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical} to
SEQ ID NGO 266 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% wdentical) to SEQ 1D 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 1D NO: 205 and a VL comprising
an aming acid sequence that is at least 90% 1dentical (e.g., at least 919, at least 92%, at least 93%,
at least 94%, at least 959, 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% dentical {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% 1dentical) 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% wdentical) to SEQ ID NO: 236, In some
embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino acid sequence
that 13 at least 90% identical (e.g., at least %1%, at least 92%, at least 93%, at least 949, at least
5%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% 1dentical} to SEQ ID NO: 208
and a VL comprising an amingo acid sequence that 1s at least 90% identical {e.g., at least 91%, at
feast 92%, at least 93%, at least 94%, at least 95%;, at least 96%, at least 97%, at least 98%, at feast
99%, or 100% identical) to SEQ ID NG: 238, In some embodiments, the anti-ANGPTL7 antibody
comprises a VH comprising an amino acid sequence that 15 at least 90% 1dentical {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 D NG: 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
3 p P g
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acid sequence that is at least 90% 1dentical {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 10096 identical) to
SEQ D 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 1D NO: 233, In some embodiments, the anii-
ANGPTLY 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% wdentical) to SEQ 1D 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% 1dentical)
to SEQ ID NO: 242, 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 959, 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 aming acid sequence that is at least
90% 1dentical {e.g., at least 91%, at least 92%, at least 93%, at least 24%, at least 95%, at least
96%, at least 97%, at least 98%, at least 99%, or 100% identical} to SEQ 1D NO: 228 In some
embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino acid sequence
that 1s at least 90% dentical {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 NG: 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 teast 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least
99%, or 100% identical) to SEQ ID NGO: 194, 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% wdentical) to SEQ 1 NO: 202 and a VL comprising an amino acid sequence
that 15 at least 90% wdentical {e.g, at least 919, at least 92%, at least 93%, at least 94%;, at least
95%, at least 96%, at least 97%, at lzast 98%, at least 99%, or 100% identical) to SEQ 1D NO:
232. In some embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino
acid sequence that 1s at least 90% identical (e.g., at least 91%, at least 92%, at least 93%, at feast
94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical} to

SEQID NG 211 and a VL comprising an amino acid sequence that is at least 90% identical (e.g.,
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at least 91%, at least 929, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at
ieast 98%, at least 99%, or 100% identical) to SEQ 1D NO: 241, 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 1D NG: 199 and a VL comprising
an amine acid sequence that 1s at least 90% 1dentical {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 D NO: 229

{00125} Insome 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 vehicle treatment, dexamethasone treatment, ANGPTL7 protein treatment,
and/or treatment with an ANGPTL7 protein/polypeptide and an isotype control anttbody. In some
embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino acid 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 NG 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% dentical (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% wdentical) to SEQ 1D NO: 200 and a VL comprising an amino acid sequence
that 1s 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 VH comprising an amino
acid sequence that 1s 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% dentical} to
SEQ D NO: 258 and a VL comprising an aming acid sequence that is at least 90% 1dentical {e.g.,
at least 91%, at least 929, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at
ieast 98%, at least 99%, or 100% identical} to SEQ 1D NG: 264,

{00126} Insome embodiments, the anti-ANGPTL7 antibodies described herein bind ANGPTLY

{or a fragment thereof) and increase outflow facility compared to a control. In some embodiments,
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the control 1s 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 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 1D NG: 207 and a VL comprising
an amine acid sequence that 1s at least 90% 1dentical {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 SEGQ 1D 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 1D NO: 234, In some
embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino acid sequence
that s at least 90% identical {e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least
5%, 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 anuno acid sequence that 13 at least 90% identical (e g, at least 91%, at
least 92%6, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least
99%, or 100% 1dentical) to SEQ I3 NG: 266, In some embodiments, the anti-ANGPTL7 antibody
comprises a VH comprising an amino acid sequence that 13 at least 96% identical (e.g., at least
1%, 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 D NO: 205 and a VL comprising an amino acid sequence
that 13 at least 90% dentical {e.g., at least 91%, at least 92%, at least 93%, at least 949, at least
95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical} to SEQ 1D NG
235 In some embodiments, the anti-ANGPTL7 anttbody comprises a VH comprising an amino
acid sequence that 15 at least 90% wdentical {e.g , at least 91%;, at least 92%, at least 93%, at least
94%, at least 95%, at least 96%, at least 97%, at lezast 98%, at least 99%, or 100% identical) to
SEQ 1D 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 1D NO: 236, In some embodiments, the anii-

ANGPTLY antibody comprises a VH comprising an amino acid seguence that 1s 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
ieast 97%, ai least 98%, at least 99%, or 100% dentical} to SEQ 1D 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% 1dentical}
to SEQ 1D NQO: 238, In some embodiments, the anti-ANGPTL7 antibody comprises a VH
comprising an aming actd sequence that 1s at least 90% identical {e.g., at least 91%, at feast 92%,
at least 93%, at least 949, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or
100% wdentical} to SEQ ID NO: 191 and a VL comprising an amino acid sequence that is at least
90% 1dentical {e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least
6%, at least 97%, at least 98%, at least 99%, or 100% identical} to SEQ 1D NO: 195 In some
embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino acid sequence
that s at least 90% wdentical {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 NG: 203
and a VL comprising an amino acid sequence that is at least 90% 1dentical (e.g., at least 91%, at
least 92%, at least 93%, at feast 94%, at least 95%, at least 96%, at teast 97%, at least 98%, at least
9G%, or 100% identical) to SEQ ID NO: 233, Insome embodiments, the anti-ANGPTL7 antibody
comprises a VH comprising an amino acid sequence that 1s at least 90% wdentical (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% wdentical) to SEQ D NG: 212 and a VL comprising an amwno acid sequence
that 1s 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 1D NO:
242, In some embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an aming
acid sequence that 1s at least 90% identical (e.g., at least 919, 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 NG 198 and a VL comprising an amino acid sequence that 1s at least 90% 1dentical (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% wdentical} to SEQ 1D NO: 228. In some embodiments, the anti-
ANGPTLY 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
ieast 97%, at least 98%, at teast 99%, or 100% identical) to SEG 1D NO: 190 and a VL comprising

an aming acid sequence that is at least 90% 1dentical (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,

{00127} Insome embodiments, the anti-ANGPTL7 antibodies described herein bind ANGPTLY
{or a fragment thereof) and increase outflow facility compared to a control. In some embodiments,
the control s any of dexamethasone treatment and/or ANGPTL7Y protein treatment. In some
embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino acid sequence
that 15 at least 90% identical {e.g, at least 91%, at least 92%, at least 93%, at least 94%, at least
5%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ ID NG: 202
and a VL comprising an amino acid sequence that 1s at least 90% identical (e g, at least 91%, at
feast 929%, at least 93%, at least 94%, at least 959%, at least 96%, at least 97%, at least 98%, at least
99%, or 100% identical) to SEQ I NO: 232, In some embodiments, the anti-ANGPTL7 antibody
comprises a YH comprising an aming acid sequence that 15 at least 90% identical {e.g., at least
919%, 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 D NQO: 211 and a VL comprising an amino acid sequence
that s at least 90% identical {e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least
5%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% 1dentical) to SEQ 1D NO:
241, In some embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino
acid sequence that is at Jeast 90% dentical {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 10(% identical} to
SEQ 1D NG: 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%0, at least 94%, at least 95%, at least 96%, at least 97%, at
ieast 98%, at least 99%, or 100% identical} to SE{} ID NG 229,

Polypeptides and Expression Vectors

[80128] Embodiments of the present disclosure also mclude a polynucleotide encoding any of
the anti-ANGPTL7 antibodies of the present disclosure. In some embodiments, the polynucleotide
comprises a sequence that 1s at least 70% dentical (e g, at least 70%, at least 75%, at least 80%,
at {east 5%, at least 90%, at least 95%, or 100% identical} to any of the following nucleic acid
sequences: {a) SEQ 1D NOs: 175-179; (b) SEQ D NGs: 192-193; (¢} SEQ 1D NOs: 213-227; or
{d) SEGQ 1D NOs: 261-263. In some embodiments, the polynucleotide comprises a sequence that
15 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 1 NOs:
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185-189; (b} SEQ 1D NGs: 196-197; (¢) SEQ 1D NOs: 243-257; or {d) SEQ ID NOs: 267-269. In
some embodiments, the polynucleotide comprises a sequence that is at least 80% identical {e.g., at
ieast 80%, at least &5%, at least 90%, at least 95%, or 100% identical} to any of the following
nucleic acid sequences: {a} SEQ 1D NQGs: 175-179; (b) SEQ 1D NOs: 192-193; (¢} SEQ 1D NOs:
213-227; or (d} SEQ 1D NQOs: 261-263. In some embodiments, the polynuclectide comprises a
sequence thai 1s at least 80% identical {e.g., at least 80%, at least 85%, at least 90%, at lzast 95%,
or 100% identical} to any of the following nucleic acid sequences: (a) SEQ 1D NOs: 185-189; (b}
SEQ 1D NOs: 196-197; {¢) SEQ ID NOs: 243-257; or {d) SEQ ID NGOs: 267-269. In some
embodiments, the polynucleotide comprises a sequence that 1s 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 1D 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 93%, or 100% identical} to any of the following
nucleic acid sequences: {a} SEQ 1D NGs: 185-189; (b} SEQ 1D NOs: 196-197; (¢} SEQ 1D NOs:
243-257; or {d) SEQ ID NQOs: 267-269. In some embaodiruents, the polynucieotide comprises a
sequence that s 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: 175-179; (b} SEQ ID NOs: 192-193;
{c) SEQID NOs: 213-227; or (d) SEQ ID NOs: 261-263. In some embodirents, the polynucleotide
comprises a sequence that 1s 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
NGs: 196-197; () SEQ ID NOs: 243-257; or {d) SEQ 1D NOs: 267-269. In some embodiments,
the polynucleotide comprises a sequence that 1s 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
NQOs: 192-193; {¢) SEQ ID NOs: 213-227, or (d) SEQ ID NOs: 261-263. In some embodiments,
the polynucleotide comprises a sequence that 1s at least 95% 1dentical {e.g., at feast 95%, or 100%
identical) to any of the following nucleic acid sequences: (a) SEQ 1D NQOs: 185-189; (b) SEQ ID
NQOs: 196-197; (¢} SEQ ID NQOs: 243-257; or {d) SEQ 1D NQOs: 267-269.

180128}  Insome embodiments, the polynucleotide encoding an anti-ANGPTL7 antibody of the
present disclosure comprises: (a) a nucleie acid sequence that 1s 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 1D NO: 175 and a nucletc acid sequence that 15 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 1D
NG: 185; (b) a nucleic acid sequence that 1s at least 70% identical {e.g., at feast 70%, at least 75%,
at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ 1D NG: 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 NQ: 186; {¢} a nucleic acid
sequence that 1s at least 70% identical {e.g., at least 70%, at least 75%, at least 80%, at lzast 85%,
at least 90%, at least 95%, or 100% identical} to SEQ 1D 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 953%, or 100% identical) to SEQ ID NO: 187; (d) a nucleic acid sequence that is at least
70% 1dentical (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% 1dentical) to SEQ 1D NO: 188; (e} a nucleic acid sequence that is at least 70% tdentical {e.g.,
at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% 1dentical}
to SEQ ID NO: 179 and a nucleic acid sequence that 1s at least 70% identical {e.¢., at least 70%,
at least 753%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% wlentical) to SEQ ID
NG: 189

[86136]  Insome embodiments, the polynucleotide encoding an anti-ANGPTL7 antibody of the
present disclosure cornprises: (a) a nucleie acid sequence that 1s at least 70% wdentical {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: 213 and a nucleic acid sequence that s at least 70% 1dentical {e.g., at least 70%, at
feast 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% 1dentical) to SEQ ID
NG 243; {b) a nucleic acid sequence that 1s at least 70% identical {e.g., at feast 70%, at least 75%,
at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NG: 214 and
a nucleic acid sequence that 1s 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: 244; (¢} a nucleic acid
sequence thai 1s at least 70% identical {e.g., at least 70%, at least 75%, at least 80%, at 1zast 85%,
at least 90%, at least 95%, or 100% identical} to SEQ 1D 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 909,
at least 95%, or 100% identical} to SEQ 1D NGO 245, (d} a nucleic acid sequence that is at least

70% 1dentical {e.g., at least 70%, at least 75%, at least B0%, at least 85%, at least 90%, at feast
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95%, or 100% identical) to SEG 1D NO: 216 and a nucleic acid sequence that 1s at least 70%
identical (e.g., at least 70%, at least 75%, at least 0%, at least 85%, at least 90%, at least 95%, or
100% 1dentical) to SEQ 1D NO: 246; (e} a nucleic acid sequence that is at least 70% 1dentical {e.g.,
at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% 1dentical}
to SEQ 1D NO: 217 and a nucleic acid sequence that is at least 70% identical {e.g., at least 70%,
at feast 75%, at least 80%, at least 85%, at feast 90%, at least 95%, or 100% identical} to SEQ 1D
NG 247, (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 1D NG: 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 8594, at least 90%, at least 93%, or 100% identical) to SEQ 1D 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 5%,
at least 90%, at least 93%, or 100% identical} to SEG 1D NO: 219 and a nucleic acid sequence that
15 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 1D NO: 249; (h) a nucleic acid sequence that is at least
70% 1dentical {e.g., at least 0%, 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 1s at least 70%
identical (e.g., at least 70%, at least 73%, at least 80%, at least 85%, at least 90%, at least 95%, or
100% 1dentical) to SEQ 1D NG: 250; (1) a nucleic acid sequence that is at least 70% identical {e.g.,
at least 70%, at least 75%, at least 80%, at least 5%, at least 90%, at least 95%, or 100% identical}
to SEQ ID NO: 221 and a nucleic acid sequence that 1s 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 1D
NO: 251; or (3) a nucleic acid sequence that 15 at least 70% identical {e.g., at least 70%, at least
75%, at least 8%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ 1D NQG: 222
and a nucleic acid sequence that is at least 70% 1dentical {e.g., at least 70%, at least 75%, at least
80%, at least 85%, at least 950%, at least 95%, or 100% identical) to SEQ 1D NG: 252; {k) a nucleic
acid sequence that 15 at least 70% wdentical {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 1D NO: 223 and a nucleic acid sequence
that 1s 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 1D NG 253; (1) a nucleic acid sequence that is at
least 70% identical {(e.g., at feast 70%, at least 75%, at least 80%, at least 85%, at least 90%, at

jeast 95%, or 100% identical} to SEQ 1D 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 (m) a nucleic acid sequence that s at least 70% identical
{e.2., at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100%
identical) to SEQ ID N 225 and a nucleic acid sequence that is at least 70% identical (e.g., at
feast 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical}
to SEQ 1D NG 253; (n) a nucleic acid sequence that is at least 70% identical (e.g., at least 70%

at least 75%, at least 8%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ 1D
WNO: 226 and a nucleic acid sequence that is at least 70% 1dentical (e g., at least 70%, at least 75%

at least 80%, at least 83%, at least 90%, at least 95%, or 100% identical) to SEQ ID NO: 256; or
{0} 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 ©(%, at least 95%, or 100% identical) to SEQ 1D NG: 227 and a nucleic
acid sequence that s at least 70% identical (e.g, at least 70%, at least 75%, at least 809, at least
839%, at least 90%, at least 95%, or 100% identical) to SEQ 1D NO: 257,

{80131}  Insome embodiments, the polynucleotide encoding an anti-ANGPTL7 antibody of the
present disclosure comprises: (a) a nucleic acid sequence that 1s at least 70% wdentical {e.g., at least
T0%, at least 75%, at least 80%, at least 85%, at least 90%, at least 93%, or 100% identical) to
SEQ ID NO: 261 and a nucleic acid sequence that 15 at least 70% identical {e.g., at least 70%, at
feast 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% wlentical) to SEQ ID
NG: 267; {b) a nucleic acid sequence that 1s 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: 262 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% dentical) to SEQ ID NO: 268; (¢} a nucleic acid
sequence that 1s at least 70% wdentical (e.g., at least 70%, at least 75%, at least B0%, at least 85%
at least 90%, at least 95%, or 100% identical} to SEQ 1D NO: 263 and a nucleic acid sequence that
15 at lea o wdentical (e.g., at least 70%, at least 75%, at least 80%, at feast 85%, at least 90%
at least 95%, or 100% identical) to SEQ 1D NG: 269,

[60132] In accordance with these embodiments, the present disclosure includes an expression
vector comprising any of the polyvnuciestides encoding an anti-ANGPTL7 antibody of the present
disclosure. In some embodiments, the expression vector is suitable for manufacturing an anti-
ANGPTL7 anitbody 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 vecior. The vector can be, for example,

e
b2
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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.| AMolecular
Cloning, a Laboratory Manuad, 4th edition, Cold Spring Harbor Press, Cold Spring Harbor, NY.
{2012}, and Ausubel et al., Current Protocols in Molecular Biology, Greene Publishing Associates
and John Wiley & Sons, New York, N.Y. {(1994}}.

{00133} Inaddition to the nucleic acid encoding an anti-ANGPTLT antibody or antigen-binding
fragment thereof, the vector desirably comprises expression control sequences, such as promoters,
enhancers, polyadenylation signals, transcription terminators, internal ribosome entry sites (IRES),
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: Methods in Enzymology, Vol 185, Academic Press, San
Diego, Calif. (19903

100134} 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 any suitable prokaryotic or eukaryotic cell Examples
of suttable prokaryotic cells include, but are vot Iinuted to, cells from the genera Bacillus (such as
Bacillus subtilis and Bacillus brevis), Fscherichia (such as F. colf), Pseudomonas, Sivepiomyces,
Salfmonelia, and Frwinia. Particularly useful prokaryotic cells include the various strains of
Fscherichia coli {e.g., K12, HBI101 (ATCC No. 336%94), DHSe, DHI0, MC1061 (ATCC No.
53338}, and CC102). Ruitable eukaryotic cells are known in the art and include, for example, veast
cells, insect cells, and mammalian cells. Examples of suitable yveast cells include those from the
gseners  Hansemda,  Kluyveromyces, Pichia,  Rhinosporidivgn,  Saccharomyces, and
Schizosaccharomyees, Suitable msect cells mclude S£-9 and HIS celis (Invitrogen, (arlsbad,
Calif)) and are described in, for example, Kitts et al, Biorechnigues, 14 810-817 {1993}, Lucklow,
Curr. Opin. Biotechnol., 4. 564-572 {(1993); and Luckiow et al., J Virol, 67 4566-4579 (1993).
Examples of suitable mammalian cells include, but are not imited to, Chinese hamster ovary cells
{CHO) (ATCC No. CCL61), CHO DHFR-cells {(Urlaub et al, Proc. Natl, dcad. Sci. USA, 97
4216-4226 (1980}), human embryonic kidney (HEK}) 293 or 2937 cells (ATCC No. CRL1573),
and 373 cells (ATCC No. CCL92). Other suitable mammalian cell hines are the monkey COS8-1
{ATCC No. CRL1650} and COS-7 cell lines (ATCC No. CRL1651), as well as the C'V-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 vifro 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, Hela,
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., Short Profocols in Molecular Biology, Sth ed., John Wiley & Sons, Inc., Hoboken, N.J.
{2002)). Preferably, the mammalian cell is a human cell.

[00135] 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 motieties/tags that can be coupled to an anti-
ANGPTL7 antibody of the present disclosure includes, but is not limited to, hemagglutinin (HA),
c-Myc, V5, DYKDDDDK, His tag {(e.g., 6x-HIS), Glutathione S-Transferase (GST), Maltose
Binding Protein (MI3P), a tfluorophore (e.g., Green Fluorescent Protemn (GFP), Red Fluorescent
Protein (RFP), mCherry, a chromophore, and/or a luminescent peptide {e.g., luciferase).

[80136] In some embodiments, the expression vector s suitable for use n gene therapy (e.g.,
an expression vector for delivering a polynucleotide encoding an anti-ANGPTL7 antibody of the
present disclosure o a subject). In some embodiments, the expression vector 18 a herpes simplex
virus (HSV} vector, or a retrovirus vector. In some embodiments, the expression vector is an
adenc-associated virus {AAV)} vector, or comprises an AAV backbone. For example,
AAV vectors have been designed, produced and used to mediate gene delivery in hurnan subjects,
meluding 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
rephication defective AAVY vectors more preferably lack most or all of the Rep and Cap coding
sequences, and essentially retamn one or two AAV TR 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 AAY vectors have been disclosed in the
fiterature, including using packaging cells, auxiliary vireses or plasmids, and/or baculovirus
systems (Samuiski et al., (1989) I Virology 63, 3822; Xiao et al,, (1998} J. Virology 72, 2224;
Inoue et al, (1998} } Virol 72, 7024; WOO9B/22607, W02005/072364). Methods of producing
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pseudotyped AAVY vectors have also been reported {e.g., WQ00/28004), as well as various
modifications or formulations of AAV vectors, to reduce their immunogenicity upon in vivo
admiistration  (see eg., WO01/23001; WOOO/73316, WO04/112727, WO05/005616;
WO99/06562). 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 wvirgses. Examples of tAAVs are human AAV4 vectors, human AAV7 vectors, human
AAV9 vectors, human AAV10 vectors, or bovine AAY vectors. The AAV vector may be derived
from a single AAV serotype or comprise sequences or components originating from at least two
distinct AAY serotypes (pseudotyped AAV vector), eg., an AAY vector comprising an AAY
genome derived from one AAVY serotype (for example AAVY), and a capsid derived at least in part
from a distinct AAY serotype. An AAY vector, as used herein, is a vector which comyprises at least
one component part derivable from an adeno-associated virus. Preferably, that component part is
mvolved in the biclogical 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).
{80137} 1o other emboduments, the expression vector 1s a lentiviral vector (LV), or comprises
an LV backbone Lentiviruses are part of a larger group of retroviruses. A detailed bist of
fentiviruses roay he found in Coffin et al {1997) “Retroviruses” Cold Spring Harbour Laboratory
Press Hds: JM Coftin, 8M Hughes, HE Varmus pp 758-763). For example, lentiviruses can he
divided 1nto primate and non-primate groups. Examples of primate lentiviruses include but are not
fimited to: the human mmmunodeficiency virus (HIV), the causative agent of human auto
mmunodeficiency syndrome {AIDS), and the sinnan immunodeficiency virus (81V). The non-
primate lentiviral group includes the prototype “slow virus” visna/maedi vitus (VMV}, as well as
the related caprine arthritis-encephalitis virus (CAEV), equing infectious anaemia virus {EIAV),
feline mmmunodeficiency virus (FIV), Maedi visna viras (MVV) and bovine immunodeficiency
virus {BIV). In one embodiment, the lentiviral vector 13 derived from HIV- 1, HIV-2, 81V, FIV,
BIV, FIAY, 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 biver tissue. A lentiviral vector, as used

herein, 15 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
mfects or transduces target cells and expresses an anti-ANGPTL7 antibody of the present
disclosure {e.g., ocular delivery/expression}.

{00138} Additional compositions and methods for ocular gene therapy can be found in, eg.,
Bordet, T., and Behar-Cohen, ¥, “Ocular gene therapies i clinical practice: viral vectors and
nonviral alternatives,” Drug Discovery Today, Volume 24, Issue 8, August 2019, Pages 1685-
1693}, In some embodiments, gens 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)
mncludes  the platforms, methods, and compositions  disclosed i US2022002539¢,
US20220011308, US20210371877, US20210363192, US20190078099, US20190038724, and
US1049464682, 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, ccular delivery) includes the platforms, methods, and
compositions based on HMRS9 (Hemera Biosciences), which through its protein product soluble
CD59, blocks the membrane attack complex that formos during the terminal step in the coraplement
cascade. HMR 39 15 desigued to be admimistered as a single intraocular injection.

[8613%] In accordance with these embodiments, the present disclosure also provides a method
of adminstering ocular gene therapy to a subject in need thereof comprising njecting 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
anttbody 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 ganghion cells. In some embodiments, the method comprises admunisiering a
pharmaceutical composition comprising an effective amount of an expression vector described
herein {e.g., an expression vector comprising a polynocleotides 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.

Compesitions and Methods of Treatment

{00140} 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,,

o
A}
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glaucoma). In some embodiments, the composition is suitable for ocular admunistration. In some
embodiments, ocular administration comprises injection into vitreous fluid. In some embodiments,
ocular administration comprises delivering the antibody using a conjunctival imsert, a contact lens,
a gel, a nanoparticle, a mucoadhesive polymer, an ointment, a solution, a suspension, eve drops,
and/or an implant {e.g., Susvimo™}. Recent methods and formulations for scular administration
can be found in, eg, Souto, EB. et al. “Advanced Formulation Approaches for Ocular Drug
Delivery: State-Of-The-Art and Recent Patents,” Pharmaceutics, 2019 Sep; 11{9}: 460},

{66141} In accordance with these embodiments, the methods include administering a
pharmaceutical composition comprising a therapeutically effective amount of an anti-ANGPTL7
antthody 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, ramnbow-colored halos around hights, low vision,
blurred vision, narrowed vision, impaired peripheral vision, blind spots, nausea, vomiting, and red
eves. In some embodiments, administering the pharmaceutical composition reduces or atienuates
mtraocular pressure and/or inereases or enhances outflow facility in the subject’s eve.

[80142] In some embodiments, the pharmaceutical composition comprising a therapeutically
effective amount of an anti-ANGPTL7 antibody of the present disclosure 1s administered at a dose
ranging from about 0.0001 mg/dose to about 100 mg/dose. In some embodiments, the anti-
ANGPTL7 antibody s administered at a dose ranging from about 0.001 mg/dose to about 100
mg/dose. In some embodiments, the anti-ANGPTL7 antibody 13 administered at a dose ranging
from about 0.01 mg/dose o about 100 mg/dose. In some embodiments, the anti-ANGPTL7
antibody 1s admimstered at a dose ranging from about 0.1 mg/dose to about 100 mg/dose. In some
embodiments, the anti-ANGPTL7 antibody s administered at a dose ranging from about 1.0
meg/dose to about 100 mg/dose. In some emboduments, the anti-ANGPTL7 antibody i
administered at a dose ranging from about 16 mg/dose to about 100 mg/dose. In some
embodiments, the anti-ANGPTL7 antibody 1s administered at a dose ranging from about 0.0001
meg/dose to about 10 mg/dose. In some embodiments, the anti-ANGPTL7 antibody 18 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 mg/dose to about

0.1 mg/dose. In some embodiments, the anti-ANGPTL7 antibody is admuinisiered 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 s administered at a dose ranging from about 0.01 mg/dose to about 10 mg/dose. In some
embodiments, the anti-ANGPTL7 antibody is admunistered at a dose ranging from about 6.001
mg/dose to about 1.0 mg/dose. In some embodiments, the anti-ANGPTL7 antibody 1s administered
at a dose ranging from about 0.1 mg/dose to about 10 mg/dose.

{00143} In some embodiments, the pharmaceutical composition comprising a therapeutically
effective amount of an anti-ANGPTLY antibody of the present disclosure 1s administered at a dose
ranging from about 0.0001 mg/ml to about 100 mg/mi. In some embodiments, the anti-ANGPTL7
antitbody 1s adminustered at a dose ranging from about 0.001 mg/ml to about 100 mg/ml. In some
embodiments, the anti-ANGFTL7 antibody is admuinistered at a dose ranging from about 0.01
mg/ml o about 100 mg/ml. In some embodiments, the anti-ANGPTL7 antibody 1s 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 mg/ml. In sorue embodiments, the anti-ANGPTL7 anttbody 1s administered
at a dose ranging from about 0.0001 mg/ml to about 10 mg/ml Tun sore ernbodiments, the anti-
ANGPTL7 antibody 15 adnumnistered at a dose ranging from about 0.0001 mg/mi to about 1.0
mg/ml. In some embodiments, the anti-ANGPTL7 antibody 13 administered at a dose ranging from
about 0.0001 mg/ml to about 0.1 mg/ml In some embodiments, the anti-ANGPTL7 antibody is
administered at a dose ranging from about 0.0001 mg/ml to about 0.01 mg/ml In some
embodiments, the anti-ANGPTL7 antibody 1s admimstered at a dose ranging from about 0.0001
mg/ml 1o about 0.001 mg/ml In some embodiments, the anti-ANGPTL7 antibody is administered
at a dose ranging from about 0.01 mg/ml to about 10 mg/ml. In some embodiments, the anti-
ANGPTL7 antibody 15 administered at a dose ranging from about 0.001 mg/ml to about 1.0 mg/ml.
In some embodiments, the anti-ANGPTL7 antibody 15 administered at a dose rangimg from about
0.1 mg/ml to about 10 mg/ml.

[60144] As used herein, the terms “treatment,” “ireating,” and the like refer to obiaining a
desired pharmacologic and/or physiclogic effect. In some embodiments, the effect is therapeutic,
i.e., the effect partially or completely cures a disease and/or adverse symptom atirtbutable to the
disease. To this end, the methods of the present disclosure comprise administering a

“therapeutically effective amount” of an anti-ANGPTL7Y 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 therapeuntically effective amount of an anti-ANGPTL7 antibody
of the present disclosure 1s an amount that treats at least one sympiom of glaucoma or other ocular
diseases affecting the optic nerve and retinal ganglion celis in a subject. In some embodiments, the
pharmacologic and/or physiologic effect may be prophylactic, 1e, 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
elaucoma).

{80143} 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 6.001 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 &5 mg/dose to about 5
mg/dose, and from about 1 mg/dose to about 10 mg/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 therapeustically effective concentration of an anti-ANGPTL7 antibody of the
present disclosure can range from about 0.001 mg/ml to about 100 mg/ml, from about 0.01 mg/ml
to about 100 mg/mi, from about 0.1 mg/ml to about 106 mg/mi, from about 1.0 mg/ml and about
100 mg/mi, from about 0.001 mg/ml and about 50 mg/ml, from about 0.01 mg/ml and about 30
mg/ml, from about 0.1 mg/ml and about 50 mg/mi, from about 0.1 mg/m! and about 25 mg/ml,
from about 0.1 mg/ml and about 10 mg/ml, and from about 1.0 mg/m! and about 10 mg/ml. 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 mg, 0.25 mg

=2

0.3 mg, 0.35 mg, 0.4 mg,
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0.45 mg, 0.5 mg, 0.55 mg, 0.6 mg, 0.65 mg, 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, 40 mg, 5.0 mg, 10.0mg, 15.0 mg, 20.0 mg, or 25.0 mg, or can fall within
a range delimited by any two of the foregoing values. For example, i 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 mg, 0.4 mg, .45 mg, 0.5 mg, 0.55 mg, 0.6 mg, 0.65 mg, 0.7 mg,
0.75 mg, 0.8 mg, 0.85 mg, 09 mg, 0.95 mg, 1.0 mg, 2.0 mg, 3.0 mg, 4.0 mg, 5.0 mg, 16.0 mg,
15.0 mg, 20.0 mg, or 25.0 mg of an anti-ANGPTL7Y antibody, or an amount that falls within a
range delimited by any two of the foregoing values.

{00146} Therapeutic or prophylactic efficacy can be monitored by periodic assessment of
treated patienis. 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 disclasure.
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
composiiion. The composition comprising an anti-ANGPTL7 antibody, or antigen-binding
fragment thereof, can be admunustered to a mammal using standard adminustration techniques,
meluding ocular, oral, intravenous, intraperitoneal, subcutaneous, pulmonary, transdermal,
mtramuscular, intranasal, buccal, sublingual, or suppository administration. The composition
preferably s suitable for ocular admnistration.

{89147}  In accordance with the compositions and methods of treatment described herem,
embodiments of the present disclosure include anti- ANGPTL7 antibodies that have enhanced hatf-
fife {e.g., after ocular administration)}, such that the anti-ANGPTL7 antibody can be adminmistered
less often to a subject. In some embodiments, the antibody comprises a half-life extension motety.
in some embodiments, the half-life extension molety comprises a polypeptide that can be coupled
to an anti-ANGPTL7 antibody of the present disclosure by any means known i the art (e.g,
generation of a fusion protein). In some embodiments, the polypeptide that can be coupled to an
anti-ANGPTL7 antibody of the present disclosure is at least 20 amuno acids in length and
comprises any combination of G, A, 8 T, E, and P residues. In some embodiments, the half-life
extension polypeptide is attached fo the C-terminus or N-terminus of the antibody. In some

embodiments, this s referred to as “XTENylation,” as described further in US8933197,
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US7846445 UST855279, URE492530, US9938331, US8673800, USS371369, US9926351,
US10961287, UIS10172953, and US10933073.

{00148} The present disclosure also provides a composition comprising any of the anti-
ANGPTLY 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 accepiable)
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 mav be used. In addition, buffering agents may be included in the
composition. Suitable buffering agents include, for example, citric acid, sodium citrate, phosphoric
actd, potassium phosphate, and various other acids and salts. A mixture of two or more buffering
agents optionally may be used. Methods for preparing compositions for pharmaceutical use are
known to those skifled m the art and are described in, for example, Remingion: The Science and
Pracrice of Pharmacy, Lippincott Williams & Wilking; 21st ed. (May 1, 2008).

[86149] Once adnunistered 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 suiiable
method known in the art. For example, the biclogical activity can be assessed by determining the
stability of the anti-ANGPTL7 antibody. The biological activity of the anti-ANGPTLT antibody
also can be assessed by determining its binding affinity to ANGPTL7 peptides and/or by assessing
s binding affinuty to peptides with which 1t may cross-react. The term “affinity” refers (o the
equilibrium consiant for the reversible binding of two agents and 18 expressed as the dissociation
constant (Ko}, Affinity of a binding agent to a higand, such as affinity of an antibody for an epitope,
can be, for example, from abowut 1 femtomolar (fM) to about 1 millimolar (mM) {e.g., from about
1 picomolar (pM]} to about 1 nanomolar (nM}, or from about 1 nM to about 1 micromolar (uM}).
In some embodiments, the affinity of an anit-ANGPTL7 antibody may be from about 1 nm to
about 20 nm, and desirably from about 5 nm to about 10 nm. Anttbody affimity for an antigen or
epitope of interest can be measured using any ari-recogmized 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.), Immunobiclogy, 5th ed,, Garland
Publishing, New York, N.Y_, 2001},

{06156} Insome embodiments, ananti-ANGPTL7T antibody, or composition comprising an anti-
ANGPTLY antibody, may be administered alone or in combination with other drugs/therapeutic
agenis. 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 hersin. For example, anti-ANGPTL7 antibodies of the
present disclosure, or antibody conjugates, fusion proteins, or polymeric formulations thereof, can
be used erther alone or in combination with other agents in a therapy. For instance, an anit-
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 anii-angiogenic ageni, an mununosuppressive 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.

{80151} 1o cerfain embodiments, an anti-ANGPTL7 antibody of the present disclosure is
admimustered with a drug/therapeutic agent that treats/prevents glaucoma or other ocular disease
that affects the optic nerve or refinal ganglion cells. Any suitable glaucoma therapeutic agent can
be administered as an additional therapeutic agent in combination with an anti-ANGPTL7
anttbody 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 ganghon 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 dramage of fluid from the eve, mncluding
but not limited to, prostaglanding {e.g., Xalatan (latanoprost), Travatan Z (fravoprost), Zioptan
{tafluprost), and Lumigan (bimatoprost)), Rho kinase inhibitors {(e.g., Rhopressa (netarsudil}),
nitric oxides {(eg, Vyzulta (latanoprostene bunod}, and wmuoticor 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 fhnd produced in the eve, including but not limited fo, alpha-adrenergic agonists
{e.g., lopidine (apraclonidine} and Alphagan P or Qoliana (brimonidine}}, beta blockers {e.g.,

Betoptic (betaxclol} and Betimol, Istalol, or Timoptic {(timolol}), and carbonic anhydrase
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imhibitors {e.g., Trusopt {dorzolamide) and Azopt (brinzelanmide}). Additionally, one or more of
these therapeutic agenis can be administered with an anti-ANGPTL7 antibody of the present
disclosure, in conjunction with other treatments, such as faser treatment (e.g., irabeculoplasty) and
surgery (e.g., glaucoma implant surgery, and minimally mvasive glavcoma surgery (MIGS)).
{00152}  Insome 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 embodimenis, an anti-ANGPTL7 antitbody, antibody
conjugate, fusion protein, or polymeric formulation of the present disclosure 15 administered before
or after an additional therapeutic agent. In some embodiments, the additional therapeutic ageni(s)
binds to a second biological molecule selected from the group consisting of VEGF, 1L-1§5; 1L-4;
IL-6R; 1L-13; IL-13R; PDGF,; angiopoieting AngZ; TieZ; S1P; integrins avp3, avB5, and a1,
betacellulin; apelin/API, erythropotetin; complement factor D, TNFa; HirAl; a VEGF receptor;
ST-2 receptor; and proteins genetically linked to AMD risk, such as complement pathway
components C2, factor B, factor H, CFHR3, C3b, €S, (5a, and (3a; HorAl;, ARMSZ; TIMP3;
HLA; mterleulan-§ (JL-8);, CX3CR1L; TLR3; TLR4; CETP,; LIPC; COLI0AT; and TNFRSF10A,
In some embodiments, the additional therapeutic agent s 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
optic nerve, diseases affecting the retinal ganghon cells, diabetic and other ischemia-related
retinopathies, diabetic macular edema, pathological myopa, von Hippel-Lindau disease,
histoplasmosis of the eve, retinal vein occlusion (RVQ), mcluding CRVO and BRVQ, corneal
neovascularization, retinal neovascularization, and retinopathy of prematurity (ROP).

{00153} In some embodiments, an anti-ANGPTL7 antibody of the present disclosure, or an
antibody conjugate, fusion protein, and/or polymeric formulation thereof, may be administered mn
combination with at least one additional therapeutic agent for freatment 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 fuston proteins {e.g., the recombinant
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soluble receptor fusion protein EYLEA® (aflibercept, also known as VEGF Trap Eye;
Regeneron/Aventis)), aptamers {eg, the anii-VEGF pegylated aptamer MACUGEN®
{pegaptarutb sodiom; NeXstar Pharmaceuticals/OS! Pharmaceuticals)), and VEGFR tyrosine
kinase  inhibitors  {e.g,  4-(4-bromo-2-fluorcaniling)-6-methoxy-7-{1-methylpiperidin-4-
yimethoxy jquinazoline (Z2D6474), 4-{4-fluoro-2-methylindol-5-yloxy }-6-methoxy-7-(3~
pyrrolidin-1-yipropoxyyquinazoline (AZD2171), vatalanib (PTK787), semaxaminily (SUS416;
SUGEN), and SUTENT® {sumtinib)), Tryptophany-IRNA synthetase (TrpRS); squalamine;
RETAANE® (anecortave acetate for depot suspension; Alcon, Inc }; Combretastatin Ad Prodrug
{CA4P), MIFEPREX® {(mifepristone-rud86); subtenon triamcinolone acetomide; intravitreal

crystalline triamcinolone acetonide; matrix metalloproteinase inhibitors (e.g, Prinomastat

{AG3340; Pfizer)); fluocinolone acetonide {including fluocinolone intraccular implant; Bausch &
Lomb/Control Delivery Systems); linomide; inhibitors of integrin B3 function; angiostatin, and
combinations thereof.

{00154}  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), 1nclude, but are not
fimited to, VISUDYNE® {(verteporfin; a light-activated drug that 1s typically used in conjunction
with photodynamic therapy with a non-thermal laser), PKC412, Endovion (N8 3728, NeuroSearch
A/S}, newrotrophic factors {e.g., ghial derived neurotrophic factor (GDNF) and ciliary neurotrophic
factor {UNTF}

s

diltiazem, dorzolamide, PHOTOTROP®, S-cis-retinal, eve medication (e.g.,
phospholine 1odide, echothiophate, or carbonic anhydrase inhibitors), veovastat {AE-941; AEterna
Laboratories, Inc.), Sirna-027 (AGF-74S; Sirna Therapeutics, Inc.}, neurotrophins (including, by
way of example only, NT-4/5, Geunentech), Cand5 (Acuity Pharmaceoticals), INS-37217 (Inspire
Pharmaceuticals), integrin antagonists {including those from Jerint AG and Abbott Laboratories),
E(G-3306 {Ark Therapeutics Litd )}, BDM-E (BioDiem Lid)), thahidonude {as used, for example, by
EntreMed, Inc.), cardiotrophin-1 {Genentech), 2-methoxyestradiol (Allergan/Oculex), DL-8234
{Toray Industries), NTC-200 (Neurotech), tetrathiomolybdate (University of Michigan), LYN-002
{Lynkeus Biotech), microaigal compound (Aquasearch/Albany, Mera Pharmaceuticals), D-9120
{Celitech Group plc), ATX-S10 (Hamamatsu Photonics), TGF-beta 2 {Genzyme/Celtrix), tyrosine
kinase inhibitors {e.g., those from Alergan, SUGEN, or Pfizer), NX-278-L (NeXstar
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Pharmaceuticals/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., VISUDYNE®; receptor-targeted PDT, Bristol-Myers Squibb, Co.;
porfimer sodium for injection with PDT; verteporfin, QLT Inc.; rostaporfin with PDT, Miravent
Medical Technologies; talaporfin sodium with PDT, Nippon Petroleum; and motexafin lutetium,
Pharmacyclics, Inc.}, antisense oligonucleotides (including, by way of example, products tested
by Novagali Pharma SA and 1SIS-13650, Isis Pharmaceuticals), and combinations thereof
[001588]  Ananii-ANGPTL7 antibody of the present disclosure, or an anttbody 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 minature telescopes, PHI-motion angiography (also
known as micro-laser therapy and feeder vessel treatment), proton bear therapy, microstimulation
therapy, retinal detachment and vitreous surgery, scleral buckle, submacular surgery,
transpupillary  thermotherapy, photosystem T therapy, use of RNA mterference {(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, Dracrin, 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
anttbody conjugate, fusion protemn, and/or polymeric formulation thereof, can be admimstered n
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 celis). Any suitable
anti-angtogenic agent can be used in combination with an antibody of the present disclosure,
mchuding, but not himited to, those listed by Carmeliet et al. Narure 407:249-257, 2000, In some

embodiments, the anti-angiogenic agent is a VEGF antagonist, including, but not limited to, an

=2

anti-VEGY antibody {e.g., the anti-VEGF Fab LUCENTIS® (ranibizumab), RTH-258 (formerly
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ESBA-1008, an anti-VEGF single-chain antibody fragment; Novartis), or a bispecific anti-VEGF
anttbody (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 VEGER fragment, an aptamer capable of blocking VEGF (e.g., pegaptanub) or VEGER, a
neutralizing anti-V EGFR antibody, a small molecule inhibitor of VEGER tyrosine kinases, an anti-
VEGEF DARPin® (e.g., abicipar pegol), a small interfering RNAs which inhibits expression of
VEGEF or VEGFR, a VEGFR tyrosine kinase inhibitor {e g, 4-(4-bromo-2-fluorcaniting)-6-
methoxy-7-(1-methylpiperidin-4-yimethoxy jquinazoline {(ZD6474), 4-(4-fluoro-2-methylindol-5-
vioxy3-6-methoxy-7-(3-pyrrolidin-1-ylpropoxy)quinazoline  (AZD2171), vatalanib (PTK787),
semaxaminib (SU5416; SUGEN}, and SUTENT® (sunitinib}), and combinations thereof.

180187} Other suitable anti-angiogenic agents that may be administered in combination with an
antibody of the present disclosure, or an antibody conjugate, fusion protem, 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 corticesteroids, angiostatic
steroids, anecortave acetate, angiostatin, endostatin, tyrosine kinase wnhibitors, matnix
metalloproteinase (MMP) mhubitors, msulin-like growth factor-binding protein 3 (IGFBP3),
stromal derived factor (SDF-1) antagonists {e.g., anti-SDF-1 antibodies), pigment epithehium-
derived factor (PEDT), gamma-secretase, Delta-like ligand 4, integrin antagonists, hypoxia-
inducible factor (HIF)-1o antagonists, protein kinase CK2 antagonists, agents that inhibit stem cell
{e.g., endothelial progenttor celly homing to the site of neovasaularization {e.g., an anti-vascular
endothelial cadhermn (CD-144) antibody and/or an anti-S3DF-1 antibody), and combinations
thereof.

{80138} 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 {e.g., glaucoma or other disease associated with or affecting the optic nerve or retinal
eanglion celis), such as an anti-inflammatory drug, a mammalian target of rapamycin {mTOR)
whibitor {e.g., rapamycin, AFINITOR® (everclimus), and TORISEL® (temsirclimus)),
cyclosporing, a tumor necrosis factor (TNF} antagonist (e.g., an anti-TNFo antibody or antigen-

binding fragment thereof (e.g., infliximab, adalimumab, certolizumab pegol, and golimumab) ora
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soluble receptor fusion protein {e.g., etanercept}), an anti-complement agent, 8 nonsteroidal anti-
mflammatory agent (NSAID}, or combmations thereof.

{00159} 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 ina cell or
tissue extract). The anti-ANGPTL7 antibody or antigen-binding fragment thereof may be
emploved in any suitable assay for measuring ANGPTL7 10 a sample for diagnostic and/or
research purposes. Such assays include, but are not himited to, sandwich immunoassays, enzyme
mmmuncassays (BIA), enzyme-linked immunosorbent assays (ELISA), lateral flow assays,
competitive inhibition immunecassays {e.g., forward and reverse), competitive binding assays,
Forster resonance energy transfer (FRET), one-step antibody detection assays, single molecule
detection assays, radioimmunocassays (RIA), and FACS. Such methods are disclosed in, for
example, U.S. Patents 6,143,576, 6,113,855, 6,019,044: 5,985,579, 5,947,124. 5939272
5,022,615: 5,885,527, 5.851,776; 5,824,799: 5,679,526: 5,525,524; and 5,480,792; and Adamczyk
et al, Anal. Chim. Acta, 5791}, 61-67 {2006).

[86166] The anti-ANGPTL7 antibody or antigen-binding fragment thereof can be provided in
a kit, e.g., a packaged cormbination of reagents in predetermived amounts with mstructions 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 instractions for use thereof. The instructions can be in paper form or computer-readable form,
such as a disk, CB, DVD, ete. Alternatively or additionally, the kit can comprise a calibrator or
controf, 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, 1e., reagents, standards, buffers, diluents, eic., which are necessary to perform the
assay. Other additives may be included m the kit, such as stabilizers, buffers {e.g , a blocking buffer
or lysis buffer}, and the bike. The relative amounts of the various reagenis 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 lvophilized), including exciplents

which on dissolution will provide a reagent solution having the appropriate concentration.
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180161} The following examples further illustrate the various embodiments of the present

disclosure but should not be construed as in any way limiting s scope.

EXAMPLES

{80162} It will be readily apparent to those skilled m 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 equivalenis without departing from the scope of
the present disclosure or the aspects and embodiments disclosed herein. Having now described the
present disclosure in detail, the same will be more clearly understood by reference to the
following examples, which are merely intended only to iflustrate 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.8. patents, and publications referred to herein are hereby
meorporated by reference in their entireties.

{00163} The present disclosure has multiple aspects, illustrated by the following non-limiting

examples.

EXAMPLE®

[80164]  This example describes dexamethasone-induced changes in gene expression in primary
human trabecular meshwork cells. Primary trabecolar meshwork cells 1solated from post-mortem
human donors were treated with dexamethasone (DEX). Changes in ANGTPL7 gene expression
relative to vehicle were quantified using gPCR, as shown in FIG. 1. Using these data, strong DEX
responders were selected for future studies, such as RNAseq.

{00165}  In particular, primary human trabecular meshwork cells were passed i1 DMEM with
10% fetal bovine serum (FBS) and 1% penicillin/streptomycin. Cells were plated m 96-well plates
at 20,000 celis/well. Media was changed 3 times a week After 1 week, cells were further
differentiated using DMEM with 1% FBS and 1% penicillin/streptomycin. Cells were incubated
with low serum for a minimum of 1 additional week, with media changes 3 times a week.

{80166} For dexamethasone (DEX) treatment, media were removed and replaced with media
contatning 100 nM DEX or 0.1% ethancl (EtOH, vehicle). Media was refreshed after 2-3 days,

and cells were harvested for gPCR on day 5 using the Cells to Ct kit gPCR was run using an
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ANGPTET TagMan assay from Life Technologies on a Quantstudict gPCR machine. Gene

expression was normalized to the EtOH control.

EXAMPLE 2

(80167} This example describes RNAseq of ANGPTL7 treatment-induced changes n gene
expression of human trabecular meshwork (TM) and Schlemm’s Canal (8C) cells (FIG. 2). Briefly,
primary human trabecular meshwork and Schlemm’s canal cells were passed in DMEM with 10%
fetal bovine serum (PBS) with 1% pemciilin/streptomycin. Cells were seeded at 200k cells/well in
6-well formats, Cells were differentiated 1n 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/mi of ANGPTL7 protein made from BIORTUS. Treatment media was refreshed daily for three
davs. After three days, cells were spun down and frozen into a pellet and then stored into a -80C

freezer until shipment to SegMatic for processing,

EXAMPLE 3

[80168] Expermments were conducted to determine the effects of ANGPTL7 on outflow facility
n a broengineered ex vive human eye tissue model. Glauconix developed a proprietary technology
alfowing multi-layer growth of bicengineered 3D human trabecular meshwork (HTM) cells co-
cultured with human Schlemms™ canal (HSC) cells, thereby mumicking the architecture of the
tissues responsible for pressure build-up in the human eye (FIG 3A) This allows endpoint
analyses relevant to HOP-modulation. This scaffoiding of cells 15 used to compare treatment effects
of vehicle (BMSQ), dexamethasone (a steroid known to elevate 10P), and human ANGPTL7
protein on outflow facility.

{06169}  Briefly, HTM cells were thawed and allowed to grow for about 7 days {media changes
every 2 days). The HTM cells were 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. HTM/HSC constructs were serum starved the i a 1% medium
the day before treatment. The first day of treatment was called Day 0. On Day 3, supernatanis were
collected, re-treated, and this process was repeated on Days 6 and 9. Perfusion was done on Day

10.
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180170} FIG. 3B includes representative data demonstrating outflow facility for 3D-HTM donor
2 treated with vehicle (DMSO), 500nM Dexamethasone, 50 ng/mb of ANGPTL7. Samples were
analyzed using One-way ANOVA (GraphPad Prism Software, Inc, La Jolla, CA), *P<0.05,
FAP< 001, *FFP<O01 N=4 per treatment group. FIG. 3C includes representative data
demonstrating outflow facility for 3D-HTM donor 3 treated with vehicle (BDMS(), 500nM
Dexamethasone, 50 ng/mb of ANGPTL7. Samples were analyzed using One-way ANOVA
{GraphPad Prism Software, Inc, La JoHa, CA), ¥P<C.05, ¥*P< 0.01, ¥**P< 001 N=4 per treatment
eroup. These data demonstrate that ANGPTL7 treatment reduced outflow facility for both donors,

similar to DEX {reatment.

EXAMPLE 4

180173} Experiments were conducted to determine the effects of ANGPTL7 on outflow facility
using a bigengineered ex vivo human eve tissue model. Glauconix developed a proprietary
technology allowing multi-layer growth of bicengineered 31 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 (FIG. 3A; see also exemplary
protocol in Example 3). This allows endpoint analyses relevant to 10P-modulation.

100172}  This experiment compared three different doses (25, 50, and 150 ug/ml) of ANGPTLY
protein on outflow facility in three different donor HTM cell lines (FIGS. 4A-4C). In this example,
experimenis were focused on the reproducibility of ANGPTL7 effects on outflow facility (from

SOW1) and dose response effects in three different HTM donors.

EXAMPLE S

[60173] 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 reagenis. 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 monomer was also produced.
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180174} Proteins with the sequence corresponding to human, African green monkey, and rabbit
ANGPTL7Y 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,
trimer, and hexamer. When fimished, all protein preparations exceeded 90% purity by analytical
methods and were less than <1 endotoxan unit per milliliter.

{80175} Beginning with in sifico analysis, appropriate wild type amino acid sequences of
human, rabbit, and African green monkey ANGPTL7 were located and extracted from publicly
available databases. The sequences were then further analyzed and modified manually using
Genelous Prime software in accordance with the experimental plan. Specifically, in regard to the
production of monomeric ANGPTLY, the mechanism of multimerization was examined closely.
Structurally, ANGPTL7 consists of two domains, a small N-terminal coiled coil domain and a
iarger 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 1n order to engineer
moenomerie mutaots. Cotled coil domains follow a well-defined heptad repeat of hydrophobic and
charged amino acids. This repeat, 10 conjugation with the property of approxumnately seven anuno
actds per two turns of an alpha helix, and the aquecus environment of either the extra or
mtracellular space, favor packing of the hydrophobic side chains into the interior of the coil while
the charged amino acids face the agueous environment. Dimerization, trimerization or other higher
order multimers result as each hinear alpha helix 1s dependent on others to reach the energetically
favorable “packed” state. Approaches which disrupt hinearity and/or the hydrophobic and charged
heptad could lead to monomers. Two strategies were designed upon this theoretical framework,
Constructs with substitations of proline for leucine at both amuno acid position 59 and 84 or with
feucine at posifion 39 replaced with glyeine-glyeine-proline-glycine-glyeine were built in séfico
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 Inaddition, a truncated form of human
ANGPTL7 corresponding to only the C-terminal Fibrinogen like domain sequence was added to
the panel of sequences.

[80176F  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

analyiical 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-terminal end of the sequences. Additionally, the native
signal peptide was removed and replaced with a signal peptide conducive to recombinant
expression.

{80177} After all modifications were complete, the amino acid sequences were back translated
mto DNA sequences and optimized for the codon biases found in the human genome. These
optimized DNA sequences were sent {0 Integrated DNA Technologigs and produced as DNA
fragment({s} with DNA overhangs added to the 5" and 37 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 Giagen.
The sequence of the plasmid and the expression gene was then confirmed using Sanger sequencing.
{00178}  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 chenucals and nutrients designed to mcrease recombinant protein
expression. These supplements include sodium propionate, valproic acid, glucose, glutanune, and
a variety of yeast lysates. Five days after transfection, the expressing cell cultures were harvested.
As the recombivant protein 15 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-
termunal tag(s) the proten of interest was purified from the cell culture medivm 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 column/tag/chromatography. The
profein of mterest was eluted from the column with 300 mM of imidazole for HIS tagged proteins.
{00179} Protein quality and quaniity were assessed using a combination of SDS-PAGE gel
electrophoresis, spectrophotometry, and analytical-SEC (size exchision chromatography}. Most
proteimns for this project required further purification. To further polish the proteins, the FPLC and

a second chromatography column were employed. Separation by size, accomplished with a size
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exclusion column, enabled increased protein purities up to >90%. SEC also enabled buffer
exchange out of the affinity chromatography elotion buffer and into the final buffer of choice
(PBS). The protein sample then moved onio quality control. If] at any point during purification,
protein concentration needed to be increased, Amicon Ultra molecular weight cutoff (MWCQO)
filtration units were used to concentrate protein by separating protein from buffer. MWCQO 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 mulliliter.

{66186} 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 1ts 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

m hquid nitrogen before storage at -80°C.

EXAMPLE 6

{60181} Becovery of ANGPTL7 antibody sequences from immunized mice ANGPIL7
Immunization: Four cohorts of Alloy Therapeutic transgenic humanized mice, ATX-GK, were
mmmunized with various human ANGPTL7 antigens using a standard S-week RIMMS protocol:
10 ug subcutaneous dosing of antigen emulsified i complete Freund’s adjuvant followed by 5
weekly subcutaneous dosing of antigen emulsified in incomplete Freund’s adjuvant.

100182}  Cohort 1: Three ATX-GK mice immunized with human ANGPTL7 fibrinogen domain
{ATX-P-60; SEQ ID NG 373). Cohort 2: Three ATX-GK mice immunized with full length human
ANGPTL7 monomeric variant L39P L84P (ATX-P-62; SEQ ID NO: 371). Cohort 3: Three ATX-
GK mice vounized with full length human ANGPTL7 monomeric vanant LS9 GGPGG (ATX-
P-63; SEQ ID NO: 372). Cohort 4: Three ATX-GK mice immunized with human wild type
ANGPTLT multimer (PExt-1; SEQ ID NG 374).

{00183} 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 1gG HRP secondary antibody and one
step TMB solution. The absorbance signal at 450 nm was measured with an ELISA microplate
reader (FIGS. 53A-5D).

{00184} Hybridoma: Immune tissues from high titer mice were harvested and preserved for
antibody discovery. Hybridoma cell lines producing ANGPTL7 antibodies were produced by
fuston 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 Affintty of antibodies
in the hybridoma 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 mteraction of ANGPTL7 to the immohilized 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.

{99185} Heavy and light chains from validated hyvbridomas were sequenced. RNA was isolated
from ANGPTL7 antibody secreting hybridomas and heavy and light chain variable regions were
cloned by reverse transcription using gene specific primers followed by PCR amplification with
variable chain gene specific primers. PCR products were sequenced by standard Sanger
sequencing methods.

{80186}  FPhage Display. Variable heavy and light chains were amplified from the spieen of high
titer immumzed 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 remaming bound to antigen beads after
several siringent washes was eluted using a basic triethylamine solution and neutralized with Tris
buffer pH 8.0. Eluted phages were reinfected into TG bacterial cells, amplified by co-mmfection
with M13 helper phage, and purified by PEG precipitation. Purified phages expressing Fabs were
selected for antigen binding as described. Phage from the second round were dituted and infected

mto TG cells. Polyclonal pools of phage output from two rounds of panning were tested by
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FLISA to confirm that the pools contained ANGPTL7-specific phage. Variable heavy and light
chain regions were sequenced from single infected bacterial colonies using a rolling circle
amphification and standard Sanger sequencing,

{80187}  Antibedy Sequencing: Unique variable heavy and light chain pairs from hybridoma and
phage display campaigns were cloned info vectors designed to express full length antibodies as
IgGs in HEK293 cells under the control of 2 UMV promoter. Antibody expression vectors were
complexed with polyethylenimine 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 butfer exchanged into PBS.

EXAMPLE7

[00188] Human ANGPTL7 meonocional 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 technigques 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 flucrescence intensity of an environmentally sensitive dye.

{00189} Experiments were conducted to assess the thermal stability of the human ANGPFTL7
monocional 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
triphicate by mixing 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 teroperature (Tm) was calculated from the melt curve (Table 1),

100190} Table L: DSY analysis of hbuman anti-ANGPTL7 monocional antibodies.

Protein Thermal Shift Assav Resulis

Sample 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 6787
ATX-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 72.49
ATX-P-434 62.82 7529
ATX-P-435 62.08 78.38
ATX-P-436 62.33 80.83
ATX-P-437 62.42
ATX-P-438 62,63 31.09
ATX-P-439 62.77 83.42
ATX-P-440 62.58 7968
ATX-P-442 62.44 85.10
ATX-P-443 62.43
ATX-P-444 62.10
ATX-P-443 62.61
ATX-P-446 62.10
ATX-P-447 6231
ATX-P-448 62.33 72.19
ATX-P-449 62.24 80.41
EXAMPLE 8

{00191} ANGPTL7 Antibody Cross-Blecking, High-throughput epitope binning experiments
were conducted on real-time label-free brosensors {Carterra LSA} to sort large panels of mAbs
mie bing based on thetr ability to block one angther for binding to the antigen. In a pairwise epitope
binning analysis, antigen and antibody 2 (analyte antibody) are sequentiaily applied to the sensor
chip (HC200M) covalently pre-loaded with antibody 1 (ligand antibody). An increase in response
upon exposure to the analyte antibody jndicates non-competition between the two antibodies,
whereas a lack of change in the signal mdicates competition. Antibodies having the same 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.
{80192}  Rather than relying strictly on the sandwiching/blocking assignments in the heat map
(FIG. 6A), as the Bin network plots do, hierarchical clustering was applied to the sorted heat map
0 generate various dendrograms and network plots, which progressively group mAbs based on
various binning parameters. (FIGS. 6B-6l). 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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6F mcludes binning data based on affinity for hbuANGPTL7-his (P62). FIG. 6F includes binning
date based on antibody source (hybridoma or phage). FIG. 6G includes binning data based on
fibrinogen domain (POOP) binding. FIG. 6H includes binning data based on rabbit ANGPTL7

{po6) binding. F1G. 61 includes binning data based on mouse ANGPTL7 binding.

EXAMPLEYD

{80193} ANGPTL7 Functional Evaluation. Experiments were conduacted to test the effects of
anti-ANGPTL7 antibodies on conventional outflow facihity using a 3D HTM/HSC Tissue Model
{see FIG. 3A/Example 3). The porpose of this study 15 o 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 ANGPTL 7’ s activity are drug candidates for further study.

{80194}  The studies were carried out using a bicengineered ex vivo human cutflow tract model
described above. Glauconix developed a proprietary technology allowing multi-laver growth of
bicengineered 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 10P-modulation. Previous
experiments described above showed both dexamethasone and ANGPTL7 significantly decreased
outtlow 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.

{80195}  Asshow in FIG. 7, cutflow facility of one donor cell line treated with vehicle (DMSO),
300 nM Dexamethasone, 50 ng/mb ANGPTL?Y (1.1 oM} alone, 50 ng ANGPTL7 + an isotype
control Antibody (330) at 11.1 oM, 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, Tnc, La Jolla, CA), ¥P<0.05,
FAP<0.01, FREP<Q0T, FFFRP< 0001 N=3 per treatroent group. These data clearly demonstrate
that the efficacy of the ant-ANGPTL7 antibodies of the present disclosure to restore outflow

facility.
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FXAMPLE 10

(80196} ANGPTL7 Antibody Kineties. Hxperiments were conducted to determine the
reactivity and dissociation consiants (Kp) of anti-ANGPTL7 anttbodies with the human fibrinogen
domain of the ANGPTL7 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 inte monovalent P60 (he ANGPTL7-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 Ko, Responses

{nim) at the end of association were also determined (Table 2).

100197} Table 2: Reactivity of anti-ANGPTL7T antibodies with the human fibrinogen domain
of the ANGPTL7 protein.
AHC > dntibody > P6U (hadANGETLT-Eibrinoren-his) 8 200 n it
Ab IB Response KD (VD kon(1/Ms) kdis(1/s) Full R"2
ATX-P-423 0.69 1.83E-08 L96EH0S 360E-03 0.99
ATX-P-424 0.41 1.06E-07 1.11E+05 1.18E-02 0.99
ATX-P-425 0.36 3.05E-07 7 D4E+H04 2.14E-02 1.60
ATX-P-427 0.50 6.315-08 1535405 1.01E-02 0.96
ATX-P-428 0.02 N.B. N.B. N.R. 0.42
ATX-P-429 0.52 7.53E-08 4.23F+04 3 18E-03 1.00
ATX-P-430 0.13 NB. NB. N.B. 0.99
ATX-P-431 0.1] N.B. N.E. N.B. 0.96
ATK-P-432 0.10 N.B. N.B. N.B. 0.95
ATX-P-433 0.66 1.OYF-08 2. 23E+05 2.43E-03 0.96
ATA-P-434 0.53 4.63F-10 2.58E+05 1.20E-04 0.99
ATX-P-435 0.45 7 TOE-08 2 50E+04 1.94E-03 100
ATX-P-436 0.14 N.B, N.B. N.B. 0.99
ATX-P-437 0.60 6.58E-10 2.13E+08 LADE-04 1.00
ATX-P-438 0.08 N.B. N.B. N.B. .99
ATK-P-439 0.28 PF. PF. PF. 0.75
ATX-P-440 039 5 58508 4.658+04 2 60E-03 0.97
ATA-P-442 0.69 4.62E-09 3 415405 1.58E-03 0.96
ATX-P-443 0.01 N.B. N.B. N.B. 0.41
ATX-P-434 0.14 N.B, N.B. N.B. 160
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

88




WO 2023/212294 PCT/US2023/020354
ATX-P-447 0.08 N.B. N.B. N.B. 0.94
ATX-P-448 0.54 4.69E-09 9 47E+04 4.448-04 0.97
ATN-P-449 0.08 N8 NB. NB. 067

{80198} Expermments were also conducted to deternmine the reactivity and dissociation constants
{(Kp} of anti-ANGPTL7 antibodies with the human ANGPTL7-his proten. Binding experiments
were performed on Octet HTX (ForteBio} m 1x PBS, pH 7.4, 0.1 mg/mi BSA, 0.05% Sodium
Azide, and 0.02% Tween 20. To measure monovalent binding kinetics, antibodies at a
conceniration of 50 nM were loaded on pre-hydrated AHC biosensors for 5 min. The loaded
sensors were dipped inte monovalent P62 (huANGPTL7-his} at a range of concentration from
0.343-250 oM (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 toa 1:1 binding model to

determine the monovalent Kp (Table 3).

{00198} Table 3. Reactivity of anti-ANGPTL7 antibodies with the human ANGPTL7-lus
protein.
AHC > Anwsithody > Po2 (huANGPTL-his) (n 250 v, 3X difstion
Ab ID KD (M) kon(1/Ms) kdis(1/s) or (koff) Full B2
ATH-P-423 3.38E-08 1.48E+03 5.30E~03 1.00
ATX-P-424 1.64E-07 5.30E+04 8.68E-(3 0.99
ATX-P-425 2I0E-07 6.50E+04 t42E-02 .98
ATX-P-427 3.97E-07 6.60E+04 2.62E-02 1.00
ATX-P-428 N.B. N.B. N.B. .00
ATX-P-429 9.27E-08 3.75E+04 3.48E-03 0.99
ATX-P-430 6.56E-08 1.33E+08 8.73E-03 3.92
ATX-P-431 N.B. NB. NEB. .00
ATX-P-432 NB. NR. N.B. .00
ATX-P-433 1.30E-0¢ 4.31E+03 5.60E-04 0.99
ATX-P-434 6.71E-16 2.62E+03 1.76E-04 1.00
ATX-P-435 3.51E-08 389E+04 1.37E-03 0.98
ATX-P-436 NB. NB. NB. 0.00
ATXK-P-437 Very low KD Very low KD Slow Koff 1.00
ATX-P-438 7 81E-08 1.28E+03 1.00E-(2 .98
ATX-P-439 4. 11E-10 1.02E+06 4 18E-G4 1.00
ATX-P-440 8.40E-08 3 96E+G4 3.32E403 0.98
ATX-P-442 1.21E-09 4.68E+05 S.68E-04 .99
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ATX-P-443 N.B. N.B. N.B. G.00
ATX-P-444 2 37E-10 3 5TEH0S 77208 1.00
ATX-P-443 4.24E-16 6.49E+05 2 7758-04 ¢.99
ATX-P-446 1.57E-160 4. 00E+03 $.28E-03 1.00
ATX-P-447 Low KD Low KD Slow, drifting 9.99
ATX-P-448 9 83E-11 3.27E+H0S 3.22E-05 FO0
ATX-P-449 Very W.B. Very W, Very WEB. 0.00

100200}
{Kp} of anti-ANGPTL7 antibodies with the human ANGPTL7 GGPGG sub-his protein. Binding
experimenis were performed on Octet HTX (ForteBio) in Ix PBS, pH 7.4, 0.1 mg/mi BSA, 0.05%

Expertments were also conducted to determine the reactivity and dissociation constants

Sodium Azide, and 0.02% Tween 20. Antibodies at a concentration of 530 nM were loaded on pre-
hydrated AHC biosensors for 5 min. The loaded sensors were dipped into monovalent P63
(huANGTPL7-GGPGG sub-his) at a concentration of 100 nM for § min of association, followed
by 10 min of dissociation. Results were analyzed with ForteBio Data Analysis 11.1 and fittoa 1:1
binding model to determine the monovalent Kp. 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 1D Response KI¥ (M) Lon{3/Ms) kadis{1/s) Fudt B2
ATX-P-423 0.73 2.82F-08 1.29F+05 3.63E-03 0.98
ATX-P-424 0.43 5.458-08 9.62E+04 5.24E-03 (.96
ATX-P-425 .35 L31E-07 R.045+04 1.OSE-02 0.97
ATX-P-427 ¢.45 PF PF. PF, 0.89
ATK-P-428 0.03 N.B. N.B. NB. 0.75
ATX-P-429 0.46 8 31E-08 4068404 3.37E-03 1.00
ATX-P-430 0.14 MB. N.B. N.EB. 0.97
ATA-P-431 .11 138:3 N.B. N.E. 0.91
ATX-P-432 0.00 N.B. N.B. N.B. 0.95
ATX-P-433 6.71 1.89E-08 1.34E+05 2.53E-03 0.96
ATX-P-434 .70 1.50E-09 140F+05 2.10E-04 0.99
ATK-P-435 0.36 6.48E-08 3.07E+04 1.99E-03 0.99
ATX-P-436 0.13 N.B. NB, NB. 0.98
ATX-P-437 0.73 L37E-09 1206403 L77E-04 0.99
ATX-P-438 0.19 M.B. NE. NE. 0.95
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ATH-P-439 031 P, PF. P 0.80
ATX-P-440 0.3% 6.37F-08 2.76E-03 0.97
ATX-P-442 0.82 9 67E-00 1.85E+05 | 79E-03 0.97
ATX-P-443 6.02 N.B. N.B. N.B. 0.80
ATX-P-444 (.56 7O7E-10 4765405 1.376-04 0.96
ATX-P-445 0.64 PF. PF. PF. 0.59
ATX-P-446 0.56 6.48E-10 4.97E+05 3.22E-04 0.94
ATX-P-447 071 {32E-09 465403 6. 15E-04 0.93
ATA-P-448 0.53 6.02F-00 8.34E+04 5.02E-04 0.97
ATX-P-449 015 N NB. PB. 0.84
{80202}  Expermments were also conducted to deternuine the reactivity and dissociation constants

{(Kn} of anti-ANGPTL7 antibodies with the mouse ANGPTL7 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 30 nM were loaded on pre-hydrated AHC
biosensors for 5 min. The loaded sensors were dipped into monovalent meANGPTL7-his (R&D
Systems} 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 Kp. Responses {(nm} at the end of association were also determined
{Table 5}.

100283} Table 5. Reactivity of anti-ANGPTL7 antibodies with the mouse ANGPTL7 protein.

AbID Response KD () kon(1/Ms) kelis{1/s) Full B2
ATX-P-423 0.14 NB. N.B. N.R. .59
ATX-P-424 0.14 N.B. N.B. N.ER. 0.91
ATX-P-425 0.20 PF /LR PF /LR PF./LR. 0.85
ATX-P-427 0.48 103608 1 J0E+05 1.236-03 .90
ATX-P-428 0.04 N.B. N.B. N.B. 0.90
ATX-P-429 0.00 N.B. N.B. N.B. 0.
ATX-P-430 0.01 N, N.B. N.B. 0.47
ATX-P-431 0.04 NE. N.B. NE. .94
ATX-P-432 0.03 N.B. N.B. N.B. 0.85
ATX-P-433 0.17 PP /LR PF /LR PP /LR 0.89
ATX-P-434 0.54 7.28E-09 1415405 1.03E-03 0.92
ATX-P-435 0.01 N.B. N.B. N.B. 6.76
ATX-P-436 .01 NB. N.B. NB. 0.85
ATX-P-437 .02 NEB. N.B. N B. .96

a1
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ATH-P-438 .01 NB. N.B. N.B. 159
ATX-P-438 0.53 PP PF, P.F .89
ATX-P-440 6.1 5 53E-08 1 66F+04 9 15E-04 6.99
ATX-P-442 0.32 PF PF PF. 0.84
ATX-P-443 0.02 NB. N.B. N.B. 0.86
ATX-P-444 0.0} N.B. N.B. N.B. 0.45
ATX-P-445 .01 NEB. N.B. N.B. 0.62
ATX-P-446 .05 MB. N.B. NEB. (.99
ATA-P-447 0.12 NE. NB. NB. 0.94
ATX-P-448 0.69 Low KD Low KD Slow Koff .99
ATX-P-449 6.75 8 57E-10 8. 16E+04 7 O0E-05 6.99

[60264]
{Kp) 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,

Experiments were also conducted to determine the reactivity and dissociation constants

and 0.02% Tween 20. Antibodies at a concentration of 50 nM were loaded on pre-hydrated AHC
biosensors for 5 nun. The loaded sensors were dipped intc monovalent P66 (rabbit ANGPTLY-
his) at a concentration of 200 oM for S min of association, followed by 10 nun of dissociation.
Results were analyzed with ForteBio Data Analysis 11.1 and fit to a 1:1 binding model to

deternmune the monovalent KD, Responses (nm} at the end of association were also determined

{Table 6).
[80285} Table 6 Reactivity of anti-ANGPTL7 antibodies with the rabbit ANGPTL7 protein.
Ab 1D Response K (MWD son{1/Ms) kais(1/s) Fudi 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 24R+04 2 44E-04 .99
ATX-P-425 0.93 2.38E-09 4. 12E+04 9 79E-05 1.00
ATK-P-427 0.93 321E-09 4.16E+04 1.33E-04 1.00
ATX-P-428 0.04 N.B. N.B. N.B. 0.81
ATX-P-420 0.04 N.B, N.B. N.B. 0.92
ATX-P-430 0.21 N.B. N.B. NB. (.96
ATX-P-431 0.11 N.B. N.B. N.B. 0.86
ATX-P-432 0.09 NB. N, NB. 0.79
ATX-P-433 0.90 10209 1 O4EH05 727504 0.99
ATX-P-434 0.81 Low KD} Low KD Slow Koff 0.99
ATX-P-435 0.01 N.B. NB. N.B. 0.67
ATX-P-436 0.02 NB. NB. NEB, 0.70
9z
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ATX-P-437 0.80 7 86E-10 L.27E405 1 O0E-04 0.99
ATX-P-438 0.42 7.16E-09 6./195+04 4.86E-04 0.98
ATX-P-439 0.92 2.95E-09 LOIE+05 2.98E-04 0.98
ATX-P-440 0.57 6.27E-09 SOTEH04 3.18E-04 0.98
ATX-P-442 0.95 3.38E-09 } 44E+H05 4 87E-04 0.99
ATX-P-443 0.03 N.B. NE. N.B. 0.85
ATX-P-144 0.30 N.B. N.B. N.B, 0.96
ATX-P-445 0.26 N.B. N.B. NB. 0.96
ATX-P-446 0.41 3,19E-09 1 O8E+05 3 46E-04 0.98
ATX-P-447 0.65 3.33E-09 8 31E+04 2.77E-04 0.99
ATX-P-448 0.75 9.49F-10 4,778-+04 4.57E-05 0.99
ATX-P-449 0.74 6.26E-10 6.535+04 4 08E-05 0.99

[99206]  Experiments were also conducted to determine the reactivity and dissociation constants
{Kp) of anti-ANGPTL7 antibodies with the humans ANGPTL7 multimer protein. Binding
experiments were performed on Octet HTX (ForteBio) in 1x PBS, pH 7 4, 6.1 mg/ml BSA 0.05%
Sodium Azide, and 0.02% Tween 20. Antitbodies at a concentration of 30 nM were loaded on pre-
hydrated AHC biosensors for 5 min. The loaded sensors were dipped into Pext-01 (huANGTPL7-
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 111 and fit t0 a 1.1 binding model to
determine the apparent K. Responses {nm) at the end of association were also determined (Table
7).

{80287} Table 7. Reactivity of anti-ANGPTL7 antibodies with the homan ANGPTL7 multimer

protein,

Ab ID Response KB (D kon{1/Ms) Lddis(1/5) Full R"2
ATX-P-423 0.87 Low KD Low KD Slow Koff 0.99
ATX-P-424 0.76 Low KD Low KD Siow Koff 1.00
ATX-P-425 0.83 Low KD Low KD Slow Koff 1.00
ATX-P-427 (.82 Low KD Low KD Slow Koff 1.00
ATX-P-428 0.05 NER. NB. N.B. 0.93
ATX-P-429 0.58 Low KD Low KD Slow Koff 1.00
ATX-F-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-432 022 NB. N.B. N.B. 1.90
ATX-P-433 0.72 Low KD Low KD Slow Koff 0.99
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ATX-P-434 0.68 Low KD Low KD 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. NB. 0.97
ATX-P-437 0.71 Low KD} Low KD Siow Koff 0.98
ATX-P-438 0.66 6.535-08 3.71EH04 2.47E-03 0.99
ATX-P-439 0.87 1.28E-08 7 98E+04 1.02E-03 1.60
ATX-F-340 0.61 Low KD Low KD Slow Koff 1.00
ATX-P-442 079 Low KD Low KD Siow Koff 0.98
ATX-P-443 0.03 N.B. N.B. N.B. 0.92
ATX-P-444 0.70 Low KD Low KD Siow Koff 0.97
ATX-P-445 0.80 Low KD Low KD Siow Koff 0.97
ATX-P-346 0.75 Low KD Low KD Slow Koff 0.97
ATX-P-447 0.91 Low KD Low KD Slow Koff 0.96
ATX-P-448 0.58 Low KD Low KD Slow Koff 0.99
ATX-P-449 0.65 Low KD Low KD Siow Koff 0.98

EXAMPLE 11

100288} ANGPTL7 is a member of the ANGPTL fanmily though its function 15 poorly
characterized. Previous studies have shown that loss-of-function varianis i the ANGPTL7 gene
are associated with protection from glaucoma and reduced intrascular pressure (I0P). Therefore,
experiments were conducted to investigate the role of ANGPTL7 in 10P homeostasis and its
potential as a target for the development of therapeutics.

002097 Briefly, an ANGPTL7 knockout model was generated by Lexicon therapeutics in
129SvEv-CSTBL/G mixed genetic background. ANGPTL7 WT (N=14) and ANGPTL7 KO
{N=17) nuce were implanted with osmotic pumps filled with PBS or dexamethasone-cvelodexirin
solution {4 mg/kg/day) for 28 days. Body weight and IOP measurements were taken weekly. Alzet
osmotic pumps (Model 1004) were sterile-filied with PBS or 45,45 mg/mL 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 O,
body weaght and 0P measurements were taken and then used to randomize the mice into the
followmng 4 treatment groups: Angptl7 KO + PBS, N=8; Angplt7 KO + Dexamethasone, N=9;
Aungptl7 WT + PBS, N=5; and Angptl7 WT + Dexamethasone, N=14. PBS or dexamethasoue
pumps were subcutaneously implanted mnto the mouse. IOP and body weight were taken weekly

ondays 7, 14, 21, and 28 On day 28, final body weight and IOP measurements were taken. GS/0D
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were enucleated and snap frozen n liquid nitrogen Mice were euthanized following humane
TACUC procedures.

{00218} Representative results of the effects of dexamethasone-induced ocular hypertension in
ANGPTLY knockout mice are provided in FIGS. 8A-8C. FIG. %A includes body weight data of
mice post-implaniation 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 (10P) 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. 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'ke/day)y over 28 days. All IOP values were normalized to baseline (day 0) readings.

EXAMPLE 12

100211} In Vive Telerability. Experiments were conducted to test the in vivo tolerability of
anti-ANGPTL7 antibodies using single intravitreal (IVT) injections 1 New Zealand White
Rabbits. Representative data 1s 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. 9D, 9G, 9H, 9K, 9L, 90, 9F) or a 2.0 mg dose (FIGS. 9E, 9F, 01, 93, 9M, ON, 9Q, 9R)
in the right eye (0D}, or with a corresponding vehicle dose in the left eye (OS). (FIGS. 2A and 9B
melude data from controls at 2 mg doses). Intraocular pressure (10P) measurements {(FIGS. 9A,
9C, 9E, 9@, 91, 9K, 9M, 90, 90} and changes in I0P (FIGS. 9B, 9D, 9F, 9H, 9§, 9L, 9N, 9P, 9R)
vere taken at the indicated time points over a 21-day period.
{89212} Briefly, anunals 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 (O} were compared
to vehicle eyves (08} using two-way ANOVA. For the mtravitreal wryections (Day 0}, rabbits
underwent dilation with 1% tropicamide HCI, and were given buprenorphine (0.01-0.05 mg/kg)
SC. Rabbits were sedated using a ketaroine/xylazine cocktail {(4~10/20-50 rog/kg) IM and the eyes
were aseptically prepared using topical 5% betadine solution, followed by rinsing with sterile eve
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 fimbus (through the pars plana), with the nesdle 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, 1 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 posi-dose and at Days 3, 8, 14, and 21, Terminal blood
collections for PK analysis (see below} were obtained on Day 21

{00213} Intraocular pressure (JOP) was measured in both eves of all animals at the timepoints
indicated. The measurements were taken using a Tonovet probe (1are Tonometer, Espoo,
Finland) without use of topical anesthetic. The tip of the Tonovet probe was directed to gently
contact the ceniral 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} demeonstrated
that both 0.5 mg and 2.0 mg doses of several novel anti-ANGPTL7 antibodies were well tolerated
inn rabbits over a 2i-day peried. 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 (QU) iyection of each of ATX-P-424 (FIGS. 10A-10(),
ATX-P-439 (FIGS. 11A-1IC), and ATX-P-448 (FIGS. 12A-12C) ("BTX” labels are
mterchangeable with “ATX-P“ labels) Representative pharmacokinetic (PK) data for the
ANGPTL7 antibody indicated included intraocular pressure (I0P) measurements dosed at 0.5 mg
or 2.0 mg {OU) compared to vehicle (FIGS. 10A, 11A, and 12A); changes in IOP compared to
baseline (FIGS. 10B, 118, and 12B); and total ocular examination score {OF) {(FIGS. 10C, 11C,
and 12C),

{00215} Briefly, at least 1 mL of whole blood was drawn from the marginal ear vein or via
cardiac puncture (terroinal bleed only) and placed into plastic red top tubes {no anti-coagulant or
with serum separator gel) for serum acquisition at the timeporats indicated. Alternatively, the
central anricular artery was utilized if the vewn 13 mnaccessible or suboptimal for reuse for further
collections. A thun layer of lidocaine 5% omtinent was applied topically to the skin overlying the
vessel prior to needle msertion. OGil of wintergreen was also apphied to facilitate vasodilation as
needed. After collection, the tubes were gently mixed by inverting 3-5 timnes. Blood samples were

26



WO 2023/212294 PCT/US2023/020354

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 pl samples and
stored frozen at-80°C until shipment for analysis. Additionally, a veterinary ophthalmologist
performed complete ocular examinations using a sht lamp biomicroscope and indirect
ophthaimoscope to evaluate ocular surface morphology and anterior and posterior segment
mflammation on all animals prior to dosing to serve as a baseline and at the timepomnts indicated.
All anmimals recetved 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.

[00216] For analysis of ATX-P-424 at 0.5 mg, animals were dosed in two different cchorts
{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 eves per measurement included N=20 on day 0
and 1, N=12 eyes cn day 7, N=8 on day 14, and N=4 on day 21. For analysis of ATX-P-424 3t 2.0
mg, on day O, rabbuts (N=0) exhibited OF scores of above 20 and were euthanized. For analysis of
ATX-P-439, measurements ncluded N=120 eves at day 0 and 1. Anumals dosed with ATX-P-439
at both doses (N=06 per group} exhibited OF scores of above 20 after 24 hours and were euthanized.
No further antmals 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 G and 1, N=12 eyes on day 7, N=8 eyes on day 14, and N=4

eyes on day 21

EXAMPLE 4

{90217} In Vive Tolerability (Non-Human Primates). Experiments were also conducted to
test the in vivo tolerability of anti-ANGPTL7 antibodies using single intravitreal (IVT) injections
m 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. 134); changes i Y0P 6 hours post topical administration of either saline
{day 3} or Latanoprost {day 10} (FIGG. 13B}; and changes in IOP between vehicle and Latanoprost

administration (FIG 130). FIGS. 14A-14H include representative I0P measurements (FIGS. 144,
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14C, 14E, and 14G) and changes in JOP (FIGS. 14B, 14D, 14F, and 14H) in African Green
Monkevs dosed with 2 mg of the indicated anti-ANGPTL7T antibody compared to an isotype
control (BTX-330) and a single vehicle eye. And FIG 15 includes representative clinical scores
of ocular examinations {OF) across all the dosed groups.

{00218} Briefly, monkeys underwent prescreening to identify animals with basal 10F values
greater than 16 mmHg and below 26 mumHg. For prescreening monkeys were sedated with
ketamine/xyiazine (8 mg/kg and 1.6 mg/kg, respectively} between B:00-10:00AM for I0P
measures using a rebound tonometer {Tonovet®). In the event animals were not fully sedated
additional ketamine/xylazine was 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 FOP measurement {OS will be analyzed immediately prior to OD) and
prone at all other times while sedated. The sedation, body positioning and I0P measurement
procedure was repeated in 1identical fashion 6 hours after initial prescreen assessments {(1=6 hour).
Any monkey demonstrating a greater than 5 mamHg drop 10 IOP between T=0 and T=6 hour (I1GP
sensifivity to sedation} was excluded from the study. Following completion of T=¢ hour IOP
measurements monkeys underwent ophthalmic screening to assess ocular and general health by
slit larop 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=0 I0P,

(80219} A mmimum of 7 days afier completion of screening activities and at least 7 days prior
to intitation of Phase 2, animals were sedated and I0P assessed using the same methods employed
for screenmg. Immediately after completion of T=0 10P measures, one eye was dosed with 1 gtt
{~35 ul.} 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. Foliow up IOP assessments
were performed at T=6 hour to determne IOP lowering response for each animal. The absolute
change in 10 between T=0 and T=6 h during screening and Phase 1 was calculated for each eve
and subsequently the percent difference in AIOP between sedation alone and latanoprost
{YAAIOP) was determined using the formula:

AOP{screening)

=100-¢ AIOP (phase 1)

x 100)
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1802208} Animals were subsequently ranked based on average %AALOP i response to timolol.
Ammals demonstrating minimal impact of sedation on IOP and response to timolol adnmunistration

Fer3
{

compared with sedation alone ("timolol responders”} were enrolled i the study. In the event less
than 15 amimals were identified for recruitment based on these criteria up to 8 additional animals
were screened in identical fashion to complete study enrolment.

{80221} For IVT dosing, topical proparacaine (.5% was adnunistered, 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 eves (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 cintment (neomycin, polymyxin,
bacitracin or equivalent) was administered.

100222} At the indicated time points, intraccular pressure (0P} 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. A TOP measures
were performed while animals were sedated with ketamine and xylazmne. Animals were sedated S-
10 minutes prior to each scheduled measure and placed in a supine position one minute prior to
cach IOP measurement (OS will be analyzed immediately prior to OD) and prone at ali other times
while sedated. After completion of each IOP assessment aniroals were shifted to a prone position
and maintained 1n this position until recovered from sedation. Thres measures were taken from
each eye at each time point and the mean value employed for IOP analysis.

{00223} Addiionally, at the designated time pownts, both eyes {OU) were examined by slit lamp
biomicroscopy. Scoring was applied to qualitative chincal 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 Topeon TRC-SO0EX 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 KoEDTA lavender top Vacutainers,
gently inverted several times and retained on ice until CBC with differential analysis on an Abaxis
VetScan HMS hematology analyzer. Whole blood (3 mbL) 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 ncubated at room temperature for approximately 1 hour before
centrifugation 4000 rpm for 10 minutes at 4°C and isolation of serum aliquots (~0.5 mL » 2
aliguots per time point). Aliquots were stored and shipped below -70°C 1o 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 (30 pL} was sampled
with a 0.3 mL insulin 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 additionally assessed 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
{80224} The various amino acid sequences and nucleic acid sequences referenced heremn are
provided below.

{80225} Table 8 Aoti-ANGPTL7 anuibodies (CDR sequences)

i%? D ;ﬁiﬁ?dy Beseriptor: Seguence:
VH Family: IGHV1
. . K Y2
i B HCDRI Consensus (XitsSorD: X Gor YV X5 Sor D
2 ATX-P-428 | HCDRI SYGIS
3 ATX-P-429 | HCDR1 SYGIS
4 ATXN-P-443 HCDRI1 SYGIS
5 ATX-P-431 | HCBR1 DYYIH
6 ATX-P-432 | HCDR1 DYYH
WX XK 3G X TX Y AKX e XoG
7 - HCDR?2 Consensus (X isB, LorN; 2ois AorPy XsisYor Ny XyisNor T Xsis N
or A Xeis NorK; Xois NorK; Xgish or B, Xeis R or ()
8 ATX-P-428 | HCDR2 WISAYNGNTNYAQNLRG
9 ATX-P-429 | HCDR2 WISAYNGNTNYAQNLRG
10 ATX-P-443 | HCDR2 WHAYNGNTNYAQKLOG
3 ATX-P-431 | HCER2 WINPNTGATKYAQKFGG
i2 ATX-P-432 | HCEDR2 WINPNTGATKYAQKFGG
3 ATX-P-428 | HCDR3 VSLVWEGELPRGFDY
14 ATX-P-429 | HCDR3 VSLVWFGELPRGFDY
i3 ATX-P-443 | HCDR3 DTGFSFDY
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16 ATX-P-431 | HCDR3 EDNGNYGDVEDI
17 ATX-P-432 | HCDR3 EDNGNYGDVEDE
VH Family: IGHV2

i8 - HCDR1 Consensus TSGVGVG

i9 ATX-P-442 | HCDR1 TSGVGVG

20 ATX-P-437 | HCDRI TRSGVGVG

21 - HCDR?2 Consensus ?iYizggi}é:XIX SPSLKS

22 ATX-P-442 HCDR2 LIYWNDDERYSPSLKS

23 ATX-P-437 | HCDR2 LIYWNDDEKQYSPSLKS
KXo XXX s X FFD X

24 - HCDR3 Consensus (X, is8, D, or N X isYorPr XsisGor D XyisDor ¥V Xsis Y
or (3 Xeis WorD: XsisLor Y)

28 ATX-P-442 | HCDR3 DYGDYWFFDL

26 ATX-P-437 | HCDR3 NPDYGDFFDY

VH Family: IGHV3I

X XoXMXy

27 - HCDR1 Consensus (X, s V.5, D orTo Xois Y, H or F; Xois D, G S, or Ap Xy is H,
S, or N)

28 ATX-P-444 | HCDR1 YYDMH

2 ATX-P-445 | HCDRI SHDMH

3G ATX-P-446 | HCDRI SYEMH

31 ATX-P-447 | HCDR1 DYDMH

32 ATX-P-427 | HCDR1 DY{GMS

33 ATX-P-440 | HCDR1 DYGMS

34 ATX-P-424 | HCDR1 SYSMN

35 ATX-P-425 | HCDRI TYSMN

36 ATX-P-430 | HCDR1 SYAMS

37 ATX-P-439 | HCDRI SYAMS

38 ATX-P-449 | HCDRI SYGMHEH

349 ATX-P-448 HCDRI SYGMEH

49 ATX-P-423 | HCDR1 SYGMH

41 ATX-P-438 | HCDR1 SYGMH

42 ATX-P-433 | HCDR1L DFAMH
KX K KXo KKy X oX 10X 11 X2 X 13 X4 X5G
(Xits G T, S, A V. H orh Xoislor M, X5 8D, N, T, 8, or G

43 - HCDR2 Consensus XaisP,W, S Goor YV, XsisD, AN, S.or Y, XsisGorS; Xsis
DGY, 8 LorN; XeisT. 5N, LY, 0r D Xois Y, T,F M, K,
GorhXpis Y. G orF, X isP, Y, or AL X is G, DL or A X3
isSorD XyyisV, Loor 5 Xisis K or M)

44 ATX-P-444 | HCDR2 GIDPDGDTYYPGSVKG

45 ATX-P-445 | HCDR2 GIDPAGDTYYPDSVKG

46 ATX-P-446 | HCDR2 GIDPDGDTYYPGSVKG

47 ATX-P-447 | HCDR2 GIDFDGDTYYPGSLKG

48 ATX-P-427 | HCDR2 GINWNGGSTGYADSVKG

49 ATX-P-440 | HCDR2 TINWNGGNTGYADSVKG

50 ATX-P-424 | HCDR2 SITSSSYIFYADSLKG

51 ATX-P-425 | HCDR2 SITRRSSYMFY ADSYMG

52 ATX-P-430 HCDR2 AISGSGGSTYYADSVKG

53 ATX-P-439 | HCDR2 AISGSGGSTYYADSVKG

34 ATX-P-449 | HCDR2 VISYYGSNEYYADSVKG

35 ATX-P-448 | HCDR2 YMSYDGINGYYADSVKG

36 ATX-P-423 | HCDR2 HITYDGSDEYYGDSVKG
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57 ATX-P-438 | HCDR2 HSYDGNNEYYADSVKG
58 ATX-P-433 | HCDR2 GIGWNSGSIGY ADSVEG
39 ATX-P-444 | HCDR3 GEESNSSEDGFDI
60 ATX-P-445 HCDR3 GEASSSSEDAFDI
61 ATX-P-446 | HCDR3 GEDNSSSEDAFDI
62 ATX-P-447 | HCDR3 GEDSSSSEDAFD]
3 ATX-P-427 | HCDR3 YSGSFRDAFDI
64 ATX-P-440 | HCDR3 DEGAAGLGYYFDY
63 ATX-P-424 | HCDR3 DSNWGEAFDE
66 ATX-P-425 | HCDR3 DSNWGEAFDE
&7 ATX-P-430 HCDR3 DGDYYYYYMDY
&8 ATX-P-439 | HCDR3 VERDMVRGHYYYYMDY
&9 ATX-P-449 | HCDR3 GITMBY
70 ATX-P-448 | HCDR3 LVYADDAFDI
71 ATX-P-423 | HCDR3 DGYSSGWWYFDY
72 ATX-P-438 | HCDR3 ERGYSSSSGYYYYYMDY
73 ATX-P-433 | HCDR3 APDYGDYYFDY
VH Family: IGHV4
SXISX Y WX
4 ) HCDRI Consensus (X is8or G XoisSorY: Xsis Gor §)
75 ATX-P-434 | HCDRI SSESYWG
76 ATX-P-435 | HCDRL SSSSYWG
77 ATX-P-436 HCBER1 SGSYYWS
78 - HCDR? Consensus :iﬁfs(;?ff;?hf 22\;;}
7% ATX-P-434 | HCDR2 SEYYSGSTYSNPSLES
8 ATX-P-435 | HCDRZ SIYYSGSTYSNPSLES
81 ATX-P-436 | HCDR2 YIYYSGSTSYNPSLES
XXX XaGX XX X XY
82 - HCDR3 Consensus CLisQor A 20 YorKi XsistorW, Xeds SorE; Xsis Tor
Di¥XisEor YV, XoisYorF XgisFor D X isQor Y)
83 ATX-P-434 | HCDR3 OQYISGTEYFQY
R4 ATX-P-435 | HCDR3 OYISGTEYFPQY
85 ATX-P-436 | HCDR3 AKWEGDYFDY
VH Family: IGKV1
RASQX DOIGXGEXs
86 - LCDRI Consensus KiisGorS: X8, Ror Y. Xzis S NoorE Xy is W, D, or Y,
Xsis A, G, ot N)
R7 ATX-P-439 | LCDRIE RASQGISSWLA
88 ATX-P-424 | LCDRI RASQGIRNDLG
89 ATX-P-425 | LCDRE RASQGIRIDLG
90 ATX-P-423 | LCDRI RASQGIRNDLG
91 ATX-P-442 | LCDRI RASQGISSYLA
2 ATX-P-437 | LCDR1 RASOSISSYLN
93 ATX-P-440 | LCDRI RASQSISSWLA
94 ATX-P-433 | LCDR} RASOSISIVLN
95 ATX-P-436 | LCDR} RASOSISSYLN
96 ATX-P-434 | LCDR} RASQSIYSYLN
97 ATX-P-427 | LCDR1 RASQGIRNDLG
. " . AXGSSLXGS
g8 - LCDR2 Consensus (Xiis A or T: X is Q or P)
99 ATX-P-439 | LCDR2 AASSLOS
100 ATX-P-424 | LCDR2 AASSLPS
101 ATX-P-425 | LCDR2 AASSLPS
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102 ATX-P-423 | LCDR2 AASSLOS
103 ATX-P-442 | LCDR2 AASSL(S
104 ATX-P-437 | LCDR2 AASSL{S
105 ATX-P-440 LODR2 ATSSLQS
106 ATX-P-433 | LCDR2 AASSLOS
107 ATX-P-436 | LLCDR2 AASSLOS
108 ATX-P-434 | LCDR2 AASSLOS
109 ATX-P-427 | LCDR2 AASSLOS
XiOXe XX XsPXe X7
110 - LLCDR3 Consensus oL QXA H S orl XN F otV X188, T, ot
N XsisF Y. or T Xeis W L L P or ¥V Xyis Tor Y)
111 ATX-P-439 | LCDR3 QQANSFPWT
112 ATX-P-424 | LEDR3 LOHNSYPWT
113 ATX-P-425 | LUDR3 LOHNSYPWT
114 ATX-P-423 | LCDR3 LOHNSYPLT
115 ATX-P-442 | LCDR3 QOSFSTPLT
116 ATX-P-437 | LCDR3 QOSFSTPLT
117 ATX-P-440 | LCDR3 QOSYSTPIT
118 ATX-P-433 | LCDR3 QOSYTTPLT
119 ATX-P-436 | LCDR3 QOSYSTRLT
12¢ ATX-P-434 | LCDR3 OQOSYSTPRPYT
121 ATX-P-427 LCDR3 LODYNYPYT
VH Family: IGKV2
RSESOSLX, XK SXEX XK YEXy
122 - LCDR1 Consensus (XitsLor Vi20 s H. Y, or Fo X isNor D Xy isRor G Xsis Y
o Ni Xeis Nor T X5 is D or N3
23 ATX-P-429 | LCDR1 RESOSLLHSNRYNYLD
124 ATX-P-444 | LCDR} RSSOSLYYSDGNTYLN
125 ATX-P-445 | LCDR1 RSSOSLVYSDGNTYLN
126 ATX-P-446 | LCDR1 RSSOSLVFSDGNTYLN
127 ATX-P-447 | LCDRI RSSOSLVYSDGNTYLN
) KiXLSNRXLS
128 ) LEDR2 Consonsus (Xois LK, orE: X isGor Vi Xsis AorDy
129 ATX-P-429 | LCDR2 LGSNRAS
130 ATX-P-444 | LLCDR2 KVSNEDS
131 ATX-P-445 | LCDR2 EVENRDS
132 ATX-P-446 | LCDR2 KVSNRDS
133 ATX-P-447 | LCDR2 EVSNRDS
MOX2OXXPXST
134 - LCDR3 Conscusus KiisToaGXoishor T XsisQorH, XyisTor W, Xeis Y or
W)
133 ATX-P-429 LCDR3 MOTLOTREYT
136 ATX-P-444 | LLDR3 MOGTHWPWT
137 ATX-P-445 | LCDR3 MOGTHWPWT
138 ATX-P-446 | LUDR3 MOGTHWPWT
139 ATX-P-447 | LCDR3 MOGTHWPWT
VH Family: IGKV3
\ RASQSVEX XXX A
140 ) LCDRI Consensus OLis S, N ot XoisYor §; XgisLor Y XuisAor L)
14] ATX-P-449 | LCDRI RASQSVSSYLA
142 ATX-P-448 | LCDR1 RASQSVSSYLA
143 ATX-P-435 | LCDR} RASQSVSNYLA
144 ATX-P-428 | LCDR} RASORVESSYLA
145 ATX-P-443 | LCDR} RAS{OSVSSSYLA
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146 ATX-P-431 | LCDR1 RASOSVSSSYLA
147 ATX-P-432 | LCDRE1 RAS{(ISVSSSYLA
148 ATX-P-430 | LCDR1 RAS(QSVSSSYLA
149 ATX-P-438 | LCDRI RASQSVSESYLA
KIASKRAT
156 - LCDR2 Conscnsus (X, is Dor G: X, s N, . or T)
15t ATX-P-449 | LLCDR2 DAS NRAT
152 ATX-P-448 | LCDR2 DAS NRAT
153 ATX-P-435 | LCBDR2 DAS NRAT
154 ATX-P-428 | LCDR2 GAS SRAT
155 ATX-P-443 LCDR2 GAS SRAT
156 ATX-P-431 | LCDR2 GAS SRAT
157 ATX-P-432 | LCDR2 GAR SRAT
158 ATX-P-430 | LCDR2 GAS SRAT
159 ATX-P-438 | LCDR2 GAS TRAT
OO OON O
160 - LCDE3 Consensus (XitsR Y, or 5 Xois S, Gor (Y XGis N, S, or V) Xeis W, 5, or
LXsisPorloXeis, S, Poor™D)
161 ATX-P-449 | LCDR3 QORSNWPLT
162 ATX-P-448 | LCDR3 OQORSNWPLT
163 ATX-P-435 | LCDE3 OQORSNWPS
164 ATX-P-428 | LCDR3 OQQYGSSPPT
163 ATX-P-443 | LCDR3 QOQYGSSLT
166 ATX-P-431 | LCDR3 QQYGSSPPT
167 ATX-P-432 | LCDR3 QQYGSSPPT
168 ATX-P-430 | LCDR3 QOYGSSPPT
169 ATX-P-438 | LCDR3 QUGOQVIPPT
{90226} Table 9 Anti-ANGPTLY antibodies (VH and VL sequences)
;?S o ';Z::;?dy Descriptor: Sequence:
QVOLVQSGAEVKKPGASVKVSCKASGYTFSSYGISWVYROAPGQG
170 ATX-P-428 VI LEWMGWISAYNGNTNYAQNLRGRVAMTTIDTSTTTAYMELRSLE
SODTAVYYCARVSLYWFGELPRGEFDYWGOGTLYVTVSS
QVQLVOSGAEVKKPGASVKVSCRKASGYTFTSYGISWVROAPGH
171 ATX-P-443 VH GLEWMGOGWIAYNGNTNY AQKLOGRITMTTNTSTNTAYMELESL
RSDDTAVYYCGRDTGFSFDYWGQGTLYTVSS
QVOLVQSGAEVEKPGASVEVSCKASGYTFSSYGISWVRQAPGQG
172 ATX-P-429 VH LEWMGWISAYNGNTNYAQNLERGRVAMTTDTSTITAYMELRSLR
SDDTAVYYCARVSLVWEFGELPRGFDYWGOQGTLVTVSS
QVOLVOSGAEVEKKPGASVEVSCKASGYTFTDYYIHWVROAPGP
173 ATX-P-431 VH GLEWLGWINPNTGATKY AQKFQGRVTMTRDTSISTAYMELSRLR
SDDTAVYYWAREDNGNY GDVEDIWGOGTMVTVSS
QVOLVQSGAEVKKPGASVKVSCRKASGYTFTDYYIHWVRQAPGP
174 ATX-P-432 VH GLEWLGWINPNTGATKY AQKPQGRVIMTRDTSISTAYMELSRLR
SDRTAVYYCAREDNGNYGDVFDIWGQGTMVTVSS
CAGGTTCAGCTGGTGCAGTCTGGAGCTGAGGTGAAGAAGCCT
GGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGGTTACALCCT
TTTCCAGCTATGGTATCAGCTGGGTGCGACAGGCCCCTGGACA
175 ATX-P-428 | VH-mcieotide | AGGGCTTGAGTGGATGGGATGGATCAGCGCTTACAATGGTAA
CACAAACTATGCACAGAACCTCCGGGGCAGAGTCGCCATGAL
CACAGACACATCCACGACCACAGCCTACATGOAGTTGAGGAG
CCTGAGATCTGACGACACGGCCGTGTATTACTGTGCGAGAGTT
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TCATTAGTATGGTTTGGGGAATTACCCAGGGGTTITGACTACT
GGGGCCAGGGAACCCTGGTCACCGTCTCCTCA

ATX-P-443

VH - nucleotide

CAGGTTCAGCTGGTGCAGTCTGCAGCTGAGGTGAAGAAGCCT
GGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGGTTACACCT
TTACCAGCTATGGTATCAGCTGGETGCGACAGGCCCCTGGACA
AGGGCTIGAGTGUGATGOGATCGCGATCATCGCTTACAATGGTAAL
ACAAACTATGCACAGAAGCTCCAGGGCAGAATCACCATGACC
ACAAACACATCCACGAACACAGCCTACATGGAGCTGAGGAGC
CTGAGATCTGACGACACGGCCGTGTATTACTOTCGGCAGAGATA

CGGGGTTTTCTTTTGACTACTGGGGCCAGGGAACCCTGGTCAC
COGTCTCCICA

3
=

ATX-P-429

VH - nucleotide

CAGGTTCAGCTGGTGCAGTCTGGAGCTGAGGTGAAGAAGCCT
GGGGCCTCAGTGAAGGTCTCCTGCAAGGCTICTGGTTACACCY
TTTCCAGCTATGGTATCAGUTGGGTGCGACAGGCCCCTGGACA
AGGGCTTGAGTGCGATGGOATGGATCAGCGCTTACAATGGTAA
CACAAACTATGCACAGAACCTCCGOGGCAGAGTCGCCATGAL
CACAGACACATCCACGACCACAGCCTACATGGAGTTGAGGAG
CCTGAGATCTGACGACACGGCCGTGTATTACTGTGCCGAGAGTT
TCATTAGTATGGTTTGGGGAATTACCCAGGGGTTTTGACTACT
GGGGCCAGGGAACCCTGGTCACCGTCTCCTCA

178

ATX-P-431

VH — nucleotide

CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTY
GGGGUCCTCAGTGAAGGTCTCCTGCAAGGUTTCTGGATACACCT
TCACCGACTACTATATACACTGGGTOCGACAGGCCCCTGEGLC
AGGGCTTGAGTGGTTGGGCTGGATCAACCCTAACACTGGTGCC
ACAAAGTATGCACAGAAGTTITCAGGGCAGGGTCACCATGACC
AGGGACACGTCCATCAGCACAGCCTATATGGAGCTGAGCAGG
CTGAGATCTGACGACACGGCCGTATATTATTGGGCGAGAGAA
GATAATGGGAACTACGGGGATGTTTTTGATATCTGGGGACAAG
GGACAATGOTCACCGTCTCTICA

ATH-P-432

VH - nucleotide

CAGGTOCAGCTGGTGCAGTCTOGGOCTCAGGTGAAGAAGCCT
GGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGGATACACCT
TCACCGACTACTATATACACTGGGTGCGACAGGUCCCTGGGCC
AGGECTIGAGTGETTGGGCTGGATCAACCCTAACACTGGTGEC
ACAAAGTATGCACAGAAGTTITCAGGGCAGGGTCACCATGACC
AGGGACACGTCCATCAGCACAGCCTATATGCGAGCTGAGCAGE
CTGAGATCTGACGACACGGCCGTATATTATTGTGCGAGAGAAG
ATAATGGGAACTACGGGGATGTTTTTGATATCTGGGGACAAGG
CACAATGGTCACCGTCTCTICA

180

ATX-P-428

VL

EIVLTOSPGTLSLSPGERATLSCRASOQSVSSSYLAWY QUKEGOAP
RLLIYGASSRATGIPDRFSGIGSGTDFILTISRLEPEDFAVYYCQQ
YGSSPPTFGGGTKVEIK

181

ATX-P-443

EIVLTQSPGTLSLSPGERATLSCRARQSVSSSYLAWYQQKPGQAP
RLLIYGASSRATGIPDRFSGSGSCGTDFTLTISRLEPEDFAVYYCQQ
YGSSLTFGGGTE VDIK

182

ATX-P-429

VL

DIVMTOSPLSLPVIPGEP ASISCRSSOSLLHSNRYNYLDWYLOKPG
QSPOLLIYLGSNRASGVPDRFSGSGSGTDFTLOISRVEAEDVGVY
YCMOQTLOTPY TFGOGTELEIK

ATX-P-431

VL

EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWY QOKPGOAP
RLLIYGASSRATGIPDRISGSGSGIDFILTISRLEPEDFAVYYCQO
YGSSPPTFGGGTEVEIK

ATX-P-432

VL

EIVLTOSPGTLSLSPGERATLSCRASQSYSSSYLAWY QOKPGOQAP
RLLIVGASSRATGIPDRFSGRGSGTDFTLTISRLEPEDFAVYYCQQ
YGSSPPTFGGGTKVEIK

ATX-P-428

VL - nucleotide

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCC
AGGCGCAAAGACGCCACCCTCICCTGCAGGGCCAGTCAGAGTGT
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TAGCAGCAGCTACTTAGCCTGGTACCAGCAGAAACCTGGCCA
GGUTCCCAGGCTCCTCATCTATCGTGCATCCAGCAGGGLCACT
GGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGALC
TICACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTIGCAG
TGTATTACTGTCAGCAGTATGGTAGCTCACCTCCCACTTTCGGC
GGAGGGACCAAGGTGGAGATCAAA

ATX-P-443

VL - mucleotide

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTICTICC
AGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGT
TAGCAGCAGCTACTTAGCCTCGTACCAGCAGAAACCTGGECA
GGCTCCCAGGUTCCTCATCTATGGTGCATCCAGCAGGGCCACT
GGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGALC
TTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAG
TGTATTACTGTCAGCAGTATGGTAGCTCACTCACTTTCGGLGG
AGGGACCAAAGTGGATATCAAA

ATX-P-428

VL — nucleotide

GATATTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACCCC
TGCGAGAGCCGGCCTCCATUTCCTGUAGGTCTAGTCAGAGLCTC
CTGCATAGTAATAGATACAACTATTTGGATTGGTACCTGCAGA
AGCCAGGGCAGTCTCCACAGCTCCTGATCTATITGGGTTCTAA
TCGGGCCTCCGGGGTCCCTCGACAGGTTCAGTGGLAGTGGATCA
GGCACAGATTTTACACTGCAAATCAGCAGAGTGGAGGCTGAG
GATGTTGGGGTTITATTACTGCATGCAAACTCTACAAACTCCGT
ACACTITTIGGCCAGGGGACCAAGCTGGAGATCAAA

ATX-P-43}

VL - nucleotide

GAAATTGTCTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCC
AGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGT
TAGCAGCAGCTACTTAGCCTGGTACCAGCAGAAACCTGGECCA
GGCTCCCAGGUTCCTCATCTATGGTCCATCCAGCAGGGCCACT
GGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGAC
TTCACTCTCACCATCAGCAGACTGCGAGCCTGAAGATTTTGCAG
TGTATTACTGTCAGCAGTATGGTAGUTCACCTCCCACTITCGGC
GGAGGGACCAAGGTGGAAATCAAA

ATH-P-432

VL - nucleotide

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTIGTICTCC
AGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGT
TAGCAGCAGCTACTTAGCCTGGTACCAGCAGAAACCTGHCCA
GGCTCCCAGGCTCCTCATCTATGGTGCATCCAGCAGGGCCACT
GGCATCCCAGACAGGTTCAGTGGCAGTGOGTCTGGGACAGAL
TTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTIGCAG
TGTATTACTGTCAGCAGTATGGTAGCTCACCTCCCACTTTCGGC
GGAGGGACCAAGGTIGGAAATCAAA

180

ATX-P-437

VH

QITLEESGPTLVEPTOTLTUTCTFSGESLITSGVGVOWIRQPPGR A
LEWLALIYWHNDDKQY SPSLKSRLTITKDTRKNOQVVLIMTNMDP
MDTATYYCAHNPRYGDFFDYWGOGTLVTIVSS

181

ATX-P-442

VH

CGITLEKESGPTLVKPTQTLTLTCTFSGEFSLATSGVGVGWIRQPPGK A
LEWLALIYWNDDKRYSPSLESRLTITRDTSENLVYLTMTNMDEV
DTATYYCARDYODYWEFDLWGRGTPVTVES

192

ATX-P-437

VH - nucleotide

CAGATCACCTTGAAGGAGTCTGGTCCTACGCTGGTGAAACCCA
CACAGACCCTCACGTTGACCTGCACCTTICTCTGGGTITCTCACTC
AGCACTAGTGGCGTGGGTGTGGGCTGGATCCGTCAGCCCCCAG
GAAAGQUCCTGGAGTOGCTTGCACTCATITATIGGAATGATGA
TAAACAGTACAGCCCTTCTCTGAAGAGCAGGCTCACCATCACC
AAGGACACCTCCAAAAACCAGGTGGTCCTTACAATGACCAAC
ATGGACCCTATCGACACAGUCACATATTACTGTGCACACAACC
CTGACTACGGTGACTTCTTTIGACTACTGGGGUCAGGGAACCCT
GGTCACCGICTICCTCA

193

ATX-P-442

VH - nucieotide

CAGATCACCTTGAAGGAGTCTGGTCCTACGCTGGTGAAACCCA
CACAGACCCTCACGCTCACCTGCACCTTICTCTIGGGTTCTCACTC
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AGCACTAGTGGAGTGGGTGTGGGCTGCGATCCGTCAGCCCCCA
GGAAAGGCCCTGGAGTGGCTTGCACTCATTTATIGGAATGATG
ATAAGCGCTACAGCCCATCTCTGAAGAGCAGGCTCACCATCACL
CAAGGACACCTCCAAAAACCTGGTIGGTCCTTACAATGACCAALC
ATGGACCCTGTGGACACAGCCACATATTACTGTGCACGTGACT
ACGGTGACTACTGGTTCTTCGATCTCTGGGGCCGTGGCACCCC
GGICACCGTCTICCICA

194

ATX-P-437

VL

DIOMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQOQKPGEAPK
LLIYAASSLOSGVESRESGSGSGTIFIL TISSLOPEDFATYYCQQSF
STPLTFGGGTKLEIK

ATX-P-442

VL

DIOMTQSPSSLSASVGDRVTITCRASQGISSYLAWYQQKPGKAPK.
LEIYAASSLOSGVPSRFSGRGSGTDFTLTISSLOPEDFATY Y COQQSF
STRLTEGGGTRLEI

196

ATX-P-437

VL - nocleotide

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT
AGGAGACAGAGTCACCATCACTTIGCCGGGCAAGTCAGAGCAT
TAGCAGCTATTTAAATTGGTATCAGCAGAAACCAGGGAAAGC
CCCTAAGCTCCTGATCTATGCTGCATCCAGTTTGCAAAGTGGE
GTCCCATCAAGGTTCAGTGGCAGTGGATCTGGGACAGATTTCA
TICTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAACTTA
CTACTQTCAACAGAGTTTCAGTACCCCGCTCACTTICGGUGGA
GOGACCAAGCTGGAAATCAAA

197

ATX-P-442

VL - nucleotide

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT
AGGAGACAGAGTCACCATCACTTGUCGGGCCAGTCAGGGCAT
TAGCAGTTATTTAGCCTGGTATCAGCAAAAACCAGGGAAAGC
CCCTAAGCTCCTGATCTATGCTGCATCCAGTTTIGCAAAGTGGE
GTCCCATCAAGGTTCAGTGGCAGTGGATCTGGGACAGATTTCA
CTCTCACCATCAGCAGTCTGCAACCTGAAGATTITIGCAACTTA
CTACTGTCAACAGAGTTTCAGTACCCCGUTCACTTTCGGCGGA
GOCGACCAAGCTGOAGATCAAA

198

ATX-P-444

VH

EVQLVESGGGLVOPGGSLRLSCAASGFTLSVYDMHWVROVSGK
GLEWVSGIDPDGDTYYRGSVEGRFTISRENAKNSLYLOMNSLRY
GDTAVYYCLRGEESNSSEDGEFRIWGQGTMVTVSS

199

ATX-P-445

VH

EVQLVESGGGLYQPGGSLRLACAASGFTFSSHDMHEWVRQVTGK
GLEWVSGIDPAGDTYYPDSVKGRFTISRENAKNSLYLOMNSLEA
GDTAVYYCTRGEASSSSEDAPDIWGOGTMVIVSS

200

ATX-P-446

VH

EVOLVESGGGLVOQPGGSLRLSCAASGPTLSSYDMHW VROVIGKG
LEWVSGIDPDRGDTY YPGSVEGRFTISREDAKNSLYLOMNSLRAG
BTAVYYCTRGEDNSSSEDAFDIWGOQGTMVTVSS

201

ATX-P-447

VH

EVOLVESGGGLVOPGGSLRLSCAASGFTISDYDMHWVRQTIGKG
LEWVSGIDPDGDTYYPGSLKGRFTISRENAKNSLYLOMNSLRAG
DTAVYYCTRGEDSSS3EDAFDIWGOGTMVTVER*

202

ATX-P-427

VH

EVQLVESGGGVVRPGGSLRLECAASGFSFDDYGMSWVREQVPGE
GLEWVSGINWNGGSTGYADSVKCGRFTISRONAKNSLYLOMSSLER.
AEDTALYYCASYSGSFRDAFDIWGOGTMVTVSS

203

ATX-P-440

VEH

EVQLVESGGGVVRPGGSLRLSCAASGFTFDDYGMBSWVRQAPGK
GLEWVSTINWNGGNTGYADSVKGRFTISRDNAKNSLYLOMNSL
RAEDTALYYCARDEGAAGLGYYEDY WGOGILVTVSS

204

ATX-P-424

VH

EVOLVESGGGLVEKPGGSLELSCAASGPTESSY SMNWVYRQAPGEG
LEWVSSITSSRYIFY ADSLEK GRFTISRDNAKNSLFLOMNSLRAEDT
AVYYCARDSNWGEAFDIWGOGTMVTVSS

ATX-P-425

VH

EVOQLVESGGGLVKPGGSLRLSCAASGFTFSTY SMNWVROAPGKG
LEWVSSITSSSSYMEYADSVMGRFTISRDNAKNSLYLOMNSLRAE
DTADYYCARDSNWGEAFDIWGOGTMVIVSS
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206

ATX-P-430

'H

EVQLVESGGGLYOQPGGSLRLSCAASGFTEFSSY AMSWVROAPGKG
LEWVSAISGRSGGSTYYADSVEGRFTISRDNSKNTLUYLOMNBLR AR
DTAVYYCAKDGDYYYYYMDVWGKGTTVIVSS

b3
2
~3

ATX-P-438

VH

EVQLVESGGGLVQPGGSLRLICAASGFTESSYAMSWVRQAPGKG
LEWVSAISGSGGSTY YADSVKGRFTISRDNSKNTLYLOMNSLRAE
DTAVYYCAKVERDMVRGHYYYYMBYWGEGTEIVTIVSS

208

ATX-P-423

VH

QVOLVESGGGVVPGRSLRLSCAASGFTFSSY GMEHW VROAPGK
GLEWVSHITYDGRDKYYGDSVKGRFTISRDNSKNTLYLOMNSLR
AEDTAVYYCAKDGYSSGWWYTFDYWGOQGTLVTVSS

209

ATX-P-438

VH

QVOLVESGGGVVOPGRSLELSCAASGFTFSSYGMHWVRQAPGK
GLEWVAHSYDONNKYYADSVEGRFTISRDONSKNTLYLOMNSLR
DEDTAVYYCAKERGYSSSSGYYYYYMDVWGKGTTIVIVSS

210

ATX-P-448

QVOLVESGGGVYQPGRSLRLSCAASGFPESSYOGMHWVROAPGK.
GLEWVAVMIYDGINGY YADSVKGRFTISRDNSKNTLYLOMNSL
RAEDTAVYYCARLVYADDAPDIWGOGTIVIVSS

211

ATX-P-449

QVOLVESGGGVVQPGRSLRLSCAASGFAFSSY GMHW VRQAPGIC
GLEWVAVISYYGSNEY YADSVKGRETISRDNSKNTLYLOMNSLR
AEDTAVYHCARGITMDVWGKGTTYVTVSS

o]
fond
3]

ATX-P-433

EVOLVESGGGLVOPGRSLRLECAASGFTFDDFAMHWVRQGPGK
GLEWVSGIGWNSGSIGYADSVKGRFTISRDNAKNSLYLOMNSLR
AEDTALYYCAKAPDYGDYYFDYWGOGTLVIVSS

213

ATX-P-444

VH - nucleotide

GAGGTGCAGCTGGTGGAGTCGGGGGEAGGCTTGGTACAGCCT
GGGGGOETCOCTGAGACTCTCCTOTCCAGCCTCTGGATTCACCC
TCAGTGTCTACGACATGCACTGGGTCCGCCAAGTTTCAGGAAA
AGGTCTGGAGTGGGTCTCAGGTATTGATCCTGATGGTGACACA
TACTATCCCGGCTCCGTGAAGOGGCCOATTCACCATCTCCAGAG
AAAATGCCAAGAACTCCTTGTATCTTCAAATGAACAGCCTGAG
AGTCGOGCACACGGCTGTATATTATTGTCTAAGAGGGGAGGA
AAGCAACTCGTCCGAGGATGGTTTTGATATATGGGGACAAGG
GACAATGGTCACCGTCTCCTCA

214

ATX-P-445

VH - nucleotide

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGUTTGGTACAGCCT
GOGGGCGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCY
TCAGTAGCCACGACATGCACTGGOTCCGUCAAGTTACAGGAA
AAGGTCTGGAGTGGETCTCAGGTATTGATCCTGCTGGTGACALC
ATACTATCCAGACTCCGETGAAGGGUCGATTCACCATCICTAGA
GAAAATGCCAAGAACTCCTTGTATCTTCAAATGAACAGCCTGA
GAGCCGGGGACACGGCTGTGTATTACTGTACAAGAGGAGAGG
CTAGTAGTTCGTCCGAGGATGCTTTTCGATATCTGGGGACAAGG
GACAATGGTCACTGTICTCCTCA

ATX-P-446

VH - nucleotide

GAGGTGCAGCTGGTGGAGTCTGGGOGAGGCTTOGTACAGCCT
GGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCC
TCAGTAGCTACGACATGCACTGGGTCCGCCAAGTTATAGGAAA
AGOTCTGGAGTGGOTCTCAGOGTATTGATCCTGATGGTGACACA
TACTATCCAGGCTCCGTGAAGGGCCGATTCACCATCTCCAGAG
AAGATGCCAAGAACTCCTTGTATCTTCAAATGAACAGCCTIGAG
AGCCGGGGACACGGUTGTGTATTACTGTACAAGAGGAGAGGA
TAACAGCTCGTCCGAGGATGCTTTTGATATCTGGGGACAAGGG
ACAATGGTCACIGTCTCCICA

ATX-P-447

VI — nucleotide

GAGGTCCAGCTGGTGGAGTCTGGGGOAGOCTTGOTACAGCCG
GGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCA
TCAGTGACTACGACATGCACTGGGTCCGCCAAACTACAGGAA
AAGGTCTAGAATGGGTCTCAGGTATTGATCCTGATGGCCACAL
ATATTATCCAGGUTCCTTGAAGGGGCGATTCACCATCTCCAGA
GAAAATGCCAAGAATTCTTTGTATCTTCAAATGAACAGTCTGA
GAGCCGOGGACACGGCTGTGTATTACTGTACAAGAGGAGAGG
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ATAGTAGTTCGTCCCAGCGATGCTTTTGATATCTGGGGACAAGE
GACAATGGTCACCGTCICCTICA

o]
font
~

ATX-P-427

VH - nucleotide

GAGGTGCAGCTGGTGGAGTCTGGGGCAGGTGTGGTACGGCCT
GGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCAGCT
TTGATGATTATGGCATCGAGCTGGGTCCGCCAAGTTCCAGGGAA
GOOGCTGCAGTOGOTCTCTGGTATTAATTGGAATGGTGGTAGT
ACAGGTTATGCAGACTCTGTGAAGGGCCGATTCACCATCTCCA
GAGACAACGCCAAGAACTCCOTGTATCTGCAAATGAGCAGTCT
GAGAGCCGAGGACACGOCCTTGTATTACTGTGCGAGUTATAGT
GGGAGCTTCCGTGATGCTTTTGATATCTGGGGACAAGGGACAA
TGGTCACCGICTCTICA

ATX-P-440

VH - nucleotide

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGTGTGGTACGGCCT
GGGHGGGTCCCTGAGACTCICCTGTGCAGCCTCTGGATTCACCT
TTGATGATTATGGCATGAGCTGGGTCCGCCAAGCTCCAGGGAA
GOGGCTGGAGTGOGTCTCTACTATTAATTGCGAATGGTGGTAAC
ACAGGTTATGCAGACTCTGICAAGGGCCGATTCACCATCTCCA
GAGACAACGCCAAGAACTCCCTGTATCTGCAAATGAACAGTCT
GAGAGCCGAGGACACGGCCTTGTATTACTGTGCGAGAGATGA
AGGAGCAGCTGGACTTIGGATACTACTTTGACTACTGGGGCCAG
GGAACCCTGGTICACCGTCTCCTCA

ATX-P-424

VH — nucleotide

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAAGCCT
GGGGGETCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCT
TCAGTAGCTATAGCATGAACTGGOGTCCGCCAGGUTCCAGGGA
AGGGGCTGGAGTGGGTCTCATCCATTACTAGTAGTAGTTACAT
ATTCTACGCAGACTCATTGAAGGGCCGATTCACCATCTCCAGA
GACAACGUCAAGAACTCACTGITICTGCAAATGAACAGCCTGA
GAGCCGAGGACACAGCTGTTITATTACTGTGCGAGAGATTCTAA
CTGGOGGCGAGGCTTTTGATATCTGGGGACAAGGCGACAATGET
CACCGTCTCTICA

B
b2
o]

ATH-P-425

VH - nucleotide

GAGGTGCAGCTGGTGGAGTCTGGOGGAGGUCTGGTCAAGCCT
GGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGTTICACCT
TCAGTACTTATAGCATGAACTGGOTCCGCCAGGCTCCAGGGAA
GGGECTCGAGTGGUTCTCATCCATTACTAGTAGTAGTAGTTAC
ATGTTCTACGCAGACTCAGTGATGGGCCGATTCACCATCTCCA
GAGACAACGCCAAGAACTCACTGTACCTACAAATGAACAGCC
TGAGAGUCGAGGACACAGCTGATTATTACTGTGCGAGAGATTC
TAATTGGGGGGAGGCTTTTGATATCTGGGGACAAGGGACAAT
GOTCACCGTCTCTICA

2213

ATX-P-430

VH - nucicotide

GAGGTGCAGCTGGTGCAGTCTGGCGGGAGGCTTGGTACAGCCT
GOOGGOTCCCTGAGACTCTICCTGTGCAGCCTCTGGATTCACCT
TTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCAGGGAA
GGGGCTGGAGTGOGTCTCAGCTATTAGTGGTAGTGGTGGTAGE
ACATACTACGCAGACTCCGTGAAGGGCCGOTTCACCATCTCCA
GAGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCC
TGAGAGCCGAGGACACGGUCCGTATATTACTGTGCGAAAGACG
GTGACTACTACTACTACTACATGGACGTCTGGGGUAAAGGGAC
CACGGTCACCGTICTCCICA

ATX-P-439

VI -~ nucleotide

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACAGCCY
GGOGGOTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCT
TTAGCAGCTATGCCATCAGUTGGGTCCGUCAGGCTCCAGGGAA
GGGGCTGCGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGC
ACATACTACGCAGACTCCGTCAAGGGCCGGTTCACCATCTCCA
GAGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCC
TGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAAAGTGG
AAAGGGATATGGTTCGGOCGCCACTACTACTACTACATGGACGT
CTGGGHGCAAAGGGACCACGGTCACCGTICTCTTCA
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VH - nucleotide

CAGGTGCAGCTGGTGGAGTCTGGGGCAGGCGTGGTCCAGCCT
GGGAGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCT
TCAGTAGCTATGGCATGCACTGGGTCCGCCAGGCTCCAGGCAA
GOGGGCTGCAGTGGOTETCACATATAACATATGATGGAAGTGA
TAAATACTATGGAGACTCCGTGAAGGGUCGATTCACCATCTCC
AGAGACAATTCCAAGAATACGCTGTATCTGCAAATGAACAGC
CTGAGAGCTGAGGACACGCCTOTGTATTACTGTGCGAAAGAT
GGGTATAGCAGTGGCTGGTGGTACTITGACTACTGGGGCCAGS
GAACCCTGGTCACCGICTCCTICA

WO 2023/212294
223 | ATX-P-423
224 | ATX-P-438

VH - nucleotide

CAGGTGCAGCTGGTGGAGTCCGGGGGAGGCGTGGTCCAGCCT
GGOGAGGTCCCTCAGACTCTCCTGTGCAGCCTCTGGATTCACCT
TCAGTAGCTATGGCATGCACTGGGTCCGCCAGGCTCCAGGCAA
GGGGCTGGAGTGGGTGGCAATTATATCATATGATGGAAATAA
TAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCC
AGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGC
CTGAGAGATGAGGACACGGCTGTTTATTATTGTGCGAAAGAG
AGGCGGCTATAGCAGCTCGTCCGOGCTACTACTACTACTACATGG
ACGTCTGGGGCAAAGGGACCACGGTCACCGTCTCCTCA

[ ]
]
Uy

ATX-P-448

VH - nucleotide

CAAGTGCAATTGGTGGAGTCCGGTGGAGCGAGTAGTACAGCCG
GGAAGGTCACTGAGACTTTCCTGCGCTGUTAGTGGATTCCCAT
TTAGCTCCTACGGGATGCACTOGGTTCGCCAAGUGCCAGGTAA
GGGACTGGAATGGGTGGCTGTCATCGAGTTACGATGGAATTAA
CGGCTATTATGCCGATAGCGTCAAAGGCCGGTTCACGATCTCA
AGAGACAACTCTAAGAACACGCTCTACTTGCAGATGAACAGT
CTCCGUGCAGAAGATACGGCCGTGTATTACTGTGCGAGATIGG
TGTATGCCGATGATGCTTTTGATATCTGGGGACAAGGGACCAC
GGTCACCGTCICCTICA

226

ATX-P-449

VH - nucleotide

CAAGTGCAATTGGTGCGAGTCCGGTGGAGGAGTAGTACAGCCG
GGAAGGTCACTGAGACTTTCCTGCGCTGCTAGTGGATTCGCCT
TTAGTTCCTACGGCATGCACTGGGTTCGCCAAGCGCCAGGTAA
GGOACTOCAATOGUTOGCTGTCATCTCCTACTACGGATCTAATY
AAATATTATGCCGATAGCGTCAAAGGCCGGTTCACGATCTCAA
GAGACAACTCTAAGAACACGCTCTACTTGCAGATGAACAGTCT
CCGUGUCAGAAGATACGOCCGTOTATCACTGTGCOAGAGGGAT
TACTATGGACGTCTGGGGCAAAGGGACCACGGTCACCGTCTICC
1CA

ATX-P-433

YVH - nucleotide

GAAGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACAGCCT
GGCAGGTCCCTGAGACTCTCCTGTGCAGCUTCTGGATICALCCY
TITGATGATITTGCCATGCACTGGGTCCGGCAAGGTCCAGGGAA
GGGCCTGGAGTGGGTCTCAGGTATTGGTTGGAATAGTGGTAGC
ATCGGCTATCCCGACTCTCTGAAGGGCCGATICACCATCTCCA
GAGACAACGCCAAGAACTCCCTGTATCTGCAAATGAACAGTCT
GAGAGCTGAGGACACGGCCTTATATTACTGTGCAAAAGCCCCT
GACTACGGTGACTACTACTITGACTACTGGGGUCAGGGAACCC
TGGTCACCGTCTCCTCA

ATX-P-444

VL

DVYVMTQSPLSLPVTLGQPASISCRSSQSLVYSDGNTYLNWFQORP
GOSPRELIYEVSNRDSGVPDRFSGSGSGTDFTLRKISKVEAEDVGLY
YCMOGTHWEWTFGOGTKVDIK

ATX-P-443

YL

DVVMTCGSPLILPYVTLGOPASISCRSSQSLYYSDGNTY LNWFQORP
GOSPRRLIHEVSNRDSGVPDRESGSGSGTDFTLKISRVEAEDVGY
YYCMOGTHWPW TFGOGTEVDIK

ATX-P-446

VL

DVVMTQSPLSLPVTLGOPASISCRSSQSLVESDGNTYLNWEFQORP
GOSPRRLUIYKVSNRDSGVPDREFSGSGEGTDFTLKISRVEAEDVGY
YYCMOGTHWPWTFGQGTE VDIK
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ATX-P-447

VL

DVVMTQSPLSLPVTLGQPASISCRESSQSLVYSDONTY LNWFQQRE
GOSPRRLIHEVANRDSGVPDRESGSGRGTRPTLKISRVEAEDVGY
YYCMOGTHWPWTFGQGTR VDIK

ATX-P-427

VL

AJOMTOSPSSLSASVGDRVTITCRASQGIRNDLGWY QUK PGKAPK
LEIYAASSLOSGVPSRESGSGSGTDERTLTISSLOPEDFATYYCLODY
NYPYTPGOGTELEIK,

ATX-P-440

VL

DIOMTOQSPSTLSASVGDRVTITCRASQSISS WLAWY QOKPGKAPK
LEIYATSSLOSGVPRRFSGSGRGTDEFTLTISSLQPEDFATYYCQQSY
STPITFGQGTRLEIK

234

ATX-P-424

VL

DIOMTQSPSSLSASVGDRVIITCRASQGIRNDLGW Y QUK PGEAPK
RLIY AASSLPSGVPSRFSGSGSGTEFTLTISSLOPEDFATY YOLOQHN
SYPWTFGQGTKVEIK

ATX-P-425

VL

DIOMTQSPSSLSASVEDRVTITCRASQGIRIBLOWFQOQKPGKAPK
RLIYAASSLPSGVPSRFSGRGSGTEFTLTISSLQPEDFATY YCLOHN
SYPWTFGOGTKVEIK

236

ATX-P-43¢

VL

EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLEAWY QOKFGOAP
RLLIYGASSRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQOQ
YGSSPPTPGGGTEVEIK

B
W
~3

ATH-P-439

VL

DIQMTQOSPSSVSASVGDRVTITCRASQGIRSSWLAWYQOEPGK APK
LEIYAASSLOSGVPSREFSGRGSGTDFTLTISSLOPEDFATYYCQOQA
NSFEPWTFGOGTK VDIK

ATX-P-423

VL

DIOMTQSPSSLSASVEDRVTITCRASQGIRNDLGWY QUK PGE APK
RLIYAASSLOSGVYPSRFSGSGSGTEFALTISSLOPEDFATYYCLOQYH
NSYPLTFGGGTKLEIK

ATX-P-438

VL

EIVLTOQSPGTLSLSPGERATLSCRASGSVSRSYLAWYQOKPGQAP
RLLHGASTRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQG
QVIPPTEGRGTEVEIR

ATX-P-448

VL

EIVLTOSPATLSLSPGERATLSCRASQSVSSYLAWYQOKPGOAPR
LEIYDASNRATGIPARFSGSGSGTDEFTLTISSLEPEDFAVYYCQQRS
NWPLTFGGGTKVEIK

241

ATX-P-443

VL

EIVLTOSPATLSLSPGERATLSCRASQSYSSYLAWYQQKPGQAPR
LLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVY YCQQRS
NWPLTFGGOTEVEIK

242

ATX-P-433

VL

DICMTOSPSSLSASVODRVTITCRASQSISIYLNWYQOKPGTAPKL
LIYAASSLOSGVPSRFSGSGRGTDFTLTISSLOPEDFAAYYCQOSY
TTPLTFGGGTKVEIK

243

ATX-P-444

VL - nocleotide

GATGITGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACCCT
TGGACAGCCGGCCTCCATCTCCTGCAGGTCTAGTCAAAGCCTC
GTATACAGTGATGGAAACACCTACTTGAATTGGTTTCAGCAGA
GGCCAGGCCAATCTCCAAGGCGCCTAATTTATAAGGTTTCTAA
CCGGOACTCTGGGETCCCAGACAGATICAGCGGCAGTGGGTC
AGGCACTGATTTCACACTGAAAATCAGCAAGGTGGAGGCTGA
GGATGTTGGGATTTATTACTGCATGCAAGGTACACACTGGCCG
TGGACGTTCGGCCAAGCGGACCAAAGTOGATATCAAA

244

ATX-P-443

VL - nocleotide

CATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACCCT
TGGACAGCCGCCCTCCATCTCCTGCAGGTCTAGTCAAAGCCTC
GTATACAGTGATGGAAACACCTACTTIGAATTGGTTTCAGCAGA
GOGCCAGGCCAATCTCCAAGGCGCCTAATTCATGAGGTTITCTAA
CCGGGACTCTGGGOTCCCAGACAGATICAGUGGCAGTGGEETC
AGGCACTGATTTCACACTGAAAATCAGCAGGGTGGAGGCTGA
GOATOTTOGCOTTTATTACTGCATGCAAGGTACACACTGGCLCG
TGGACGTTCGGCCAAGGGACCAAAGTGGATATCAAA

)
Y
n

ATX-P-446

VL - nucleotide

GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACCCTY
TGGACAGCCGGCCTCCATCTCCTGCAGGTCTAGTCAAAGCCTC
GTATTCAGTGATGGAAACACCTACTTGAATTGGTTTCAGCAGA
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GGCCAGGCCAATCTCCAAGGCGCCTAATTTATAAGGTTTCTAA
CCGEQACTCTGGOGTCCCAGACAGATICAGUGECAGTGGGETC

AGGCACTGATTTCACACTGAAAATCAGCAGGGTGGAGGCTGA
GOGATGTTOGGGTTTATTACTGCATGCAAGGTACACACTGGCCG
TGGACGTTCGGUCAAGGGACCAAAGTGGATATCAAA

246

ATX-P-447

VL — nucleotide

GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCOTCACCCY
TGGACAGCCGGCCTCCATCTCCTGCAGGTCTAGTCAAAGCCTC
GTATACAGTGATGGAAACACCTACTTGAATTGGTTTCAGCAGA
GGCCAGGCCAATCTCCAAGGCGCCTAATTCATCGAGGTTTCTAA
CCGGGACTCTGGGETCCCAGACAGATTCAGCGGCAGTGGGTC
AGGCACTGATTICACACTGAAAATCAGCAGGGTGGAGGCTGA
GGATGTTOGGOTTTATTACTGCATGCAAGGTACACACTGGCCG
TGGACGTTCGGCCAAGGGACCAAAGTGGATATCAAA

ATX-P-427

VL - nucleotide

GCCATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT
AGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCAT
TAGAAATGATTTAGGCTGGTATCAGCAGAAACCAGGCAAAGC
CCCTAAGCTCCTGATCTATGCTGCATCCAGTTTACAAAGTGGG
GTCCCATCAAGGTTCAGCGGCAGTGGATCTGGCACAGATTTCA
CTCTCACCATCAGCAGUCTGCAGCCTGAAGATTTTGCAACTTA
TTACTGTCTACAAGATTACAATTACCCGTACACTITTIGGCCAG
GGOACCAAGCTGGAGATCAAA

248

ATX-P-44¢

Vi - mucleotide

GACATCCAGATGACCCAGTCTCCTTCCACCCTGTCTGCATCTIGY
AGGAGCACAGAGTCACCATCACTTGCCOGGCCAGTCAGAGTAT
TAGTAGCTGGTTGGCCTGGTATCAGCAGAAACCAGGGAAAGC
CCCTAAGCTCCTGATCTATGCTACATCCAGTTTGCAAAGTGGG
GTCCCATCAAGOTTICAGTGGUAGTGGATCTGGGACAGATTTCA
CTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAACTTA
CTACTGTCAACAGAGTTACAGTACCCCGATCACCTTCGGCCAA
GGGACACGACTGGAGATTAAA

]
)

ATX-P-424

VL - nucleotide

GACATCCAGATCGACCCAGTCTCCATCCTCCCTGETCTGCATCTGT
AGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCAT
TAGAAATGATTTAGGUTGGTATCAGCAGAAACCAGGGAAAGC
CCCTAAGCGCCTCATCTATGCTGCATCCAGTTTGCCAAGTGGG
GTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGAATTICA
CTCTCACAATCAGCAGCCTGCAGCCTGAAGATTTTGCAATTTA
TTACTGTCTACAGCATAATAGTTACCCGTGGACGTTCGGCCAA
GGGACCAAGGTGGAAATCAAA

250

ATX-p-425

VL — nucleotide

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCCGCATOTG
TAGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCA
TTAGAATTCATTTAGGCTOGTTTCAGCAGAAACCAGGGAAAGT
CCCTAAGCGCCTCATCTATGCTGCATCCAGTTTGCCAAGTGGG
GTCCCATCAAGGTTCAGCGGCAGTGGATCTGGCGACAGAATTCA
CTCTCACAATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTA
TTACTGTCTACAGCATAATAGTTACCCGTGGACGTTCGGCCAA
GOGOACCAAGGTGCGAGATCAAA

ATX-P-430

VL - nocleotide

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCC
AGGGGAAAGAGCCACCCTUTCCTCCAGGGCCAGTCAGAGTGT
TAGCAGCAGCTACTTAGCCTGOTACCAGCAGAAACCTGGCCA
GOCTCCCAGGCTCCTCATCTATGGTGCATCCAGCAGGGCCACT
GGCATCCCAGACAGGTTCAGTGGCAGTGOGTCTGGCGACAGAL
TTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTIGCAG
TGTATTACTGTCAGCAGTATGGTAGCTCACCTICCCACTTTCGGT
GGAGGGACCAAGGTGGAAATCAAA

ATX-P-439

VL — nucleotide

GACATCCAGATCACCCAGTCTCCATCTTCCGTGTCTGCATCTGT
AGGAGACAGAGTCACCATCACTTGTCGGGCGAGTCAGGGTAT
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TAGCAGCTGGTTAGCCTGGTATCAGCAGAAACCAGGGAAAGT
CCCTAAGCTCCTCATCTATGCTGCATCCAGTTTGCAAAGTGGE
GTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGATTTCA
CTCTCACCATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTA
CTATTGTCAACAGGCTAACAGTTTCCCGTGGACGTTOGGCCAA
GGGACCAAAGTGGATATCAAA

VL - mucleotide

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT
AGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCAT
TAGAAATGATTTAGGCTGGTATCAGCAGAAACCAGGGAAAGC
CCCTAAGCGCCTGATCTATGCTGCATCCAGTTTGCAAAGTGGG
GTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGAATTCG
CTCTCACAATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTA
TTACTGTCTACAGCATAATAGTTACCCTCTCACTTTCGGCGGA
GOOGACCAAGCTGGAGATCAAA

WO 2023/212294
253 ATX-P-423
254 ATX-P-438

VL — nucleotide

GAAATTGTGCTCGACTCAGTCTCCCGGCACACTGTCTCTTAGCC
CTGGCGAAAGAGCCACACTGAGCTGTAGAGUCAGCCAGAGCG
TGTCCAGAAGCTACCTGGCTTIGGTATCAGCAGAAGCCCGGACA
GGCTCCCAGACTGCTGATCATCGCAGCCTCTACAAGAGCCACC
GGCATTCCCGATAGATTICAGCGGCTCTGGCAGCGGCACCGATT
TCACCCTGACAATCAGCAGACTGGAACCCGAGGACTTCGCCGT
GTACTACTGTCAGCAGGGCCAAGTGATCCCTCCTACCTTTIGGC
CAGGGCACCAAGGTGGAAATCAAA

o]
h
L

ATX-P-448

VL - nucleotide

GAAATTGTCTTGACGCAGTCTCCAGCCACCCTCTICTTTOTCICC
AGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGT
TAGCAGCTACTTAGCCTGGTACCAACAGAAACCTGGCCAGGCT
CCCAGGCTCCTCATCTATGATGCATCCAACAGGGUCACTGGCA
TCCCAGCCAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTICAC
TCTCACCATCAGCAGCCTAGAGCCTCGAAGATTTTGCAGTTTAT
TACTGTCAGCAGCGTAGCAACTGGCOTCTCACTTTCGGCGGAG
GGACCAAGGTGGAGATCAAA

3]
[o8
o3

ATH-P-449

VL - nucleotide

GAAATTGTGTTGACGCAGTCTCCAGCCACCCTGTCTTTIGTCTCC
AGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGT
TAGCAGCTACTTAGUCTGGTACCAACAGAAACCTGGCCAGECT
CCCAGGCTCCTCATCTATGATGCATCCAACAGGGCCACTGGCA
TCCCAGCCAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCAC
TCTCACCATCAGCAGCCTAGAGCCTGAAGATTITIGCAGTTTATY
TACTGTCAGCAGCGTAGCAACTGGCCTCTCACTTITCGGCGGAG
GOACCAAGGTGGAGATCAAA

N2
W
~J

ATX-P-433

VL~ nocleotide

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTICTGCATCTGT
AGGAGACAGAGTCACCATCACTIGCCGGGCAAGTCAGAGCAT
TAGCATCTATTTAAATTGGTATCAGCAGAAACCAGGGACAGCC
CCTAAGCTCCTGATCTATGCTGCATCCAGTTTGCAAAGTGGGG
TCCCATCAAGGTTCAGTGGCAGTGGATCTGGGACAGATTTCAC
TCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAGCTTAC
TACTGTCAACAGAGTTACACTACCCOCGCTCACTTTICGGCGGAG
GGACCAAGGTGGAAATCAAA

258

ATX-P-435

VH

QLOLOESGPGLVKPSETLALTCTVSGGSISSSSSY WOWIRQPPGK G
LEWIGSIYYSGSTYSNPSLKSRVTISVDTSKENQFSLKLSSVTAADT
AVYYCARQYISGTEYPOYWGOOGTLVTVSS

ATX-P-436

VH

QLOLOESGPGLVKPSETLSLTCTVSGGSISSSSSYWGWIRQPPGKG
LEWIGSIYY3GSTY BNPSLESRVTISVDTSKNQFSLKLISVTAADT
AVYYCARQYISGTEYFOYWGOGTLVIVSS

260

ATX-P-434

VH

QVOLOESGPGLVKPSETLILTCTVIGGSVSSGRY YWSWIRQPPGK
GLEWIGYIYYSGSTSYNPSLKSRVSISVDTSKNQFSLKLSSVTAAD
TAVEFYCARAKWEGDYFDYWGQOGTLYTVSS
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ATX-P-435

VH - nucleotide

CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCT
TCEGAGACCCTGTCCCTCACCTGCACTATCTCTGGTGGTTICCAT
CAGCAGTAGTAGTTCCTACTGGGGCTGGATCCGCCAGCCCCCA
GGGAAGGGACTGGAGTGGATTGGGAGTATCTATTATAGTGGG
AGCACCTACTCCAACCCGTCCCTCAAGAGTCGAGTCACCATAT
CCGTAGACACGTCCAAGAATCAGTTCTCCCTGAAGCTGAGCTC
TGTGACCGUCGCAGACACGOCTGTGTATTACTGITGUGAGACAG
TATATAAGTGGAACTGAATACTTCCAGTACTGGGGCCAGGGCA
CCCTGGTCACCGTCTCCTCA

ATX-P-436

VH - nucleotide

CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCT
TCGGAGACCCTGTCCCTCACCTGCACTGTCTCTGGTGGTTCCAT
CAGCAGTAGTAGTTCCTACTGGGGCTGGATCCGCCAGLCCCCA
GGGAAGGGACTGGAGTGGATTGGGAGTATCTATTATAGTGGG
AGCACCTACTCCAACCCGTCCCTCAAGAGTCGAGTCACCATAT
CCGTAGACACGTCCAAGAATCAGTTCTCCCTGAAGCTGAGLTC
TGTGACCGCCGCAGACACGGCTGTGTATTACTGTGCGAGACAG
TATATAAGTGGAACTGAATACTTCCAGTACTGGGGCCAGGGCA
CCCTGLTCACCGTCTCCTCA

263

ATX-P-434

VH - nucleotide

CAGGTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCT
TCGGAGACCCTGTCCCTCACCTGCACTGTCTCTGGTGGCTCCGT
CAGCAGTGGTAGTTACTACTGCGAGCTGGATCCGGCAGCCCCCA
GGGAAGGGACTGGAGTGGATTGGGTATATCTATTACAGTGGG
AGCACCAGCTACAACCCCTCCCTCAAGAGTCGAGTCTCCATAT
CAGTAGACACGTCCAAGAACCAGTICTCCCTGAAGCTGAGETC
TGTGACCGCTGCGGACACGGCCGTGTTTITACTGTGCGAGAGCT
AAGTGGGAAGGGGACTACTTTGACTACTGGGGCCAGGGAACC
CTGGTCACCGICTCCTCA

264

ATX-P-4353

VL

EIVLTOQSPATLSLSPGERATLSCRASQSVSNYLAWYQQEPGQAPR
LELIYDASNRATGIPARFSGSGSGTDFTILTISSLEPEDFAVY YCQORS
NWPSFGQGTRLEIK

263

ATX-P-436

VL

DIGMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQUKPGKAPK
LEIYAASSLOSGVPSREFSGSGSGTDFTLTISSLOPEDFATYYCOQQSY
STPLTEGGGTREVEIK

266

ATX-P-434

VL

BIQMTOSPSSLAASVGIRVTITCRASGRY SYLNWYQOQKPGKAPN
HLIY AASSLQSGVPSRESGSGRGTRFILTISSLEPEDFATY YCQQS
YSTPEYTFGOQGTKVEIK

ATX-P-435

VL - mucleotide

GAAATTGTGTTGACACAGTCTCCAGCCACCCTGTCTTTGTCTCC
AGGGGAAAGAGCCACCCTCTICCTGCAGGGCCAGTCAGAGTGT
TAGCAACTACTTAGCCTGGTACCAACAGAAACCTGGCCAGGCT
CCCAGGCTCCTCATCTATGATGCATCCAACAGGGCCACTGGCA
TCCCAGCCAGATTCAGTGGCAGTGOGTCTGGGACAGACTTCAC
TCTCACCATCAGCAGCCTGGAGCCTGAAGATTTTIGCAGTTTATY
TACTGTCAGCAGCGTAGCAACTGGCCCTCCTTCGGCCAAGGGA
CACGACTGGAGATTAAA

2068

ATX-P-436

Vi - nucleotide

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTOT
AGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGAGCAT
TAGCAGCTATTTAAATTGGTATCAGCAGAAACCAGGGAAAGC
CCCTAAGCTCCTGATCTATOCTGCATCCAGTTIGCAAAGTGGG
GTCCCATCAAGGTTCAGTGGUAGTGGATCTGGGACAGATTTCA
CTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAACTTA
CTACTGTCAACAGAGTTACAGTACCCCGUTCACTTICGGCGGA
GGGACCAAGGTGGAAATCAAA

269

ATX-P-434

VL - nucleotide

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT
AGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGAGCAT
TTACAGCTATTTAAATTGGTATCAGCAGAAACCAGGGAAAGCC
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CCTAATCACCTGATCTATGCTGCATCCAGTTTGCAAAGTGGGG
TCCCATCAAGGTTCAGTGGCAGTQGATCTGGGACAGATTTICAC
TCTCACCATCAGCAGTCTGCACCCTGAAGATTTTGCAACTTAC
TACTGTCAACAGAGTTACAGTACCCCTCCGTACACTTTTGGCC
AGGGGACCAAGGTGGAAATCAAA

100227

Table 10 Anti-ANGPTL7 antibodies (HC IgGl Fe and LC Kappa sequences)

SEQID
NG

Antibody
Name;

Brescriptor:

Sequences

270

ATX-P-428

Vanable HC + Constant
higGl-Agly-Fe

QVOLVOSGAEVEKPGASVEVSCKASGYTFSSYGISWVRO
APGOGLEWMGWISAYNGNTNY AQNLRGRVAMTTDTSTT
TAYMELRSLRSDDTAVYYCARVSLVWEFGELPRGFDYWGQ
GTLVTVSSASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFE
PEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSS
SLGTOTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPA
PELLGGPSVFLFPFPEPKDTLMISRTPEVTCVVVDVSHEDPE
VKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLE
CODWLNGKEYKCKVSNEALPAPIEKTISK AR GOPREPOVYT
LPPSREEMTENQVSLTCLVKGEYPSDIAVEWESNGOPENN
YETTPPVLDSDGSFFLY SKLTVBRKSRWQQGNVESCSVMHE
ALHNHYTQRSLSLSPG

[

ATX-P-443

Variable HC + Constant
hlgGl-Agly-Fc

QVOLVOSGAEVEKKPGASVEKVSCKASGYTFTSYGISWVRQ
APGOGLEWMGWHAYNGNTNY AQKLOQGRITMTTINTSINT
AYMELRSLRSDDTAVYYCGRDTGESFDYWGOQGTLVTVSS
ASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVEW
NSGALTSGVHTEPAVLORSGLYSLSSVVYTVPSSSLGTQTYIC
NYNHKPSNTKVDERVEPKSCDKTHTCPPCPAPELLGGPSY
FLFPPRPKDTLMISRTPEVICVVVDVSHEDPEVKFNWY VD
GVEVHNAKTKPREEQYASTYRVVSVLTVLHODWILNGKE
YECKVSNKALPAPIEKTISKAKGOPREPQVY TLPPSREEMT
KNQVSLTCLVEGFYPSDIAVEWESNGQPENNYKTTPPVLD
SDGSFFLYSKLTYDKSRWOOQUGNVESCSVMHEALHNHYTQ
KSLSLSPG

ATX-P-429

Variable HC + Constant
hgGl-Agly-Fc

QVQLVOSGAEVKKPGASVKVSCKASGYTFSSYGISWVRO
APGQGLEWMGWISAYNGNTNY AQNLRGRVAMTTDTSTT
TAYMELRSLRSDDTAVYYCARVSLYWEGELPRGFDYWGQ
GTLVIVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVESS
SLGTOTYICNVYNHEPSNTE VEERVEPKSCDKTHTCPPCRPA
PELLGGPSVFLFPFKPKDTLMISRTPEVTCVVVDVSHEDPE
VKENWYVDOVEVHNAKTKPREEQYASTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVY T
LPPSEREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGQPENN
YETTPPVLDSDGSFFLY SELTVDEKSRWOOGN VESCIVMEE
ALBNHYTOKSLSLIPG

I
-3
s

ATX-P-431

Variable HC + Constant
higGl-Agly-Fc

QVQLVOSCGAEVKKPGASVKVSCEASGYTFTRYYIHWVRE
APGPGLEWLGWINPNTGATKYAQRFOQGRVIMTRDTRISTA
YMELSELRSDDTAVY YWAREDNGNYGDRVFDHWGQGTMY
TVSSASTKGPSVEPLAPSSKSTSGGTAALGCLVEDYPPEPYV
TVSWNSGALTSGVHTFPAVLOSSGLYSLESSVVTVPSSSLGT
OTYIONVNHKPSNTKVDKRVEPK SCDKTHTCPPCPAPELL
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVEFN
WYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWL
NGKEYKCKVINKALPAPEKTISKAKGOPREPQVYTLPPSR
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EEMTENQVSLTCLVKGEYPSDIAVEWESNGOPENNYKTTP
BVLDSDGSFPLY SKLTVDEKSRWOOGNVESCSVMHEALEHN
HYTQKSLSLSPG

ATX-P-432

Variable HC + Constant
hlgGl-Agly-Fe

QVQLVGSGAEVKKPGASVK VSCKASGYTFTDY YIHWVRQ
APGPCGLEWLOWINENTGATEY AQKFOGRVIMTRITSISTA
YMELSRLRSDDTAVYYCAREDNGNYGDVFDIWGOGTMY
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPY
TVSWNSGALTSGVHTFPAVLOSSGLYSLESVVTVPSSSLGT
OTYICNVNHKPSNTK VDK R VEPKSCDK THTCPPCPAPELL
GGPSVFLFPPKPKDTLMISR TPEVTOVVVDVSHEDPEVKEN
WYVDGVEVHNAK TKPREEQYASTYRVVS VL TVLEODWL
NGKEYKCK VSNK ALPAPIEK TISK AKGQPREPQVYTLPPSR
EEMTENQVSLTCLVK GFYPSDIAVEWESNGOPENNYKTTP
PYLDSDGSFPLY SKLTVDK SRWOQGNVFSCSVMHEALHN
HYTQKSLSLSPG

ATX-P-428

Variable HC + Constant
HgGl-Agly-Fe
{nucleotide)

CAGGTTCAGCTGGTOCAGTCTGGAGCTCAGGTGAAGAA
GCCTGGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTICTGG
TTACACCTTTTCCAGCTATGGTATCAGCTGGGTGCGACA
GGCCCCTGGACAAGGGCTTGAGTGGATGGGATGGATCA
GCGCTTACAATGGTAACACAAACTATGCACAGAACCTC
CGOGGCAGAGTCGCCATGACCACAGACACATCCACGAL
CACAGCCTACATGGAGTTGAGGAGCCTGAGATCTGACG
ACACGGCCGTGTATTACTGTGCGAGAGTTTCATTAGTAT
GOTTTGGGGAATTACCCAGGGGTTTTGACTACTGGGGEC
AGGGAACCCTGGTCACCGTCTCCTCAGCTAGCACTAAA
GGGCCTTCTGTATTICCCTTGGCCCCGTCCAGCAAATCG
ACCTCGGOAGGGACAGCCQUCOTGGGTTGCCTIGTGAA
AGATTATTTCCCTGAGCCAGTTACCGTAAGTTIGGAACAG
TGGGGCGCTGACAAGTGOTGTGCACACGTTTCCTGCCGT
CCTGCAATCATCGOGCTTGTATAGCCTCAGCTCTGTGAT
CACTGTCCCAAGTTCATCGCTGGGCACTCAGACGTATAT
TTGCAATGTGAACCACAAACCTTCAAATACAAAAGTGG
ATAAACGCGTAGAACCGAAATOGTGTGATAAAACTCAC
ACATGCCCGCCATGCCCGGCACCTGAACTGCTTGGTGGT
CCCAGCCGTGTTCCTGTTCCCGCCGAAGCCTAAAGATACT
CTAATGATCAGCCGTACGCCAGAGGTGACATGTGTCGT
GGTTGACGTGTCCCACGAAGATCCCGAAGTTAAGTTCA
ATTGGTATGTTGATGGTGTAGAGGTACACAATGCTAAG
ACTAAACCTCGCGAGGAGCAGTACGCCTCGACCTATCG
TGTCGTGAGCGTTCTGACCGTCCTTCACCAAGATTGGCT
TAACGGCAAAGAATATAAGTGCAAGGTAAGCAATAAAG
CACTTCCGGCCCCAATCGAGAAAACCATTTCCAAGGLC
AAAGGTCAACCAAGAGAACCCCAGGTGTATACTCTTICC
GCCTTCTCGTGAGGAAATGACTAAAAATCAAGTATCCCT
TACGTGTCTGGTTAAAGGTTTITATCCTAGCGATATTICC
TGTTGAATGGGAATCGAACGGTCAGCCGGAGAATAATT
ATAAAACAACGCCACCCOTCCTGGATAGCGACGGCTICA
TITTTTCTGTATAGCAAACTGACTGTAGATAAATCACGG
TGGCAGCAGGGUAATGTATTICAGTTGCTCCGTTATGCAT
GAAGCGTTACATAATCACTACACGCAGAAATCTCTTAGT
CTTTCACCCGGT

276

ATX-P-443

Variable HC + Constant
hlgGl-Agly-Fc
{nocleotide)

CAGGTTCAGCTGGTGCAGTCTGGAGCTGAGGTGAAGAA
GCCTGGUGOCCTCAGTGAAGGTCTCCTGCAAGGCTICTGG
TTACACCTTTACCAGCTATGOTATCAGCTGGGTGCGACA
GGCCCCTGGACAAGGGCTTGAGTGGATGGGATGGATCA
TCGCTTACAATGGTAACACAAACTATGCACAGAAGCTC
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CAGGGCAGAATCACCATGACCACAAACACATCCACGAA
CACAGCCTACATGCGAGUTGAGGAGCCTGAGATCTGACS
ACACGGCCGTGTATTACTGTGGGAGAGATACGGGGTTTT
CTTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCY
CCTCAGCTAGCACTAAAGGGCCTICTGTATTTCCCTTICG
CCCCGTCCAGCAAATCGACCTCGGGAGGGACAGCCGCC
CTGCGETTGCCTTCTGAAAGATTATTTICCCTGAGCCAGTT
ACCGTAAGTTGGAACAGTGGOGCGCTGACAAGTGGTGT
GCACACGTTTCCTGCCETCCTGCAATCATCGGGCTTGTA
TAGCCTCAGCTCTGTGGTCACTGTCCCAAGTTCATCGEY
GGGCACTCAGACGTATATTTGCAATGTGAACCACAAAL
CTTCAAATACAAAAGTGCATAAACGCGTAGAACCGAAA
TCGTCTGATAAAACTCACACATGCCCGLCATGLCCCGECA
CCTGAACTGCTTGGTGGTCCCAGCGTGTITCCTGTTCCCG
CCGAAGCCTAAAGATACTCTAATGATCAGCCGTACGCC
AGAGCGTGACATGTGTCOTGGTTGACGTGTCCCACGAAG
ATCCCGAAGTTAAGTTCAATTGGTATGTTGATGGTGTAG
AGGTACACAATGCTAAGACTAAACCTCGCGAGGAGCAG
TACGCCTCGACCTATCGTGTCGTGAGUGTTCTGACCGTC
CTTCACCAAGATTGGCTTAACGGCAAAGAATATAAGTG
CAAGGTAAGCAATAAAGCACTTCCGGCCCCAATCGAGA
AAACCATTTCCAAGGCCAAAGGTCAACCAAGAGAACCC
CAGGTGTATACTCTTCCGCCTTICTCGTGAGGAAATGACT
AAAAATCAAGTATCCCTTACGTGTCTGGTTAAAGOTTTT
TATCCTAGCGATATTGCTGTTGAATGGGAATCGAACGGT
CAGCCGGAGAATAATTATAAAACAACGCCACCCGTCCT
GGATAGCCGACGGCTCATTTTTTCTGTATAGCAAALTGAC
TGTAGATAAATCACGGTGGCAGCAGGGCAATGTATTCA
GTTGCTCCGTTATGCATCAAGCGTTACATAATCACTACA
CGUAGAAATCTCTTAGTCTITCACCCGGT

ATX-P-429

Variable HC + Constant
hegGl-Agly-Fc
(nucleotide)

CAGGTTCAGCTGGTOCAGTCTGGAGCTCAGGTGAAGAA
GCCTGGGGCCTCAGTGAAGGTCTCCTGCAAGGUTTICTGG
TTACACCTTTTCCAGCTATGGTATCAGCTGGGTGCGACA
GGCCCCTGCACAAGGGUTTGAGTGGATGGGATGGATCA
GCGCTTACAATGGTAACACAAACTATGCACAGAACCTC
CGOGGCAGAGTICGCCATGACCACAGACACATCCACGAL
CACAGCCTACATGCAGTTCGAGCAGCCTGAGATCTGACG
ACACGGCCGTGTATTACTGTGCGAGAGTTTCATTAGTAT
GOTTTGGGGAATTACCCAGGGGTTTTGACTACTGGGGLC
AGGGAACCCTGGTCACCGTCTCCTCAGCTAGCACTAAA
GGGCCTTCTGTATTICCCTTGGCCCCGTCCAGCAAATCG
ACCTCGGGAGGGACAGCCGCCCTGOETTGCCTIGTGAA
AGATTATTTCCCTGAGCCAGTTACCGTAAGTTIGGAACAG
TGGGGCGCTGACAAGTGGTGTGCACACGTTTCCTGCCGT
CCTGCAATCATCOGGCTTGTATAGCCTCAGCTCTGTGET
CACTGTCCCAAGTTCATCGCTGGGCACTCAGACGTATAT
TTGCAATGTGAACCACAAACCTTCAAATACAAAAGTGG
ATAAACGCOTAGAACCGAAATCGTGTGATAAAACTCAC
ACATGCCCGCCATGCCCGGCACCTGAACTGCTTGGTGET
CCCAGCGTGTTCCTGTTCCCGCCGAAGCCTAAAGATACT
CTAATGATCAGCCOGTACGCCACAGUTGACATGTOTCOT
GGTTGACGTGTCCCACGAAGATCCCGAAGTTAAGTTICA
ATTGGTATGTTGATGGTGTAGAGGTACACAATGCTAAG
ACTAAACCTCGCGAGGAGCAGTACGCCTCGACCTATCG
TGTCGTGAGCGTTCTGACCGTCCTTCACCAAGATTGGCT
TAACGOCAAAGAATATAAGTGCAAGGTAAGCAATAAAG
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CACTTCCGOCCCCAATCCAGAAAACCATTTCCAAGGCC
AAAGGTCAACCAAGAGAACCCCAGGTGTATACTCTTCC
GCCTTCTCGTGAGGAAATGACTAAAAATCAAGTATCCCT
TACGTGTCTGGTTAAAGGTTTTTATCCTAGCGATATTGC
TGTTGAATGGGAATCGAACGGTCAGCCGGAGAATAATY
ATAAAACAACGCCACCCGTCCTGGATAGCGACGGCTCA
TTITTTCTGTATAGCAAACTGACTGTAGATAAATCACGG
TGGCAGCAGGGCAATGTATTCAGTTGUTCCGTITATGCAT
GAAGCGTTACATAATCACTACACGCAGAAATCICTTAGT
CTTICACCCGGT

ATK-P-43]

Vanable HC -+ Constant
higGl-Aglv-Fe
{nucleotide)

CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAA
GCCTGGGOCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGG
ATACACCTTCACCGACTACTATATACACTGGGTGCGACA
GGCCCCTGGGCCAGGGUTTGAGTGGTTGGGCTGGATCA
ACCCTAACACTGGTGCCACAAAGTATGCACAGAAGTTT
CAGGGCAGGGTCACCATGACCAGGGACACGTCCATCAG
CACAGCCTATATGGAGCTGAGCAGGUTGAGATCTGALG
ACACGGCCGTATATTATTGGGCGAGAGAAGATAATGGG
AACTACGGGGATGTTTITCGATATCTGGGGACAAGGGAC
AATGCTCACCGTCTCTTCAGCTAGCACTAAAGGGCCTTC
TGTATTTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGG
AGGGACAGCCGCCCTGGGTTGUCTTOTGAAAGATTATTT
CCCTGAGCCAGTTACCGTAAGTTGGAACAGTGGHGGCGC
TGACAAGTGGTGTGCACACGTTTCCTGCCGTCCTGCAAT
CATCGGGCTTCTATAGCCTCAGCTCTGTGGTCACTETCC
CAAGTTCATCOCTOGGCACTCAGACGTATATITGCAATG
TGAACCACAAACCTTCAAATACAAAAGTGGATAAACGC
GTAGAACCGAAATCGTGTGATAAAACTCACACATGCCC
GCCATGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGT
GTTCCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGAT
CAGCCGTACGCCAGAGGTCACATGIGTCGTGGTTGACS
TGTCCCACGAAGATCCCGAAGTTAAGTTCAATTGGTATG
TTGATGGTGTAGAGGTACACAATGCTAAGACTAAACCT
CGCCAGGAGCAGTACGCCTCGACCTATCGTGTCGTGAG
COTTICTGACCGTCCTICACCAAGATTIGGUTTAACGGCAA
AGAATATAAGTGCAAGGTAAGCAATAAAGCACTICCGG
CCCCAATCGAGAAAACCATITCCAAGGCCAAAGGTCAA
CCAAGAGAACCCCAGGTGTATACTCTTCCGCCTTCTCGT
GAGGAAATGACTAAAAATCAAGTATCCCTTACGTGTCT
GOTTAAAGGTTTTTATCCTAGCCATATTGUTGITGAATG
GGAATCGAACGGTCAGCCGGAGAATAATTATAAAACAA
CGCCACCCGTCCTGGATAGCGACGGUTCATTTTTICTGY
ATAGCAAACTGACTGTAGATAAATCACGGTGGCAGCAG
GGCAATGTATTCAGTTGCTCCGTTATGCATGAAGCGTTA
CATAATCACTACACGCAGAAATCTCTTAGTCTTTCACCC
GGT

274

ATX-P-432

Vaunable HC + Counstant
higGl-Aglv-Fe
{nucleotide}

CAGGTGCAGCTGGTCCAGTCTGGGGCTGAGETGAAGAA
GCCTGGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGG
ATACACCTTCACCGACTACTATATACACTGGGTGCGACA
GGCCCCTOGGCCAGGGLTIGACTGGTTGGGCTGGATCA
ACCCTAACACTGGTGCCACAAAGTATGCACAGAAGTTT
CAGGGCAGGOGTCACCATCACCAGGGACACGTCCATCAG
CACAGCCTATATGGAGCTGAGCAGGCTGAGATCTGACG
ACACGGCCGTATATTATTGTGCGAGAGAAGATAATGGG
AACTACGGOGATGTTTITGATATCTGGGGACAAGGGAC
AATGGTCACCGTCTCTTCAGCTAGCACTAAAGGGCECTTC
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TCTATTTCCCTTCGCCCCOTCCAGCAAATCGACCTCGGG
AGGGACAGCCGCCCTGOGTTGCCTTGTGAAAGATTATTY
CCCTGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGC
TCACAAGTGGTGTGCACACGTTTCCTGCCGTCCTGCAATY
CATCGGGUTTGTATAGCCTCAGCTCTGTGGTCACTGTCC
CAAGTTCATCGCTGGGCACTCAGACGTATATTITGCAATG
TCAACCACAAACCTTCAAATACAAAAGTGGATAAACGC
GTAGAACCGAAATCGTGTGATAAAACTCACACATGOCC
GCCATGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCOT
GTTCCTGTTCCCGCCGAAGUCTAAAGATACTCTAATGAT
CAGCCGTACGCCAGAGGTGACATGTGTCGTGGTTGACG
TCTCCCACGAAGATCCCGAAGTTAAGTTCAATTGGTATG
TIGATGCTGTAGAGGTACACAATGCTAAGACTAAACCT
CGCGAGGAGCAGTACGCCTCGACCTATCGTGTCGTGAG
COTTCTGACCGTCCTTCACCAAGATTGGUTTAACGGCAA
AGAATATAAGTGCAAGGTAAGCAATAAAGCACTTCCGE
CCCCAATCGAGAAAACCATTTCCAAGGCCAAAGGTCAA
CCAAGAGAACCCCAGGTGTATACTCTTCCGCCTTCTCGT
GAGGAAATGACTAAAAATCAAGTATCCCTTACGTGTCT
GGTTAAAGGTTTTTATCCTAGCGATATTGCTGTTGAATG
GGAATCGAACGGTCAGCCGGAGAATAATTATAAAACAA
CGCCACCOCGTCCTGGATAGCGACGGCTCATTITTTICTIGT
ATAGCAAACTGACTGTAGATAAATCACGGTGGCAGCAG
GGCAATGTATTCAGTTGCTCCGTTATGCATGAAGCGTTA
CATAATCACTACACGCAGAAATCTCTTAGTCTTTCACCC
GGT

280

ATX-P-428

Vanable LC + Kappa
Constant

EIVLTOSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKP
GOAPRILIYGASSRATGIPDRFSGSGSGTDFTLTISRLEPEDF
AVYYCQQYGSSPPTFGGGTEVEIKRTVAAPSVFIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVOWKVDNALOSGNSQESY
TEQDSKOITYSLSSTLTLSKADYEEHKVY ACEVTHQGLSS
PYTEKSFNRGEC

281

ATX-P-443

Variable LC + Kappa
Counstant

EIVLTGSPGTLSLSPGERATLSCRASQSVSSSYLAWYQOQKD

GOAPRLLIYGASSRATGIPDRFSGSGSGTDFTLTISRLEPEDF
AVYYOQOQYCGSSLTFGGOTKVDIKRTYVAAPSVFIFPESDEQL
KSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKVY ACEVTHOGLSSP

VIESFNRGEC

N2
@0
[ 5]

ATX-P-429

Variable LC + Kappa
Constant

DIVMTQSPLSLPVIPGEPASISCRSSOSLLHSNRYNYLDWY
LOKPGOSPOLLIYLGSNRASGVPDRESGSGSGTOFTLOISRY
EAEDVGVYYCMOQTLOTPYTFGQGTKLEIKRTVAAPSVFIFP
PSDEQLESCGTASVVCLLNNFYPREAKVOWE VDNALQSGN
SQESVTEQDSKDSTYSLISTLTLSKADYEKHKVYACEVTH
QGLSSPVTESFNRGEC

ATX-P-431

Vanable LC + Kappa
Constant

EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQOKP
GOAPRLLIYGASSEATGIPDEFSGSGSGTDEFTLTISRLEPEDF
AVYYCQOYGSSPPTFGGGTRKVEIKRTVAAPSVEIFPPSDEQ
LESGTASVVCLLNNFYPREAKVOWEVDNALQSGNSQESY
TEQDSKEDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSS
PVTKSFNRGEC

284

ATX-P-432

Vagabie LC + Kappa
Constant

EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKP
GQAPRLLIYGASSRATGIPDRFESGSGSGTDFTLTISRLEPEDF
AVYYCQOYGSSPPTFGGGTKVEIKRTVAAPSVEIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVOWKVINALQSGNSQESY
TEQDSKDITY SLSSTLTLSKADYEKHKVYACEVTHQGLSS
PVIKSFNRGEC
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ATX-P-428

Variable LC + Kappa
Constant (nuclectide)

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTOTCTTTG
TCTCCAGGGGAAAGAGCCACCCTCTCOTGCAGGGLCAG
TCAGAGTGTTAGCAGCAGCTACTTAGCCTGGTACCAGCA
GAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGETGC
ATCCAGCAGGGLCACTGGCATCCCAGACAGGTTCAGTG
GCAGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCA
GACTGGAGCCTGAAGATTITTGCAGTGTATTACTGTCAGC
AGTATGGTAGCTCACCTCCCACTTTCGGCGGAGGGACCA
AGGTGGAGATCAAACGTACGGTAGCTGCCCCTICAGTTY
TTATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGA
CCGUTTCTGTAGTTTGCCTGCTGAATAATTTITATCCGLG
TCAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGC
AGTCGGCAAATTCACAGGAAAGTOTTACGGAGCAGGAT
TCTAAAGATTCCACATATTCACTCAGCTCCACCCTTACA
CTGAGCAAAGCCGACTATGAAAAACATAAAGTITACGC
ATCGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCA
CAAAATCGTTTAACCGCGGTGAGTGT

286

ATX-P-443

Vanable LC + Kappa
Constant (nuckeotide)

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTICTTIC
TCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAG
TCAGAGTGTTAGCAGCAGCTACTTAGCCTGGTACCAGCA
GAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGGTGC
ATCCAGCAGGGCCACTGGCATCCCAGACAGGTTCAGTG
GCAGTGGGTCTGGGACAGACTTICACTCTCACCATCAGCA
GACTGGAGCCTGAAGATTTTGCAGTGTATTACTGTCAGC
AGTATGGTAGCTCACTCACTTTCGGCGGAGGGACCAAA
GTGGATATCAAACGTACGGTAGCTGUCCOCTTCAGTTTTY
ATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACC
GCTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGTG
AGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCAG
TCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATTC
TAAAGATTCCACATATTCACTCAGCTCCACCCTTACALT
GAGCAAAGCCGACTATGAAAALACATAAAGTTITACGCAT
GTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCACA
AAATCGTTTAACCGCEGTGAGTGT

287

ATX-P-429

Vatable LC + Kappa
Constant (mucicotide)

GATATTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTC
ACCCCTGGAGAGCCGGCCTCCATOTCOTGCAGGTCTAGT
CAGAGCCTCCTGCATAGTAATAGATACAACTATTTGGAT
TGGTACCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCT
GATCTATTTGGGTTCTAATCGGGCCTCCGGOGTCCCTGA
CAGGTTCAGTGGCAGTGGATCAGGCACAGATTTTACACT
GCAAATCAGCAGAGTGGAGGCTGAGCATGTTGGGGTIT
ATTACTGCATGCAAACTCTACAAACTCCGTACACTTTTG
GCCAGGGGACCAAGCTGGAGATCAAACGTACGGTAGET
GCCCCTTCAGTTITTATCTITCCGCCGTUTGACGAGUAGT
TAAAATCCGGGACCGCTTCTGTAGTTTGCCTGCTGAATA
ATTTTTATCCGCOGTGAGGCTAAAGTACAATGGAAAGTCG
ACAATGCTTTGCAGTCOGGAAATICACAGGAAAGTGTT
ACGGAGCAGGATTCTAAAGATTCCACATATTICACTCAGC
TCCACCCTTACACTGAGCAAAGCCGACTATGAAAAACA
TAAAGTTTACGCATGTGAGGTGACGCACCAAGGATTAT
CCAGTCCGGTCACAAAATCGTITAACCGCGGTGAGTGT

ATX-P-431

Variable LC + Kappa
Counstant (nuclectide)

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTG
TCTCCAGGGGAAAGAGCCACCCTCICCTGCAGGGCCAG
TCAGAGTGTTAGCAGCAGCTACTTAGCCTGGTACCAGCA
GAAACCTGGCCAGGCTCCCAGGUTCCTCATCTATGGTIGC
ATCCAGCAGGGCCACTGGCATCCCAGACAGGTTCAGTG
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GCAGTGGGTCTGGGACAGACTTCACTUTCACCATCAGCA
GACTGGAGCCTGAAGATITTIGCAGTGTATTACTGTCAGC
AGTATGGTAGCTCACCTCCCACTTTCGGUGGAGGGACCA
AGGTGGAAATCAAACGTACGGTAGCTGCCCCTICAGTTY
TTATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGA
CCGCTTCTGTAGTTTGCCTGCTGAATAATTTITATCCGCG
TCAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGC
AGTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGAT
TCTAAAGATTCCACATATTCACTCAGCTCCACCCTTACA
CTGAGCAAAGCCGACTATCAAAAACATAAAGTITACGC
ATGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCA
CAAAATCGTTTAACCGCGGTGAGTGT

284

ATX-P-432

Variable LC + Kappa
Constant (nucleotide)

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTICTTTIG
TCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAG
TCAGAGTGITAGCAGCAGCTACTTAGCCTGGTACCAGCA
GAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGGTGC
ATCCAGCAGGGCCACTGGCATCUCAGACAGGTTCAGTG
GCAGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCA
GACTGGAGCCTGAAGATTTTGCAGTGTATTACTGTICAGC
AGTATGGTAGCTCACCTCCCALTTTCGGCGGAGGGACCA
AGGTGGAAATCAAACGTACGGTAGCTGCCCCTTICAGTTT
TTATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGA
CCGUTTCTGTAGTTTGCCTGCTCGAATAATTTTITATCCGLG
TGAGGCTAAAGTACAATGGAAAGTCGACAATGCTTIGCC
AGTCGGCAAATTCACAGGAAAGTGTTACGGAGCAGGAT
TCTAAAGATTCCACATATTCACTCAGCTCCACCCTTACA
CTGAGCAAAGCCGACTATGAAAAACATAAAGTITACGC
ATGTGAGGTCGACGCACCAAGGATTATCCAGTCCGGTCA
CAAAATCGTITAACCGCGGTGAGTGT

280

ATX-P-437

Vanable HC -+ Constant
higGl-Aglv-Fe

QITLKESGPTLVEKPTQTLTLTCTFSGFSLSTSGVGVGWIRQP
PGRKALEWLALIYWNDDKQYSPSLKSRLTITKDTSKNQVVL
TMTNMODPMDTATYYCAHNPOYGDFFDYWGOQGTLVTIVSES
ASTEGPSVFPLAPSSKETRGGTAALGCLVKDYFPEPVTVEW
NSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTQTYIC
NVNHKPSNTKVDKRVEPESCDKTHTCPPCPAPELLGGPSY
FLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWY VD
GVEVHNAKTKPREEQYASTYRVVSVLTVLHODWLNGKE
YRECEVSNKALPAPIEKTISKAK GOPREPOQVY TLPPSREEMT
KNQVILTCLVEKGFYPSDIAVEWESNGOPENNYKTTPPVLD
SDGSFFLYSKLTVDIRSRWOQQGNVFSCSVMHEALHNHYTQ
K.SLSLSPG

291

ATX-P-442

WVariable HC + Constant
hlgGl-Agly-Fe

QITLKESGPTLVRPTQTLTLTCTFSGEFSLSTSGVEVGWIRQP
PGKALEWLALIYWNDDKRYSPSLKSRLTITKDTSKNLVVL
TMTNMDPVDTATYYCARDYGDYWFFDLWGRGTPVTVSS
ASTRGPSVEPLAPSSKSTSGGTAALGCLVKDYPPEPVTIVEW
NSGALTSGVHTFPAVLOSSGLY SLSSVVTVPSSILGTQTYIC
NVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSY
FLFPPEPKDTLMISRTPEVICVVVDVEHEDPEVKEFNWY VD
GVEVHNAKTKPREEQYASTYRVVSVLTVLHODWLNGKE
YECKVSNKALPAPIEKTISKAKGOPREPQVY TLPPSREEMT
KNQVSLTCLVEGFYPSIHAVEWESNGOQPENNYKTTPPVLD
SDGSFFLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTQ
KSLSLSPG

ATX-P-437

Variable HC + Constant
hgGl-Agly-Fe
(mucleotide)

CAGATCACCTTGAAGGAGTCTGGTCCTACGCTGGTGAA
ACCCACACAGACCCTCACGTTCGACCTOCACCTTCICTGG
GTTCTCACTCAGCACTAGTGGCGTGGGTGTGGGCTGGAT

121




WO 2023/212294

PCT/US2023/020354

CCGTCAGCCCCCAGGAAAGGCCCTGGAGTGGCTTGCAC
TCATTTATTGGAATOGATGATAAACAGTACAGCCCTTICTC
TGAAGAGCAGGCTCACCATCACCAAGGACACCTCCAAA
AACCAGGTGGTCCTTACAATGACCAACATGGACCCTATY
GGACACAGCCACATATTACTGTGCACACAACCCTGACT
ACGGTGACTTCTTTGACTACTGGGGCCAGGGAACCCTGG
TCACCOGTCTCCTCAGCTAGCACTAAAGGGCCTTICTGTAT
TTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGAGGGA
CAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTITCCCTG
AGCCAGTTACCGTAAGTTGOAACAGTGGGGCGCTGACA
AGTGGTGTGCACACGTTTCCTGCCGTCCTGCAATCATCG
GOCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGT
TCATCGCTGGCCACTCAGACGTATATTTGCAATGTGAAC
CACAAACCTTCAAATACAAAAGTGGATAAACGCGTAGA
ACCOAAATCOTGTGATAAAACTCACACATGCCCGCCAT
GCCCGOCACCTGAACTECTTOGTGGTCCCAGCOGTATTCC
TGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCAGCC
GTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGTCCC
ACGAAGATCCCGAAGTTAAGTTCAATTGGTATGTTGATG
GTGTAGAGGTACACAATGCTAAGACTAAACCTCGCGAG

GAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTITCTG
ACCGTCCTTCACCAAGATTGGCTTAACGGCAAAGAATAT
AAGTGCAAGGTAAGCAATAAAGCACTTCCGGUCCCAAT
COAGAAAACCATTTCCAAGGUCAAAGGTCAACCAAGAG
AACCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGAAA

ACGGTCAGCCGGAGAATAATTATAAAACAACGCCACCO
GTCCTGOGATAGCGACGGCTCATTTTITCTGTATAGCAAA
CTGACTGTAGATAAATCACGGTGGCAGCAGGGUAATGT
ATTCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCA
CTACACGCAGAAATCICTTAGTCTTTCACCCGGT

ATX-P-442

Variable HC + Constant
haGl-Agly-Fc
{nucleotide)

CAGATCACCTTGAAGGAGTCTGGTCCTACGCTGGTGAA
ACCCACACAGACCCTCACGCTCACCTGCACCTTUTCTIGG
GTTCTCACTCAGCACTAGTCGGAGTGGOTGTGGGCTGGAT
CCGTCAGCCCCCAGGAAAGGCCCTGGAGTGGCTTGCAL
TCATTTATTGGAATCGATGATAAGCGCTACAGCCCATCIC
TGAAGAGCAGGCTCACCATCACCAAGGACACCTCCAAA
AACCTGGTGOTCCTTACAATGACCAACATGGACCCTGTG
GACACAGCCACATATTACTGTGCACGTGACTACGGTGA
CTACTGGTTCTTCGATCTCTGGGGCCGTGGCACCCCGGT
CACCGTCTCCTCAGCTAGCACTAAAGGGCCTTCTGTATT
TCCCTTGGCCCCGTCCAGCAAATCGACCTOGGGAGGGA
CAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTTICCCTG
AGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGACA
AGTGGTGTGCACACGTTTCCTGCCGTUCTGCAATCATCG
GGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGT
TCATCGCTGGCCACTCAGACGTATATTTGCAATGTGAAC
CACAAACCTTCAAATACAAAAGTGGATAAACGCGTAGA
ACCGAAATCGTGTGATAAAACTCACACATGCCCGCCAT
GCCCGOCACCTGAACTECTTOGTGGTCCCAGCOGTETTCC
TGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCAGCC
GTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGTCCC
ACCGAACATCCCGAAGTTAAGTTCAATTGGTATGTTGATG
GTGTAGAGGTACACAATGCTAAGACTAAACCTCGUGAG
GAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTITCTG
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ACCGTCCTTCACCAAGATTGGUTTAACGGCAAAGAATAT
AAGTGCAAGGTAAGCAATAAAGCACTTCCGGUCCTAAT
CGAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAGAG
AACCCCAGGTGTATACTCTTCCGCCTTICTCGTGAGGAAA
TGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAG
GTTTTTATCCTAGCGATATTGCTGTTGAATGGGAATCGA
ACGGTCAGCCGGAGAATAATTATAAAACAACGCCACCC
GTCCTGGATAGUGACGGCTCATTTITITCTGTATAGCAAA
CTGACTGTAGATAAATCACGGTGGCAGCAGGGCAATGT
ATTCAGTTCCTCCCTTATGCATGAAGUGTTACATAATCA
CTACACGCAGAAATCICTTAGTCTTTCACCCGGT

Variable LC + Kappa
Constant

DIOMTOQSPSSLSASVGDRVTITCRASQSISSYLNWYQOKPG
KAPKLLIYAASSLOSGVPSREFSGSGSGTDFILTISSLOPEDFA
TYYCOQSFSTPLTFGGGTK LEIKRTVAAPSVFIFPPSDEQLE
SGTASVVCLLNNFYPREAKVOWEVDNALOSGNSQESVTE
QDSKDSTYSLSSTETLSKADYEKHK VY ACEVTHQGLSSPY
TESFNRGEC

Variable LC + Kappa
Constant

DIOMTOSPSSLSASVGDRVTITCRASQGISS YLAWYOOQKPG
KAPKLLIY AASSLOSGVPSRFSGSGSGTDFTLTISSLQPEDF

ATYYCQQSFSTPLTFGGGTKLEIKRTVAAPSVFIFPPSDEQL
KSGTASYVCLLNNFYPREAK VOWK VDNALOSGNSQESYT
EQDSKDSTYSLSSTLTLSKADYEKHK VY ACEVTHQGLSSP

VTKSFNRGEC

Variable LC + Kappa
Coustant (nuciectide)

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCA
TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAG
TCAGAGCATTAGCAGCTATTITAAATTGGTATCAGCAGAA
ACCAGGGAAAGCCCCTAAGCTCCTGATCTATGCTGCATC
CAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGTGGCA
GTGGATCTGGGACAGATTTCATTCTCACCATCAGCAGTC
TGCAACCTGAAGATTTTGCAACTTACTACTGTCAACAGA
GTTTCAGTACCCCGCTCACTTITCGGCGGAGGGACCAAGC
TGGAAATCAAACGTACGGTAGCTGCCCCTTCAGTTTTITA
TCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACCG
CTTCTGTAGTTTGCCTGCTGAATAATTTTITATCCGUGTGA
GGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCAGT
COGGAAATTCACAGGAAAGTGTTACGGAGCAGCGATTCT
AAAGATTCCACATATTCACTCAGCTOCACCCTTACACTG
AGCAAAGCCGACTATGAAAAACATAAAGTTITACGCATG
TCAGGTGACGCACCAAGGATTATCCAGTCCGGTCACAA
AATCGTTTAACCGCGGTGAGTGT

WO 2023/212294
294 ATX-P-437
295 ATX-P-442
296 ATX-P-437
297 ATX-P-442

Variabls LC + Kappa
Constant (ucleotide)

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTOTGEA
TCTGTAGGAGACAGAGTCACCATCACTTIGCCGGGCCAG
TCAGGGCATTAGCAGTTATTTAGCCTGGTATCAGCAAAA
ACCAGGGAAAGUCCCTAAGCTCCTGATCTATGCTGCATC
CAGTTTGCAAAGTGGGGTCCCATCAAGOTTCAGTGGCA
GTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGTC
TGCAACCTGAAGATTTTGCAACTTACTACTGTCAACAGA
GTTTCAGTACCCCGCTCACTTTCGGUGGAGGGACCAAGC
TGGAGATCAAACGTACGGTAGCTGCCCCTTCAGTTTTITA
TCTTTCCGCOGTCTGACGAGCAGTTAAAATCCGGGACCG
CTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGTGA
GGCTAAAGTACAATGCGAAAGTCGACAATGCTTTGCAGT
CGOGAAATTCACAGGAAAGTGTTACGGAGCAGGATTCT
AAAGATTCCACATATTCACTCAGCTCCACCCTTACACTG
AGCAAAGCCCGACTATCAAAAACATAAAGTTTACGCATG
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TCGAGGTGACGCACCAAGGATTATCCAGTCCGGTCACAA
AATCGTTTAACCGCGGTGAGTGT

288

ATX-P-444

Variahle HC + Constant
MgGl-Agly-Fo

EVOLVESGGGLVOPGGILRLSCAASGEFTLSVYDMHWYVRG
VSGKGLEWVSGIDPDGDTYYPGSVKGRETISRENAKNSLY
LOMNSLRVGDTAVYYCLRGEESNSSEDGFDIWGQGTMVT
VSSASTKGPSVEPLAPSSKSTSGGTAALGCLVEDYFPEPVT
VEWNSGALTSGVHTFPAVLOSSGLY SLSSVVTVPSSSLGTO
TYICNVNHKPSNTEK VDK RVEPKSCDETHTCPPCPAPELLG
GPSVELEFPPKPEDTEMESRTPEVTCVVVDVSHEDPEVRENW
YVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLEN
GKEYKCEVSNKALPAPIEKTISKAK GOPREPOQVYTLFPSRE
EMTKNQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPP
VLDSDGSFFLYSKLTVDESRWOQGNVFSCSVMHEALHNH
YTOKSLSLSPG

249

ATX-P-445

Variable HC + Constant
hgGl-Agly-Fo

EVOLVESGGGLVQPGGSLRLSCAASGPTFSSHOMHWYVYRO
VIGKGLEWVSGIDPAGDTY YPDSVKGRETISRENAKNSLY
LOMNSLRAGDTAVYYCTRGEASSSSEDAFDIWGQGTMVT
VSSASTKGPSVEPLAPSSE STSGGTAALGCLVEDYFPEPVT
VEWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTK VDKRVEPKSCDRKTHTCPPCPAPELLG
GPSVELFPPKPEDTEMISRTPEVTCVVVDVSHEDPEVEFNW
YVDRGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREFOQVYTLFPSRE
EMTIKNQVSLTCLVKGFYPSDHIAVEWESNGQPENNYETTPP
VLDSDGSFFLY SKLTVBKSRWOQGNVFSCSVMHEALENH
YTQKSLSLSPG

ATX-P-446

Variable HC + Constant
higGl-Aglv-PFo

EVQLVESGGGLVQPGGSLRLSCAASGFTLSSYDMHWVRQ
VIGKGLEWVSGIDFDGDTYYPGSVEGRFTISREDAKNSLYL
QMNSLRAGDTAVY YCTRGEDNSSSEDAFDIWGQGTMVTV
SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPERPVTY
SWHNSGALTSGVHTFPAVLQSSGLY SLASVVTVPSSSLGTOT
YICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFENWY
VBGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSRER
MTKNQVSLTCLVEKGFYPSDIAVEWESNGOPENNYETTPPY
LDSDGSFFLY SKLTVDK SRWOOGNVESCSVMHEALHNHY
TOKSLSLSPG

ATX-P-447

Varable HC + Constant
higGl-Aglv-Fc

EVQLVESGGGLVQPGGSLRLSCAASGFTISDYDMHWVERG
TTGKGLEWVSGIDPDGDTY YPGSLKGRFTISRENAKNSLY
LOMNSLRAGDTAVYYCTRGEDSSSREDAFDIWGQGTMVT
VSSASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFPERPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKRVEPESCODKTHTCPPCPAPELLG
GPSVFLFPPRPKDTLMISRTPEVTICVVVDVSHEDPEVKENW
YVDOVEVHNAKTEPREEQYASTYRVVSVLTVLHODWLN
GEEYKCKVSENKALPAPIEKTISKAKGOPREPOQVYTLPPSRE
EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VEDSDGSFFLYSKLTVDKSEWQQGNVESCSVMHEALHNH
YTOKSLSLSPG

302

ATX-P-427

Vagable HC + Counstant
bigGl-Aglv-Fe

EVQLVESGGGVVRPGGSLRLSCAASGESFDDYCMSWVRG
VPCGKGLEWVSGINWNGGSTGYADSVKGRFTISRDNAKNS
LYLOMSSLRAEDTALYYCASYSGSFRDAPDIWGQGTMVT
VISASTRKGPSVEPLAPISKSTSGGTAALGCLVKDYFPERYVT
VEWNSGALTSGVHTFPAVLQSSGLYSLESVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLG
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GPSVELFPPKPEDTEMISRTPEVTCVVVDVSHEDPEVEFNW
YVDOVEVHNAKTEPREEQYASTYRVVSVLTVLHODWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREFOQVYTLFPSRE
EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYETTPP
VLDSDGSFFLY SKLTVBKSRWOQGNVFSCSVMHEALENH
YTQRSLSLSFG

Variable HC + Constamt
higGl-Aglv-Fo

EVOLVESGGGVVRPGGSLELSCAASGFTFDDYGMSWVRQ
APGKGLEWVSTINWNGGNTGYADSVEGRFTISRDNAKKNS
LYLOMNSLRAEDTALYYCARDEGAAGLGYYFDYWGQGT
LVTVSSASTKGPSVEPLAPSSKSTSGGTAALGCLVEDYFPE
PVIVBWNSGALTSGVHTFPAVLOSSGLYSLESVVTVPSSSL
GTQTYICNVNHKPSNTEVDKRVEPKSCDK THTCPPCPAPE
LEGGPSVELFPPKPRDTLMISRTPEVTCVVVDVSHEDPEVIL
PNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHOD
WLNGKEYKCKVSNKALPAPIEKTISK AKGOPREPQVYTLP
PSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLESDGSFFLY SKLTVRKSRWOQONVESCSVMHEAL
HNHYTQKSLSLSPG

WO 2023/212294
303 ATX-P-440
304 ATX-P-424

Vanable HC + Constant
higGl-Aglv-Fc

EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYSMNWVRO
APGKGLEWVSSITSSSYIFY ADSLEGRFTISRDNAKNSLFLO
MNSLRAEDTAVYYCARDSNWGEAFDIWGQGTMVYTVSSA
STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPERPVTVEWN
SGALTSGVHTFPAVLQSSGLY SLSSVVIVPSSSLGTOTYICON
VNHKPSNTKVOKRVEPKSCOKTHTCPPCPARPELLGGPSVE
LEPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWY VDG
VEVHNAKTKPREEQYASTYRVVSVLTVLHODWLNGKEY
KCKVSNKALPAPIEKTISKARKGQPREPOQVYTLPPSREEMTK
NOVSLTCLVKGFYPSDIAVEWESNGQPENNYKTIPPVLDS
DGSFFLY SKLTVDKSRWQOQGNVESCSVMHEALHNHY TR
SLSLSPG

ATX-P-425

Vagable HC + Coustant
higGl-Aglv-Fe

EVOLVESGGOL VKPGGSLRLSCAASGFTFS TYSMNW VRO
APGKGLEWVSSITSSSSYMFY ADSVMGRFTISRDNAKNSL
YLOMNSLRAEDTADY YCARDSNWGEAFDIWGOQGTMYTY
SSASTKGPSVEPLAPSSKESTSGGTAALGCLVED YFPEPVTY
SWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPRSSLGTQT
YICNVNHEPSNTKVIKRVEPK SCOR THTCPPCPAPELLGG
PSVPLFPPKPK D TLMISR TPEVTCVVVDVSHEDPEVEFNWY
VDGVEVHNAKTKPREEQY ASTYRVVSVLTVLHODWLNG
KEYKCK VENKALPAPIEE TISK AK GOPREPOVY TLPPSREE
MTENQVSLTCLYK GFYPSDIA VEWESNGOPENNYKTTPPY
LDSDGSFFLY SKLTVDKSRWOQGN VFSCSVMHEALHNHY
TOKSLSLSPG

306

ATX-P-430

Variable HC + Constant
hlgGl-Agly-Fc

EVQLVESGGGLVOQPGGSLRLSCAASGFTFSSYAMSWVR(
APGEGLEWVSAISGSGGSTY YADSVKGRETISRONSKNTL
YLOMNSLRAEDTAVYYCAKDGDYYYYYMDVWGKGTTY
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPERY
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTIVPSSSLGT
QTYICNVNHEPSNTKVDKRVEPKSCDETHTCPPCPAPELL
GGPSVELFPPKPEDTLMISRTPEVTCVVVDYSHEDPEVKEN
WYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSR
EEMTENQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTP
PYLDSDGSFFLY SKLTVDKSRWOOGNVESCSVMHEALHN
HYTQKSLSLSPG

307

ATX-P-439

Variable HC + Constant
HeGl-Aglv-F¢

EVOLVESGGGLVQPGGILRLSCAASGFTFSSY AMSWVR(
APGKGLEWVSAISGSGGSTYYADSVKGRPTISRDNSKNTL
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YLOMNSLRAEDTAVYYCAKVERDMVREGHYYYYMDBVWG
KGTTVTIVSSASTKGPSVEPLAPSSKSTSGGTAALGCLVKDY
FPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLESVVTVPS
SSELGTQTYICNVNHKPSNTKVDKRVEPK SCDKTHTCPPCE
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVEFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLH
ODWLNGKEYRKCKYSNEALPAPIEKTISK AKGOPREPOVYT
LPPSREEMTENQVSLTCLVEKGFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFFLYSKLTVBKSRWOQGNVESCSVMHE
ALHNHYTOQESLSLSPG

Vanabie HC -+ Constant
higGl-Aglv-Fe

QVOLVESGGGYVOPGRSLRLSCAASGFTFSSY GMHW VRO
APGKGLEWVSHITYDGSDKYYGDSVKGRFTISRDNSKNTL
YLOMNSLRAEDTAVY YCAKDGYSSGWWYFDYWGQGTL

VTVSSASTEGPSVFPLAPSSKSTSGGTAALGCLVKDYFPED

VIVISWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVRSSSLG
TQTYICNVNHEPSNTEVDER VEPKSCDE THTCPPCPAPELL
GGPSVFLFPPKPKD TLMISRTPEVTCVYVDVSHEDPEVKEN
WYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQODWL

NGKEYECEVSNK ALPAPIEK TISK AKGUPREPQVY TLEPSR
EEMTENQVSLTCLVEGEYPSDIAVEWESNGOPENNYK TTP
PVLDSDGSFFLY SKLTVDKSRWOQQGNVFSCS VMHEALHN

HYTOKSLSLSPG

WVariable HC + Constant
blgGl-Agly-Fe

QVOLVESGGGVVOPGRSLELSCAASGFTFSSYGMHW VRO
APGE.GLEWVAIISYDGNNEY Y ADSVKGRFTISRONSKNTL
YLOMNSLRDEDTAVY YCAKERGYSS8SGYYYYYMDVWG
KGTTVTVSSASTKGPS VFPLAPSSKSTSGGTAALGCLVKDY
FPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVES
SSLGTQTYICNVNHKPSNTKVDKRVEPK SCOK THTCPPCP
APELLGOPSVFLEPPKPEDTLMISRTPEVTCVVVDVSHEDP
EVKFNWY VDGVEVHNAK TKPREEGYASTYRVVSVLTVLE
ODWLNGKEYKCKVSNEALPAPIEK TISK AR GOPREPQVY T
LRPSREEMTENGVSLTCLVK GFYPSDIA VEWESNGOPENN
YKTTPPVLDSDGSFFLY SKLTVDKSEWQOGNVFSCSVMHE
ALHNHYTQKSLSLSPG

Variable HC + Constant
higGl-Agly-Fc

QVQLVESGGGVVOPGRSLRLSCAASGFPFSSYGMHWVRO
APGKGLEWVAVMSYDGINGYYADSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARLVYADDAFDIWGOGTIVT
VESASTKGPSVFPLAPSSKATSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLOSSGLYSLISVVTVPSSSLGTO
TYICNVNHKPSNTK VDK RVEPKSCOKTHTCPPCPAPELLG
GPSVFLFPPKPKDTEMISRTPEVTCVVVDVSHEDPEVKENW
YVDGVEVHNAKTKPREEQYASTYRVYSVLTVLHODWLN
GKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSRE
EMTENQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPF
VLDSDGSFFLYSKLTVDESRWOQQGNVESCSVMHEALHNH
YTOKSLSLSPG

WO 2023/212294
308 ATX-P-423
309 ATX-P-438
310 ATX-P-448
311 ATX-P-449

Variable HC + Constant
hgGl-Agly-Fc

QVQLVESGGGVYVOPGRSLRLSCAASGFAFSSYGMHW VRO
APGKGLEWVAVISYYGSNKYYADSVKGRFTISRDNSKNTL
YLOMNSLRAEDTAVYHCARGITMDVWGKGTTVTVSSAST
KGPIVEPLAPSSKSITSGOTAALGCLVEDYFPEPVTVEWNS
GALTSGVHTFPAVLOSSGLY SLSSVVTVPSSSLGTQTYICN
VNHKPSNTKVDKEVEPKSCDKTHTCPPCPAPELLGGPSVE
LFPPKPKDTLMISRTPEVICYVVVDVSHEDPEVKENWY VDG
VEVHNAKTKPREEQYASTYRVVSVLTVLHODWLNGKEY
KCEVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTK
NOQVSLTCLVEKGFYPSDIAVEWESNGOPENNYKTTPPVLDS
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DGSFPLYSKETVDKSRWOQGNVESCSVMHEALHNHYTOK
SLSLSPG

ATX-P-433

Variable HC + Constant
KgGl-Agly-Fe

EVOLVESGGGLVOPGRSLRLSCAASGEFTFDDFAMHWVYRO
GPGKGLEWVSGIGWNSGSIGY ADSVEGRFTISRDNAKNSL
YLOMNSLRAEDTALYYCAKAPDYGDYYPFDYWGQGTLVT
VSSASTKGPSVEPLAPSSKSTSGGTAALGCLVEDYFPEPVT
VEWNSGALTSGVHTFPAVLOSSGLY SLSSVVTVPSSSLGTO
TYICNVNHKPSNTEK VDK RVEPKSCDETHTCPPCPAPELLG
GPSVELEFPPKPEDTEMESRTPEVTCVVVDVSHEDPEVRENW
YVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLEN
GKEYKCEVSNKALPAPIEKTISKAK GOPREPOQVYTLFPSRE
EMTKNQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPP
VLDSDGSFFLYSKLTVDESRWOQGNVFSCSVMHEALHNH
YTOKSLSLSPG

(W5
P
[O¥]

ATX-P-444

Variable HC + Constant
MgGl-Aglv-Fo
(nucleotide)

GAGOTGCAGCTGOGTGCAGTCOGGGGCAGGUTTGGTACA
GCCTGGGGOETCCCTGAGACTUTCCTGTGCAGCCTCTGG
ATTCACCCTCAGTGTCTACGACATGCACTGGGTCCGCCA
AGTTTICAGGAAAAGGTCTGGAGTGGOTCICAGGTATTG
ATCCTGATGGTCGACACATACTATCCCGGCTCCGTGAAGG
GCCGATTCACCATCTCCAGAGAAAATGCCAAGAACTCC
TIGTATCTTCAAATGAACAGCUTGAGAGTCGGGGACAL
GGCTGTGTATTATIGTCTAAGAGGGGAGGAAAGCAACT
CGTCCGAGGATGGTTTTIGATATATGGGCGACAAGGGACA
ATGOTCACCGTCTCCTCAGCTAGCACTAAAGGGCCTTICT
GTATTTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGA
GGGACAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTTC
CCTGAGCCAGTTACCGTAAGTTGOAACAGTGGGGCGCT
GACAAGTGGTGTGCACACGTTITCCTGCCGTOCTGCAATC
ATCGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCC
AAGTTCATCOCTOGGCACTCAGACGTATATTTGCAATGT
GAACCACAAACCTTCAAATACAAAAGTGGATAAACGCG
TAGAACCGAAATCGTGTGATAAAACTCACACATGCCCG
CCATGCCCGOCACCTGAACTGCTTGGTGGTCCCAGCGTG
TTCCTGTTCCCGUCGAAGCCTAAAGATACTCTAATGATC
AGCCGTACGCCAGAGGTGACATGTCGTCGTGGTTGACGT
GTCCCACGAAGATCCCGAAGTTAAGTTCAATTGGTATGT
TGATGGTGTAGAGGTACACAATGCTAAGACTAAACCTC
GCGAGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGC
GTTCTGACCGTCCTTCACCAAGATTGGUTTAACGGCAAA
GAATATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGC
CCCAATCGAGAAAACCATTTCCAAGGUCCAAAGGTCAAL
CAAGAGAACCCCAGGTGTATACTCTTCCGCOCTTCTOGTG
AGGAAATCACTAAAAATCAAGTATCCCTTACGTGTICTG
GTTAAAGGTTTTTATCCTAGCGATATTGCTGTTGAATGG
GAATCGAACGGTCAGCCGGAGAATAATTATAAAACAAL
GCCACCCGTCCTGOATAGCCACGGUTCATTTTITICTGTA
TAGCAAACTGACTGTAGATAAATCACGGTGGCAGCAGG
GCAATGTATTICAGTTGCTCCGTTATGCATGAAGCGTTAC
ATAATCACTACACGCAGAAATCTCTTAGTCTTTCACCCG
GT

3314

ATX-P-445

Variable HC + Constant
ReGl-Agly-Fc
{npcleotide)

GAGGTGCAGCTGCGTEGAGTCTGGGOGAGGCTTGGTACA
GCCTGGOGGGOTCCCTGAGACTCTCCTGTGCAGCCTCTGG
ATTCACCTTCAGTAGCCACGACATGCACTGGGTCCGCCA
AGTTACAGGAAAAGGTCTGGAGTGGOTCTCAGGTATTG
ATCCTGCTGGTGACACATACTATCCAGACTCCGTGAAGG
GCCGATTCACCATCTCTAGAGAAAATGCCAAGAACTCCT

127




WO 2023/212294

PCT/US2023/020354

TCTATCTTCAAATGAACAGCCTGAGAGCCGGGGACACG
GCTCTGTATTACTGTACAAGAGGAGAGGCTAGTAGTIC
GTCCGAGGATGCTTTTGATATCTGGGGACAAGGGACAA
TGGTCACTGTCTCCTCAGCTAGCACTAAAGGGCCTICTG
TATTTCCCTTIGGCCCCGTCCAGCAAATCGACCTCGGGAG
GGACAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTTCC
CTGAGCCAGTTACCGTAAGTTIGGAACAGTGGGGCGETG
ACAAGTGGTGTGCACACGTTITCCTGCCGTCCTGCAATCA
TCGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGICCCA
AGTTCATCGCTGGCCACTCAGACGTATATTTGCAATGTG
AACCACAAACCTTCAAATACAAAAGTGGATAAACGCGT
AGAACCGAAATCGTGTCGATAAAACTCACACATGCCCGE
CATGCCCOGCACCTCAACTGCTTGGTGGTCUCAGEGTGT
TCCTGTTCCCGUCGAAGCCTAAAGATACTCTAATGATCA
GCCGTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGT
CCCACGAAGATCCCCAACTTAAGTICAATTGGTATGTIC
ATGGTGTAGAGGTACACAATGCTAAGACTAAACCTCGC
GAGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTT
CTGACCGTCCTTCACCAAGATTIGGCTTAACGGCAAAGA
ATATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCC
CAATCGAGAAAACCATTTCCAAGGCCAAAGGTCAACCA
AGAGAACCCCAGGTGTATACTCTTCCGCCTTICTCGTGAG
GAAATGACTAAAAATCAAGTATCCCTTACGTGTCTGGTT
AAAGGTTTTTATCCTAGCGATATTGUTGTTGAATGGGAA
TCGAACGGTCAGCCGGAGAATAATTATAAAACAACGCC
ACCCCTCCTGCGATAGCGACGGCTCATTTTTITCTGTATAG
CAAACTGACTGTAGATAAATCACGOTGGCAGCAGGGCA
ATGTATICAGTTGCTCCGTTATGCATGAAGCGTTACATA
ATCACTACACGCAGAAATCTCTTAGTCTTTCACCCGGT

315

ATX-P-446

Variable HC + Constant
MgGl-Agly-Fo
(nucleotide)

GAGGTGCAGCTGGTGCGAGTCTGGGGGAGGCTTGGTACA
GCCTGGGGOETCCCTGAGACTUTCCTGTGCAGCCTCTGEG
ATTCACCCTCAGTAGCTACGACATGCACTGOGTCCGCCA
AGTTATAGGAAAAGGTCTGGAGTGGGTCTCAGGTATTG
ATCCTCGATGOTCGACACATACTATCCAGGUTCCGTRAAGG
GCCGATTCACCATCTCCAGAGAAGATGCCAAGAACTCO
TIGTATCTTCAAATGAACAGCCTGAGAGCCGGGGACAC
GGCTGTGTATTACTCTACAAGAGGAGAGGATAACAGCT
CGTCCGAGGATGCTTTTGATATCTGGGGACAAGGGACA
ATGOTCACTGTCTCCTCAGCTAGCACTAAAGGGCCTTICT
GTATTTCCCTTGGCCCCGTCCAGCAAATCOACCTUGGGA
GGGACAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTTC
CCTGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCT
GACAAGTGGTGTGCACACGTTITCCTGCCGTOCTGCAATC
ATCGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCC
AAGTTCATCGCTGGGCACTCAGACGTATATTTGCAATGT
GAACCACAAACCTTCAAATACAAAAGTGGATAAACGCG
TAGAACCGAAATCGTGTGATAAAACTCACACATGCCCG
CCATGCCOGOCACCTGAACTGCTTOGTGGTCCCAGCOTG
TTCCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGATC
AGCCGTACGCCAGAGGTGACATGTCGTCGTGGTTGACGT
GTCCCACGAAGATCCCCGAAGTTAAGCTTCAATTGGTATGT
TGATGGTGTAGAGGTACACAATGCTAAGACTAAACCTC
GCGAGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGC
GTTCTGACCGTCCTTCACCAAGATTGGUTTAACGGCAAA
GAATATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGC
CCCAATCGAGAAAACCATITCCAAGGUCAAAGGTCAAC
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CAAGAGAACCCCAGGTGTATACTCTTCCGCCTTICTCGTG
AGGAAATGACTAAAAATCAAGTATCCCTTACGTGTICTG
GTTAAAGGTTTTTATCCTAGCGATATTGCTGTTGAATGG
GAATCOAACGOTCAGCCGGAGAATAATTATAAAACAAC
GCCACCCGTCCTGGATAGCGACGGCTCATTITTTICTGTA
TAGCAAACTGACTGTAGATAAATCACGGTGGCAGCAGG
GCAATGTATTCAGTTGCTCCOTTATGCATGAAGCGTTAC
ATAATCACTACACGCAGAAATCTCTITAGTCTITCACCCG
GT

316

ATX-P-447

Variable HC + Constant
higGl-Agly-Fc
{(mucleotide)

GAGGTCCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACA
GCCOGGGGGETCCCTGAGACTCTCCTGTGCAGCCTICTGG
ATTCACCATCAGTGACTACGACATGCACTGGGTCCGCCA
AACTACAGGAAAAGGTCTAGAATGGGTCTCAGGTATTG
ATCCTGATGGCGACACATATTATCCAGGCTCCTTGAAGG
GGCGATTCACCATCTCCAGAGAAAATGUCAAGAATTCTT
TGTATCTTCAAATGAACAGTCTGAGAGCCGGGGACACG
GCTGTGTATTACTGTACAAGAGGAGAGGATAGTAGTTC
GTCCGAGGATGCTTTITGATATCTGGGGACAAGGGACAA
TGGTCACCGTCTCCTCAGCTAGCACTAAAGGGCCTTCTIGC
TATTTCCCTIGGCCCCGTCCAGUAAATCGACCTICGGGAG
GGACAGCOGCCCTGGGTTGCCTTGTGAAAGATTATTTCC
CTGAGCCAGTTACCGTAAGTTGGAACAGTCGGGCECTE
ACAAGTGGTCGTGCACACGTTTCCTGCCGTCCTGCAATCA
TCGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCA
AGTTCATCGCTOGGUCACTCAGACGTATATTITGCAATCTG
AACCACAAACCTTCAAATACAAAAGTGGATAAACGCGT
AGAACCGAAATCGTGTGATAAAACTCACACATGCCCGC
CATGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCETGT
TCCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCA
GCCGTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGT
CCCACCAAGATCCCGAAGTTAAGTTCAATTGGTATGTTG
ATGGTGTAGAGGTACACAATGCTAAGACTAAACCTCGC
GAGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTT
CTGACCGTCCTTCACCAAGATTIGGCTTAACGGCAAAGA
ATATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCC
CAATCGAGAAAACCATTITCCAAGGCCAAAGGTCAACCA
AGAGAACCCCAGGTATATACTCTTCCGCCTTCTCGTGAG
GAAATGACTAAAAATCAAGTATCCCTTACGTGTCTGGTT
AAAGGTTTITATCCTAGCGATATTGCTGTTGAATGGGAA
TCGAACGGTCAGCCGGAGAATAATTATAAAACAACGCC
ACCCGTCCTGGATAGCGACGGCTCATTTTITCTGTATAG
CAAACTGACTGTAGATAAATCACGGTGGCAGCAGGGCA
ATGTATTCAGTTGCTCCGTTATGCATGAAGCGTTACATA
ATCACTACACGCAGAAATCTCTTAGTCTTTICACCCGGT

317

ATX-P-427

Variable HC + Constant
higGl-Agly-Fc
{nucleotide)

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGTGTGGTACG
GCCTGGOGGUTCCCTCGAGACTCICCTGTGCAGCCTCTGG
ATTCAGCTTTGATCGATTATGGCATGAGCTGGGTCCGCCA
AGTTCCAGGGAAGGGGCTGGAGTGGGTCTCTGGTATTA
ATTGGAATGGTGGTAGTACAGGTTATGCAGACTCTGTGA
AGGGCCGATTCACCATCTCCAGAGACAACGCCAAGAAC
TCCCTGTATCTGCAAATGAGCAGTCTGAGAGCCGAGGA
CACGGCCTTGTATTACTGTGCGAGCTATAGTGGGAGCTT
CCGTGATGCTTITGATATCTGGGGACAAGGGACAATGGT
CACCGTCTCTTCAGCTAGCACTAAAGGGCCTTCTGTATT
TCCCTTGGCCCCOTUCAGUAAATCGALCCTOGGGAGGGA
CAGCCGCCCTGEGTTGCCTTIGTGAAAGATTATTICCCTG
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AGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGACA
AGTGGTGTQCACACGTTTCCTGCCGTCOCTGCAATCATEG
GGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGT
TCATCGCTGGGCACTCAGACGTATATTTGCAATGTGAAC
CACAAACCTTCAAATACAAAAGTGGATAAACGCGTAGA
ACCGAAATCGTGTGATAAAACTCACACATGCCCGCCAT
GCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTGTTCC
TGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCAGCC
GTACGCCAGAGGTCACATGTGTICGTGETTGACGIGTCCC
ACGAAGATCCCCAAGTTAAGTTCAATTOGTATGTTGATG
GTGTAGAGGTACACAATGCTAAGACTAAACCTCGCGAG
GAGCAGTACGCCTCGACCTATCGTGTCGTGAGCETTICTG
ACCGTCCTTCACCAAGATTIGGUTTAACGGCAAAGAATAT
AAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAAT
CGAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAGAG
AACCCCAGGTGTATACTCTTCCGUCTTICTCGTGAGGAAA
TGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAG
GTTTTTATCCTAGCGATATTGCTGTTGAATGGGAATCGA
ACGGTCAGCCGGAGAATAATTATAAAACAACGCCACCC
GTCCTGGATAGCGACGGCTCATTTTITCTGTATAGCAAA
CTGACTGTAGATAAATCACGGTGGCAGCAGGGCAATGT
ATTCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCA
CTACACGCAGAAATCTCTTAGTICTTTCACCCGGT

ATX-P-440

Variable HC + Constant
higGl-Agly-Pe
{nucleotide)

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGTGTGGTACG
GCCTGGGGGETCCCTGAGACTCTCCTGTGCAGCCTCTGG
ATTCACCTTTGATGATTATGGCATGAGCTGGGTCCGCCA
AGCTCCAGGGAAGGGGCTGGAGTGGGTCTCTACTATTA
ATTGGAATCGTGGTAACACAGGTTATGCAGACTCTGTG
AAGGGCCGATTCACCATCTCCAGAGACAACGUCAAGAA
CTCCCTGTATCTGCAAATGAACAGTCTGAGAGCCGAGG
ACACGGCCTTGTATTACTGTGCCGAGAGATGAAGGAGCA
GCTGGACTTGGATACTACTTTGACTACTGGGGCCAGGGA
ACCCTGGTCACCGTCTCCTCAGCTAGCACTAAAGGGCCT
TCTGTATTTCCCTTGGCCCCETCCAGCAAATCGACCTCS
GGAGGGACAGCCGCOCTGGOGTTGCCTTGTGAAAGATTA
TITCCCTGAGCCAGTTACCGTAAGTTGGAACAGTGGGGE
GCTCGACAAGTGGTGTGCACACGTTTCCTGCCGTCCTECA
ATCATCGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGT
CCCAAGTTCATCGCTGGGCACTCAGACGTATATTTGCAA
TGTGAACCACAAACCTTCAAATACAAAAGTGGATAAAL
GCGTAGAACCGAAATCGTGTGATAAAACTCACACATGC
CCGCCATGCCCGGCACCTGAACTGUTTGGTGOTCCCAGT
GTGTTCCTGTTCCCGCCGAAGCCTAAAGATACTCTAATG
ATCAGCCGTACGCCAGAGGTGACATGTGTCGTGGTTGA
COTGTCCCACGAAGATCCCGAAGTTAAGTTCAATTGGTA
TGTTGATGGTGTAGAGGTACACAATGCTAAGACTAAAL
CTCGCGAGGAGCAGTACGCCTCGACCTATCGTGTCGTGA
GCOTTCTGACCGTCCTTCACCAAGATTGGCTTAACGHCA
AAGAATATAAGTGCAAGGTAAGCAATAAAGCACTICCG
GCCCCAATCGAGAAAACCATTTCCAAGGCCAAAGGTCA
ACCAAGAGAACCCCAGGTOTATACTCTTCCGCCTTCTICG
TGAGGAAATGACTAAAAATCAAGTATCCCTTACGTGTCT
GOTTAAAGOGTTTTTATCCTAGCGATATTGCTGTTGAATG
GGAATCOGAACGGTCAGCCGGAGAATAATTATAAAACAA
CGCCACCCGTCCTGGATAGCGACGGCTCATTITTTCIGT
ATAGCAAACTGACTGTAGATAAATCACGGTGGCAGCAG
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GOGCAATGTATTCAGTTGUTCCGTTATGCATGAAGCGTTA
CATAATCACTACACGCAGAAATCTCTTAGTCTTTCACEC
GGT

3ig

ATX-P-424

Variable HC + Constant
hlgGl-Agly-Fe
{nocleotide)

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAA
GCCTGGGGGOTCCCTCAGACTCICCTGTGCAGCCTCTGG
ATTCACCTTCAGTAGCTATAGCATGAACTGOGTCCGCCA
GGCTCCAGGGAAGGGGCTGGAGTGGGTCTCATCCATTA
CTAGTAGTAGTTACATATTCTACGCAGACTCATTGAAGG
GCCGATTCACCATCTICCAGAGACAACGCCAAGAACTCA
CTGTTTCTGCAAATGAACAGCCTGAGAGCCGAGGACALC
AGCTGTTTATTACTGTGCCAGAGATICTAACTGGGGCGA
GGCTTTTGATATCTGGGGACAAGGGACAATGGTCACCG
TCTCTTCAGCTAGCACTAAAGGGCCTTCTGTATTTCCCTT
GQCCCCOTCCAGCAAATCGACTTCGGCGAGGGACAGCCG
CCCTGGGTTGUCTTIGTGAAAGATTATTITCCCTGAGLCAG
TTACCGTAAGTTGGAACAGTGGGGCGCTGACAAGTGAT
GTGCACACGTTITCCTGCCGTCCTGCAATCATCOGGLTTG
TATAGCCTCAGCTCTGTGGTCACTGTCCCAAGTTCATCG
CTGGGCACTCAGACGTATATTTGCAATGTGAACCACAA
ACCTTCAAATACAAAAGTGGATAAACGCGTAGAACCGA
AATCGTGTGATAAAACTCACACATGCCCGCCATGCCCG
GCACCTGAACTGCTTGCGTGGTCCCAGCGTOTTICCTGTTC
COGUCGAAGCCTAAAGATACTCTAATGATCAGCCGTALC
GCCAGAGGTGACATGTGTCGTGGTTGACGTGTCCCACG
AAGATCCCGAAGTTAAGTTCAATTGGTATGTTCGATGGTG
TAGAGGTACACAATGCTAAGACTAAACCTCGLGAGGAG
CAGTACGCCTCGACCTATCGTGTCGTGAGCGTTCTGACC
GTCCTTCACCAAGATTGGCTTAACGGCAAAGAATATAA
GTGCAAGGTAAGCAATAAAGCACTTCCGGUCCCAATOG
AGAAAACCATTTCCAAGGCCAAAGGTCAACCAAGAGAA
CCCCAGGTOTATACTCTTICCGUCTICTCGTGAGGAAATG
ACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAGGT
TTTTATCCTAGCGATATTGCTGTTGAATGGGAATCGAAC
GOTCAGCCGGAGAATAATTATAAAACAACGCCACCCGT
CCTGGATAGCGACGGCTCATTTTTITCTGTATAGCAAACT
GACTGTAGATAAATCACGGTGGCAGCAGGGCAATGTAT
TCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCACT
ACACGCAGAAATCTCTTAGTCTTTCACCCGGT

ATX-P-425

Variable HC + Constant
higGl-Agly-Fc
{nucleotide)

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCCTGGTCAA
GCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGG
TTTCACCTTICAGTACTTATAGCATGAACTGGGTCCGCCA
GGCTCCAGGGAAGGGGCTGGAGTGGGTCTCATCCATTA
CTAGTAGTAGTAGTTACATGTTCTACGCAGACTCAGTGA
TGGGLCOGATTCACCATCTCCAGAGACAACGCCAAGAAL
TCACTGTACCTACAAATCGAACAGCCTGAGAGCCGAGGA
CACAGCTGATTATTACTOTGCCAGAGATTCTAATTIGGGG
GGAGGCTTITTGATATCTCGGGACAAGGGACAATGGTCA
CCGTCTCTTCAGCTAGCACTAAAGGGCCTTCTGTATITC
CCTTOGCCCCOTCCAGCAAATCGACCTCGGGAGGGACA
GCCGCCCTGOGTTGCCTTCTGAAAGATTATTTCCCTGAG
CCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGACAAG
TGGTGTGCACACGTTTICCTGCCGTCCTGCAATCATCGGG
CTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGTTC
ATCGCTGGGCACTCAGACGTATATTTGCAATGTGAACCA
CAAACCTTCAAATACAAAAGTCGATAAACGCGTAGAALC
CGAAATCGTGTGATAAAACTCACACATGCCCGCCATGC
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CCGGCACCTGAACTGCTTGGTGOTCCCAGCGTGTICCTG
TTCCCGCCGAAGCCTAAAGATACTCTAATGATCAGCCGY
ACGCCAGAGGTGACATGTGTCGTGGTTGACGTGTCCCALC
GAAGATCCCGAAGTTAAGTTCAATTGGTATGTTGATGET
GTAGAGGTACACAATGCTAAGACTAAACCTOGCGAGGA
GCAGTACGCCTCGACCTATCGTGTCGTGAGCGTTCTGAC
CGTCCTICACCAAGATTGGUTTAACGGCAAAGAATATA
AGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAATC
GAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAGAGA
ACCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGAAAT
GACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAGG
TTTTTATCCTAGCGATATTGCTGTTGAATGGCAATCGAA
CGOTCAGCCGGAGAATAATTATAAAACAACGCCACCCG
TCCTGGATAGCGACGGCTCATTTTITCTGTATAGCAAAC
TCGACTGTAGATAAATCACGGTGGCAGCAGGGUAATGTA
TTCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCALC
TACACGCAGAAATCTCTTAGTCTITCACCCGGT

ATX-P-430

Vanable HC + Constant
higGl-Agly-Fo
(muckeotide)

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGUTTGGTACA
GCCTGGGGGETCCCTGAGACTCTCCTGTGCAGCCTCTGG
ATTCACCTTTAGCAGCTATGCCATGAGCTGGETCCGLCA
GGCTCCAGGGAAGGGGCTGGAGTGGGTCTCAGCTATTA
GTGOTACGTOOTGGTAGCACATACTACGCAGACTCCGTG
AAGGGCCGOTTCACCATCTCCAGAGACAATTCCAAGAA
CACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGG
ACACGGCCOTATATTACTGTGUGAAAGACGGTGACTAC
TACTACTACTACATGGACGTCTGGGGCAAAGGGACCAC
GGTCACCGTCTCCTCAGCTAGCACTAAAGGGCCTTCTGT
ATTTCCCTTGGUCCCGTCCAGCAAATCGACCTCGGGAGE
GACAGCCGCCCTGGGTTGCCTTIGTGAAAGATTATTTCCC
TGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGA
CAAGTGGTGTGCACACGTTTICCTGCCGTCUTGLCAATCAT
CGOGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAA
GTTCATCGCTGGGCACTCAGACGTATATTTGCAATGTGA
ACCACAAACCTTICAAATACAAAAGTGGATAAACGCGTA
GAACCGAAATCGTGTGATAAAACTCACACATGOCCGLC
ATGCCCGGCACCTGAACTGUTTGGTGGTCCCAGCGTIETT
CCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCAG
CCGTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGTC
CCACGAAGATCCCGAAGTTAAGTTCAATTGGTATGTTGA
TGOCTGTAGAGGTACACAATGCTAAGACTAAACCTCGCG
AGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTTC
TGACCGTCCTTCACCAAGATTGGCTTAACGGCAAAGAAT
ATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCA
ATCGAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAG
AGAACCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGA
AATGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAA
AGGTTTITATCCTAGCGATATTGCTGTTGAATGGGAATC
GAACGOTCAGCCGGAGAATAATTATAAAACAACGCCAL
CCGTCCTGGATAGCGACGGCTCATTTITICTGTATAGCA
AACTGACTGTAGATAAATCACGGTGGCAGCAGGGCAAT
GTATTCAGTTIGCTCCGTTATGCATGAAGUGTTACATAAT
CACTACACGCAGAAATCTCTTAGTCTTTCACCCGGT

ATX-P-439

Vanable HC + Constant
higGl-Aglv-Fc
{nucleotide)

GAGGTGCAGCTGGTGGAGTCTGOGGGAGGUTTGGTACA
GCCTGGGGGETCCCTGAGACTCTCCTGTGCAGCCTCTGG
ATTCACCTTTAGCAGCTATGCCATGAGCTGGETCCGLCA
GGCTCCAGGGAAGGGGCTGGAGTGGGTCTCAGCTATTA
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GTGGTAGTGGTGGTAGCACATACTACGCAGACTCCGTG
AAGGGCCGGTTCACCATCTCCAGAGACAATTCCAAGAA
CACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGG
ACACGGCCGTATATTACTGTGCGAAAGTGGAAAGGGAT
ATGGTTCGGGGCCACTACTACTACTACATGGACGTCTGEG
GGCAAAGGGACCACGGTCACCGTCTCTTCAGCTAGCAC
TAAAGGGCCTTCTGTATTICCCTTGGCCCCOTCCAGCAA
ATCGACCTCGGGAGGGACAGCCGCCCTGGGTTGOCTTET
GAAAGATTATTTCCCTGAGCCAGTTACCGTAAGTTGGAA
CAGTGGGGUGCTGACAAGTGGTGTGCACACGITTCCTGL
CGTCCTGCAATCATCGGGCTTGTATAGCCTCAGCTCTGT
GOTCACTGTCCCAAGTTCATCGCTGGGCACTCAGALCGTA
TATTTGCAATGTCGAACCACAAACCTTICAAATACAAAAGT
GGATAAACGCGTAGAACCGAAATCGTGTGATAAAACTC
ACACATGCCCGCCATGCCCGGLCACCTGAACTGCTTGGTG
GTCCCAGCOTOTTCCTGTICCCGUCGAAGCCUTAAAGATA
CTCTAATGATCAGCCGTACGCCAGAGGTGACATGTGTCG
TGOTTGACGTGTCCCACGAAGATCCCGAAGTTAAGTTCA
ATTGGTATGTIGATGGTGTAGAGGTACACAATGUTAAG
ACTAAACCTCGCGAGGAGCAGTACGCCTCGACCTATCG
TGTCGTGAGCGTTCTGACCGTCCTTCACCAAGATTGGCT
TAACGGCAAAGAATATAAGTGCAAGGTAAGCAATAAAG
CACTTCCGGCCCCAATCGAGAAAACCATTTCCAAGGCC
AAAGGTCAACCAAGAGAACCCCAGGTGTATACTCTTCC
GCCTTCTCGTGAGGAAATGACTAAAAATCAAGTATCCCT
TACGTGTCTGGTTAAAGGTTTTTATCCTAGCGATATTGC
TGTTGAATGGGAATCGAACGGTCAGCCGGAGAATAATTY
ATAAAACAACGCCACCCGTCCTGGATAGCGACGGCTCA
TITTTTCTCTATAGCAAACTGACTGTAGATAAATCACGG
TGGCAGCAGGGCAATGTATTCAGTTGCTCCGTTATGCAT
GAAGCGTTACATAATCACTACACGCAGAAATCTICTTAGT
CTTTCACCCGGT

323

ATX-P-423

Varable HC + Constant
blgGl-Agly-Fe
{nucleotide)

CAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGGTCCA
GCCTGGGAGGTCCCTGAGACTCTCCTGTGCAGCCTCTIGG
ATTCACCTTCAGTAGCTATGGUATGCACTGGGTCCGCCA
GGCTCCAGGCAAGGGGCTCGAGTGGGTGTCACATATAA
CATATGATGGAAGTGATAAATACTATGGAGACTCCGTG
AAGGGCCGATTCACCATCTCCAGAGACAATTCCAAGAA
TACGCTGTATCTGCAAATGAACAGCCTGAGAGCTGAGS
ACACGGCTGTCTATTACTGTGCGAAAGATGGGETATAGC
AGTGGCTGGTGGTACTITGACTACTGGGGCCAGGGAALC
CCTGGTCACCGTCTCCTCAGCTAGCACTAAAGGGCCTTC
TGTATTTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGG
AGGGACAGCCGCCCTGGGTTGUCTTGTGAAAGATTATTT
CCCTGAGCCAGTTACCGTAAGTTGGAACAGTGGGGLGC
TGACAAGTGGTGTGCACACGTTTCCTGCCGTCCTGCAAT
CATCGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCC
CAAGTTCATCGCTCGGCACTCAGACGTATATTTGCAATG
TGAACCACAAACCTTCAAATACAAAAGTGGATAAACGC
GTAGAACCGAAATCGTGTGATAAAACTCACACATGCCC
GCCATGCCCGGCACCTGAACTCCTTGGTGGTCCCAGCOT
GTTCCTGITCCCGCCGAAGOCCTAAAGATACTCTAATGAT
CAGCCGTACGCCAGAGGTGACATGTGTCGTGGTTGACG
TCTCCCACGAAGATCCCGAAGTTAAGTTCAATTGGTATG
TTGATGGTGTAGAGGTACACAATGCTAAGACTAAACCT
CGCOAGGAGCAGTACGCCTCGACCTATCGTGTCGTGAG

13
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COTICTGACCGTCCTTCACCAAGATTGGUTTAACGGCAA
AGAATATAAGTGCAAGGTAAGCAATAAAGCACTICCGG
CCCCAATCGAGAAAACCATTTCCAAGGCCAAAGGTCAA
CCAAGAGAACCCCAGGTGTATACTUTTCCGCCTICTCGT
GAGGAAATGACTAAAAATCAAGTATCCCTTACGTGTCT
GGTTAAAGGTTTTTATCCTAGCGATATTGCTGTITGAATG
GGAATCGAACGGTCAGCCOUGAGAATAATTATAAAACAA
CGCCACCCGTCCTGGATAGCGACGGCTCATTTITITOTIGT
ATAGCAAACTGACTGTAGATAAATCACGGTGGCAGCAG
GGCAATGTATTCAGTTGCTCCGTTATGCATGAAGCUGTTA
CATAATCACTACACGCAGAAATCTCTTAGTCTTITCACCC
GGT

ATX-P-438

Variable HC + Constant
higGl-Aglv-Po
(nucleotide)

CAGGTGCAGCTGGTGGAGTCCGGGGGAGGCGTGGTCCA
GCCTGGGAGGTCCCTGAGACTCTCCTGTGCAGCCTCTGG
ATTCACCTICAGTAGCTATGGCATGCACTGGGTCCGLCA
GGCTCCAGGCAAGGGGCTGCGAGTGGUGTGGCAATTATAT
CATATGATGGAAATAATAAATACTATGCAGACTCCGTG
AAGGGCCGATTCACCATCTCCAGAGACAATTCCAAGAA
CACGCTGTATCTGCAAATGAACAGCCTGAGAGATGAGES
ACACCGCTGTTTATTATTGTGCGAAAGAGAGGGGGTAT
AGCAGCTCGTCCGGCTACTACTACTACTACATGGACGTC
TGGOGCAAAGGGACCACGGTCACCGTCTCCTCAGCTAG
CACTAAAGGGUCTICTGTATTTCCCTTGOCCCCGTCCAG
CAAATCGACCTCGGGAGGGACAGCCGCCCTGGGTTGCC
TIGTGAAAGATTATTTCCCTGAGCCAGTTACCGTAAGTT
GGAACAGTGGGGUGCTGACAAGTGGTGTGCACACGTTT
CCTGCCGTCCTGCAATCATCGGGCTTGTATAGCCTCAGC
TCTGTGGTCACTGTCCCAAGTTCATCGCTGGGCACTICAG
ACGTATATITGCAATGTGAACCACAAACCTTICAAATACA
AAAGTGGATAAACGCGTAGAACCGAAATCGTGTGATAA
AACTCACACATGCCCGCCATGCCCGGCACCTGAALCTGOT
TEGTGGTCCCAGCGTGTTCCTGTTCCCGCCGAAGCCTAA
AGATACTCTAATGATCAGCCGTACGCCAGAGGTGACAT
GTCTCGTCGTTGACGTIGTCCCACGAAGATCCCGAAGTTA
AGTTCAATTGGTATGTTGATGGTGTAGAGGTACACAATG
CTAAGACTAAACCTCGCGAGGAGCAGTACGCCTCGACT
TATCCTGTCCTGAGCOTTCTGACCGTCCTICACCAAGAT
TGGCTTAACGGCAAAGAATATAAGTGCAAGGTAAGCAA
TAAAGCACTTCCGGCCCCAATCGAGAAAACCATTTCCA
AGGCCAAAGGTCAACCAAGAGAACCCCAGGTGTATACY
CTTCCGCCTTCTCGTGAGGAAATGACTAAAAATCAAGTA
TCCCTTACGTGTCTGOTTAAAGGTTTTTATCCTAGCGAT
ATTGCTGTTIGAATGGGAATCGAACGGTCAGCCGGAGAA
TAATTATAAAACAACGCCACCCGTCCTGGATAGCGACG
GCTCATTTTTTCTGTATAGCAAACTGACTGTAGATAAAT
CACGGTGGCAGCAGGGCAATGTATTICAGTTGCTCCGTTA
TGCATGAAGCGTTACATAATCACTACACGCAGAAATCTC
TTAGTCTTICACCCGOT

ATX-P-448

Variable HC + Constant
hgGl-Agly-Fo
{nucleotide)

CAAGTGCAATTGGTGOAGTCCGGTGGAGGAGTAGTACA
GCCGOGAAGGTCACTGAGACTTTCCTGCGCTGCTAGTGE
ATTCCCATTITAGCTCCTACGGGATGCACTGGGTTCGCCA
AGCGCCAGGTAAGGGACTOGAATGGGTGGCTGTCATGA
GTTACGATGGAATTAACGGCTATTATGCCGATAGCGTCA
AAGGCCGGTTCACGATCTCAAGAGACAACTCTAAGAAC
ACGCTCTACTTGCAGATGAACAGTCTCCGCGCAGAAGA
TACGGCCGTGTATTACTGTGCGAGATTGGTGTATGCCGA

134
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TCGATGCTTTTGATATCTGOGGACAAGGGACCACGGTCAL
CGTCTCOCTCAGCTAGCACTAAAGCGGLCTTICTGTATTICC
CTTGGCCCCGTCCAGCAAATCGACCTCGGGAGGGACAG
CCGCCCTGGGTTGCCTTCTGAAAGATTATTTCCCTGAGT
CAGTTACCGTAAGTTGGAACAGTGGGGCGCTGACAAGT
GGTGTGCACACGTTTCCTGCCGTCCTGCAATCATCGGGT
TTGTATAGCCTCAGCTCTGIGGETCACTGTCCCAAGTTCA
TCGCTGGGCACTCAGACGTATATITGUAATGTGAACCAL
AAACCTTCAAATACAAAAGTGGATAAACGCGTAGAACC
GAAATCGTGTGATAAAACTCACACATGCCCGCCATGCC
CGGCACCTGAACTGCTTIGGTGGTCCCAGCGTGTTOCTGT
TCCCGCCGAAGCCTAAAGATACTCTAATGATCAGCCGTA
CGUCAGAGGTCGACATGTGTCGTGGTTIGACGIGTCCCACG
AAGATCCCGAAGTTAAGTTCAATTGGTATGTTIGATGGTG
TAGAGGTACACAATGCTAAGACTAAACCTCGCGAGGAG
CAGTACGCCTCCGACCTATCGTGTCGTCGAGUGTTCTGALC
GTCCTTCACCAAGATTGGCTTAACGGCAAAGAATATAA
GTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAATCG
AGAAAACCATTTCCAAGGCCAAAGGTCAACCAAGAGAA
CCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGAAATG
ACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAGGT
TITTATCCTAGCGATATTGCTGTTGAATGGGAATCGAAC
GOGTCAGCCGGAGAATAATTATAAAACAACGCCACCCGT
CCTGGATAGCGACGGCTCATTTTTTICTGTATAGUAAACT
GACTGTAGATAAATCACGGTGGCAGCAGGGCAATGTAT
TCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCACT

ACACGCAGAAATCTCTTAGTCTTTCALCCGOT

Vanable HC -+ Constant | CAAGTGCAATTGGTGGAGTCCGGTGGAGGAGTAGTACA
blgGl-Agly-Fc GCCGGGAAGGTCACTGAGACTTTCCTGCGUTGUTAGTGG
(nucleotide) ATTCGCCTTTAGTTCCTACGGCATGCACTGGGTTCGCCA
AGCGCCAGGTAAGGGACTGGAATGGGTGECTGTCATCTY
CCTACTACGGATCTAATAAATATTATGCCGATAGCGTCA
AAGGCCGGTTCACGATCTCAAGAGACAACTCTAAGAAC
ACGCTCTACTIGCAGATGAACAGTCTCCGCGCAGAAGA
TACGGUCGTGTATCACTGTGCGAGAGGGATTACTATGG
ACGTCTGGGGCAAAGGGACCACGGTCACCGTCICCICA
GCTAGCACTAAAGGCGCCTICTGTATTTCCCTTGGCCCCG
TCCAGCAAATCGACCTCGGGAGGGACAGCCGCCCTGGEG
TTGCCTTGTGAAAGATTATTTCCCTGAGCCAGTTACCGT
AAGTTGGAACAGTGGGGCOCTCACAAGTGGTGTGCACA
COTITCCTGCCGTCCTGCAATCATCGGGCTTGTATAGCC
326 ATX-P-449 TCAGCTCTGTGGTCACTGTCCCAAGTTCATCGCTGGGCA
CTCAGACGTATATTTGCAATGTGAACCACAAACCTTCAA
ATACAAAAGTGGATAAACGCGTAGAACCGAAATCGTGT
GATAAAACTCACACATGCCCGCCATGCCCGGCACCTGA
ACTGCTTGGTGGTCCCAGCGTGTTCCTGTTCCCGCCGAA
GCCTAAAGATACTCTAATGATCAGUCCGTACGCCAGAGG
TGACATGTGTCGTCGTTGACGTOTCCCACGAAGATCCLG
AAGTTAAGTTCAATTGGTATGTTGATGGTGTAGAGGTAC
ACAATGCTAAGACTAAACCTCGCGAGGAGCAGTACGCC
TCCACCTATCGTCTCCTGAGCCTICTGACCGTCCTTCAC
CAAGATTGGCTTAACGGCAAAGAATATAAGTGCAAGGT
AAGCAATAAAGCACTTCCGGCCCCAATCCGAGAAAACCA
TITCCAAGGCCAAAGGTCAACCAAGAGAACCCCAGGTG
TATACTCTTCCGCCTTCTCGTGAGGAAATGACTAAAAAT
CAAGTATCCCTTACGTGTCTGGTTAAAGGTTTTITATCCT
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AGCGATATTGCTCTTGAATGGGAATCGAACGGTCAGCC
GGAGAATAATTATAAAACAACGCCACCCGTCCTGGATA
GCGACGGCTCATTTITTCTGTATAGCAAACTGACTGTAG
ATAAATCACGGTGGCAGCAGGGCAATGTATTCAGTTGC
TCOCGTTATGCATGAAGCGTTACATAATCACTACACGCAG
AAATCTCTTAGTCTTTICACCCGGT

W
[ ]
~3

ATX-P-433

Variable HC + Constant
higGl-Aglv-Fo
{nucleotide)

GAAGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACA
GCCTGGCAGGTCCCTGAGACTCTCCTGTGCAGCCTICTGE
ATTCACCTTTGATGATTTTGCCATGCACTGOGTCCGGCA
AGGTCCAGGGAAGGGCCTGGAGTGGGTCTCAGGTATTG
GTTGGAATAGTGGTAGCATCGGCTATGCOGCACTCTGTGA
AGGGCCGATTCACCATCTCCAGAGACAACGCCAAGAAC
TCCCTGTATCTGCAAATGAACAGTCTGAGAGCTGAGGA
CACGGCCTTATATTACTGTCGCAAAAGCCCCTGACTACGG
TGACTACTACTTTGACTACTGGGGCCAGGGAACCCTGET
CACCGTCTCCTCAGCTAGCACTAAAGGGCCTTCTGTATT
TCCCTTGGCCCCGTCCAGCAAATCCGACCTCGGGAGGGA
CAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTITCCCTG
AGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGACA
AGTGCTOTGCACACGTTTCCTGCCGTCCTGCAATCATCG
GGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGT
TCATCGCTGGGCACTCAGACGTATATTTGCAATGTGAAC
CACAAACCTTCAAATACAAAAGTGGATAAACGCGTAGA
ACCGAAATCGTGTGATAAAACTCACACATGCCCGCCAT
GCCCGGCACCTGAACTGUTTGGTGETCCCAGCOGTETICC
TCTTCCCGCCGAAGUCTAAAGATACTCTAATGATCAGCC
GTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGTCCC
ACGAAGATCCCCAAGTTAAGTTCAATTOGTATGTTGATG
GTGTAGAGGTACACAATGCTAAGACTAAACCTCGLGAG
GAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTTCTG
ACCGTCCTICACCAAGATTGGCTTAACGGCAAAGAATAT
AAGTGCAAGGTAAGCAATAAAGCACTTCCGGUCCCAAT
CGAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAGAG
AACCCCAGQTGTATACTCTTCCGUCTTCTCGTGAGGAAA
TGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAG
GTTTTTATCCTAGCGATATTGCTGTTGAATGGGAATCGA
ACGGTCAGCCGGAGAATAATTATAAAACAACGCCACCC
GTCCTGCGATAGCGACGGCTCATTTTTTCTGTATAGCAAA
CTGACTGTAGATAAATCACGGTGGCAGCAGGGCAATGT
ATTCAGTTGCTCCOTTATGCATGAAGUGTTACATAATCA
CTACACGCAGAAATCTCTITAGTCTTTCACCCGGT

ATX-P-444

Variable L.C + Kappa
Constant

DVVMTOQSPLALPVTLGOPASISCRSSQSLVYSDGNTYLNWE
QORPGOSPRRLIYEVSNRDSGVPDRFSGRGSGTDFTLRISKE
VEAEDVGIY YCMOQGTHWPWITPGQGTE VIHKRTVAAPSVE
FPPSDEGLEKSGTASVYCLLNNFYPREAKVOWK VDNALQS
GNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHEVYACEY
THOGLISPVIKSFNRGEC

ATX-P-445

Vauable LC + Kappa
Constant

DVVMTQSPLSLPVTLGQPASISCRSSQSLVYSDONTYLNWE
QORPGOSPRRLIHEVSNERDSGVPDRFSGRGSGTDFTLKISR
VEAEDVGVY YCMOGTHWPWTTGQGTEVDIKRTVAAPSY
FFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDBNALQG
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE
VTHQGLSSPYTKSPNRGEC

330

ATX-P-446

Variable LC + Kappa
Counstant

DVVMTQSPLSLPVTLGQPASISCRSSQSLVESDGNTYLNWEF
QURPGOSPRRLIYKVSENRDSGVPDRESGSGSGTIIFTLKISR
VEAEDVGVYYOCMOGTHWPWTFGOGTKVDIKRTVAAPSY

136
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PIFPPSDEQLKSGTASVVCLLNNFYPREAK VOWKVDNALQ
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE
VTHQGLSSPVTKSENRGEC

ATX-P-447

Variable LC + Kappa
Constant

DYVMTQSPLSLPVTLGQPASISCRSSQSLVYSDGNTYLNWE
QORPGOSPRRUHEVSENRDSGVPDRISGSGSGTDFTLKISR
VEAEDVGVYYCMQGTHWPWTFGOGTKVDIKRTVAAPSY
FIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQ
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE
YVIHQGLSIPVTIKSIFNRGED

ATX-P-427

Variable L.C + Kappa
Constant

AIQMTOSPSSLIASVGDRVTITCRASQGIRNDLGWY QOKP
GKAPKLLIYAASSLOSGVPSRESGSGSGTDFTLTISSLQPED
FATYYCLODYNYPYTFGOGTELEIKRTVAAPSVEIFPPSDE
QLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQES
VTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLS
SPVTKSPNRGEC

ATX-P-440

Variable LC + Kappa
Constant

DIOMTOQSPSTLSASVGDRVTITCRASQSISSWLAWYQQKPG
KAPKLLUIYATSSLOSGYPSRFSGSGSGTDFTLTISSLOQPEDFA
TYYCOQSYSTPITFGOGTRLEIKRTVAAPSVEIFPPSDEQLK
SGTASVVCLLNNFYPREAKVOWKVDNALOSGNSQESVTE
QISKISTYSLSSTLTLSKADY EKHK VY ACEVTHOGLSSPY
TESFNRGEC

ATX-P-424

Varable LC + Kappa
Consiant

DIOMTOQSPSSLSASVGDRVTITCRASQGIRNDLGWYQOKFP
GKAPKRLIYAASSLPSGVPSRFSGSGSGTEFTLTISSLOPEDE
ALY YCLOHNSYPWTFGOGTKVEIKRTVAAPSVEIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESY
TEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSS
PVIKSENRGEC

(5]
(78]
hn

ATX-P-425

Vanable LC + Kappa
Constant

DIOMTQSPSSLSASVOGDRVTITCRASQGIRIBELGWEQQEPG
KAPKRLIYAASSLPSGVPSRFSGSGSGTEFTLTISSLOPEDFA
TYYCLOHNSYPWTFGOGTKVEIKRTVAAPSVEFIFPPSDEQL
KEGTASVVCLLNNEYPREAKVOWKVDMNALQSGNSQESYT
EQDSKDSTYSLSSTLTLSKADYEKHRKVY ACEVTHQGLSSP
VTKSFNRGEC

336

ATX-P-430

Variable LC + Kappa
Constant

EIVLTOSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKP
GOAPRLLIYGASSRATGIPDRFSGBGSGTDFTLTISRLEPEDY
AVYYCQQYGSSPPTFGGGTKVEIKRTVAAPSVEIFPPIDEQ
LKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESY
TEQDSKDSTYSLSSTLTLSKADYERHKVYACEVTHOQGLSS
PYTKSFNRGEC

ATX-P-439

Variable L.C + Kappa
Constant

DIGMTOSPSSVSASVODRVTITCRASQGISSWLAWY QOKP

GKAPKLLIYAASSLOSGVPSRIFSGSGSGTDFTLTISSLQPED
FATYYCOOQANSFEWTTGOGTEVDIKRTVAAPSVEIFPPSDE
QLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQES
VTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHOGLS
SPVTKSPNRGEC

ATX-P-423

Variable LC -+ Kappa
Constant

DIOMTQSPSSLSASVGERVTITCRASQGIRNDLGWY QQKFP
GEAPKRLIYAASSLOSGVPSRESGSGSGTEFALTISSLOPED
FATYYCLQHNSYPLTFGGGTKLEIKRTVAAPSVFIFPPSDEQ
LESGTASVVCLLNNFYPREARKVOWEVDNALQSGNBQESY
TEQDSKDSTYSLASTLTLIK ADYEKHKVYACEVTHQGLSS
PVTKSFNRGEC

ATX-P-438

Varnable LC + Kappa
Constant

EIVLTQSPGTLSLSPGERATLSCRASGSVSRSYLAWYQQKP
GOAPRLINGASTRATGIPDRFSGSGSGTDFTLTISRLEPEDP
AVYYCQOGQVIPPTPGOQGTEVEIERTVAAPSVFIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVOWKVDNALOSGNSQESY

13
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TEQDSKDSTYSLSSTLTESKADYERKHKVY ACEVTHOQGLSS
PYTESFNRGEC

340

ATX-P-448

Variable LC + Kappa
Constant

EIVLTOSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPG
CQAPRLLIYDASNRATGIPARFSGSGSGTDFTILTISSLEPEDFA
VYYCQORENWPLTFGGGTEVEIKRTVAARSVEIFPPSDEQL
KSGTASVVCLLNNFYPREARVOWEVDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHOQGLSSP
VTIESFNRGEC

341

ATX-P-449

Variable LC + Kappa
Constant

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPG
QAPRLLIYDASNRATGIPARFSGSGSGTDFTILTISSLEPEDFA
VYYCQORSNWPLTFGGGTKVEIKRTVAAPSVEIFPPSDEQL
KSGTASVVCLLNNFYPREAKVOWEVDNALQSGNSQESVT
EQDSEDSTYSLASTLTLSKADYEKHK VY ACEVTHQGLSSP
VTESFNRGEC

ATX-P-433

Vauable L.C + Kappa
Constant

DIGMTQSPSSLSASVGDRVTITCRASQSISIVENWYQQKPG
TAPKLLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLOPEDFA
AYYCQOQSYTTPLTFGGGTKVEKRTVAAPSVEIFPPAIDEQL
KSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSP
VTKSFNRGEC

343

ATY-P-444

Vanable LC + Kappa
Constant (nuclootide)

GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTC
ACCCTTGGACAGCCGGCCTCCATCTCCTGCAGGTCTAGT
CAAAGCCTCGTATACAGTGATGGAAACACCTACTTGAA
TTGGTTTCAGCAGAGGUCAGCGCCAATCTCCAAGGCGCCT
AATTTATAAGGTTTCTAACCGGGACTCTGGGGTCCCAGA
CAGATTCAGCGGCAGTGGGTCAGGCACTGATITCACACT
GAAAATCAGCAAGGTGGAGGUTGAGGATGTTGGGATTT
ATTACTGCATGCAAGGTACACACTGGCOCGTGGACGTTCG
GCCAAGGUGACCAAAGTGGATATCAAACGTACGGTAGCT
GCCCCTTCAGTTITTATCTITCCGCCGTUTGACGAGUAGT
TAAAATCCGGGACCGCTTICTGTAGTTTGCCTGCTGAATA
ATTTTTATCCOCGTGAGGCTAAAGTACAATGGAAAGTCG
ACAATGCTITCCAGTCCGGAAATICACAGGAAAGTGTT
ACGGAGCAGGATTCTAAAGATTCCACATATTICACTCAGC
TCCACCCTTACACTGAGCAAAGUCGACTATGAAAAACA
TAAAGTTTACGCATGTGAGGTGACGCACCAAGGATTAT
CCAGTCCGGTCACAAAATCGTITAACCGCGGTGAGTGT

344

ATX-P-445

Variable LC + Kappa
Counstant (nuciectide)

GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTC
ACCCTTGGACAGCCGGCCTCCATCTCCTGCAGGTCTAGT
CAAAGCUTCGTATACAGTGATGGAAACACCTACTTGAA
TTGGTTTCAGCAGAGGCCAGGCCAATCTCCAAGGCGCCT
AATTCATGAGGTTTCTAACCGGCGACTCTGGGGTCCCAGA
CAGATTCAGCGGCAGTGGGTCAGGCACTGATITCACALCT
GAAAATCAGCAGGGTGGAGGCTGAGGATGTTGGGGTTT
ATTACTGCATGCAAGGTACACACTGGCCGTGCACGTTCG
GCCAAGGGACCAAAGTGGATATCAAACGTACGGTAGCTY
GCCCCTTCAGTTITTATCTTTCCGCCGTCTGACGAGCAGT
TAAAATCCGGGACCOGCTTICTGTAGTTTOCUTGCTGAATA
ATTTITATCCGCGTGAGGUTAAAGTACAATGGAAAGTCG
ACAATGCTTTIGCAGTCGGGAAATTICACAGGAAAGTGTT
ACGCGAGCAGGATICTAAAGATTCCACATATTCACTCAGC
TCCACCCTTACACTGAGCAAAGCCGACTATGAAAAACA
TAAAGTTTACGCATGTGAGGTGACGCACCAAGGATTAT
CCAGTCCOGTCACAAAATCGTTTAACCGCGGTGAGTGY

345

ATX-P-446

Variabls LC + Kappa
Constant (wcleotide)

GATGTTCTCGATGACTCAGTCTCCACTCTCCCTGCCCEGTC
ACCCTIGGACAGCCGGCCTCCATCTCOTGCAGGTCTAGT

(78]
¢2]
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CAAAGCCTCGTATTCAGTGATGGAAACACCTACTTGAAT
TGGTTTCAGCAGAGGCCAGGCUAATCTCCAAGGCGCCT
AATTTATAAGGTTTCTAACCGGGACTCTGGGGTCCCAGA
CAGATTCAGCGGCAGTGGGTCAGGCACTGATTTCACACT
GAAAATCAGCAGGGTGGAGGCTGAGGATGTTGGGGTTT
ATTACTGCATGCAAGGTACACACTGGCCGTGGACGTTCG
GCCAAGGCACCAAAGTGGATATCAAACGTACGGTAGCT
GCCCCTTCAGTTTTTATCTTITCCGCCGTCTGACGAGUAGT
TAAAATCCOGGACCGUTTCTGTAGTTTGCCTGCTGAATA
ATTTTTATCCGCOTGAGGCTAAAGTACAATGGAAAGTCG
ACAATGCTTTGCAGTCGGGAAATTCACAGGAAAGTGTT
ACGGAGCAGGATTCTAAAGATTCCACATATTCACTCAGC
TCCACCCTTACACTCGAGCAAAGUCGATTATGAAAAACA
TAAAGTTTACGCATGTGAGGTGACGCACCAAGGATTAT
CCAGTCCGGTCACAAAATCOGTTTAACCGCGGTGAGTGT

346

ATX-P-447

Varable LC + Kappa
Counstant (mucieotide)

GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTC
ACCCTTGGACAGCCGGCCTCCATCTUCTOCAGGTCTAGT
CAAAGCCTCGTATACAGTGATGGAAACACCTACTTGAA
TTGGTTTCAGCAGAGGCCAGGCCAATCTCCAAGGCGCCT
AATTCATGAGGTTTCTAACCGGGACTCTGGGGTCCCAGA
CAGATTCAGCGGCAGTGGGTCAGGCACTGATITCACACT
GAAAATCAGCAGGGTGCGAGGCTGAGCGATGTTGGOGTTT
ATTACTGCATGCAAGGTACACACTGGCOGTGGACGTTICG
GCCAAGGGACCAAAGTGGATATCAAACGTACGGTAGCT
GCCCCTTCAGTTITTATCTTICCGCCGTCTGACGAGCAGT
TAAAATCCQGGACCOCTICTGTAGTTTGCUTGUTGAATA
ATTTTITATCCGCGTGAGGCTAAAGTACAATGGAAAGTCG
ACAATGCTTTGCAGTCGGGAAATICACAGGAAAGTGTT
ACGGAGCAGGATTICTAAAGATTCCACATATTCACTCAGC
TCCACCCTTACACTGAGCAAAGCCGACTATGAAAAACA
TAAAGTTTACGCATGTGAGGTCACGCACCAAGGATTAT
CCAGTCCOGTCACAAAATCGTTTAACCGCGGTGAGTGT

347

ATX-P-427

Variable LC + Kappa
Constant (nucleotide)

GCCATCCAGATGACCCAGTCTCCATCCTCCCTGTOTGCA
TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAG
TCAGGGCATTAGAAATGATTTAGGCTGGTATCAGCAGA
AACCAGGGAAAGCCCCTAAGCTCCTGATCTATGUTGCAT
CCAGTTTACAAAGTGGGGTCCCATCAAGGTTCAGCGGC
AGTGGATCTGGCACAGATTTCACTCTCACCATCAGCAGC
CTGCAGCCTGAAGATTTTGCAACTTATTACTGTCTACAA
GATTACAATTACCCGTACACTTTTGGCCAGGGGACCAAG
CTGGAGATCAAACGTACGGTAGCTCCCCCTTCAGTTTTY
ATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACC
GCTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGTG
AGGCTAAAGTACAATGGAAAGTCOACAATGCTITGCAG
TCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATTC
TAAAGATTCCACATATTCACTCAGCTCCACCCTTACACT
GAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCAT
GTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCACA
AAATCGTTTAACCGCGGTCAGTGT

348

ATX-P-440

Variable LC + Kappa
Constant (nucleotide)

GACATCCAGATGACCCAGTCTCCTTCCACCCTGTCTGCA
TCTGTAGGAGACAGAGTCACCATCACTTGCCGQGCCAG
TCAGAGTATTAGTAGCTGGTTGGUCTGGTATCAGCAGAA
ACCAGGGAAAGCCCCTAAGCTCCTGATCTATGCTACATC
CAGTTTGCAAAGTOGGGTCCCATCAAGGTTCAGTGGLA
GTGGATCTGGGACAGATTITCACTCTCACCATCAGCAGTC
TGCAACCTGAAGATTTTGCAACTTACTACTGTCAACAGA

139
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GTTACAGTACCCCGATCACCTTCGGCCAAGGGACACGA
CTGCAGATTAAACGTACGGTAGCTGUCCOCTTCAGTTTTY
ATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACC
GCTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGTG
AGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCAG
TCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATTC
TAAAGATTCCACATATTCACTCAGCTCCACCCTTACALT
GAGCAAAGCCGACTATGAAAAACATAAAGTTITACGCAT
GTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCACA
AAATCOTTTAACCCGCGGTGAGTGY

Vanable LC + Kappa
Constant (mucicotide)

GACATCCAGATCGACCCAGTCTCCATCCTCCCTGTCTGCA
TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAG
TCAGGGCATTAGAAATGATTTAGGCTGGTATCAGCAGA
AACCAGGCAAAGCCCCTAAGCGCCTCGATCTATGCTGCA
TCCAGTTTGCCAAGTGGGGTCCCATCAAGGTTCAGCGGC
AGTGGATCTGGGACAGAATTCACTCTCACAATCAGCAG
CCTGCAGCCTGAAGATTTITCGCAATTTATTACTGTCTACA
GCATAATAGTTACCCGTGGACGTTCGGCCAAGGGACCA
AGGTGCAAATCAAACGTACGGTAGCTGCCCCTTCAGTTT
TTATCTTTCCGCCGTCTOACGAGCAGTTAAAATCCGGGA
CCGCTTCTGTAGTTTGCCTGCTGAATAATTTITATCCGEG
TGAGGUTAAAGTACAATGGAAAGTCCGACAATGCTTITGC
AGTCGGGAAATTCACAGOAAAGTGTITACGGAGCAGGAT
TCTAAAGATTCCACATATTCACTCAGCTCCACCCTTACA
CTGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGC
ATGTGAGGTCACGCACCAAGGATTATCCAGTCCGGTCA
CAAAATCGTTTAACCGCGGTGAGTGT

Variable LC + Kappa
Constant (nuclectide)

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTOCGCA
TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAG
TCAGGGCATTAGAATTGATTTAGGCTGGTTTCAGCAGAA
ACCAGGGAAAGCCCCTAAGCGCCTCATCTATGCTGCATC
CAGTTTGCCAAGTGOGGTCCCATCAAGGTTCAGCGGCA
GTGGATCTGOGACAGAATTCACTCTCACAATCAGCAGC
CTGCAGCCTGAAGATTTTGCAACTTATTACTGTCTACAG
CATAATAGTTACCCGTGGACGTTCGGUCAAGGGACCAA
GOTGGAGATCAAACGTACGGTAGCTGCCCCTTCAGTTTT
TATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGAC
COCTTCTGTAGTTTGCCTGCTCAATAATTTTTATCCGCGT
GAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCA
GTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATT
CTAAAGATTCCACATATTCACTCAGUTCCACCCTTACALC
TGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCA
TGTGAGGTCGACGCACCAAGGATTATCCAGTCCGGTCAL
AAAATCCTTTAACCGCGGTGAGTGT

WO 2023/212294
349 ATX-P-424
350 ATX-P-425
351 ATX-P-430

Variable LC + Kappa
Constant (nucleotide)

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTOTCTTTG
TCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGLCAG
TCAGAGTGTTAGCAGCAGCTACTTAGCCTGGTACCAGCA
GAAACCTGGCCAGGUTCCCAGGCTCCTCATCTATGOTGL
ATCCAGCAGGGCCACTGGCATCCCAGACAGGTTCAGTG
GCAGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCA
GACTGGAGCCTGAAGATITTGCAGTGTATTACTGTCAGC
AGTATGGTAGCTCACCTCCCACTTTCGGCGGAGGGACCA
AGGTGCGAAATCAAACGTACGGTAGCTGCCCCTTCAGTTT
TTATCTTTCCGCCOTCTGACGAGUCAGTTAAAATCCGGGA
CCGCTTCTGTAGTTTGCCTGCTGAATAATTTITATCCGCG
TCAGGCTAAAGTACAATGCGAAAGTCGACAATGCTTTGC

140
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AGTCGGCAAATTCACAGGAAAGTGTTACGGAGCAGGAT
TCTAAAGATTCCACATATTCACTCAGCTCCACCCTTACA

CTGAGCAAAGCCGACTATGAAAAACATAAAGTITACGC
ATGTGAGGTCGACGCACCAAGGATTATCCAGTCCGGTCA

CAAAATCGTTITAACCGCGGTGAGTGT

Vaudable LC + Kappa
Constant {(nucleotide)

GACATCCAGATGACCCAGTCTCCATCTTICCGTGTCTIGCA
TCTGTAGGAGACAGAGTCACCATCACTTGTCGGGCGAG
TCAGGGTATTAGCAGUTGGTTAGCCTGGTATCAGCAGA
AACCAGGCAAAGCCCCTAAGUTCCTGATCTATGCTGCAT
CCAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGCGGC
AGTGCGATCTGGGACAGATTTCACTCTCACCATCAGCAGC
CTGCAGCCTGAAGATTTTGCAACTTACTATTGTCAACAG
GCTAACAGTTTCCCGTGGACGTTCGGCCAAGGGACCAA
AGTGGATATCAAACGTACGGTAGCTGCCCCTTCAGTTET
TATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGAC
CGCTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGT
GAGGCTAAAGTACAATGGAAAGTCGACAATGOTTTGCA
GTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATT
CTAAAGATTCCACATATTCACTCAGCTCCACCCTTACAC
TCAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCA
TGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCAC
AAAATCGTTTAACCGCGGTGAGTOT

Variable LC + Kappa
Constant (auclectide)

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCA
TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAG
TCAGGGCATTAGAAATGATITAGGCTGGTATCAGCAGA
AACCAGGGAAAGCCCCTAAGCGCCTGATCTATGCTGCA
TCCAGTTTGCAAAGTGGGGTCCCATCAAGGTICAGCGGL
AGTGGATCTGGGACAGAATTCGCTCTCACAATCAGCAG
CCTGCAGCUTGAAGATTTTGCAACTTATTACTGTCTACA
GCATAATAGTTACCCTCTCACTTTCGGUGGAGGGACCAA
GCTGGAGATCAAACGTACGGTAGCTGCCCCTTCAGTTIT
TATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGAC
CGUTTCTGTAGTTTGCCTGCTGAATAATTITTTATCCGOGT
GAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTIGCA
GTCGOCGAAATTCACAGGAAAGTGTTACGGAGCAGGATT
CTAAAGATTCCACATATICACTCAGCTCCACCCTTACAL
TGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCA
TGTGAGGTCGACGCACCAAGGATTATCCAGTCCGGTCAL
AAAATCGTTTAACCGCGGTGAGTGT

WO 2023/212294
352 ATX-P-439
353 ATX-P-423
354 ATX-P-438

Variable LC + Kappa
Constant (nucleotide)

GAAATTGTGCTGACTCAGTCTCCCGGCACACTGTCTCTT
AGCCCTGGCGAAAGAGCCACACTGAGCTGTAGAGCCAG
CCAGAGCGTOTCCAGAAGCTACCTGGCTTGGTATCAGC
AGAAGCCCGGACAGGCTCCCAGACTGCTGATCATCGGA
GCCTCTACAAGAGCCACCGGCATTCCCGATAGATTCAGC
GGCTCTGGCAGCGGCACCGATITCACCCTGACAATCAGC
AGACTGGAACCCGAGGACTTCGOCGTGTACTACTGTCA
GCAGGGCCAAGTGATCCCTCCTACCTTTGGCCAGGGCAC
CAAGGTGCAAATCAAACGTACGCGTAGCTGLCCCCTICAG
TITTTATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCG
GGACCGCTTCTGTAGTTTGCCTGCTGAATAATTTITATCC
GCGTCAGGCTAAAGTACAATGGAAAGTUGACAATGCTT
TGCAGTCGGGAAATTCACAGGAAAGTGTTACGGAGCAG
GATTCTAAAGATTICCACATATTCACTCAGCTCCACCCTT
ACACTGAGCAAAGCCGACTATCGAAAAACATAAAGTTTA
CGCATGTGAGGTGACGCACCAAGGATTATCCAGTCCGG
TCACAAAATCGTTTAACCGCGGTGAGTGT
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ATX-P-448

Variable LC + Kappa
Constant (nucleotide)

GAAATTGTGTTGACGCAGTCTCCAGCCACCCTGTCITIC
TCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGLCAG
TCAGAGTGTTAGCAGCTACTTAGCCTGGTACCAACAGA
AACCTGGCCAGGCTCCCAGGCTCCTCATCTATGATGCAT
CCAACAGGGCCACTGGCATCCCAGCCAGGTTCAGTGGC
AGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCAGC
CTAGAGCCTGAAGATTITTGCAGTTITATTACTGTCAGCAG
CGTAGCAACTGGUCTCTCACTITCGGCGGAGGGACCAA
GGTGGAGATCAAACGTACGGTAGCTGCCCCTTCAGTTITT
TATCTTICCGCCOTCTGACCAGCAGTTAAAATCCGGGAL
CGCTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGT
GAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTIGCA
GTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATT
CTAAAGATTCCACATATTCACTCAGCTCCACCCTTACAC
TCGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCA
TGTGAGGTCACGCACCAAGGATTATCCAGTCCGGETCAL
AAAATCGTTTAACCGCGGTGAGTGT

ATX-P-449

Vanable LC + Kappa
Constant (nuckeotide)

GAAATTGTGTTGACGCAGTCTCCAGCCACCCTGTOTTIC
TCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAG
TCAGAGTGTTAGCAGCTACTTAGCCTGGTACCAACAGA
AACCTGGCCAGGCTCCCAGGCTCCTCATCTATGATGCAT
CCAACAGGGCCACTGGCATCCCAGCCAGGTTCAGTEGC
AGTGGCGTCTGGGACAGACTICACTCTCACCATCAGCAGT
CTAGAGCCTGAAGATTTTGCAGTTTATTACTGTCAGCAG
COTAGCAACTGGCCTCTCACTTTCGGCGGAGGUGACCAA
GGTGOAGATCAAACGTACGGTAGCTGCCCCTTCAGTTTY
TATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGAC
COCTICTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGT
GAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCA
GTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATT
CTAAAGATTCCACATATTCACTCAGCTCCACCCTTACAC
TCGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCA
TGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCAC
AAAATCGTTTAACCGCGGTGAGTGT

(¥
o4
~1

ATX-P-433

Vatable LC + Kappa
Constant (mucicotide)

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCA
TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAG
TCAGAGCATTAGCATCTATTTAAATTGGTATCAGCAGAA
ACCAGGCGACAGCCCCTAAGCTCCTCGATCTATGCTGCATC
CAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGTGGCA
GTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGTC
TGCAACCTGAAGATTTTGCAGCTTACTACTGTCAACAGA
GTTACACTACCCCGCTCACTTTCGGCGGAGGGALCCAAG
GTGGAAATCAAACGTACGGTAGCTGCCCCTTCAGTTTIT
ATCTTTCCGCCGTCTCGACGAGCAGTTAAAATCCGGCACC
GCTICTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGTG
AGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCAG
TCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATIC
TAAAGATTCCACATATTCACTCAGCTCCACCCTTACACT
GAGCAAAGCCGACTATCGAAAAACATAAAGTTTACGCAT
GTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCALCA
AAATCGTTTAACCGCGGTGAGTGT

358

ATX-P-435

Vanable HC + Constant
higGl-Agly-Fe

QLOLOQESGPGLVKPSETLALTCTVSGGSISSSSSYWGWIRQP
POKGLEWIGSIY YSGSTY SNPSLESRVTISVDTSKNQFSLEL
SSVTAADTAVY YCARQYISGTEYFQYWGQGTLVTVSSAST
KGPSVFPLAPSSKSTSGGTAALGCLYVKDYFPEPVTVSWNS
GALTSGVHTFPAVLOSSGLYSLSSYVTVPSSSLGTOTYICN
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VNHKPSNTKVDKRVEPK SCDKTHTCPPCPAPELLGGPSVE
LEPPKPKDTLMISRTPEVTCVVYVDVSHEDPEVKENWY VDG
VEVHNAKTKPREEQYASTYRVVSVLTVLHODWLNGKEY
KCEVSNKALPAPIEKTISKAKGOPREPOQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQOPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTOK
SLSLSPG

()
o4
o

ATX-P-436

Variable HC + Constant
higGl-Aglv-Po

QLOLQESGPGLVKPSETLSLTCTVSGGRISSSSSY WGEWIROP
POGKCLEWIGSIYYSGSTYSNPSLKSRVTISVDTSKNQFSLKL
SSVTAADTAVYYCARQYISGTEYFQYWGQGTLVTVSSAST
KGP3VEPLAPSSKSTSGGTAALGCLVEDYFPEPVTVEWNS
GALTSGVHTFPAVLOSSGLYSLASVVTVPSSSLGTQTYICN
VNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVE
LEPPEPKDTLMISRTPEVTICVVVDVSHEDPEVKFNWY VDG
VEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLNGKEY
KCKVSNKALPAPIEKTISKAKGQPREPQVYTEPPSREEMTK
NQVSLTCLVEGEFYPSDIAVEWESNGOPENNYKTTPRVLDS
DGSFFLY SKLTVDKSRWQQGNVESCSVMHEALHNHY TOK
SLSLSPG

ATX-P-434

Vanable HC + Constant
higGl-Aglv-Fc

OVOLOESGPGLVEPSETLSLTCTVSGGSVSSGSYYWSWIR
QPPGKGLEWIGYIYYSGSTSYNPSLKSRVSISVOTSKNQFSL
KLSSVTAADTAVEYCARAKWEGDYFDYWGQGTLVTVSS
ASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFPEPVTVEW
NSGALTSGVHTFPAVLQSSGLY SLSSYVTVRSSSLGTOTYIC
NVNHKPINTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSY
FLFPPKPEKDTLMISRTPEVTCVVVDVSHEDPEVEKFNWY VD
GVEVHNAKTEPREEQYASTYRVVSVLTVLHODWLNGEE
YRCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMT
KNOQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLD
SDGRFFLYSELTVDBESRWQOGNVESCIVMHEALHNBYTO
KSLSLSPG

ATX-P-435

Vanable HC + Constant
higGl-Aglv-Fc
{mucleotide)

CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAA
GCCTTCGGAGACCCTGTCCCTCACCTGCACTGTCTCTGG
TGGTTCCATCAGCAGTAGTAGTTCCTACTGGGGCTGGAT
CCGCCAGCCCCCAGGGAAGGGACTGGAGTGGATTIGGGA
GTATCTATTATAGTGGGAGCACCTACTCCAACCCGTCCC
TCAAGAGTCGAGTCACCATATCCGTAGACACGTCCAAG
AATCAGTTCTCCCTGAAGCTGAGCTCTGTGACCGUCGCA
GACACGGCTGTCTATTACTGTGCGAGACAGTATATAAGT
GGAACTGAATACTTCCAGTACTGGGGCCAGGGCACCCY
GGTCACCGTCTCCTCAGCTAGCACTAAAGGGCCTTCTGT
ATTTCCCTTGGUCCCGTCCAGCAAATCGACCTCGGGAGE
GACAGCCGCCCTGGGTTGCCTTIGTGAAAGATTATTTCCC
TGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGA
CAAGTGGTGTGCACACGTTTCCTGCCETCCTGCAATCAT
CGGGCTTGTATAGCCTCAGCTICTGTGGTCACTGTCCCAA
GTTCATCGCTGGGCACTCAGACGTATATTTGCAATGTGA
ACCACAAACCTICAAATACAAAAGTGGATAAACGCGTA
GAACCGAAATCGTGTGATAAAACTCACACATGCCCGLC
ATGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTGTT
CCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCAG
CCGTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGTC
CCACCGAAGATCCCGAAGTTAAGTTCAATTGGTATGTTGA
TGOCTGTAGAGGTACACAATGUCTAAGACTAAACCTCGCG
AGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTTC
TGACCGTICCTTICACCAAGATTGGCTTAACGGCAAAGAAT

143




WO 2023/212294

PCT/US2023/020354

ATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCA

ATCOAGAAAACCATTTCCAAGOCCAAAGGTCAACCAAG
AGAACCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGA
AATGACTAAAAATCAAGTATCCCTTACGTGTICTGGTTAA
AGGTTTTITATCCTAGCGATATTGCTGTTGAATGGGAATC

GAACGGTCAGCCGGAGAATAATTATAAAACAACGCCAC
CCGTCCTGOATAGCGACGGCTCATTTTITICTGTATAGCA

AACTGACTGTAGATAAATCACGGTGGCAGCAGGGCAAT
GTATTCAGTTIGCTCCGTTATGCATGAAGCGTTACATAAT

CACTACACGCAGAAATCICTTAGTCTTTCACCCGGT

362

ATX-P-436

Variable HC + Constant
heGl-Agly-Fc
{nucleotide)

CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAA
GCCTTCGGAGACCCTGTCCCTCACCTGCACTGTCTCTGG
TGGTTCCATCAGCAGTAGTAGTTCCTACTGGGGUTGGAT
CCGCCAGCCCCCAGGCAAGGGACTGGAGTGGATTGGGA
GTATCTATTATAGTGGGAGCACCTACTCCAACCOCGTCCO
TCAAGAGTCGAGTCACCATATCCGTAGACACGTCCAAG
AATCAGTTICTCCCTGAAGCTGAGCTUTGTGACCGUCGCA
GACACGGCTGTGTATTACTGTGCGAGACAGTATATAAGT
GOAACTGAATACTTCCAGTACTGGGGCCAGGGCACCCT
GGOTCACCGTCTCCTCAGCTAGCACTAAAGGGCCTICTGY
ATTTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGAGG
GACAGCCGCCCTGOOGTTGCCTTETGAAAGATTATTTCCC
TCGAGCCAGTTACCGTAAGTTOGAACAGTGGGGLGCTGA
CAAGTGGTGTGCACACGTTTCCTGCCGTCCTGCAATCAT
CGOGCTTOTATAGCCTCAGCTCTGTGGTCACTGTCCCAA
GTTCATCGUTGGGCACTCAGACGTATATTIGCAATGTGA
ACCACAAACCTTCAAATACAAAAGTGGATAAACGCGTA
GAACCGAAATCGTGTCATAAAATTCACACATGCCCGCC
ATGCCCGGCACCTGAACTGCTTGGTGOTCCCAGCGTETT
CCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCAG
CCGTACGLCAGAGGTGACATGTGTCGTGOTTGACGTGTC
CCACGAAGATCCCGAAGTTAAGTTCAATTIGGTATGTIGA
TGGTGTAGAGGTACACAATGCTAAGACTAAACCTCGCG
AGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTTC
TGACCGTCCTTCACCAAGATTGGCTTAACGGCAAAGAAT
ATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCA
ATCCAGAAAACCATTITCCAAGGCCAAAGGTCAACCAAG
AGAACCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGA
AATGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAA
AGGTTTTTATCCTAGCGATATTGCTGTTGAATGGGAATC
GAACGGTCAGCCGGAGAATAATTATAAAACAACGCCAC
CCGTCCTGGATAGCGACGGCTCATTTTTICTGTATAGCA
AACTGACTGTAGATAAATCACGGTGGCAGCAGGGCAAT
GTATTCAGTTGCTCOGTTATGCATGAAGCGTTACATAAT
CACTACACGCAGAAATCICTTAGTCTTTICACCCGGT

363

ATX-P-434

Variable HC + Constant
higGl-Agly-Fe
{nucleotide)

CAGGTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAA
GCCTTCGGAGACCCTOTCCCTCACCTGCACTETCTCTGG
TGGCTCCGTCAGCAGTGGTAGTTACTACTGGAGCTGGAT
CCGGCAGCCCCCAGGCAAGGGACTGCAGTGOATTGGGT
ATATCTATTACAGTGGGAGCACCAGCTACAACCCCTCCC
TCAAGAGTCGAGTCTCCATATCAGTAGACACGTCCAAG
AACCAGTTICTCCCTGAAGCTGAGCTCTGTGACCGCTGCG
GACACGGCCGTGTTTTACTGTGCCGAGAGCTAAGTGGGA
AGGGGACTACTTTGACTACTGGGGCCAGGGAACCCTIGG
TCACCOGTCTCCTCAGCTAGCACTAAAGGGCCTTICTGTAT
TICCCTTIGGCCCCGTCCAGCAAATCGACCTCGGGAGGGA
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CAGCCGCCCTGOGTTGCCTTOTGAAAGATTATTTCCCTG
AGCCAGTTACCGTAAGTTGGAACAGTGGGGCGUTGACA
AGTGGTGTGCACACGTTTCCTGCCGTCCTGCAATCATCG
GGCTTGTATAGCCTCAGCTCTGTGGTCACTGICCCAAGT
TCATCGCTGGGCACTCAGACGTATATTTGCAATGTGAAC
CACAAACCTTCAAATACAAAAGTGGATAAACGCGTAGA
ACCGAAATCGTGTOATAAAACTCACACATGCCCGLCAT
GCCCGGCACCTGAACTGCTTGGTGGTCCCAGUGTGTTCC
TGTTCCCGCCCGAAGCCTAAAGATACTCTAATGATCAGCC
GTACGCCAGAGGTGACATGTCTCGICGTTGACGTIGTCCC
ACGAAGATCCCGAAGTTAAGTTCAATTOGTATGTITGATG
GTGTAGAGGTACACAATGCTAAGACTAAACCTCGCGAG
GAGUAGTACGCCTCGACCTATCOTGTCGTGAGCGTICTG
ACCGTCCTTCACCAAGATTGGUTTAACGGCAAAGAATAT
AAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAAT
COAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAGAG
AACCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGAAA
TCGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAG
GTTTTTATCCTAGCGATATTIGCTGTTGAATGGGAATCGA
ACGGTCAGCCGGAGAATAATTATAAAACAACGCCACCC
GTCCTGCGATAGCGACGGCTCATTTTITICTGTATAGCAAA
CTGACTGTAGATAAATCACGGTGGCAGCAGGGCAATGT
ATTCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCA
CTACACGCAGAAATCTCTITAGTCTTTICACCCGOT

364

ATX-P-435

Variable LC + Kappa
Counstant

EIVLTOSPATLSLSPGERATLSCRASQSVSNYLAWYQOKFPG
QAPRLLIVDASNRATGIPARFSGSGSGTDFTLTISSLERPEDF A
VYYCQORSNWESFGQGTRLEIKRTVAAPSVFIFPPSDEQLK

SGTASVVCLLNNFYPREAKVOWKVDNALOSGNSQESVTE

QDSKDSTYSLSSTLTLSKADYEKHK VY ACEVTHQGLSSPY

TKSFNRGEC

365

ATX-P-436

Variable LC + Kappa
Counstant

DIOMTOQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKPG
KAPKLLIYAASSLOSGVPSEFSGSGSGTDFTLTISSLOPEDF
ATYYCQOSYSTPLTFGGGTKVEIKRTVAAPSVFIFPPSDEQL
KSGTASVVCLLNNEFYPREAKVOWEVDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSP
VTKSENRGEC

366

ATX-P-434

Variable LC + Kappa
Constant

DICMTOSPSSLSASVGDRVTITCRASQSIY SYLNWYQQKPG
KAPNHLIYAASSLOSGVPSRFSGSGSGTDFTLTISSLHPEDF
ATYYCQOSYSTPPYTFGQGTK VEIKRTVAAPSVEIFPPSDE
QLESGTASVVCLLNNFYPREAKVOQWRVDNALOSGNSQES
VIEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLS
SPVTKSFNRGEC

367

ATX-P-435

Vanable LC + Kappa
Constant (nucleotide)

GAAATTGTGTTGACACAGTCTCCAGCCACCCTGTCTTITG
TCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGBCCAG
TCAGAGTGTTAGCAACTACTTAGCCTGGTACCAACAGA
AACCTGGCCAGGCTCCCAGGUTCCTCATCTATGATGCAT
CCAACAGGGUCACTGGCATCCCAGCCAGATTCAGTGEC
AGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCAGC
CTGGAGCCTCGAAGATTTTGCAGTTTATTACTGTCAGCAG
CGTAGCAACTGGCCCTCCTTCGGCCAAGOGACALGACT
GGAGATTAAACGTACGGTAGCTGCCCCTTCAGTTTTTAT
CTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACCGE
TICTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGTGAG
GCTAAAGTACAATGGAAAGTCGACAATGCTTTGCAGTC
GGCGAAATTCACAGGAAAGTGTTACGGAGCAGGATTCTA
AAGATTCCACATATTCACTCAGCTCCACCCTTACACTGA
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GCAAAGCCGACTATGAAAAACATAAAGTTTACGCATGT
GAGGTGACGCACCAAGGATTATCCAGTCCGGTCACAAA
ATCGTITAACCGCGGTGAGIGT

ATX-P-436

Vadable LC + Kappa
Constant (mucicotide)

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTUTGLA
TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAG
TCAGAGCATTAGCAGCTATITAAATTGGTATCAGCAGAA
ACCAGGGAAAGCCCCTAAGCTCCTGATCTATGCTGCATC
CAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGTGGCA
GTGGATCTGOGACAGATTTCACTCTCACCATCAGCAGTC
TGCAACCTGAAGATTTTGCAACTTACTACTGTCAACAGA
GTTACAGTACCCCGCTCACTTTCGGCGCGAGGGACCAAG
GTGGAAATCAAACGTACGGTAGCTGCCCCTTCAGTTTTT
ATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACC
GCTICTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGTG
AGGUCTAAAGTACAATGGAAAGTCGACAATGCTTTGCAG
TCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATTC
TAAAGATTCCACATATTCACTCAGCTCCACCCTTACACT
GAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCAT
GTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCACA
AAATCGTTTAACCGCGGTGAGTOT

369

ATX-P-434

Variable LC + Kappa
Counstant (nuciectide)

GACATCCAGATGACCCAGTCTCCATCCTICCCTGTCTGCA
TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAG
TCAGAGCATTTACAGCTATTTAAATTGGTATCAGCAGAA
ACCAGGGAAAGCCCCTAATCACCTGATCTATGCTGCATC
CAGTTTGCAAAGTGGGGTCCCATCAAGOTTCAGTGGCA
GTGGATCTGGGACAGATTITCACTCTCACCATCAGCAGTC
TGCACCCTGAAGATTTIGCAACTTACTACTGTCAACAGA
GTTACAGTACCCCTCCGTACACTTITTGGCCAGGGGACCA
AGGTGGAAATCAAACGTACGGTAGCTGCCCCTTCAGTTT
TTATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGA
CCGCTTCTGTAGTTTGCCTGCTGAATAATTTITATCCGCG
TCAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGC
AGTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGAT
TCTAAAGATTCCACATATTCACTCAGCTCCACCCTTACA
CTGAGCAAAGCCGACTATCGAAAAACATAAAGTITACGC
ATGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCA
CAAAATCGTTTAACCGCGGTGAGTGT

106228

Human

Angiopoietin-related

protein 7 {(UniProt  Accession No. 43827}

MLKKPLSAVTWLCIEIVAFVSHPAWLOKLSKHK TPAQPOLKAANCCEEVKELKAQVAN
LSSLLSELNKKQERDWVSYVMOVMELESNSKRMESRLTDAESKYSEMNNOIDIMOLOA
AQTVTQTSADAIYDCSSLYQKNYRISGY YKLPPDDFLGSPELEVFCDMETSGGGWTIIOR
RKSGLVSFYRDWKQYKQGFGSIRGDFWLGNEHIHRLSRQPTRLRVEMEDWEGNLRY AR
YSHFVLGNELNSYRLFLGNY TGNVGNDALQYHNNTAFSTKDKDNDNCLDKCAQLRKG
GYWYNCCTDSNLNGYYYRLGEHNKHLDGITWYGWHGS TYSLKRVEMKIRPEDFKP
(SEQ 1D NO: 370).
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100228} Human Angiopoietin-related protein 7 L39P L84P  variant {(ATX-P-62)
MLEKKPLSAVTWLCIFIVAFVSHPAWLOKLSKHKTPAQPOLKAANCCEEVKEL KAQVAN
PSSLLSELNKKQERDWVSVVMOVMEPESNSKRMESRLTDAESKYSEMNNQIDIMQLQA
AQTVTQTSADAIYDOSSLYQRENYRISGVYKLPPDDFLGSPELEVFCDMETSGGGWTIIQR
RKSGLYSFYRDWERQYRQGFGSIRGDFWLGNEHIHRLSROQPTRLRVEMEDWEGNLRYAE
YSHEVEGNELNSYRLFLGNYTGNYVGNDALGYHNNTAFSTRDKDNDNCLDRKCAQLRKG
GYWYNCCTDSNENGVYYRLGEHNKHEDGITWY GWHGSTYSLKRVEMKIRPEDFKP
{(SEQ 1D NO: 371

{00238} Human Angiopoietin-related protem 7 L59 GGPGG  variant (ATX-P-63):
MLKKPLSAVTWLCIFIVAFVSHPAWLOKLSKHKTPAQPOQLKAANCCEEVKELKAQVAN
GGPGGSSLLSELNKKQERDWVSVVMQVMELESNSKRMESRLTDAESKYSEMNNQIDI
MOLQAAQTVTOQTSADAIYDCSSLYOKNYRISGYVYKLPPDDFLGSPELEVFCDMETS GGG
WTHORRKSGLYSFYRDWKQOQYKQGFGSIRGDFWLGNEHIHRLSROQPTRLRVEMEDWEG
NLRYAEYSHFVLGNELNSYRUFLGNYTGNVGNDALQYHNNTAFSTKDKDNDNCLDKC
AQLREKGGYWYNCCTDANLNGYY YRLGEHNKHLDGITWYGWHGSTYSLERVEMEKIRPE
DFEP (SEQID NO: 372,

{86231} Human Angiopoietin-related protein 7 fibrinogen  domam (ATX-P-60):
YDCSSLYQENYRISGVYRLPPDDFLGSPELEVFCDMETSGGGWTHORRKSGLYSFYRD
WKOYKQGFGRIRGDFWLGNEHIHRLSROPTRLRVEMEDWEGNLRYAEYSHFVLGNELN
SYRLFLONYTONVONDALQYHNNTAFSTKDKDNDNCLDKCAQLRKGGYWYNCCTDS
NENGVYYRLGEHNKHLDGITWYGWHGSTYSLERVEMKIRPED (REQ ID NO: 373},
{09232} Human Angiopoietin-related protein 7 wild type muoltimer (PExi-1}

[860233] MLEKKPLSAVTWLCIFIVAFVAHPAWLOKLSKHEKTPAQPOLKAANCCEEVKEL
KAQVANLSSLLSELNKKQGERDWVYVSVVMOVMELESNSKRMESRLTBAESKYSEMNNGI
DIMQLOAAQTVTOQTSADAIYDCRSLYQKNYRISGVYKLPPDDFLGSPELEVFCDMETSG
GOGWTIIQRRESGLYSFYRDWK QYK QGFGSIRGDFWLGNEHIHRLSROPTRLRVEMEDW
EGNLRYAEYSHFVLGNELNSYRLFLGNYTGNVGNDALQYHNNTAFSTKDKDNDNCLD
KCAQLRKGGYWYNCCTDSNLNGVY YRLGEHNKHLDGITWYGWHGSTYSLKRVEMKI
RPEDFKP (SEQ 1D NO: 374).
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180235} Various embodiments of the present disclosure are described herein. Varations of
those embodiments may become apparent to those of ordinary skill in the art upon reading the
foregomng 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 of the present
disclosure include all modifications and equivalents of the subject matter recited in the claims
appended hereto as pernutted 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 coniradicted by

context.
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CLAIMS

What 1s claimed 15

i An antibody, or an antigen binding fragment thereof, which specifically binds human
Angiopoietin-Like Protein 7 {ANGPTL7), optionally wherem said human ANGPTL7 15 2
polypeptide which comprises or consists of the amino acid sequence of any one of SEQ 1D NOs:

370 to 374.

VA 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,
ANGPTLY protein treatment, or ANGPTL7 protein with an isotype control anttbody
treatment; and/or

b. binds to ANGPTL7 with a Ko of about 100nM 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

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 fragroent thereof, of claim 1 or claim 2, which 1s

monocional, optionally recombinant.

4. The antibody, or an antigen binding fragment thereof, of any one of claims 1 to 3, which
18 human, humanized or chimeric.

5 The antibody, or an antigen binding fragment thereof, of any one of claims 1 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’-8H, a (Fab")2,
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a single-domain antibody (sdAb}, a VHH antibedy, a nancbody, a camelid-derived single-

domain antibody, a shark IgNAR-derived single-domain antibody fragment (VNAR), a diabedy,

a triabody, an anticalin or an aptamer, optionally wherein the antibody 15 a full length antibody

comprising an Fc region such as a human fgG1, [gG2, 1gG3 or IgG4 region.

6. The antibody, or an antigen binding fragment thereof, of any one of claims 1 to 5, which

1s conjugated to at least one additional motety, optionally selected from:

a. anantigen binding motety, 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;

b. a therapeutic or cytotoxic moiety;

¢ a detection moiety;

d. a purification moiety;

e 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 15 conjugated to the C-~ or N- termamus of the antibody.

7. The antthody, or an antigen binding fragment thereof, of any one of claims 1 to 6, which

15 a polypeptide comprising:

4.

one, two or afl three HCDRs of any one of the exemplary antibodies the sequences of
which are provided s Table 11, and optionally also one, two or all three of the
corresponding LUDRSs of said exemplary antibody, and/or

3 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% 1dentity to the corresponding VL sequence of
said exemplary antibody, preferably wherein vartation 1s not permitied in the HCDRs
or LCDRs; and/or

all six UDRs of any one of the 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
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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 in Table 11, and optionally also the
corresponding full length bight chaim (VL + constant) sequence of said exemplary

antibody.

& A polynuclectide encoding an antibody, or an antigen binding fragment thereof, of any
one of clamms 1 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 anttbodies the sequences of which are provided in Table 11.

9. An expression vector comprising the polynucleotide of claim &, which is optionally an
adeno-associated virus (AAV) vector, a lentiviral {L.V) 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, diuent or preservative; and/or

b. at least one additional active ingredient.

11, The pharmaceutical composition of claim 10, which is suntable for ocular admumsiration
to a subject, optionally by delivery using a conjunctival msert, 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.

12. The antibody, or an antigen binding fragment thereof, according to any one of claims 1 {0
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 eve in a subject.
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13, The antibody, fragment, polynucieotide, vector, or composition for use according o
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, polynucieotide, vector or composition for use according to claim
12 or 13, wherein the method comprises ocular adminisiration of the antibody, preferably by
mjection into the vitreous fluid, and wherein said admimnistration preferably relieves at least one
sympiom 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.

18. The antibody, fragment, polvnucleotide, vector or composition for use according to any
one of clatms 12 to 14, where the disease 15 glaucoma and/or a disease affecting the optic nerve
or retinal ganglion cells, optionally wherein said glaucoma 1s primary or glucocorticoid-induced

glaucoma.

16. Anantibody directed against Angiopoietin-Like Protein 7 {ANGPTL7) peptides, or an
antigen-binding fragment thereof, comprising a beavy chain variable region (VH} comprising
complementarity determining regions {CDRs) HCDRI, HCDRZ, and HCDR3, and a light chain
variable region (VL) comprising complementarity determining regions ({CDRs) LCDRI,

LCDR2, and LCDR3, wherein:

the HCDRT comprises one of the following amimo acid sequences:

(a) XaY20G (SEQID NG 1), wherem Xy s Sor By, Xo s Gor Y, Xas Sor H;

(LY TSGVGVG (SEQ 1D NO: 18)

(¢} XXM Xs (SEQID NG 27y, wherem X113V, 5, D or T; X0 s Y, H or F; Xsis I,
0,8, or A; Xais H S, or Ns or

(d) SXaSXYWX (SEQ ID NG: 74, wherein X1is Sor G, Xais S or Y. X518 Gor &

wherein the HCDR2 comprises one of the following amino acid sequences:

[—y
¥4
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(a) WX 2GXEXaGXs TR YAQX X XoG(SEQ 1D NO: 7), wherein X5 18 §, | or N; Xz 18
Aor P XassYor N, XaisNor T, XsisNor A, XesNorK; Xois Nor K XeisLorF, Xois R
or

{b) LIYWNDDEKX YSPSLKS (SEQ 1D NO: 213, wherein Xi is R or 3

(¢} KaiXoXsXKaXsXeXoXsXoX 10X 11 X12X13XuX1sG (SEQ 12 NO: 43), wherein X518 G, T,
SAV Hol X slorM, XD N T S or G XaisP, W, S, G orY; XsisD, AN S, or
Y Xeis Gor S, Xos D, G Y, S, Lor N, XeisT S, NL Y,orln XoisY, T.F MK G orl;
KoisY,GorF, XnusP,YV,oo A, XpisGE D or A, XnsSor D Xisis V, L, or §; Xysis K oor
M; or

{d)y XoIYYSGSTXGSNPSLKS (SEGQ ID NG: 78) wherein X118 8, 0r ¥, X218 Y or §;

wherein the HCDR3 comprises one of the following amino acid sequences:

(a) SEQ 1D NOs: 13-17;

(b Xi2OXaXuXsXeFFDXy (SEQ ID NO: 24) wherein Xy 15§, D, or Ny X s Yor Py Xs 18
GolDXisDoa¥Y, XsisYouGXssWo b Xrsho¥,

(¢} SEQ ID NOs: 59-73; or

(d) XXX XaGXsKe X Xs KoY (SEQ 1D NO: 82y wherem Xa s Qor A; Xo s Y or K X
STor W XeisSor B, Xsis TorD XeisEor YV, XoisYorFoXeisFor 3, Xois Qor Y, and

wherein the LCDRT comprises an amino acid sequences of any of SEQ 1D NQg: 8§7-97, SEQ ID
NQOs: 123-127, or SEQ 1D NQOs: 141-149; the LCDRZ comprises an amino acid sequence of any
of SEC D NQGs: 99-109, SEQ 1D NQGs: 129-133, or SEQ D NOs 151-159; and the LCDR3
comprises an amino acid sequence of any of SEQ ID NOs: 1114121, SEQ ID NOs: 1354139, or
SEQ 1D NOs: 161-169,

17 An antibody directed agamst Angiopoietin-Like Protemn 7 (ANGPTL7} peptides, or an
antigen-binding fragment thereof, comprising a heavy chain variable region (VH) comprising
complementarity determining regions {CDRs) HCDRI, HCDR2, and HCDR3, and a light chain
variable region (VL) comprising complementarity deternuning regions (CDRs) LCDR1,

LCPR2, and LCDR3, wherein:
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the LCDRI comprises one of the following amino acid sequences:

{3} RASQXIX2XGXKE XS (SEQID NG 86), wherein Xa s Gor 8, KXo s §, R ar Y, Xa 18
S NorLXsisW D orY, XsisA, G orN;

{b) RSSQSLXKSXKXaXsXe YEX 7 (SEQ ID NO: 122), wheremn Xiis L or V;, Xo s H, Y,
or FXoisNo D, XasRor G Xsis Yor Ny Xeis Nor T Xsis D or N; or

{¢) RASOSVSX 1 2GX5XA (SEQ ID NO: 140y, wherein X8 S, N, or By Xo is Y or §; Xa
sLorY, XqisAorl;

wherein the LCDR2 comprises one of the following amino acid sequences:

{a) AXGSSLXGS (SEQ ID NG 98), wherein X1 s Aar T; X2 15 Q or B

(b} XGXoSNRXS (SEQ 1D NO: 128, wherein Xais L K, ar E; X s Gor V; Xsis A or
D or

(c) XyASXGRAT (SEQ ID NO: 150, wherein Xiis Dor G, Xu s N, 8, or T;

wherein the LCDR3 comprises one of the following ammo acid sequences:

() XaOXXuXPXe X7 (SEQID NG 110), wheremn Xao s Lor Q; Xo s A, H, 8§, or D;
XN For Y, Xawis S, T or N, Xss FY, r T Xeis W L LPor YV, XsisTor 'y,

(b) MOX1XXGKaPXT (SEQ ID NO: 134), wherem Xais Tor G, XaisLor T, X3 15 Q
o H, XesTorW. XsisY or W: or

(¢} QOXXaXaXeXsXeT (SEQ 1D NO: 160}, wherein X118 R, Y, or G; X218 8, G, ot G,
XKiisN, S, or V. Xais W S, or L Xs s PorL; Xes L, S, P, or T and

wherein the HCDR1 comprises an amino acid sequences of any of SEQ ID NOs: 2-6, SEQ 1D
NO¢: 19-20, SEQ ID NOs: 28-42, or SEQ 1D NOs: 75-77, the HCDR2 comprises an ammo acid
sequence of any of SEQ 1D NQGs: 3-12, SEQ 1D NQs: 22-23, SEQ 1D NOs 44-58, or SEQ 1D
NQs: 79-81; and the HCDR3 comprises an aming acid sequence of any of SEQ ID NOs: 13-17,
SEQ 1D NQOs: 25-26, SEQ 1D NOs: 59-73, or SEQ 1D NOs: 83-85.

18 The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amine acid
sequence of SEQ ID NO: 2; the HCDR2 comprises the amine acid sequence of SEQ 1D NO: g;
and the HCDR3 comprises the amino acid sequence of SEQ 1D NG: 13.
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19. The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amine acid
sequence of SEQ [D NG 3; the HCDRZ comprises the amino acid sequence of SEQ 1D NG: 9;
and the HCDR3 comprises the amino acid sequence of SEQ 1D NG: 14

20. The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amino acid
sequence of SEQ ID NGO 4; the HCDR2 comprises the amino acid sequence of SEQ 1D NO: 16,
and the HCDR3 comprises the anuno acid sequence of SEQ 1D NG: 15,

21 The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid
sequence of SEQ ID NGO: 35; the HCDR2 comprises the amino acid sequence of SEQ 1D NO: 11,
and the HCDR3 comywises the anuno acid sequence of SEQ 1D NG: 16,

22, The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid
sequence of SEQ 1D NO: 6; the HCDRZ comaprises the amino acid sequence of SEQ ID NO: 12;
and the HCDR3 comprises the anuno actd sequence of SEQ ID NO: 17

23 The antthody of claim 16 or claim 17, wherein the HCDR1 corprises the amimno acid
sequence of SEQ 1D NG 19, the HCDRZ coroprises the amino acid sequence of SEQ ID NO:

22; and the HCDR3 comprises the amino acid sequence of SEQ 1D NG: 25.

24. The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amino acid
sequence of SEQ 1D KO: 20, the HCDR2 comprises the amino acid sequence of SEQ ID NO:

23; and the HCDR3 comprises the amino acid sequence of SEQ 1D NG: 26.

25, The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino agid
sequence of SEQ D NO: 28; the HCDRZ2 comprises the amino acid sequence of SEQ ID NO:
44; and the HCDR3 comprises the amino acid sequence of SEQ 1 NO: 59.
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26. The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amino acid
sequence of SEQ 1D NOG: 29; the HUDRZ comprises the amino acid sequence of SEQ ID NO:
45; and the HCDR3 comprises the amino acid sequence of SEQ 13 NO: 60.

27. The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amino acid
sequence of SEQ 1D NO: 30; the HCDR2 comprises the amino acid sequence of SEQ [D NO:
46; and the HCDR3 comprises the amino acid sequence of SEQ 13 NG: 61

28 The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid
sequence of SEQ 1D NQ: 31; the HCDR2 comprises the amino acid seguence of SEQ ID NG:
47, and the HCDR3 comprises the amino acid sequence of SEQ 1D NO: 62.

29. The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amino acid
sequence of SEQ 1D NO: 32; the HCDR2 comprises the amine acid sequence of SEQ ID NO:
48; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 63

30. The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amimo acid
sequence of SEQ ID NO: 33; the HCDR2 comprises the aming acid sequence of SEQ D NG:
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 HCDR1 comprises the amino acid
sequence of SEQ ID NGO 34; the HCDRZ2 comprises the amino acid sequence of SEQ 1D NO:
50; and the HCDR3 comprises the anmino acid sequence of SEQ ID NO: 65

32. The antibody of clainy 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 1D NG:
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 HCDR1 comprises the amine acid
sequence of SEQ ID NG 36; the HCDRZ comprises the amino acid sequence of SEQ 1D NO:
52; and the HCDR3 comprises the amino acid sequence of SEQ D NG: 67,

M
[¥43
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34. The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amine acid
sequence of SEQ [D NG 37; the HCDRZ comprises the amino acid sequence of SEQ 1D NO:
53; and the HCDR3 comprises the amino acid sequence of SEQ D NO: 68,

35. The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amino acid
sequence of SEQ ID NGO 38; the HCDR2 comprises the amino acid sequence of SEQ 13 NO:
54; and the HCDR3 comprises the amino acid sequence of SEG ID NO: 69,

36. The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid
sequence of SEQ 1D NG: 39; the HCDRZ comprises the amino acid sequence of SEQ 1D NO:
58; and the HCDR3 comprises the amine acid sequence of SEG ID NO: 70,

37 The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid
sequence of SEQ 1D NO: 40; the HCDR2 comprises the amino acid sequence of SEQ D NO:
56; and the HCDR3 comprises the anmino acid sequence of SEQ ID NG: 71

38, The antthody of claim 16 or claim 17, wherein the HCDR1 corprises the amimno acid
sequence of SEQ 1D NG: 41 the HCDRZ coroprises the amino acid sequence of SEQ ID NO:
57, and the HCDR3 comprises the ammo acid sequence of SEQ 1D NO: 72.

39. The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amino acid
sequence of SEQ 1D KO: 42, the HCDR2 comprises the amino acid sequence of SEQ ID NO:

58; and the HCDR3 comprises the ammo acid sequence of SEQ 1D NG: 73

44, The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino agid
sequence of SEQ D NO: 75; the HCDRZ2 comprises the amino acid sequence of SEQ ID NO:
79, and the HCDR3 comprises the amino acid sequence of SEQ 1D NO: 83,
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41, The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amino acid
sequence of SEQ 1D NQ: 76; the HUDR2 comprises the amino acid sequence of SEQ ID NO:
80; and the HCDR3 comprises the amino acid sequence of SEQ 1 NO: 84,

42. The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amino acid
sequence of SEQ 1D NO: 77, the HCDR2 comprises the amino acid sequence of SEQ ID NG
81; and the HCDR3 comprises the amino acid sequence of SEQ 1D NO: 85

43 The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ 1D NO: 87; the LCDR2 comprises the amino acid sequence of SEQ 1D NO: 99;
and the LCDR3 comprises the amino acid sequence of SEQ 1D NO: 111,

44, The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid
sequence of SEQ 1D NO: 88; the LCDR2 comprises the amino acid sequence of SEQ 1D NO:
100; and the LLCDR3 comprises the anuno acid sequence of SEQ ID NG 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 I3 NO:
101; and the LCDR3 comprises the anuno acid sequence of SEQ 1D NG: 113

46. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ ID NO: 90; the LCDR2Z comprises the amino acid sequence of SEQ 1D NO:
102; and the LCDR3 comprises the amino acid sequence of SEQ ID NG 114

47. The antibody of claim 16 or claimy 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ ID NO: 91, the LCDRZ comprises the amino acid sequence of SEQ 1D NO:
103; and the LCDR3 comprises the aming acid sequence of SEQ 1D NG: 115,

48. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ ID NO: 92; the LCDRZ comprises the amino acid sequence of SEQ 1D NO:
104; and the LCDR3 comprises the aming acid sequence of SEQ 1D NG 116
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49, The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ ID NO: 93; the LCDRZ comprises the amino acid sequence of SEQ 1D NO:
1035; and the LCDR3 comprises the aming acid sequence of SEQ 1D NG 117.

50. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ D NO: 94; the LCDRZ comprises the amino acid sequence of SEQ 1D NG:
106; and the LCDR3 comprises the amino acid sequence of SEQ 1D NO: 118

S1. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ D NO: 95; the LCDRZ comprises the amine acid sequence of SEQ 1D NO:
107; and the LCDR3 comprises the amino acid sequence of SEQ 1D NOG: 119

52, The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ ID NO: 96; the LCDRZ comprises the amino acid sequence of SEQ 1D NO:
108; and the LCDR3 comprises the amino acid sequence of SEQ 1D NG: 120,

53, The antthody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid
sequence of SEQ ID NO: 97, the LCDR2 comprises the amino acid sequence of SEQ ID NG:

109; and the LCDR3 comprises the amino acid sequence of SEQ D NO: 121

54, The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid
sequence of SEQ 1D NO: 123, the LCDR2 comprises the amino acid sequence of SEQ ID NO:

129; and the LCDR3 comprises the amino acid sequence of SEQ D NO: 135,
55, The antibody of claim 16 or claim 17, wherein the LCDR1T comprises the amuno acid

sequence of SEQ D NO: 124, the LCDR2 comprises the amino acid sequence of SEQ 1D NG:
130; and the LCDR3 comprises the amino acid sequence of SEQ D NO: 136

160
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56. The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid
sequence of SEQ 1D NO: 125; the LCDR2 comprises the amino acid sequence of SEQ 1D NGO
131; and the LCDR3 comprises the amino acid sequence of SEQ D NG: 137

57. The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid
sequence of SEQ 1D NO: 126; the LCDR2 comprises the amino acid sequence of SEQ D NO:
132; and the LCDR3 comprises the amino acid sequence of SEQ D NG: 138

58, The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ 1D NO: 127; the LCDR2 comprises the amino acid sequence of SEQ D NO:
133; and the LCDR3 comprises the amino acid sequence of SEQ ID NG: 139,

59. The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid
sequence of SEQ 1D NO: 141; the LCDR2 comprises the amino acid sequence of SEQ {D NO:
151; and the LCDR3 comprises the anuno acid sequence of SEQ 1D NG 161

60. The antibody of claim 16 or claim 17, wherein the LCDR comprises the ammo acid
sequence of SEQ ID NO: 142; the LCDR2 comprises the amino acid sequence of SEQ 1D NO:
152; and the LCDR3 comprises the anuno acid sequence of SEQ 1D NG 162,

61. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ ID NG 143; the LCDR2 comprises the amino acid sequence of SEQ ID NO:
153; and the LCDR3 comprises the amino acid sequence of SEQ 1D NG 163

62. The antibody of claim 16 or claimy 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ ID NO: 144; the LCDR2 comprises the amino acid seguence of SEQG ID NG
154; and the LCDR3 comprises the aming acid sequence of SEQ 1D NG 164,

63. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ ID NO: 1435; the LCDRZ comprises the amino acid sequence of SEQ D NO:

155; and the LCDR3 comprises the aming acid sequence of SEQ 1D NG 165
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64. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ ID NO: 146; the LCDRZ comprises the amino acid sequence of SEQ D NO:
156; and the LCDR3 comprises the aming acid sequence of SEQ 1D NG 166,

65. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ ID NO: 147; the LCDR2 comprises the amino acid sequence of SEQ D NG
157; and the LCDR3 comprises the amino acid sequence of SEQ 1D NO: 167

66, The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ 1D NG: 148; the LCDRZ comprises the amino acid sequence of SEQ ID NG
158; and the LCDR3 comprises the amino acid sequence of SEQ 1D NO: 168

67. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ 1D NO: 149; the LCDR2 comprises the amuno acid sequence of SEQ 1D NG

159; and the LCDR3 comprises the amino acid sequence of SEQ 1D NG: 169,

63. The antthody of claim 16 or claim 17, wheremn the VH comprises an amino acid sequence
that is at least 90% 1dentical to any of:

(a) SEQ ID NOs: 170-174;

(b} SEQ ID NOs: 190-191,

(¢} SEQ ID NOs: 198-212; or

() SEQ ID Nibs; 258-260.

69, The antibody of clainy 16 or claim 17, wherein the VL comprises an amino acid sequence
that 15 at least 90% 1dentical to any of:

{a) SEQ 1D NQs: 180-184;

(b} SEQ 1D NQOs: 194-195;

{c) SEQ 1D NOs: 228-24Z; or

(d) SEQ 1D 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% i1dentical to SEQ 1D NO: 170 and the VL comprises an amino acid sequence

that 15 at least 90% identical to SEQ ID NO: 180

71. The antibody of claim 16 or claim 17, wherein the VH comprises an aming acid sequence
that is at least 90% 1dentical to SEQ 1D NO: 171 and the VL comprises an amino acid sequence

that 15 at least 90% identical to SEQ 1D NO: 181,

72. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 1s at least 90% identical to SEQ 1D NO: 172 and the VL comprises an amino acid sequence

that is at least 90% wdentical to SEQ ID NO: 182

73 The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 1s at least 90% identical to SEQ 1D NO: 173 and the VL comprises an amino acid sequence

that 1s at least 90% dentical to SEQ ID NO: 183

74, The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 15 at least 90% identical to SEQ ID NO: 174 and the VL comprises an amino acid sequence

that is at least 90% wdentical to SEQ ID NG: 184,

75, The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 15 at least 90% dentical to SEQ 1D NO: 190 and the VL comprises an amino acid sequence

that is at least 90% wdentical to SEQ 1D NG: 194

76. The antibody of clain 16 or claim 17, wherein the VH comprises an amino acid sequence
that 15 at least 90% 1dentical to SEQ D NGO 191 and the VL comprises an amino acid sequence

that is at least 90% identical to SEQ ID NGO 195

77. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 1s at least 90% identical to SEQ ID NO: 198 and the VL comprises an aming acid sequence

that is at least 90% identical to SEQ 1D NO: 228,
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7E. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 1s at least 90% identical to SEQ ID NO: 199 and the VL comprises an aming acid sequence

that is at least 90% identical to SEQ 1D NO: 229

79. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 15 at least 90% identical to SEQ ID NO: 200 and the VL comprises an amino acid sequence

that 1s at least 90% 1dentical to SEQ 1D NO: 230.

80. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 1s 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 NQO: 231

81, The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 1s at least 90% 1dentical to SEQ ID NO: 202 and the VL comprises an amino acid sequence

that 15 at least 90% identical to SEQ 1D NO: 232,

32. The antthody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that is at least 90% dentical to SEQ ID NO: 203 and the VL comprises an amino acid sequence

that 15 at least 90% identical to SEQ ID N{O: 233,

83, The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 1s at least 90% 1dentical to SE{} ID NO: 204 and the VL comprises an ammno acid sequence

that 13 at least 90% dentical to SEQ 1D NO: 234,
34, The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid seguence

that is at least 90% i1dentical to SEQ 1D NO: 205 and the VL comprises an amino acid sequence

that 15 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% i1dentical to SEQ 1D NO: 206 and the VL comprises an amino acid sequence

that 15 at least 90% identical to SEQ ID NO: 236,

86, The antibody of claim 16 or claim 17, wherein the VH comprises an aming acid sequence
that is at least 90% 1dentical to SEQ 1D NO: 207 and the VL comprises an amino acid sequence

that 15 at least 90% identical to SEQ 1D NO: 237

87. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 1s at least 90% identical to SEQ 1D NO: 208 and the VL comprises an amino acid sequence

that is at least 90% wdentical to SEQ ID NO: 238,

88. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 1s at least 90% identical to SEQ 1D NO: 209 and the VL comprises an amino acid sequence

that 1s at least 90% dentical to SEQ ID NO: 239,

&9, The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 15 at least 90% identical to SEQ ID NO: 210 and the VL comprises an anuno acid sequence

that is at least 90% wdentical to SEQ ID NOG: 240,

20, The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 15 at least 90% i1dentical to SEQ 1D NO: 211 and the VL comprises an amino acid sequence

that is at least 90% wdentical to SEQ 1D NG 241

o1 The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 15 at least 909% 1dentical to SEQ D NO: 212 and the VL comprises an amino acid sequence

that is at least 90% identical to SEQ ID NO: 242

92. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 1s at least 90% identical to SEQ ID NO: 258 and the VL comprises an aming acid sequence

that is at least 90% identical to SEQ 1D NO: 264
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93. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 1s at least 90% identical to SEQ ID NO: 259 and the VL comprises an aming acid sequence

that is at least 90% identical to SEQ 1D NO: 265,

94. The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 15 at least 90% identical to SEQ ID NO: 260 and the VL comprises an amino acid sequence

that 1s at least 90% 1dentical to SEQ 1D NO: 266.

9s. The antibody of any one of claims 16 to 94, wherein the antibody binds ANGPTL7 and

increases outflow facility compared to a conirol.

96. The antibody of 95, wherein the control is selected from the group consisting of vehicle
treatment, dexamethasone treatment, ANGPTL7 protein treatment, and ANGPTL7 protein with

an isotype control antibody treatrment.

97. The antibody of claim 95 or claim 96, wherein,;

(a) the VH comprises an amino acid sequence that s at least 90% wdentical to SEQ ID
NG: 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 anuno acid sequence that is at least 90% identical to SEQ ID
NQO: 200 and the VL comprises an aming acid sequence that 15 at least 90% identical to SEQ ID
NO: 230;

(¢} the VH comprises an amino acid sequence that 1s at least 90% identical to SEQ ID
NG 258 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ 1D
NG 264;

{d) the VH comprises an amino acid sequence that is at least 90% identical to SEGQ ID
N 207 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ 1D

NG 237,
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(e} the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID
204 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ 1D
234

(f) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID
260 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ D
266;

(g} the VH comprises an anuno acid sequence that is at least 20% identical to SEQ 1D
205 and the VL comprises an anino acid sequence that is at least 90% identical to SEQ 1D

235;

S

{h} the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID
206 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID
(1) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID
208 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ D

238,

(3) the VH comprises an amino acid sequence that is at least 90% wdentical to SEQ ID
191 and the VL comprises an amino acid sequence that 1s at least 90% identical to SEQ ID
195;

(k) the VH comprises an anmino acid sequence that 1s at least 90% identical to SEQ ID
203 and the VL comprises an aming acid sequence that 1s at least 90% identical to 8SEQ ID
233

(1) the VH comprises an amino acid sequence that 1s at Jeast 90% identical to SEQ ID
212 and the VL comprises an amino acid sequence that is at least 90% 1dentical to SEQ ID
242;

{m) the VH comprises an aming acid sequence that 1s at feast 90% 1dentical to SEQ 1D
198 and the VL comprises an amino acid sequence that 1s at least 90% identical to SEQ D
228,

(n} the VH comprises an anuno acid sequence that is at least 90% identical to SEQ ID
190 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ 1D

194
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(o} the VH comprises an anino acid sequence that is at least 90% identical to SEQ 1D
202 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ 1D
232

{p) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID
211 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ D
241; or

(q} the VH comprises an amino acid sequence that is at least 90% 1dentical to SEQ 1D
199 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ 1D

229.

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 1D
210 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID
240;

{b} the VH comprises an amino acid sequence that s at least 90% identical to SEQ ID
200 and the VL coroprises an amuno acid sequence that 1s at least 90% identical to SEQ ID
230; or

(¢} the VH comprises an amino acid sequence that s at least 90% wdentical to SEQ ID
258 and the VL comprises an amino acid sequence that is at least 90% 1dentical to SEQ ID

264.

The antibody of claim 95 or claim 96, wherein;

{a) the VH comprises an amine acid sequence that 1s at feast 90% identical to SEQ 1D
207 and the VL comprises an amino acid sequence that 1s at least 90% identical to SEQ ID
237,

(b} the VH comprises an amno acid sequence that is at least 90% 1dentical to SEQ 1D
204 and the VL comprises an anuno acid sequence that is at least 90% identical to SEQ 1D
234

(¢} the VH comprises an aming acid sequence that is at least 90% identical to SEQ ID
260 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ D

266,
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(d) the VH comprises an anuno acid sequence that is at least 90% identical to SEQ ID
205 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ 1D
235

{e) the VH comprises an amino acid sequence that is at feast 90% identical to SEQ ID
206 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ 1D
236

(f} the VH comprises an amino acid sequence that is at least 90% identical to SEQ D
208 and the VL comprises an anino acid sequence that is at least 90% identical to SEQ 1D
238;

{g) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID
191 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID
195;

(h) the VH comprises an amine acid sequence that is at least 90% identical to SEQ ID
203 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ D
233,

(1) the VH comprises an amino acid sequence that 1s at least 90% wdentical to SEQ ID
212 and the VL comprises an amino acid sequence that 1s at least 90% identical to SEQ ID
242,

(1) the VH comprises an amino acid sequence that is at feast 90% identical to SEQ 1D
198 and the VL comprises an amino acid sequence that 15 at least 90% identical to SEQ ID
228; or

(k} the VH comprises an amino acid sequence that is at least 90% identical to SEQ 1D
190 and the VL comprises an amino acid sequence that is at least 90% 1dentical to SEQ ID

194,
The antibody of claim 95 or claim 96, wherein;

{a) the VH comprises an aming acid sequence that s at feast 90% identical to SEQ ID

202 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ ID
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(b} the VH comprises an anino acid sequence that is at least 90% identical to SEQ 1D
NO: 211 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ 1D
NG 241; or

{¢) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID
NG 199 and the VL comprises an aming acid sequence that is at least 90% identical to SEQ D

NQG: 229

101, The antibody of anv one of claims 16 to 100, wherein the antibody is a monoclonal

anttbody, 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') fragiments.

103.  The antibody of anv 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 15 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 103, wherein the antibody comprises a

purification moiety.

107, The antibody of any one of claims 16 to 106, wherein the antibody comprises a half-tife

extension moiety.
108.  The antibody of claim 107, wherein the half-life extension moiety comprises a
polypeptide that 1s at least 20 amino acids in length and comprises any combination of G, A, 8§ 7T,

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-termunus of the antibody.

110. A pharmaceutical composition comprising any of the antibodies of claims 1 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

polymier, an cintment, a solution, 8 suspension, eye drops, and/or an mplant,

114, A method of treating glavcoma and/or a disease affecting the optic nerve or retinal
ganglion cells comprising admunstering a pharmaceutical composttion 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 1s administered
ocularly and treats at least one symptom associated with glaucoma and/or a disease affecting the

opti¢ 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 ceils 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 eves.

117.  The method of any of claims 114 to 116, wherein administering the pharmaceutical

composition attenualies miraocular pressure and/or increases outflow facility in the subject’s eve.
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118 The method of any of ¢laims 114 to 117, wherein the pharmaceutical composttion 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 me/mi to about 100 mg/ml

120. A polynucleotide having at least 70% i1dentity to any of the following nucleic acid
sequences:

{a) SEQ 1D NQGs: 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% 1denttty to any of the following nucleic acid
SEGUEeNCes:

{(a) SEQ 13 NOs: 185-189;

(b} SEQ 1D NOs: 196-197;

(¢} SEQ 1D NOs: 243-257; ot

(d) SEQ 1D 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;

(¢} SEQ 1D NOs: 213-227; or

{d) SEQ D 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;
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(b} SEQ 1D NQOs: 196-197,
{c) SEQ 1D NOs: 243-257; o1
(d) SEQ 1D NOs: 267-269.

124. A polynucleotide comprising:

{a} a nucleic acid sequence that is at least 70% identical to SEQ 1D NO:

acid sequence that s at least 70% 1dentical to SEQ ID NO: 185;

(b} a nucleic acid sequence that is at least 70% identical to SEQ 1D NG:

nucleic acid sequence that s at least 70% 1dentical to SEQ 1D NO: 186;

(¢} a nucleic acid sequence that is at least 70% identical to SEQ D NO:

acid sequence that 1s at least 70% identical to SEQ 1D NO: 187,
{d) a nucleic acid sequence that is at least 70%

nucleic acid sequence that is at least 70% identical to SEQ 1D NO: 188; or

{e) a nucleic acid sequence that is at least 70% identical to SEQ D NO:

acid sequence that 13 at least 70% identical to SEQ 1D NO: 189,

125, A polynucieotide comprising;

(a) a nucleic acid sequence that 1s at Jeast 70% wdentical to SEQ ID NOG:

acid sequence that 1s at least 70% identical to SEQ 1D NO: 196; or

(b} a nucleic acid sequence that 1s at least 70% 1dentical to SEQ 1D NG

nucleic acid sequence that 1s at least 70% identical to SEQ 1D NG: 197.

126. A polynucieotide comprising:

(a) a nucletc acid sequence that 1s at least 70% wdentical to SEQ D NO:

acid sequence that 1s at least 70% identical to SEQ 1D NO: 243,

(b} 3 nucleic acid sequence that 1s at least 70% identical to SEQQ 1D NG

nucleic acid sequence that s at least 70% identical to SEQ 1D NG: 244,

(¢} a nucleic acid sequence that 1s at least 70% identical to SEQ ID NO:

acid sequence that s at least 70% identical to SEQ 1D NO: 245,

(d} a nucleic acid sequence that 1s at least 70% 1dentical to SEQ 1D NO:

nucleic actd sequence that is at least 70% identical to SEQ 1D NG: 246,
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(e} a nucletc acid sequence that is at least 70% identical to SEQ ID NG 217 and a nucleic
acid sequence that s at least 70% identical to SEQ 1D NO: 247,

(f} a nucleic acid sequence that is at least 70% identical to SEQ 1D NO: 218 and a nucleic
acid sequence that s at least 70% identical to SEQ 1D NO: 248;

(2} 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 1D NG: 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% wdentical to SEQ 1D NG: 250;

(1) a nucleic acid sequence that 1s at least 70% identical to SEG ID NO: 221 and a nucleic
acid sequence that is at least 70% identical to SEQ 1D NO: 251;

(1} a nucleic acid sequence that is at least 70% identical to SEQ ID NGO: 222 and a nucleic
acid sequence that is at least 70% wdentical to SEQ 1D NO: 252; or

(k} a nucleic acid sequence that 15 at least 70% identical to SEQ D NQO: 223 and a
nucleic acid sequence that is at least 70% identical to SEQ 1D NG: 253;

(1} a nucleic acid sequence that is at least 70% identical to SEQ 1D NO: 224 and a nucleic
acid sequence that is at least 70% wdentical to SEQ ID NO: 254,

{m) a nucleic acid sequence that 1s at least 70% identical to SEQ TD NO: 225 and a
nucleic acid sequence that is at least 70% dentical to SEQ 1D NG: 255;

{0} a nucleic acid sequence that 1s at least 70% identical to SEQ ID NQ: 226 and a
nucleic acid sequence that is at least 70% dentical to SEQ ID NO: 256; or

{0} a nucleic acid sequence that is at least 70% identical to SEQ [D NO: 227 and a

nucleic acid sequence that is at least 70% 1dentical to SEQ 1D NG: 257,

127, A polynucleotide comprising:

(2} a nucleic acid sequence that 13 at least 70% identical to SEQ ID NO: 261 and a nucleic
actd sequence that 1s at least 70% 1dentical 1o SEQ ID NO: 267,

{b} a nucleic acid sequence that is at least 70% identical to SEQ ID NG: 262 and a
nucleic acid sequence that is at least 70% 1dentical to SEQ 1D NO: 268; or

(¢} a nucleic acid sequence that is at least 70% identical to SEQ D NO: 263 and a mucleic

actd sequence that s at least 70% identical to SEQ 1D NO: 269,
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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 (L V) vector, a herpes simplex virus (HSV}

vector, and a retrovirus vector.

130. A method of administering ocular gene therapy to a subject in need thereof comprising
mjecting 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 ganghon 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 D NGs: 370-374.

133, The antibody of claim 16 or claim 17, wherein the antibody binds an epitope from an

ANGPTLY polypeptide with a Kb of about 100 aM or lower.



