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ANGIOPOIETIN-RELATED PROTEIN 7-5PECIFIC ANTIBODIES
AND USES THEREQFY

CROSS REFERENCE TO RELATED APPLICATIONS

{0001] This application claims priority to and the benefit of UK. Provisional Patent
Application No. 63/336,747 filed April 29, 2022, which 13 incorporated herein by reference in its

entivety for all purposes.

SEQUENCE LISTING

{0082] The text of the computer readable sequence histing filed herewith, titled
“40185 601 Sequencelisting,” created March 30, 2023, having a file size of 410,410 bytes, is

hereby incorporated by reference in s entirety.

FIELD

{0083] Embodiments of the present disclosure relate to the treatment and/or prevention of
glaucoma and other diseases atfecting the optic nerve and retinal ganghion cells. In particular, the
present disclosure provides novel therapeutic antibodies, and related compositions and methods,
that target angiopoietin~-related protein 7 {ANGPTL7} to reduce intraocular pressure (IOP) 1n order

to prevent optic nerve damage and restore vision,

BACKGROUND

{0084] Glaucoma 1s 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 1s most commonly defined as 20/200 or worse visual acuity oo a Snellen eye chart or a
visual field of less than 20 degrees. Legal blindness refers to the fulfilment of these criteria by the
better-seeing eye. By 2020, approxamately 79.6 nullion people worldwide will have glaucoma and
more than 11 milion will be bilaterally blind from glaucoma. More than 2 midlion Amenicans 40
vears and older have glaucoma, and studies of the U S, population estimate that more than one-
half of these cases may be undiagnosed or untreated Among black and Hispanic persons,
glaucoma 15 the leading cause of irreversible blindness. Glaucoma accounts for more than 25% of

cases of blindness m these groups, making it a more common cause of blindness than dabetic
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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 i 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 miilion on glaucoma-related
visits, festing, and procedures. Patients with glaucoma who are not blind may have functional
fimitations, leading to driving cessation and decreased ability to read.

{0085} The two most common forms of glaucoma are primary open-angle glaucoma (POAG)
and primary angle-closure glaucoma (PACG), with the former approximately seven times more
common than the latter in the United States and Europe. When POAG and PACGare left untreated,
the typical disease course is chronic, progressive, and ureversible visual field loss, which may
progress to tunnel vision and, ultimately, loss of central vision. Treatment that reduces intraocular
pressure has been shown to improve outcomes in randomized clinical trials. The angle of the eve
is the junction between the iris and cornea, where the trabecular meshwork drains aqueous humor
from the anterior chamber of the eye. In POAG, the angle remains open as the trabecular meshwork
15 unblocked by 1ris fissue. Intraocular pressure 15 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 miraccular pressure within the so-called “normal” range of 10 to 21 mm Hg at
diagnosis. Only after 30% of retinal ganglion cells have been lost are visual field defects present
on perimetric testing. In PACG, the peripheral iris obstructs normal aqueous outflow. This can
iead to moreased mtraocular pressure and optic nerve damage. Eves that are at risk of PACG tend
to be shorter with a shallower anterior chamber. Patients with PACG may experience acute or
subacute events that occur after a sudden rise 1n intraccular pressure or from chromic PACG that

18 insidious 1 onset and largely asvmptomatic.

SUMMARY
{0086] Embodiments of the present disclosure mclude an antibody, or an anfigen binding

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

{8007} In some embodiments, the antibody, or an antigen binding fragment thereot, extubits

any one or more the following functional characteristics: increases outflow facility compared to a
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control when administered to the eye of a subject, optionally wherein the control 15 vehicle
treatment, dexamethasone treatment, ANGPTL7 protein treatment, or ANGPTLY protein with an
isotype control antibody treatment; and/or binds to ANGPTL7 with a Kp 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 antibodigs 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 antibodigs the sequences of which are provided in Table
11

{0008} In some embodiments, the antibody, or an antigen binding fragment thereof, 18
monocional, optionally recombinant. In some embodiments, the antibody, or an antigen binding
fragment thereof, is human, humanized, or chimeric.

[0009] In some embodiments, the antibody, or an antigen binding fragment thereof, 1s 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, a single-
domain antibody {(sdAb}, a VHH antibody, a nanobody, a camelid-derived single-domain antibody,
a shark IgNAR-derived single-domam 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 IgGl, 1gG2, 1gG3 or TgG4 region.

{6018} 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 13 not human ANGPTL7, preferably wherein said target 15 expressed m the homan
eye; a therapeutic or cytotoxic motety; a detection moiety, a punfication motety, a half-hife
extension moiety, optionally a polypeptide that 1s at least 20 amino acids in length and comprises
any combination of G, A, S T, E, and P residue, which polypeptide is conjugated to the C- or N-
terminus of the antibody.

{6011} In some embodiments, the antibody, or an antigen binding fragment thereof 15 3
polyvpeptide comprising: one, two or all three HCDRs of any one of the exemplary antibodies the
sequences of which are provided in Table 11, and optionally also one, two or all three of the
corresponding LCDRs of the exemplary antibody, and/or a VH sequence having at least 90%

identity to the VH sequence of any one of the exemplary antibodies the sequences of which are
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provided in Table 11, and optionally also a VL sequence having at least 90% identity to the
corresponding VL sequence of the exemplary antibody, preferably wherein varmation 15 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 m Table 11; and/or the VH and VL
sequences of any one of the exemplary antibodigs 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) seguence of the exemplary antibody.

{0012} 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 nucleic acid sequence having at least 70%,
80%, 90% or 100% identity to a nucleic acid sequence of any one of the exemplary antibodies the
sequences of which are provided in Table 11.

{0613] Embodiments of the present disclosure also include an expression vector comprising
the polynucieotide of the preceding paragraph, which 1s optionally an adeno-associated virus
{AAV) vector, a lentiviral (LV) vector, a herpes simplex virus (HSV) vector, or a retrovirus vector.
{0614] Embodiments of the present disclosure also imclude a pharmaceutical corposition
comprising an antibody, or an antigen binding fragment thereof, a polynucieotide, or a vector
according to any one of the preceding paragraphs, and optionally: at least one pharmaceutically
acceptable carrer, diluent or preservative; and/or at least one additional active ingredient. In some
embodiments, the pharmaceutical composition is suitable for ocular admunstration to a subject,
optionally by dehivery using a conjunctival nsert, a contact fens, a gel, a nanoparticle, a
mucoadhesive polymer, an omntment, a solution, a suspension, eyve drops, and/or an moplant,
preferably by injection mnto the vitrepus fluid.

{0615] Embodiments of the present disclosure also melude 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 1n a method of treating a disease of the eve
in a subject. In some embodiments, the disease 1s characterized by increased iniraccular pressure
and/or reduced ouiflow 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 lights, low vision, blurred vision,
narrowed vision, impaired peripheral vision, blind spois, 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 s primary or ghuicocorticoid-induced glaucoma.

{0016} Embodiments of the present disclosure include antibodies against Angiopoietin-Like
Protein 7 { ANGPTL7) peptides, or an antigen-binding fragment thereof, comprising a heavy chain
variable region {VH} comprising complementarity determining regions ({CDRs)y HCDR1, HCDR2,
and HCDR3, and a light chain variable region (VL) comprising complementarity determining
regions (CDRs) LCDRY, LCDRZ, and LCDR3. In some embodiments, the HCDR1 comprises one
of the following amino acid sequences: (a) XuY20IXs (SEQ ID NO: 1), wherein X1 s S or ; X
is GorY; X518 8 or H (b) TSGVGVG (SEQ ID NO: 18); (o) XaXuXaMXy (SEQ 1D NO: 27),
wheren X 5V, 8, D or T, Xo s Y, H, or F; Xs s D, G, S, or A; Xs s H, §, or N; or {d)
SXGSXYW2G (SEQ ID NG 74), wherein Xh s Sor G, X s Sor Y: X5 1s G or 8. In some
embodiments, the HCDRZ comprises one of the following anuno acid sequences: (a)
WX X XeGXSTXe YAQX2GXoG(SEQGID NG, 7, wherem Xa s S, L or N, Xo s A or P X
sYor N 2XassNor T, XsisNor Ay Xes Nor K, XpisNor K; XsisLor F, Xeis Ror Q; (b)
LIVWNDDKXGYSPSLKS (SEQ ID NO: 21), wherem X1 1 R or Q; (¢}
KaXoXKaXaXaXeX7XeXoX 10X 11X 1: X 13X 1aXasG (SEQ ID NG: 43), wheren Xh s G, T, S, A, V. H,
or L XowsTor Mo Xas N, TS, or G Xa s P W. S, G or YV XssDL AN S, oY Xeis Gor
S XD GY. 8, LoN X SN LY, or D Xeis Y. T,FE MK GorkhXwoisY, G or
FoXusP Yoo A, XussG D oAy XnsSor Dy Xuuis V, L, or §;) Xis s K oor M or {d)
XAYYSGSTXOSNPSLKS (REQ ID NO: 78) wheremn X1 18 §, or Y, X2 13 Y or 8. In some
embodiments, the HCDR3 comprises one of the following ammo actd sequences: {a) SEQ 1D NQGs:
13-17; {b) XiXoXaXaXsXeFFDX7 (SEQ ID NO: 24y wherem X118 S, D, or N, Xois Y or P Xais
GorD XensDBDo YV, XsiYorG Xeis Wor Dy Xvs Loor Y, {¢) SEQ ID NOs: 58-73; or {d)
K0XaXaGXsXeXoXsXo¥Y (SEQID NG 82y wherem Xi s Qor A; Xo s Y or K, Xs sl or W,
KasSorE, XsisTorD XesisEor YV, XosYorF; XgisForb, XoisQor Y.

{0617} In accordance with the above embodiments, the LCDRI of the anti-ANGPTL7
antibodies of the present disclosure includes an amino acid sequences of any of SEQ 1D NOs: 87-
97, SEQ 1D NQOs: 123-127, or SEQ D NQOs: 141-149; the LCDR2 comprises an amine acid
sequence of any of SEQ 1D NQs: 99-109, SEQ 1D NOs: 129-133, or SEQ ID NOs 151-159; and

(¥4
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the LCDR3 comprises an aming acid sequence of any of SEQ 1D NQOs: 111-121, SEQ 1D NOs:
135-139, or SEQ 1D NOs; 161-169.

{0018} In some embodiments, the present disclosure provides antibodies directed against
ANGPTL7 peptides, or an antigen-binding fragment thereof, that inchide a3 VH comprising
complementarity determining regions HUDRI1, HCDR2, and HCDR3, and a VL comprising
compiementarity determuiming regions LCDRI1, LCDRZ, and LCBR3, wherein the LCDRI
comprises one of the following amino acid sequences: (a) RASQXIXGXEX0L X5 (SEQ 1D NO:
86), wherem Xy s Gor §; 2018 S, R or YV, 268 S, N, or [ e s W D or Y Xsis A, G, or N; (b)
RESOSLEZOGSX XXX YLX (SEQID NG 122), wherem Xo s Lor V; Xo s H, Y, or F; Xs 18
NorD XaisRor G, Xsis Yor N; Xeis Nor T; Xyis D or N; or {¢) RASQSVSX2GX XA (SEQ
ID NO: 140), wherein X5 15 S, N, or Ro Xo s Yor §; X5 s L oor Y, Xe is A or L. In some
embodiments, the LCDR2 comprises one of the following amino acid sequences: (a) AXiSSLXGS
(SEQ 1D NO: 98), wheremn X118 A or T) X2 18 Q or P; (b} XiXuSNRXGS (SEQ 1D NO: 128),
wheremn Xa s L K or E; X0 s Gor V), X 15 A or I or () XHASXOGRAT (SEQ ID NO: 150},
wherein X1 1s D or ) X2 1s N, K, or T. In some embodiments, the LCDR3 comprises ove of the
following anino acid sequences: (a) XiQXoXaXaXsPXeX7 (SEQ ID NO: 110}, wherein Xy 1s L ot
QX0 AHS ol XisNFoa¥, XesS, T,ooN2X58F YV.oT, Xes W, LLLP orY;
X718 T or Y, (b) MOXG X 2XGXKPXET (SEQ ID NO: 134), wheren Xa s Tor G Xo s Loor T, Xs is
QorH, XsisTor W, Xsis Y or W, or {¢) QUX20XKXeXsXeT (SEQ ID NO: 160), wherein X1 13
RY oGXons Gor(XGis NS, oV, XasW, S ol XsisPol Xsisl, S, PorT
{0619] In accordance with the above embodiments, the HCDRI of the anti-ANGPTL7
antibodies of the present disclosure includes an amino acid sequences of any of SEQ ID NQOs: 2-
6, SEQ 1D NOs: 19-20, SEQ 1D NOs: 28-42, or SEQ 1D NQOs: 75-77, the HCDR2 comprises an
amino acid sequence of any of SEQ 1D NQOs: 8-12, SEQ 1D NOs: 22-23, SEGQ ID NQGs 44-38, or
SEQ 1D NGs: 79-31; and the HCDR3 comprises an amino acid sequence of any of SEQ 1D NQOs:
13-17, 8EQ 1D NOs: 25-26, SEQ 1D NOs: 59-73, or SEQ T NOs: 83-8S.

{0626} In some embodiments, the HCDR1 comprises the aming acid sequence of SE( ID NG:
2; the HCDR2 comprises the amino acid sequence of SEQ D NO: 8; and the HCDR3 comprises
the amino acid sequence of SEQ D NGO 13, In some embodiments, the HCDR1 comprises the
amino acid sequence of SEQ 1D NO: 3; the HCDRZ comprises the amino acid sequence of SEQ

ID NGO 9, and the HCDR3 comprises the amino acid sequence of SEQ I NO: 14 In some
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embodiments, the HCDR1I 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 1D NG 15 In some embodiments, the HODRI comprises the amino acid
sequence of SEQ ID NO: 5; the HCDRZ comprises the amino acid sequence of SEQ ID NG 11,
and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 16, In some embodiments,
the HCDRI1 comprises the amino acid sequence of SEQ ID NG 6; the HUDR2 comprises the
amino acid sequence of SEQ 1D NO: 12; and the HUDR3 comprises the amino acid sequence of
SEQ 1D 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 1D NO: 14; and the HCDR3
comprises the amino acid sequence of SEQ ID NO: 26, In some embodiments, the HCDRI
comprises the amino acid sequence of SEQ D NO: 19; the HCDR2 comprises the amino acid
sequence of SEQ 1D NO: 22; and the HCDR3 comprises the amino acid sequence of SEQ 1D NOG:
25 In some embodiments, the HCDR1 comprises the amino acid sequence of SEQ 1D NO: 20; the
HCDRZ comprises the amino acid sequence of SEQ ID NO: 23; and the HCDR3 comprises the
arnino acid sequence of SEQ 1D NO: 26, In some ernbodiments, the HCDRI cormprises 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 NGO 59, In some embodiments,
the HCDR1I comprises the amino acid sequence of SEQ 1D NG: 29, the HCDR2 comprises the
aroino acid sequence of SEQ 1D NO: 45; and the HCDR3 comprises the amuno acid sequence of
SEQ ID NG 60, In some embodiments, the HCDRI comprises the amino acid sequence of SEQ
ID NG: 30; the HCDR2Z comprises the ammno acid sequence of SEQ ID NG 46; and the HCDR3
comprises the ammo acid sequence of SEQ ID NO: 61, In some embodiments, the HCDRI
comprises the amino acid sequence of SEQ ID NOG: 31, the HCDRZ comprises the ammo acid
sequence of SEQ ID NO: 47, and the HCDR3 comprises the amino acid sequence of SEQ 1D NO:
62. In some embodiments, the HCDR1 comprises the amino acid sequence of SEQ ID NO: 32 the
HUCDR2Z comprises the amino acid sequence of SEQ 1D NG 48; and the HCDR3 comprises the
amino acid sequence of SEQ 1D NO: 63 In some embodiments, the HCDR1I comprises the amino
acid sequence of SEQ ID NG 33, the HCDRZ comprises the aming acid sequence of SEQ 1D NO:
49; and the HCDR3 comprises the amino acid sequence of SEQ ID NGO 64, In some embodiments,
the HCDRI comprises the anuno acid sequence of SEQ 1D NO: 34, the HUDR2 comprises the

amino acid sequence of SEQ ID NO: 50; and the HCDR3 comprises the amino acid sequence of
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SEQ ID NO: 65, In some embodiments, the HCDRI comprises the amino acid sequence of SEQ
ID NG: 35; the HODR2 comprises the amino acid sequence of SEQ ID NO: 51; and the HCDR3
comprises the anmuno acid sequence of SEQ 1D NO: 66, In some embodiments, the HCDRI
comprises the aming acid sequence of SEQ ID NO: 36; the HCDRZ comprises the amino acid
sequence of SEQ ID NG: 52; and the HCDR3 comprises the amino acid sequence of SEQ 1D NO:
67. In some embodiments, the HCDR1 comprises the amuino acid sequence of SEQ 1D NO: 37, the
HCDR2 comprises the amino acid sequence of SEQ ID NGO 53; and the HCDR3 comprises the
amino acid sequence of SEQ 1D NO: 68, In some embodiments, the HCDR1I comprises the amino
actd sequence of SEQ ID NO: 38; the HCDRZ comprises the amino acid sequence of SEQ ID NO:
54; and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 69. In some embodiments,
the HCDRI comprises the anmino acid sequence of SEQ ID NO: 39; the HCDR2 comprises the
amino acid sequence of SEQ ID NO: 355; and the HCDR3 comprises the amino acid sequence of
SEQ ID NO: 70. In some embodiments, the HCDRI comprises the amino acid sequence of SEQ
1D NQO: 40; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 56; and the HCDR3
comprises the anmino acid sequence of SEQ 1D NGO 71, In some embodiments, the HCDRI
comprises the amino acid sequence of SEQ ID NGO 41; the HCDR2 comprises the ammo acid
sequence of SEQ D NO: 57, and the HCDR3 comprises the anmuno acid sequence of SEQ ID NO:
72, In some erobodiments, the HCDRI comprises the anuno acid sequence of SEQ ID NO: 42; the
HCDR2 comprises the amino acid sequence of SEQ ID NO: 58; and the HCDR3 comprises the
amino acid sequence of SEQ ID NO: 73 In some embodiments, the HCDR1T comprises the amung
acid sequence of SEQ ID NQG: 75; the HCDR2 comprises the amino acid sequence of SEQ ID NO:
79, and the HCDR3 comprises the amino acid sequence of SEQ 1D NQO: 83, In some embodiments,
the HCDRI1 comprises the aming acid sequence of SEQ 1D NG 76; the HCDR2 comprises the
amino acid sequence of SEQ 1D NO: 80; and the HUDR3 comprises the amino acid sequence of
SEQ D NO: 84, In some embodiments, the HCDR1 comprises the amino acid sequence of SEQ
ID NGO 77; the HCDRZ2 comprises the amine acid sequence of SEQ 1D NG: 81, and the HUDR3
comprises the amino acid sequence of SEQ ID NO: 85 In some embodiments, the LCDR]
comprises the amino acid sequence of SEQ ID NGO 87, the LCDRZ comprises the ammno acid
sequence of SEQ 1D NO: 99; and the LCDR3 comprises the aming acid sequence of SEQ ID NG:
111, In some embodiments, the LCDRI comprises the aming acid sequence of SEQ 1 NG: 88,

the LUDRZ comprises the amino acid sequence of SEQ ID NO: 100; and the LCDR3 comprises
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the amino acid sequence of SEQ ID NG 112, In some embodiments, the LCDRI comprises the
amino acid sequence of SEQ 1D NGO 89; the LCDR2 comprises the amino acid sequence of SEQ
1D NO: 1015 and the LCDR3 comprises the amino acid sequence of SEQ 1D NO: 113, In some
embodiments, the LCDR1 comprises the amino acid sequence of SEQ 1D NO: 90; the LCDR2
comprises the amino acid sequence of SEQ 1D NO: 102; and the LCDR3 comprises the amino acid
sequence of SEQ I NG: 114 In some embodiments, the LCDRI comprises the amino acid
sequence of SEQ ID NO: 91; the LCDR2 comprises the amino acid sequence of SEQ 1D NO: 103;
and the LCDR3 comprises the amine acid sequence of SEQ ID NO: 115, In some embodiments,
the LCDR1 comprises the amino acid sequence of SEQ ID NO: 92; the LCDRZ comprises the
amino acid sequence of SEQ ID NO: 104; and the LCDR3 comprises the anuno acid sequence of
SEQ ID NO: 116, In some embodiments, the LCDRI comprises the amino acid sequence of SEQ
1D NQO: 93; the LCDR2 comprises the aming acid sequence of SEQ D NO: 105; and the LCDR3
comprises the amino acid sequence of SEQ ID NO: 117 In some embodiments, the LCDR1
comprises the amino acid sequence of SEQ 1D NO: 94; the LCDRZ comprises the amino acid
sequence of SEQ 1D NO: 106; and the LCDR3 comprises the amino acid sequence of SEQ ID NO:
118, In some embodiments, the LCDR1 comprises the anuno acid sequence of SEQ 1D NG: 95;
the LCDR2 comprises the amino acid sequence of SEQ D NO: 107, and the LLCDR3 comprises
the ammo acid sequence of SEQ ID NG 119 In some embodiments, the LCDR1 comprises the
arnino acid sequence of SEQ ID NG: 96; the LCDR2 comprises the amino acid sequence of SEQ
ID NO: 108, and the LCDR3 comprises the amino acid sequence of SEQ 1D NO: 120 In some
embodiments, the LCDRI comprises the amino acid sequence of SECQ 1D NO: 97, the LCBR2
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 LCDRIT comprises the amino acid
sequence of SEQ 1D NO: 123, the LCDR2 comprises the ammo acd sequence of SEQ D NO:
129; and the LCDR3 comprises the ammo acid sequence of SEQ ID NG 135 In some
embodiments, the LCDR1 comprises the amino acid sequence of SEQ ID NG: 124, the LCDR2
comprises the amino acid sequence of SEQ I NO: 130; and the LODR3 comprises the amino acid
sequence of SEQ ID NGO 136, In some embodiments, the LCDRI comprises the amino acid
sequence of SEQ 1D NO: 125; the LCDR2 comprises the amino acid sequence of SEQ 1D NG:
131; and the LUDR3 compnises the amino acid sequence of SEQ ID NGO 137 In some
embodiments, the LCDRI comprises the aming acid sequence of SEQ 1D NG: 126; the LCDR2
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comprises the amino acid sequence of SEQ 1D NO: 132; and the LCDR3 comprises the amino acid
sequence of SEQ I NG: 138 In some embodiments, the LCDRI comprises the amino acid
sequence of SEQ 1D NG: 127; the LCDRZ comprises the amino acid sequence of SEQ 1D NO:
133; and the LCDR3 comprises the amino acid sequence of SEQ ID NG 139 In some
embodiments, the LCDR1 comprises the amino acid sequence of SEQ ID NGO: 141 the LCDR2
comprises the amino acid sequence of SEQ ID NO: 151; and the LODR3 comprises the amino acid
sequence of SEQ ID NG 161, In some embodiments, the LCDRI comprises the amino acid
sequence of SEQ ID NO: 142; the LCDR2 comprises the amino acid sequence of SEQ 1D NO:
152; and the LCDR3 comprises the amino acid sequence of SEQ 1D NGO 162, In some
embodiments, the LCDRI comprises the aming acid sequence of SEQ ID NG: 143; the LCDR2
comprises the amino acid sequence of SEQ 1D 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 LCDR2 comprises the amine acid sequence of SEQ ID NO:
154; and the LCDR3 comprises the amuino acid sequence of SEQ ID NO: 164, In some
ernbodiments, the LCDRI comprises the amino acid sequence of SEQ ID NO: 145; the LCDR2
comprises the amino acid sequence of SEQ 1D NO: 155; and the LCDR3 comprises the amino acid
sequence of SEQ ID NG 165 In some emwbodiments, the LCDRI comprises the amino acid
sequence of SEQ 1D NO: 146; the LCDR2 comprises the ammo actd sequence of SEQ 1D NO:
156; and the LCDR3 comprises the ammo acd sequence of SEQ 1D NG 166, In some
embodiments, the LCDR1 comprises the amino acid sequence of SEQ ID NG: 147, the LCDR2
comprises the ammno acid sequence of SEQ ID NO: 157, and the LUDR3 comprises the amine acid
sequence of SEQ ID NO: 167, In some embodiments, the LCDRI comprises the amino acid
sequence of SEQ 1D NO: 148; the LCDR2 comprises the amimo acid sequence of SEQ ID NO:
158; and the LODR3 comprises the ammo acid sequence of SEQ ID NGO 168, In some
embodiments, the LCDRI comprises the amino acid sequence of SEQ ID NO: 149, the LCDR2
comprises the amino acid sequence of SEQ ID NO: 139; and the LCDR3 comprises the amino acid
sequence of SEQ 1D NG: 169

{0021} 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
NOs: 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-ANGPTLY antibodies of the present disclosure
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mcludes an amino acid sequence that is at least 90% identical to any of (a) SEQ ID NOs: 180-
184; (b} SEQ ID NQs: 194-195; (¢} SEQ ID NQOs: 228-242; or {d) SEQ 1D NOs: 264-266. In some
embodiments, the VH comprises an aming acid sequence that is at least 90% 1dentical to SEQ D
NO: 170 and the VL comprises an amino acid sequence that 1s at least 90% identical to SEQ ID
NG 180 In some embodiments, the VH comprises an amino acid sequence that is at least 90%
identical to SEQ 1D NG 171 and the VL comprises an amino acid sequence that is at least 90%
identical to SEQ ID NO: 181, In some embodiments, the VH comprises an amino acid sequence
that is at least 90% dentical to SEQ ID NO: 172 and the VL comprises an amino acid sequence
that 15 at least 90% identical to SEQ ID NO: 182, In some embodiments, the VH comprises an
amino acid sequence that 5 at least 90% identical to SEQ ID NO: 173 and the VL comprises an
amino acid sequence that is at least 90% identical to SEQ D NO: 183, In some embodiments, the
VH comprises an amino actd 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 s at least 90% identical to SEQ ID
NG 190 and the VL comprises an anuno acid sequence that 1s at least 90% dentical to SEQ ID
NO: 194, Tn some embodiments, the VH comprises an amino acid sequence that 15 at least 90%
identical to SEQ 1D NO: 191 and the VL comprises an amino acid sequence that 1s at least 90%
identical to SEQ ID NG: 195 In some embodiments, the VH comprises an anuno acid sequence
that 13 at least 90% identical to SEQ ID NG 198 and the VL comprises an amino acid sequence
that 1s at least 90% identical to SEQ 1D NO: 228 In some embodiments, the VH comprises an
amine acid sequence that is at least 90% 1dentical to SEQ ID NG: 199 and the VL comprises an
amino acid sequence that 15 at least 90% identical to SEQ 1B NG: 229, In some embodiments, the
VH comprises an aming acid sequence that 1s at least 90% identical to SEQ ID NG: 200 and the
VL comprises an amino acid sequence that 1s at feast 90% identical to SEQ 1D N 230, In some
embodiments, the VH comprises an amino acid sequence that is at least 90% identical to SEQ 1D
NG 201 and the VL comprises an amino acid sequence that 1s at least 90% 1dentical to SEQ 1D
NO: 231, In some embodiments, the VH comprises an amino acid sequence that is at least 20%
identical to SEQ ID NO: 202 and the VL comprises an amino acid sequence that 1s at feast 90%
identical to SEQ D NG: 232 In some embodiments, the VH comprises an amino acid sequence
that 1s at least 90% identical to SEQ 1D NGO 203 and the VL comprises an amino acid sequence

that 15 at least 90% identical to SEQ ID NO: 233 In some embodiments, the VH comprises an
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aming 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 1D NO: 205 and the
VL comprises an amino acid sequence that s at least 90% identical to SEQ 1D NO: 235 In some
embodiments, the VH comprises an aming acid sequence that is at least 90% 1dentical to SEQ D
NO: 206 and the VL comprises an amino acid sequence that 1s at least 90% identical to SEQ ID
NG: 236, In some embodiments, the VH comprises an amino acid sequence that is at least 90%
wdentical to SEQ D NG: 207 and the VL comprises an amino acid sequence that is at least 90%
identical to SEQ 1D 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 15 at least 90% identical to SEQ ID NO: 238 In some embodiments, the VH comprises an
amino acid sequence that 5 at least 90% identical to SEQ ID NO: 209 and the VL comprises an
amino acid sequence that is at least 90% identical to SEQ D NO: 239, In some embodiments, the
VH comprises an amino actd sequence that is at least 90% identical to SEQ ID NO: 210 and the
VL comprises an amuno acid sequence that s at least 90% wdentical to SEQ 1D NO: 240, In some
embodiments, the VH comprises an anmuno acid sequence that s at least 90% wdentical to SEQ ID
NG 211 and the VL comprises an anuno acid sequence that 1s at least 90% dentical to SEQ ID
NO: 241, Tn some embodiments, the VH comprises an amino acid sequence that 15 at least 90%
identical to SEQ 1D NO: 212 and the VL comprises an amino acid sequence that 1s at least 90%
identical to SEQ D NO: 242 In some embodiments, the VH comprises an aming acid sequence
that 18 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 1D NO: 264 In some embodiments, the VH comprises an
amine acid sequence that is at least 90% 1dentical to SEQ ID NG: 259 and the VL comprises an
amino acid sequence that 15 at least 90% 1dentical to SEQ 1D NO: 265 In some embodiments, the
VH comprises an aming acid sequence that 15 at least 90% identical to SEQ ID NG: 260 and the
VL comprises an anuno acid sequence that s at least 90% 1dentical to SEQ B NO: 266,

{0622} In accordance with the above embodiments, the present disclosure provides anti-
ANGPTL7 antibodies comprising various functional characteristics. In some embodiments, the
anti-ANGPTL7 antibodies described herein bind ANGPTL7 {(or a fragment thereof) and increase
outflow facility compared to a control. In some embodiments, the control s selected from the

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

ANGPTL7 antibody comprises: {3} a VH comprising an amino acid sequence that is at least 90%

identical to
identical to
identical to
identical to
identical to
identical to
identical to
identical to
identical to
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identical to
identical to
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SEQ D NO:
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SEGQ D NG
SEQ ID NO:
SEGQ D NG
SEQ ID NO:
SEGQ D NG
SEQ ID NO-
SEQ D NO:
SEQ ID NO:
SEQ D NO:
SEQ 1D NG
SEQ D NO:
SEQ D NO:
SEQ ID NG:
SEQ ID NG:
SEQ ID NG:
SEQ D NO:
wdentical to SEQ ID NG:
identical to SEQ D NG:
wdentical to SEQ ID NO:
wdentical to SEG 1D NO:
wdentical to SEQ ID NO:
wdentical to SEG 1D NO:
wdentical to SEQ ID NO:

210 and a VL comprising an ammo acid sequence that is at least 90%
240; (b} a VH comprising an amino acid sequence that s at least 20%
200 and a VL comprising an ammo acid sequence that is at least 90%
230; {c} a VH comprising an amino acid sequence that is at least 90%
258 and a VL comprising an ammo acid sequence that is at least 90%
264; {d) a VH comprising an amino acid sequence that s at least 90%
207 and & VL comprising an amino acid sequence that is at least 90%
237 (e} a VH comprising an amino acid sequence that is at least 90%
204 and a VL comprising an amino acid sequence that is at least 90%
234; {fy a VH comprising an amino acud sequence that is at least 90%
260 and & VL comprising an amino acid sequence that is at least 90%
P g 4
266; (g) a VH comprising an amino acid sequence that s at least 90%
205 and a VL comprising an anuno acid sequence that 1s at least 90%
235; (h) a VH comprsing an amino acid sequence that s at least 90%
5 }t o q
206 and a VL comprising an anuno acid sequence that 1s at least 90%
236 (1) a VH compnising an arono acid sequence that 1s at least 90%
208 and a VL comprising an anuno acid sequence that 1s at least 90%
238; (3} a VH comprising an amino acid sequence that 15 at least 90%
191 and a VL comprising an aming acid sequence that is at least 90%
195; (k) a VH comprising an amino acid sequence that 1s at least 90%
203 and a VL comprising an amimo acid sequence that i1s at least 90%
233; (1) a VH comprising an amino acid sequence that 15 at least 90%
212 and a VL comprising an amimo acid sequence that is at least 90%
242, (m) a VH comprising an ammno acid sequence that is at least 50%
198 and a VL comprising an amino acid sequence that is at least 20%
228; {n} a VH comprising an aming acid sequence that 1s at least 90%
. A1) P g |
190 and a VL comprising an amino acid sequence that is at least 20%
194; (0} a VH comprising an aming acid sequence that 1s at least 90%
- 48] P g |

202 and a VL comprising an ammo acid sequence that is at least 20%
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identical to SEQ 1D NG: 232; (p) a VH comprising an aming acid sequence that 1s at least 90%
identical to SEQ ID NO: 211 and a VL comprising an amino acid sequence that is at least 90%
identical to SEQ ID NO: 241; or {q} a VH comprising an amino acid sequence that s at least 90%
identical to SEQ ID NO: 199 and a VL comprising an amino acid sequence that is at least 90%
dentical to SEQ 1D NG 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
amino 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% wdentical to SEQ 1D NO: 200 and a VL comprising an
anmuino acid sequence that 15 at least 90% identical to SEQ ID NO: 230; or (¢} a VH comprising an
amino acid sequence that is at least 90% wdentical to SEQ 1D NO: 258 and a VL comprising an
amino acid sequence that is at least 90% identical to SEQ D NGO 264,

{0024} In some embodiments, the anti-ANGPTL7 antibody comprises: (a} a VH comprising
an amino acid sequence that is at least 90% i1dentical to SEQ 1D NO: 207 and a VL comprising an
aroino acid sequence that 1s at least 90% identical to SEQ 1D NG: 237, (b) a VH comprising an
amino acid sequence that 18 at least 90% identical to SEQ 1D NOG: 204 and a VL comprising an
aroino acid sequence that s at least 90% wentical to SEQ ID NO: 234; (¢} a VH comprising an
amino acid sequence that 1s at least 90% identical to SEQ 1D NO: 260 and a VL comprising an
aroino acid sequence that 1s at least 90% identical to SEQ ID NO: 266; (d) a VH comprising an
amino acid sequence that 18 at least 90% identical to SEQ 1D NOG: 205 and a VL comprising an
amino acid sequence that 15 at least 950% wdentical to SEQ ID NO: 235; (e} a VH comprising an
amino acid sequence that 1s at least 90% identical to SEQ 1D NO: 206 and a VL comprising an
amino acid sequence that 1s at least 90% identical to SEQ 1D NOn 236 (f) a VH comprising an
amino acid sequence that 18 at least 90% identical to SEQ 1D NOG: 208 and a VL comprising an
amino acid sequence that 13 at least 90% identical to SEQ ID NO: 238, {g) a VH comprising an
amino acid sequence that 18 at least 90% identical to SEQ 1D NG: 191 and a VL comprising an

amino acid sequence that s at least 90% 1dentical to SEQ ID NG: 195; (h) 2 VH comprising an

s

aming acid sequence that is at least 90% identical to SEQ 1D NO: 203 and a VL comprising an
amino acid sequence that 1s at least 90% identical to SEQ ID NO: 233, (1} a VH comprising an
aming acid sequence that is at least 90% identical to SEQ 1D NO: 212 and a VL comprising an

amino acid sequence that 1s at least 90% identical to SEQ ID NO: 242, (5} a VH comprising an
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amino acid sequence that is at least 90% identical to SEQ ID NQG: 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 NG 190 and a VL comprising an
amino acid sequence that is at least 90% identical to SEQ 1D NG 194,

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

{0026] In accordance with the above embodiuments, the anti-ANGPTL7 antibodies of the
present disclosure can be a monoclonal antibody, a human antibody, a humanized antibody, and/or
a chimeric antibody. In some embodiments, the antibody 1s a fragment selected from the group
consisting of Fab, Fab-C, Fab'-SH, Fv, scFv, and (Fab' ) fragments. In some embodiments, the
anti-ANGPTL7 antibody s a monospecific antibody. In some embodiments, the anti-ANGPTL7
antibody 13 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 epitopes on the same or different antigens.

{0627} In some embodiments, the antibody comprises a detection moety. 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-hife extension moiety
comprises a polypeptide that 15 at least 20 ammo acids in length and comprises any combination
of G, A, S T, E, and P residues. In some embodimenis, the haif-life extension polypepuide 1s
attached to the C-terminus or N-terminus of the antibody.

{6028} The anti-ANGPTL7 antibodies of the present disclosure can be admuimistered as part of
a pharmaceutical composition in a therapeutically effective amount o treat an eye disease {e.g.,
glaucoma and/or a disease affecting the optic nerve or retinal ganglion celisy In some
embodiments, the composition 1 suitable for ocular administration. In some embodiments, ocular

administration comprises injection into vitreous fluid. In some embodiments, ocular administration
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comprises defivering the antibody using a conjunctival insert, a coniact fens, a gel, a nanoparticle,
a mucoadhesive polymer, an omtment, a solution, a suspension, eye drops, and/or an implant.
{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 18 administered ocularly and treats at least one
symptom associated with glaucoma and/or a disease affecting the optic nerve or retinal ganglion
celis. In some embodiments, the at least one symptom associated with glaucoma and/or a disease
affecting the optic nerve or retinal ganglion cells comprises eye pain, eye pressure, headaches,
rainbow-colored halos around lights, low wiston, blurred vision, narrowed vision, impaired
peripheral vision, blind spots, nausea, vomiting, and red eyes. In some embodiments,
administering the pharmaceutical composition attenuates intraocular pressure and/or increases
outflow facility in the subject’s eyve. In some embodiments, the pharmaceutical composition is
admuinistered at a dose ranging from about 0.0001 mg/dose to about 100 mg/dose. In some
embodiments, the pharmaceutical composition 15 administered at a dose ranging from about 0.0001
mg/ml to about 100 mg/ml

[6036] Embodiments of the present disclosure also nclude a polynucleotide encoding any of
the anti-ANGPTL7 antibodies of the present disclosure. In some embodiments, the polynucleotide
comprises a sequence that 1s at teast 70% 1dentical 1o any of the following nucleic acid sequences:
{a) SEQ 1D NOs: 175-179; (b} SEQ ID NOs: 192-193; (¢} SEQ ID NOs: 213-227; or (d) SEQ ID
NQ(s: 261-263. In some embodiments, the polynucleotide comprises a sequence that 13 at least 70%
identical to any of the following nucleic acid sequences: (a) SEQ ID NOs: 185-189; (b) SEQ ID
NQOs: 196-197; (¢ SEQ 1D NQOs: 243-257; or (d) SEQ 1D NOs: 267-269. In some embodiments,
the polvnucleotide comprises a sequence that is at least 80% dentical to any of the following
nucleie acid sequences: {a) SEQ ID NQGs: 175-179; (b) SEQ ID NOs: 192-193; {¢} SEQ 1D NQOs:
213-227; or {d) SEQ ID NQs: 261-263. In some embodiments, the polynuclectide comprises a
sequence that is at least 80% 1dentical to any of the following nucleic acid sequences: (a) SEQ D
NQOs: 185-189; (b} SEQ 1D NOs: 196-197; (¢} SEG 1D NOs: 243-257; or {d} SEQ I NOs: 267-
269,
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{0031} In some embodiments, the polynucleotide encoding an anti-ANGPTL7 antibody of the
present disclosure comprises: (2} a nucleic acid sequence that is at least 70% 1dentical to SEQ ID
NG 175 and a nucleic acid sequence that is at least 70% tdentical to SEQ 1D NO: 185; (b} a nucleic
acid sequence that is at least 70% 1dentical to SEQ 1D NG: 176 and a nucleic acid sequence that s
at least 70% 1dentical to SEQ 1D NO: 180, (¢} a nucleic acid sequence that is at least 70% 1dentical
to SEQ ID NO: 177 and a nucleic acid sequence that is at least 70% identical to SEQ 1D NQ: 187,
{(d) a nucleic acid sequence that is at least 70% identical to SEQ 1D NG: 178 and a nucleic acid
sequence that s at least 70% identical to SEQ ID NO: 188, or {e} a nucleic acid sequence that is
at least 70% 1dentical to SEQ 1D NO: 179 and a nucleic acid sequence that 1s at least 70% 1dentical
to SEQ 1D 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
NG: 192 and a nucleic acid sequence that is at least 70% identical to SEQ ID NO: 196; or (b} a
nucleic acid sequence that is at least 70% identical to SEQ ID NG 193 and a nucleic acid sequence
that 1s at least 70% wdentical to SEQ D NG 197,

[B033] In sore embodiments, the polynucleotide encoding an anti-ANGPTL7 antibody of the
present disclosure comprises: {a) a nucleic acid sequence that 1s at least 70% identical to SEQ ID
NQ: 213 and a nucleic acid sequence that 15 at least 70% 1dentical to SEQ 1D NO: 243; (b) a nuclewc
acid sequence that 1s at least 70% 1dentical to SEQ ID NO: 214 and a nucleic acid sequence that is
at least 70% 1dentical to SEQ 1D NG 244; (¢} a nucleic acid sequence that 1s at least 70% 1dentical
to SEQ ID NO: 215 and a nucleic acid sequence that s at least 70% identical to SEQ 1D NO: 245,
{dy a nucleic acid sequence that 1s at least 70% identical to SEQ 1D NO: 216 and a nuclec acid
sequence that 1s at least 70% dentical to SEQ ID NG 246; {e} a nucleic acid sequence that is at
feast 70% identical to SEQ ID NG 217 and a nucleic acid sequence that 1s at least 70% 1dentical
to SEQ ID NO: 247, (f} a nucleic acid sequence that 15 at feast 70% identical to SEQ ID NGO 218
and a nucleic acid sequence that 1s at least 70% dentical to SEQ ID NO: 248; (g} a nucleic acid
sequence that is at least 70% 1dentical to SEQ ID NO: 219 and a nucleic acid sequence that is at
least 70% identical to SEQ ID NO: 249; (h} 2 nucleic acid sequence that is at least 70% 1dentical
to SEQ ID NO: 220 and a nucleic acid sequence that is at least 70% identical to SEQ 1D NQO: 250,
(1) a nucleic acid sequence that 1s at least 70% identical to SEQ ID NO: 221 and a nucleic acid

sequence that is at least 70% wdentical to SEQ 1D NG 251; (§) a nucleic acid sequence that is at
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least 70% identical to SEQ 1D NO: 222 and a nucleic acid sequence that 1s at least 70% 1dentical
to SEQ 1D 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 NO: 253; (1) a nucleic
acid sequence that is at least 70% identical to SEQ 1D NG: 224 and a nucleic acid sequence that s
at least 70% wdentical to SEQ ID NO: 254; {m} a nucleic acid sequence that 1s at least 70% 1dentical
to SEQ ID NO: 225 and a nucleic acid sequence that is at least 70% identical to SEQ 1D NQ: 255;
{n} a nucleic acid sequence that is at least 70% identical to SEQ 123 NO: 226 and a nucleic acid
sequence that is at least 70% identical to SEQ ID NG 256; or {0} a nucleic acid sequence that is
at least 70% 1dentical to SEQ 1D NO: 227 and a nucleic acid sequence that 1s at least 70% 1dentical
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 is at least 70% 1dentical to SEQ ID
NG: 261 and a nucleic acid sequence that 1s at least 70% wdentical to SEQ ID NO: 267; (b) a nucleic
acid sequence that 15 at least 70% 1dentical to SEQ 1D NG: 262 and a nucleic acid sequence that is
at least 70% udentical to SEQ ID NO: 268; or (¢} a nucleic acid sequence that s at least 70%
identical to SEQ ID NO: 263 and a nucleic acid sequence that 1s at least 70% wdentical to SEQ ID
NG 269,

[0635] 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 suntable for manufacturing an anii-
ANGPTL7 antibody of the present disclosure for dehivery of the antibody to a subject. In some
embodiments, the expression vector is suitable for use n gene therapy (e.g., an expression vector
for delivering a polynucleotide encoding an anti-ANGPTL7 antibody of the present disclosure to
asubject). In some embodiments, the expression vector 1s an adeno-associated virus {AAV ) vector,
or comprises an AAV backbone. In some embodiments, the expression vector 1s a lentiviral vector
(LY}, or compnises an LV backbone. In some embodiments, the expression vector 1s a herpes
simplex virus (HSVY vector, or a retrovirus vector.

{0036} In accordance with these embodiments, the present disclosure also provides a method
of administering ocular gene therapy to a subject 1n need thereof comprising injecting a
pharmaceutical composition comprising an effective amount of an expression vector described

herein {e.g., an expression vector comprising a polynucleotides encoding an anti-ANGPTL7
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antibody of the present disclosure). In accordance with these embodiments, the present disclosure
also provides a method of treating glaucoma and/or a disease affecting the optic nerve or retimal
ganglion cells comprising administering a pharmaceutical composition comprising an effective
amount of an expression vector described herein (e.g., an expression vector comprising a
polvnuclestides encoding an anti-ANGPTL7 antibody of the present disclosure). In some
embodiments, admimstering the pharmaceutical composition treats at least one symptom of
glaucoma and/or a disease affecting the optic nerve or retinal ganglion cells.

{0637} In accordance with the above embodiuments, the anti-ANGPTL7 antibodies of the
present disclosure bind an epitope from an ANGPTL7 polypeptide having any amino acid
sequence of SEQ 1D 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 ANGTFPL7 gene expression
relative to control following treatment with dexamethasone for 5 days.

{0639] FIG. 2 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 ANGPTL7 on
outtlow facility (FIG. 3A). FIG. 3B includes representative data demonstrating outfiow factlity for
3D-HTM donor 2 treated with vehicle (DMSQO}, 500nM Dexamethasone, 50 ng/mbL of ANGPTL7.
Samples were analyzed using One-way ANOVA (GraphPad Prism Software, Inc., La Jolla, CA},
*P<0.08, *FP<0.01, ¥¥P< 001 N=4 per treatment group. FIG. 3C mcludes representative data
demonstrating outflow facility for 3D-HTM donor 3 treated with vehicle (DMSQO), 500nM
Dexamethasone, 30 ng/mL of ANGPTL7. Samples were analyzed using One-way ANOVA
{GraphPad Prism Software, Inc., La Jolla, CA), *P<0.05, **P<. (.01, #**P< (01 N=4 per treatment
Sroup.

[0041] FIGS. 4A-4C: FIG. 4A includes representative data demonstrating outflow facility for
donor 1 treated with vehicle (BMSQ0), 500nM Dexamethasone, or 25, 50, 130 ang/mL of

ANGPTL7. Samples were analyzed using One-way ANOVA (GraphPad Prism Software, Inc, La
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Jolla, CA}, *P<0.05, **P< (.01, ***P<00] N=3 per treatment group. FIG 4B includes
representative data demonstrating outflow facility for donor 2 treated with vehicle (DMSO),
500nM Dexamethasone, or 25, 50, 150 ng/mL of ANGPTL7. Samples were analyzed using One-
way ANOVA (GraphPad Prism Software, Inc., La Jolla, CA), *P<0.05, **P< (.01, ***P< 001
N=3 per treatment group. FIG. 4 includes representative data demonstrating outflow facility for
donor 3 treated with vehicle (BMSQ), 500nM Dexamethasone, or 25, 50, 150 ng/mL of
ANGPTL7. Samples were analyzed using One-way ANOVA (GraphPad Prism Software, Inc, La
Jolia, CA), *P<0.05, ##P< 0.01, ***P< 001 N=3 per treatment group. {See FI(z. 3A for schematic
diagram of 3D-HTM scatfolding technology used to generate data in FIGS. 4A-4C )

{0042] FIGS. 5A-3D: Representative ELISA results used to determine antigen positive serum
titers of mice mmmunized with ANGPTL7, according to four different immunization
protocols/cohorts (FIG. SA — Cohort 1, FIG. SB —Cohort 2; FIG. 5C — Cohort 3; FIG. 5D — Cohort
4},

{0043] FIGS. 6A-6I. Representative results of ANGPTL7 antibody cross-blocking
experiments, including data from a representative heatmap analyzing the ability of the antibodies
to block one another for binding to the antigen (FIG. 6A), and representative dendrograms, which
progressively group antibodies with similar competition profiles. FIG. 6B includes data from a
granular binning network, FIG. 6C: mncludes data from a combined binary dendrogram {color
mndicates bins m the Community binning network). FIG 6D includes data from a commuruty
binning network. FIG. 6E includes binning data based on atfinity for hu ANGPTL7-his (P62). FIG.
oF includes binming data based on anttbody source (hybridoma or phage). FIG 6G ncludes
binning data based on fibrinogen domain (POOP) binding. FIG. 6H mcludes binning data based on
rabbit ANGPTL7 (p66) binding. FIG. 66 includes binning data based on mouse ANGPTL7
binding,

{0044] FIGA. 70 Representative results of the effects of anti-ANGPTL7 antibodies on
conventional outflow facility using a 3D HTM/HSC Tissue Model (see FIG. 3A). Outflow facility
of one donor cell line treated with vehicle (BMSQ), 500 oM Dexamethasone, 50 ng/mb
ANGPTL7 (1.1 oM} alone, 50 ng ANGPTL7 + an isotype control Antibody {33¢)at 11.1 nM, and
twenty different Anti-ANGPTL7 antibodies at 11.1 nM together with 50 ng/mL ANGPTL7.

Samples were analyzed for effects against 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} FIGS. 8A-8C: Representative data of the effects of dexamethasone-induced ocular
hypertension in ANGPTL7 knockout mice. FIG 8A includes body weight data of mice post-
implantation surgery; dexamethasone impaired weight gain in male mice compared to PBS-treated
mice, thereby confirming the proper functioning of the dexamethasone osmotic pumps. FIG. 8B
inchades intraocular pressure (0P} 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
mncludes representative data of the changes 1o IOP of ANGPTL7 WT and ANGPTL7 KO mice
mplanted with osmotic pumps containing PBS vehicle or dexamethasone (4 mg/kg/day) over 28
davs. 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 etther a 0.5 mg dose (FIGS. 9C, 9D, 9G,
9H, 9K, 9L, 90, 9P) or a 2.0 mg dose (FIGS. 9F, OF, 91, 9], OM, 9N, 9Q, 9R} in the right eye
{OD), or with a corresponding vehicle dose in the left eve (O8). (FIGS. 9A and 9B mclude data
from controls at 2 mg doses). Intraccular pressure (I0P) measurements (FIGS. 9A, 9C, 9E, 9G,
91, 9K, 9M, 90, 90} and changes in IOP (FIGS. 9B, 9D, 9F, 9H, 9], 9L, ON, 9P, 9R) were taken
at the indicated time points over a 21-day period.

{0047} FIGKR. 10A-10C: Representative pharmacokinetic (PR} data for ANGPTL7 antibody,
ATX-P-424, including mtraocular pressure (I0P) measurements at 0.5 mg or 2.0 mg {OU} doses
compared to velucle (FIG. 104}, changes i I0P compared to baseline (FIG. 10B); and total ocular
examination scores {OE) (FIG. 10C).

{00438] FIGK. 11A-11C: Representative pharmacokinetic (PR} data for ANGPTL7 antibody,
ATX-P-439, including mtraocular pressure (I0P) measurements at 0.5 mg or 2.0 mg {OU} doses
compared to velucle (FIG. 11A}), changes i I0P compared to baseline (FIG. 11B); and total ocular
examination scores (OE) (FIG. 11().

{0049} 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. 12ZA); changes in IOP compared to baseline (FIG. 12B); and total ocular

examination scores (OE) (FIG. 12C).
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{0050} FIGS. 13A-13; Representative data demonstrating the in vivo tolerability of anti-
ANGPTL7 antibodies using single mtravitreal (IVT) injections in African Green Monkeys. Data
includes absolute IOP values at baseline (day 3} and on day 10, 6 hours post topical administration
of saline and Latanoprost (FIG. 13A); changes in IOP 6 hours post topical administration of etther
saline {day 3} or Latanoprost {day 10} (FIG. 13B}); and changes in IOP between vehicle and
Latanoprost admunistration (FI1G 13C)

{0051} FIGS. 14A-14H: Representative IOP measurements (FIGS. 14A, 14C, 14E, and 14G)
and changes in IOP (FIGS. 14B, 14D, 14F, and 14H} in African Green Monkeys dosed with 2 mg
of the mndicated 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

{0053] Embodiments of the present disclosure relate to the treatment and/or prevention of
glaucoma and other ocular diseasgs affecting the optic nerve and retmal 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 (I0P) and/or increasing
outflow facility, thereby preventing optic nerve damage and/or restoring vision.

[0054] Angiopoietin-like proteins (ANGPTL} are a family of proteins that have structural
simtlarity to angiopoietin proteins. Seven proteins have been mitially grouped into this family
(ANGPTL1-7}), and more recently, another protein called ANGPTLR has been identified.
ANGPTL protems have an anuno-termunal coded~coil domain as well as a carboxyi-terminal
fibrinogen-like domain, except ANGPTLS, which lacks the later domain. ANGPTL proteins are
not known 1o bind tyrosine kinase receptors such as Tie 1 and Tie 2, distinguishing them from
angiopoietin proteins. ANGPTL proteins have been shown to play different physiological roles in
metabolism, imflammmation and cancer. Increasing evidence 15 connecting these protens to obesity
and 1nsulin resistance. ANGPTLZ, for example, has been shown to associate with adiposity and
insulin resistance as well as the development of type 2 diabetes. ANGPTL3, 4, and 8 have been
shown to play a major role n regulating lipid metaboliam through their inhubition of hpoproten
fipase. Sinularly, ANGPTLS has been shown to be higher 1n subjects with metabolic syndrome

lole]
poye
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and to posttively associate with HDL level The levels of ANGPTLE has been shown to be higher
i obese and diabetic subjects and to positively associate with insufin resistance and fasting blood
glucose in non-diabetic subjects.

{06

7

5 ANGPTL7, however, 1s a poorly studied member of the ANGPTL protein family that

¢

has been mitially discovered i the stromal layer of the cornea. Levels of ANGPTL7 have been
shown to be elevated 1in glaucoma and its overexpression increases the collagen expression level
while, its induction by glucocorticoids caused the up-regulation of important glaucoma-related
proteins ncluding 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
nteraction with the WNT/-beta-catenin signaling pathway. Currently, there are no therapeutic
approaches that target ANGPTL7.

{0056} Glaucoma is a leading cause of worldwide irreversible vision loss, charactenized by
progressive optic neuropathy. The most common form of glaucoma is primary open-angle
glaucoma (POAG), which 15 always accompanied by high mtraccular 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 1w secondary glaucoma, which has many common
characteristics with POAG. The pathogenesis of POAG can be deduced from the mechanisms
underlying DEX-induced ocular hypertension. Understanding the DEX-induced molecular
mechamsms may assist m developing therapies for glucocorticoid-induced glavcoma and POAG.
Additionally, high I0P 15 caused by mncreased outflow resistance of aqueous humor (AH)
Accumulating evidence suggests that actin cytoskeletal rearrangement of the trabecular meshwork
{TM) forming cross-binked actin networks 15 a crucial contributor to this mcreased resistance.
Previous studies have found that the concentration of angiopotetin-like 7 (ANGPTL7} 13 increased
m glaucomatous AH and that overexpression of ANGPTL7 in the TM alters the components of
the extracellular matrix (ECM). A recent study found that ANGPTL7 protein-altering variants
exert a strong protective effect on glaucoma and suggested ANGPTL7 as a therapeutic target for
glaucoma. Thus, ANGPFTL7 may play a vital role in modulating TM's ECM and regulating IOP.
{6057} In hght of this, experiments were performed to determine the role that ANGPTL7Y may

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

Definitions

{0058] 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.

{0059] 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”) 1s to be construed to mean one
item selected from the listed items (A or B) or any combination of two or more of the listed items
{A and B}, unless otherwise indicated herein or clearly contradicted by context The terms
“comprising,” “having,” “including,” and “containing” are to be construed as open-ended terms
{1e, meamng “including, but not limited to,”} unless otherwise noted. Recitation of ranges of
values herein are merely imtended to serve as a shorthand method of referring individually to each
separate value falling within the range, unless otherwise mndicated herein, and each separate value
s ncorporated mito the specification as 1t it were individually recited herein. All methods described
herein can be performed in any suitable order unless otherwise mdicated herein or otherwise
clearly contradicted by context. The use of any and all examples, or exemplary language {(e.g.,
“such as”} provided herein, 13 intended merely to better tluminate the various embodiments of the
present disclosure, and does not pose a himitation on the scope of these embodiment unless
otherwise clammed. No language in the specification should be construed as indicating any non-
claimed element as essential to the practice of the various embodiments of the present disclosure.

{0060} As used heren, the term “or” 13 an inclusive “or” operator and 1s equuvalent to the term
“and/or” unless the context clearly dictates otherwise. The term “based on” 15 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 meaming of “a,” “an,” and “the” include
plural references. The meaning of “in” incledes “in” and “on.”

{0061 The transitional phrase “consisting essentially of” as used in claims in the present
application limits the scope of a claim to the specified matenals or steps “and those that do not

materially affect the basic and novel characteristic{s)” of the claimed invention, as discussed in fn
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re Herz, 537 F.2d 549, 551-52, 190 USPQ 461, 463 (CCPA 1976). For example, a composition
“consisting essentially of” recited elements may contamn an unrecited contaminant 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.e., a composition “consisting of 7 the recited components,
{8062} The term “one or more,” as used heremn, 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 MOTE, seven or more, eight of more, nine or More, €N of Mote,
eleven or more, twelve or more, thirteen or more, fourteen or more, fifteen or more, twenty or
more, fifty or more, 100 or more, or an even greater number.

LR

{0063] The term “one or more but less than a higher number,” “two or more but less than a

29 4C 93 <6

higher number,” “three or more but less than a higher number,” “four or more but less than a higher
number,” “five or more but less than a higher number,” “six or more but less than a higher
number,” “seven or more but less than a higher number,” “eight or more but less than a higher

LI

number,” “nine or more but less than a higher number,” “ten or more but less than a higher
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number,” “eleven or more but less than a higher number,” “twelve or more but less than a higher

2% G

number,” “thirteen or more but less than a higher number,” “fourteen or more but less than a higher
number,” or “fifteen or more but less than a higher number” 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 approxumately 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,
6,54, 3or2)

{0064] The term “mmmunoglobulin™ or “anttbody,” as used herein, refers to a protein that 1s
found n blood or other bodily fluids of vertebrates, which 1s used by the immune system to identify
and neutralize foreign objects, such as bacteria and viruses. Typically, an immunoglobulin or
antibody 13 a protein that comprises at least one complementarity determuining region {CDR). The
CDRs form the “hypervariable region” of an antibody, which 1s responsible for antigen binding
{discussed further below}. A whole antibody typically consists of four polypeptides: two identical
copies of a heavy (H} chain polypeptide and two identical copies of a light (L) chain polypeptide.
Fach of the heavy chains contains one N-terminal variable (Va) region and three C-terminal
constant {Cuy, Cro, and Cus) regions, and each light chain contains one N-terminal variable (Vi)

region and one C-termunal constant {Cu) region. The light chains of antibodies can be assigned to
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one of two distinct types, either kappa {«) or lambda (A}, based upon the amino acid sequences of
therr constant domains. In a typical antibody, each light chain is linked o 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.

{8065} 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 ammo 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 variable region (see, e g, C. A Janeway et al. {eds.), Immunohiology,
Sth Ed., Garland Publishing, New York, N.Y. {2001},

[0066] The framework regions are connected by three CDRs. As discussed above, the three
CDRs, knownas CDRY, CDR2, and CDR3, form the “hypervariable region” of an antibody, which
is responsible for antigen binding. The CDRs form loops connecting, and 1 some cases comprising
part of, the beta-sheet structure formed by the framework regions. While the constant regions of
the light and heavy chains are not directly involved 1n binding of the antibody to an antigen, the
constant regrons can mfluence the orientation of the vanable regions. The constant regions also
exhibit various effector functions, such as participation mn antibody-dependent complement-
mediated lysis or antibody-dependent cellular toxicity via nteractions with effector molecules and
cells.

{0067} As used herem, 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 i a complex mixture of proteins and/or macromolecules, and binds the antigen or
epitope with affinity which is substantially higher than to other entities not displaying the antigen
or epitope. In this regard, “affinity which is substantially higher” means affinity that is high encugh
to enable detection of an antigen or epitope which is distinguished from entities using a desired
assay or measurement apparatus. Typically, it means binding affinity having a binding constant
(Ka) of at least 107 M (e g, >107 ML >105 M-, >10° M, »1010 M7 =100 ML »107 ML >101

26
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M ete.). 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 species may comprise the same epitope.

2% ¢

{6068} The terms “fragment of an anttbody,” “antibody fragment,” and “antigen-binding
fragment” of an antibody are used interchangeably herein to refer to one or more fragments of an
antibody that retain the ability to specifically bind to an antigen (see, generally, Holliger et al |
Nai. Biotech., 23(9%. 1126-1129 (2005}). Any antigen-binding fragment of the antibody described
herein i1s 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, (1) a Fab fragment, which ts a monovalent fragment consisting of the Vi, Vu, (1, and
Cr domains, (1) a F(ab’)2 fragment, which 1s a ivalent fragment comprising two Fab fragments
iinked by a disulfide bridge at the hinge region, (11t} a Fv fragment consisting of the Vi and Vu
domains of a single arm of an antibody, (v} a Fab’® fragment, which results from breaking the
disulfide bridge of an F{ab’}2 fragment using muld reducing conditions, (v} a disuifide-stabilized
Fv fragment {(dsFv), and {(vi) a domain antibody {dAb}, which 15 an antibody single variable region
domain (Vi or V1) polypeptide that specifically binds antigen.

[0069] The term “monocional antibody,” as used heremn, refers to an antibody produced by a
single clone of B lymphocytes that s directed against a single epitope on an antigen. Monoclonal
anttbodies typrcally are produced using hybridoma technology, as first described in Kéhler and
Milstein, Fur. J Immunol | 5. S11-519(1976}. Monoclonal antibodies may also be produced using
recombinant DNA methods {see, eg., US. Patent 4,816,567}, solated from phage display
antibody libraries (see, e.g., Clackson et al. Nature, 3521 624-628 (1991)); and Marks et al.| J. Mol
Biol, 2220 381-597 (1991)), or produced from transgenic mice carrying a fully haman
munoglobulin system (see, e.g., Lonberg, Nat. Biotechnol, 23(9) 1117-25 {2005}, 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.
{0670} The terms “nucleic acid,” “polynucleotide,” “nucleotide sequence” and
“oligonucleotide” are used interchangeably herein and refer to a polymer or oligomer of

pyrimidine and/or purine bases, preferably cyvtosine, thymine, and uract, and adenine and guanine,
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respectively (See Albert L. Lehninger, Principles of Biochemistry, at 793-800 (Worth Peb. 1982)).
The terms encompass any deoxyribonucleotide, rnibonucleotide, or peptide nucleic acid
component, and any chemical vanants thereof, such as methylated, hvdroxymethylated, or
glycosylated forms of these bases. The polymers or oligomers may be heterogenous or
homogenous in compostiion, may be isolated from naturally occurring sources, or may be
artificially or synthetically produced. In addition, the nucleic acids may be DNA or RNA, or a
mixture thereof, and may exist permanently or transitionally in single-stranded or double-stranded
form, mncluding homoduplex, heteroduplex, and hybrid states. In some embodiments, a nuclec
acid or nucleic acid sequence comprises other kinds of nucleic acid structures such as, for instance,
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. Narl. dcad. Sci. U5.A., 97 $633-5638 (20003}, cyvelohexenyl
nucleic acids (see Wang, J Am. Chem. Soc., [22: 8595-8602 (2000}), and/or a ribozyme. The
terms “nucleic acid” and “nucleic acid sequence” may also encompass a chain comprising non-
natural nucleotides, modified nucleotides, and/or non-nucleotide building blocks that can exhibit
the same function as natural nucleotides {e.g., “nucleotide analogs™}.

{0871] The terms “peptide,” “polypeptide,” and “protein” are used mterchangeably herein and
refer 10 a polymeric form of amino acids of any length, which can include coded and non-coded
aroino acids, chenucally or biochemically moditied or derivatized amino acids, and polypeptides
having modified peptide backbones.

{0672] As used herein, a “nucleic acid” or “nucleic acid molecule” generally refers to any
ribonucleic acid or deoxyribonucieic acid, which may be unmodified or modified DNA or RNA.
“Nucleic acids™ mclude, without limutation, single~ and double-stranded nucletc acids. As used
herein, the term “nucleic acid” aiso includes DNA as described above that containg one or more
modified bases. Thus, DNA with a backbone modified for stabibity or for other reasons i1s a “nucleic
acid.” The term “nucleic acid” as i 1s used herein embraces such chenmucally, enzymatically, or
metabolically 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.

{067 3] The terms “oligonucieotide” or “polynuciectide” or “nuclectide” or “nucleic acid” refer
to a molecule having two or more deoxyribonuclieotides 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, mcluding chemical synthesis, DNA replication, reverse transcription, or a
combmation thereof. Typical deoxyribonucleotides for DNA are thymine, adening, cytosine, and
cuanine. Typical nbonuclestides for RNA are uracil, adenine, cytosine, and guanine.

{0674} The terms “complementary” and “complementarity” refer to nucleotides {eg, 1
nucleotide} or polynucleotides {e.g., a sequence of nucleotides) related by the base-pairing rules.
For example, the sequence 5°-A-G-T-37 1s complementary to the sequence 3-T-U-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 atfects the
efficiency and strength of hybridization between nucleic acid strands. This s of particular
mportance in amplification reactions and 1n 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 vecessary for the production of an RNA, or of a polypeptide or is 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 activity,
figand binding, signal transduction, etc.) of the polypeptide are retained. The term “portion” when
used 10 reference to a gene refers to fragments of that gene. The fragments may range in size from
a few nucleotides to the entire gene sequence mumus one nucleotide. Thus, “a nucleotide
comprising at least a portion of a “gene” may comprise fragments of the gene or the entire gene.
{0676] The term “gene” also encompasses the coding regions of a structural gene and includes
sequences located adiacent to the coding region on both the §' and 3' ends, e.g., for a distance of
about T 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
and that are present on the mRNA are referred to as 3' non-translated or 3' untranslated sequences.
The term “gene” encompasses both ¢cDNA and genomic forms of a gene. In some organisms (e g,
eukaryotes}, a genomic form or clone of 3 gene contains the coding region interrupted with non-

coding sequences termed “introns” or “intervening regions” or “intervening sequences.” Introns



WO 2023/212294 PCT/US2023/020354

are segments of a gene that are transcribed into nuclear RNA (hnRNA); introns may contain
regulatory elements such as enhancers. Introns are removed or “spliced out” from the nuclear or
primary transcript; introns therefore are absent in the messenger RNA (mRNA) transeript. The

mRNA functions during translation to specify the sequence or order of amino acids in 8 nascent

polypeptide.
{0677} In addition to containing ntrons, genomic forms of a gene may also include sequences

located 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' tlanking region may contain sequences that direct the termination
of transcription, posttranscriptional cleavage, and polyadenyiation.

{0078} The term “wild-type” when made in reference to a gene refers to a gene that has the
characteristics of a gene isolated from a naturally occurring source. The term “wild-type” when
made in reference to a gene product refers 1o 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 charactenistics of a naturally occurring protein. The term
“naturally-occurring” as applied to an object refers to the fact that an object can be found n nature.
For exarople, a polypeptide or polynucleotide sequence that 1s present 1o an orgamsm {including
viruses) that can be 1solated from a source m vature, and which has not been intentionally modified
by the hand of a person in the laboratory 15 naturally -occurning. A wild-type gene 15 often that gene
or allele that 1s most frequently observed in a population and 18 thus arbitranily designated the
“normal” or “wild-type” form of the gene. In contrast, the term “modified” or “mutant” when made
i reference to 3 gene or to a gene product refers, respectively, to a gene or to a gene product that
displays modifications in sequence and/or functional properties {e.g., altered characteristics) when
compared to the wild-type gene or gene product. 1t is noted that naturally-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.

{0679] The term “allele” refers to a vanation of a gene; the variations include but are not

limited to varants and mutants, polymorphic loci, and single nuclestide polymaorphic loci,
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frameshift, and sphice mutations. An allele may occur naturally in a population, or it might arise
during the lifetime of any particular individual of the population.

{0086} Thus, the terms “variant” and “mutant” when used in reference o a nucleotide sequence
refer to a nucleic acid sequence that differs by one or more nucleotides from another, usually
related, nucleotide acid sequence. A “vanation” 15 a difference between two different nuclestide
sequences; typically, one sequence 15 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 in an anumal {eg., a
mammal}. An “immune response” can entatl, 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 protemaceous or non-proteinacecus {e.g., carbohvydrate or
iipid) molecule that provokes an immune response in a mammal. The term “epitope” refers to a
sequence of an antigen that 1s recogmzed by an antibody or an antigen receptor. Epitopes also are
referred to in the art as “antigenic determinants.” In certain embodiments, an epitope 1s a region of
an antigen that 1s specifically bound by an antibody. In certain embodiments, an epitope may
include chemically active surface groupings of molecules such as ammo acids, sugar side chains,
phosphoryl, or sulfonyl groups. In certamm embodiments, an epitope may have specific three-
dimensional structural charactenistics {e.g., a “conformational” epitope) and/or specific charge
charactenistics. The antigen can be a protemn or peptide of viral, bacterial, parasitic, fungal,
protozoan, prion, cellular, or extracelinlar origin, which provokes an ummune response n a
mammal, preferably leading to protective immumty.

{60821 A “pharmaceutically acceptable carrier”™ as used herem generally refers to an ingredient
m 3 pharmaceutical formulation, other than an active mgredient, which is nontoxic to a subject. A
pharmaceutically acceptable carrier nchudes, but is not limited to, a buffer, excipient, stabilizer,
of preservative.

{0683} The term “pharmaceutical formulation™ as used herein generally refers to a preparation
which 15 1n such form as to permit the biclogical activity of an active ingredient (e.g., an anti-
ANGPTL7 antibody, an antibody conjugate, a fusion protein, or a polymernic 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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{00384} As used herein, “treatment” {(and grammatical vanations thereof such as “treat” or
“treating”} generally refers to clinical intervention in an attempt to alter the natural course of the
ndividual being treated, and can be performed either for prophylaxis or during the course of
chinical pathology. Desirable effects of treatment include, but are not hmited 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, mn vivo
{e.g, mthe eve (e.g, the vitreous)) or in vitro.

[0686] An “effective amount” of an agent, e.g., a pharmaceutical formulation, as used heremn
generally refers to an amount effective, at dosages and for periods of tume necessary, to achieve
the desired therapeutic or prophylactic result,

{0087] An “mdividual” or “subject” 15 a mammal. Mammals include, but are not hnuted 1o,
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 certam
embodiments, the individual or subject is a human. A “subject” may be a “patient”
Anti-ANGPTL7 Antibodies

{00838] Embodiments of the present disclosure relate to the treatment and/or prevention of
glaucoma and other ocular diseases affecting the opiic nerve and retimal 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 (109} and/or increasing
outflow facility, thereby preventing optic nerve damage and/or restoring vision.

{0089} As described further herein, embodiments of the present disclosure include an antibody,

or an antigen binding fragment thereof, which specifically binds human Angiopoietin-Like Protein
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7 (ANGPTL7), optionally wherein said human ANGPTL7 1s a polypeptide which comprises or
consisis of the aming acid sequence of any one of SEQ 1D NQOs: 370 t0 374,

{0058} In some embodiments, the antibody, or an antigen binding fragment thereof, exhibits
any one or more the following functional characteristics: increases cutflow facility compared o a
control when administered to the eye of a subject, optionally wherein the control 15 vehicle
treatment, dexamethasone treatment, ANGPTL7 protein treatment, or ANGPTLY protein with an
isotype control antibody treatment; and/or binds to ANGPTL7 with a Kp 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
11

{0091} In some embodiments, the antibody, or an antigen binding fragment thereof, 18
monocional, optionally recombinant. In some embodiments, the antibody, or an antigen binding
fragment thereof, is human, humanized, or chimeric.

[0692] In some embodiments, the anfibody, or an antigen binding fragment thereof, is a full
length antibody, a single chain antibody, a simgle chain vanable fragment (scFv}, a vanable
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-domain antibody,
a shark IgNAR-denived single-domam antibody fragment (VNAR), a dinbody, a triabody, an
anticalin or an aptamer, optionally wherein the antibody is a full length antibody comprising an Fe
region such as a human IgGl, 1gG2, 1gG3 or IgG4 region,

{86093} 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 13 not human ANGPTL7, preferably wherein said target 15 expressed m the homan
eye; a therapeutic of cytotoxic moiety, a detection moiety; a punification 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, S T, E, and P residue, which polypeptide is conjugated to the C- or N-

terminus of the antibody.
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{0094} In some embodiments, the antibody, or an antigen binding fragment thereof 15 a
polypeptide comprising: one, two or all three HUDRs of any one of the exemplary antibodies the
sequences of which are provided in Table 11, and optionally also one, twe or all three of the
corresponding LCDRs of the exemplary anttbody; 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 at least 90% identity to the
corresponding VL sequence of the exemplary antibody, preferably wherein variation is not
permitted in the HCDRs or LCDRs; and/or all six CDRs of any of the exemplary antibodies
exemplary antibodies the sequences of which are provided in Table 11; and/or the VH and VL
sequences of any one of the exemplary antibodies the sequences of which are provided in Table
11; and/or the full length heavy chain {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.

[0095] Embodiments of the present disclosure also include a polynucleotide encoding an
antibody, or an antigen binding fragment thereof, of any of the preceding paragraphs, optionally
wherein said polynucleotide comprises or consists of a nucleic acid sequence having at least 70%,
80%, 90% or 100% identity to a nuclec acid sequence of any one of the exemplary antibodies the
sequences of which are provided 1o Table 11

{8096} Embodiments of the present disclosure also include an expression vector comprising
the polynucieotide 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.
{0697} Embodiments of the present disclosure also mclude a pharmaceutical composition
comprising an antibody, or an antigen binding fragment thereof, a polynuclestide, 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 pharmacentical composition 1s suitable for ocular admunistration to a subject,
optionally by delivery using a conjunctival insert, a contact lens, a gel, a nancparticle, a
mucocadhesive polymer, an ointment, a solution, a suspension, eye drops, and/or an implant,
preferably by injection mto the vitreous fhuid.

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

fragment thereof, the polynucleotide, the vector, or the compositions of any of the preceding
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paragraphs, for use as a medicament, optionally for use in a method of treating a disease of the eye
i a subject. In some embodiments, the disease is characterized by increased intraoccular pressure
and/or reduced outflow facility n the eye of the subject In some embodiments, the method
comprises ocular administration of the antibody, preferably by injection into the vitrecus fluid, and
wherein said administration preferably relieves at least one symptom 1n 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, vonuting, and red eyes. In some
embodiments, the disease is glaucoma and/or a disease affecting the optic nerve or retinal ganglion
cells, optionally wherein said glaucoma is primary or glucocorticoid-induced glaucoma.

{0099] 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 vanable region (VH) comprising complementarity determining
regions {CDRs) HCDRY, HCDR2, and HCDR3, and a light chain variable region (VL) comprising
complementarity determuning regions {CDRsy LCDRI, LCDR2, and LCDR3. In some
embodiments, the HCDR1 comprises one of the following amuno acid sequences: (a) XY XoIXs
(SEQIDNG: D), wherem X s Sor D Xo s Gor Y, Xa s 5 or H; (b)Y TSGVGVG (SEQ D NO:
18y, (o) XuXo2XGMXs (SEQID NO: 27, whearemn Xa s V, S, D or To Xo s YV, H ot F. Xs s DL G,
S,or Ay Xais HL S, or N; or {d) SXaSXYW2XG(SEQ ID NG 74), wheremn Xh s S or G, Xz 15 S or
Y; X318 G or 8§ In some embodiments, the HCDR2 comprises one of the following aming acid
sequences. {a) WIX3GXaXaGXsTXe YAQX X XoG{SEQ 1D NO: 7)), wherem X118 S, L or N X2
SA P, Ko YorN, XassNor T, X sNor A, XeisNor Ko Xris Nor K, XeisLor F: Xo s
R or Q; (b) LIYWNDDEXN:YSPSLKS (SEQ ID NGO 21}, wherem X1 18 R or ) (¢}
KiXoXaXeXsXe X7 XeXoX 10X 11 X1z X3 X1 X1sG (SEQ 1D NO: 43), wheren X1 s G, T, S, A, V, H|
or Lo lor M Xas BN, TS, or{n Xe s P WS, G or ;XD AN, S, or Y XsisGor
S XD GY. 8, LoN X SN LY, or D Xeis Y. T,FE MK GorkhXwoisY, G or
FoXuisP Yo A, XusG D or A, XisisSor Dy Xuuis V, L or §; Xis s K or M or {d)
XAYYSGSTXSNPSLKS (SEQ ID NO: 78) wherein Xy 18 §, or Y, X2 15 Y or 8. In some
embodiments, the HCDR3 comprises one of the following amino acid sequences: {a) SEQ 1D NOs:
13-17; {b) X 2GXaXaXsXFFDX (SEQ ID NO: 24y wheremn Xy 18 S, D, or Ny Xois Y or P X 15
GoDXesDoa¥Y, XssYo G XeisWorD; XrisLor Y, {c) SEQ ID NOs: 59-73; or {d}
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KiXoXaXaGXaXe XX XoY (SEQ ID NO: 82y wherein Xi s Qor A; Xois Yor K; Xsisfor W,
KasSorE, XsisTorD XesisEor YV, XosYorF; XgisForb, XoisQor Y.

{00188} In addstion to the above HUCDRI, HCDR2, and HCDR3 sequences, anti-ANGPTLY
antibodies of the present disclosure include an LCDRI comprising an amino acid sequence of any
of SEQ I NOs: 87-97, SEQ 1D NOs: 123-127, or SEQ 1D NQOs: 141-149; the LCDR2 comprises
an amino acid sequence of any of SEQ 1D NOs: 99-109, SEQ 1 NOs: 129-133, or SEQ ID NOs
151-159; and the LCDR3 comprises an amino acid sequence of any of SEQ ID NOs: 111-121,
SEQ 1D NOs: 135-139, or SEQ 1D 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 amino acid sequences: {a) RASQXIX2XGXLXs (SEQ 1D NG: 86), wherein Xi s G or
S, Xo s 8§, R oor Y; X5 88 N or &} Xa 18 W, D orV; X515 A G or N, (b)
RSSOSLXXOSKaXaXs X YLX7 (SEQID NG: 122), wherem Xy s Lor V; Xo s H, Y, or F; X515
NorD:XanssRor G XsisYor Ny Xets Nor T; X7is D or N; or {(¢) RASQSVSXK 20X A (SEQ
ID NO: 140), wherein Xp 18 S, N, or Ry X0 s Yor 5, Xa s Loor Y, Xe s A or L. In some
embodiments, the LCDR2 comprises one of the following amuno acid sequences: (a) AXGSSLXGS
(SEQ 1D NO: 98), wheretn X118 A or T, Xz 18 Q or P; (b XuXeSNRXGS (SEQ 1D NO: 128),
wheremn X115 L, K, or E: X218 Gor V;, Xa 15 A or B; or {¢} X1ASXLRAT (SEQ ID NO: 150},
wheremn X115 B oor G, Xz s N, §, or T. In some embodiments, the LCDR3 comprises one of the
following amino acid sequences: (a)y XiQXoXsXaXsPXeXy (SEQ ID NO: 110}, wherein X 15 L ot
QoA H S oD XN FoV¥V, XS ToNXssF Y, or T, Xes W, LELB orY;
X715 Tor Y, (b) MOXiXoXoXePXST (SEQ ID NO: 134), wheren Xa s Tor G, 2o s Lor T, Xs1s
Qord, XeaisTor W, Xsis Yor W, or (¢} QUXDOXXeXsXeT (SEQ 1D NG: 160), wherein X 13
RY oGXons Gor(XGis NS, oV, XasW, S ol XsisPol Xsisl, S, PorT
{86162]  In addition to the above LCDRI, LCDRZ, and LCDR3 sequences, anti-ANGPTL7
antibodies of the present disclosure include an HCDR1 comprising an amino acid sequence of any
of SEQ ID NOs: 2-6, SEQ 1D NOs: 19-20, SEQ ID NQOs: 28-42, or SEQ ID NQOs: 75-77; the
HUCDR2 comprises an amino acid sequence of any of SEQ ID NQOs: 8-12, SEQ ID NQs: 22-23,
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SEQ 1D NOs 44-58, or SEQ 1D NOs: 79-81; and the HCDR3 comprises an amimno acid sequence
of any of SEQ I NOs: 13-17, SEQ 1D NQOs: 25-26, SEQ 1D NQs: 59-73, or SEQ 1D NOs: 83-85,
{00183} In some embodiments, an anti-ANGPTL7 antibody comprises the HCDRI of SEQ ID
NGO 2, the HCDR2 of SEG ID NG: 8, and the HCDR3 of SEQ 1D NGO 13, In some embodiments,
an anti-ANGPTL7 antibody comprises the HCDR1 of SEQ D NO: 3, the HCDR2 of SEQ 1D NG
9, and the HCDR3 of SEQ ID NO: 14 In some embodiments, an anti-ANGPTL7 antibody
comprises the HCDRI1 of SEQ ID NG 4, the HCDRZ of SEGQ ID NG 10, and the HCDR3 of SEQ
1D NQO: 15, In some embodiments, an anti-ANGPTL7 antibody comprises the HCDRI of SEQ ID
NG: 5, the HCDR2 of SEQ ID NO: 11, and the HCDR3 of SEQ ID NO: 16. In some embodiments,
an anti-ANGPTL7 antibody comprises the HCDRI of SEQ D NO: 6, the HCDRZ of SEQ ID NO:
12, and the HCDR3 of SEQ ID NO: 17 In some embodiments, an anti-ANGPTL7 antibody
comprises the HCDRI of SEQ 1D NO: 7, the HCDR2 comprises the amine acid sequence of SEQ
ID NG: 14, and the HCDR3 of SEQ ID NO: 20, In some embodiments, an anti-ANGPTL7
antibody comprises the HCDRI of SEQ 1D NO: 19, the HCDR2 comprises the amino acid
sequence of SEQ TD NO: 22, and the HCDR3 comprises the anuno acid sequence of SEQ ID NO:
25, In some embodiments, an anti-ANGPTL7 antibody comprises the HCDRI of SEQ 1D NG: 20,
the HCDR2 of SEQ 1D NO: 23, and the HCDR3 of SEQ 1D NO: 26, In some embodiments, an
anti-ANGPTL7 antibody comprises the HCDRY of SEQ ID NO: 28, the HCDRZ of SEQ ID NG
44, and the HCDR3 of SEQ 1D NG: 539 In some embodiments, an anti-~ANGPTL7 antibody
comprises the HCDR1 of SEQ 1D NGO: 29, the HCDR2 of SEQ 1D NO: 43, and the HCDR3S of
SEQ ID NG: 60, In some embodiments, an anti-ANGPTL7 antibody comprises the HCDRI of
SEQ ID NG: 30, the HCDRZ of SEQ 1D NO: 46, and the HUDR3 of SEQ ID NO: 61 In some
embodiments, an anti-ANGPTL7 antibody comprises the HCDR1T of SEQ ID NG 31, the HCDR2
of SEG D NG 47, and the HCDR3 of SEQ ID NG 62 In some embodiments, an anti-ANGPTL7
antibody comprises the HCDR1 of SEQ 1D NO: 32, the HCDR2 of SEQ I NGO 48, and the
HCDR3 of SEQ ID NO: 63, In some embodiments, an anti-ANGPTL7 antibody comprises the
HCDRT of SEQ ID NO: 33, the HCDRZ of SEQ ID NO: 49, and the HCDR3 of SEQ 1D NG: 64,
In some embodiments, an anti-ANGPTL7 antibody comprises the HCDRT of SEQ ID NO: 34, the
HCDR2 of SEQ 1D NG: 50, and the HCDR3 of SEQ ID NGO 65, In some embodiments, an anti-
ANGPTL7 antibody comprises the HUDRI of SEQ [ NO: 35, the HCDR2 of SEQ 1D NG 51,
and the HCDR3 of SEQ 1D NO: 66. In some embodiments, an anii-ANGPTL7 antibody comprises
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the HCDRI of SEQ ID NO: 36, the HCDRZ of SEQ ID NO: 52, and the HCDRS of SEQ ID NGO
67. In some embodiments, an anti-ANGPTL7 antibody comprises the HCDR1 of SEQ 1D NG 37,
the HCDR2 of SEQ ID NQO: 53, and the HCDR3 of SEQ ID NO: 68, In some embodiments, an
anti-ANGPTL7 antibody comprises the HCDRIT of SEQ ID NO: 38, the HCDRZ of SEQ 1D NO:
54, and the HCDR3 of SEGQ ID NO: 69 In some embodiments, an anti-ANGPTL7 antibody
comprises the HCDR1 of SEQ 1D NO: 39, the HUDR2 of SEQ ID NQO: 55, and the HCDR3 of
SEQ ID NG 70. In some embodiments, an anti-ANGPTL7 antibody comprises the HCDRI1 of
SEQ ID NG 40, the HCDR2 of SEQ 1D NO: 56, and the HCDR3 of SEQ 1D NO: 71 In some
emmbodiments, an anti-ANGPTL7 antibody comprises the HCDRI of SEQ 1D NGO 41, the HCDR2
of SEQ 1D NO: 57, and the HCDR3 of SEQ 1D NO: 72, In some embodiments, an anti-ANGPTL7
antibody comprises the HCDR1 of SEQ ID NO: 42, the HCDR2 of SEQ ID NG: 58, and the
HCDR3 of SEQ ID NO: 73 In some embodiments, an anti-ANGPTL7 antibody comprises the
HCDRI1 of SEQ ID NG: 75, the HCDR2 of SEQ 1D NG: 79, and the HCDR3 of SEQ 1D NO: 83,
In some embodiments, an anti-ANGPTL7 antibody comprises the HCDR1 of SEQ D NO: 76, the
HCDR2 of SEQ ID NO: 80, and the HCDR3 of SEQ ID NO: 84, In some emboduments, an anti-
ANGPTL7 antibody comprises the HCDRI of SEQ ID NG 77, the HCDR2 of SEQ ID NO: 81
and the HCDR3 of SEQ ID NO: 85

[00164] In some erobodiments, an anti-ANGPTL7 antibody comprises the LCDRI of SEQ ID
NG 87, the LCDRZ of SEQ ID NO: 99, and the LCDR3 of SEQ ID NO: 111 In some
embodiments, an anti-ANGPTL7 antibody comprises the LCDR1T of SEQ ID NO: 88, the LCDR2
of 8EQ ID NO: 100, and the LUDR3 of SEQ ID NO: 112 In some embodiments, an anti-
ANGPTL7 antibody comprises the LCDRI of SEQ D NGO 89, the LUDRZ of SEQ ID NGO 101,
and the LCDRS of SEQ 1D NGO: 113, In some embodiments, an anti-ANGPTL7 antibody
comprises the LCDRI of SEQ ID NO: 90, the LCDRZ of SEQ 1D NGO 102, and the LCDR3 of
SEG ID NG 114, In some embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of
SEQ 1D NGO 91, the LCDR2 of 8EQ 1D N{O: 103, and the LCDR3 of SEQ 1D NG: 115, In some
embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of SEQ [ NO: 92, the LCDR2
of SEQ I NO: 104, and the LCDR3 of SEQ ID NO: 116, In some embodiments, an anti-
ANGPTLY antibody comprises the LCDR1 of SEQ 1D NO: 93, the LCDR2 of SEQ 1 NO: 105,
and the LCDR3 of SEQ ID NOG: 117, In some embodiments, an anti-ANGPTL7 antibody
comprises the LCDRI of SEGQ 1D NG: 94, the LUDR2 of SEQ ID NG 106, and the LCDR3 of
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SEQ ID NG: 118 In some embodiments, an anti-ANGPTL7 antibody comprises the LCDRI of
SEQ 1D NO: 95, the LCDR2 of SEQ 1D NG: 107, and the LCDR3 of SEQ ID NG 119 In some
embodiments, an anti-ANGPTL7 antibody comprises the LCDRI of SEQ D NG: 96, the LCDR2
of SEQ ID NO: 108, and the LCDR3E of SEQ ID NO: 120 In some embodiments, an anti-
ANGPTL7 antibody comprises the LCDRI of SEQ ID NG 97, the LUDRZ of SEQ ID NG 109,
and the LOCDR3 of SEQ ID NO: 121, In some embodiments, an anti-ANGPTL7 antibody
comprises the LCDR1 of SEQ ID NG 123, the LCDR2 of SEQ 1D NOG: 129, and the LCDR3 of
SEQ ID NGO 135, In some emboduments, an anti-ANGPTL7 antibody comprises the LCDR1 of
SEQ ID NO: 124, the LCDR2 of SEQ ID NO: 130, and the LCDR3 of SEQ 1D NO: 136, Insome
embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of SEQ 1D NO: 125, the HCDR2
of SEQ D NO: 131, and the LCDR3 of SEQ ID NO: 137, In some embodiments, an anti-
ANGPTL7 antibody comprises the LCDR1 of SEQ 11D NO: 126, the LCDR2 of SEGQ ID NG: 132,
and the LCDR3 of SEQ ID NG: 138 In some embodiments, an anti-ANGPTL7 antibody
comprises the LCDR1I of SEQ 1D NG: 127, the LCDRZ of SEQ ID NO: 133, and the LCDR3 of
SEQ ID NGO 139, In some embodiments, an anti-ANGPTL7 antibody comprises the LCDRY of
SEQ ID NO: 141, the LCDRZ of SEQ 1D NO: 151, and the LCDR3 of SEQ ID NG: 161, In some
ernbodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of SEGQ ID NO: 142, the LCDR2
of SEQ 1D NG: 152, and the LCDR3 of SEQ ID NO: 162, In some embodiments, an anti-
ANGPTLT antibody comprises the LCDR1Y of SEQ ID NO: 143, the LCDR2 of SEQ 1D NO: 153,
and the LCDR3 of SEQ ID NO: 163, In some embodiments, an anti-ANGPTL7 antibody
comprises the LCDRI of SEQ 1D NG: 144, the LCDR2 of SEQ ID NO: 154, and the LCDR3 of
SEQ ID NG: 164, In some embodiments, an anti-ANGPTL7 antibody comprises the LCDRI of
SEQ 1D NGO 145, the LCDR2 of SEQ ID NG 155, and the LCDR3 SEQ 1D NG: 165, In some
embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of SEQ 1D NO: 146, the LCDR2
of 8EQ ID NO: 156, and the LUDR3 of SEQ ID NO: 166, In some embodiments, an anti-
ANGPTL7 antibody comprises the LCDR1T of SEQ 1D NG: 147, the LCDR2 of SEQ 1D NO: 157,
and the LOCDR3 of SEQ ID NO: 167 In some embodiments, an anti-ANGPTL7 antibody
comprises the LCDR1 of SEQ ID NG 148, the LCDR2 of SEQ 1D NOG: 158, and the LCDR3 of
SEQ D NG 168, In some embodiments, an anti-ANGPTL7 antibody comprises the LCDR1 of
SEQ 1D NO: 149, the LCDR2 of SEGQ ID NGO 159, and the LCDR3 of SEQ 1D NO: 169
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{00185} In some embodiments, the VH of the anti-ANGPTL7 antibodies of the present
disclosure includes an amino acid sequence that 1s at least 90% 1dentical (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% 1dentical} to any of (a) SEQ 1D NOs: 170-174; (b} SEQ ID NOs: 190-191; {c} SEQ ID
NOs: 198-212; or {d) SEQ D NOs: 258-260. In some embodiments, the VL of the anti-ANGPTL7
antibodies of the present disclosure includes an amino acid sequence that 1s at least 90% i1dentical
{(e.2., 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 any of: {(a) SEQ 1D NOs: 180-184; (b) SEQ 1D
NOs: 194-195; {¢) SEQ 1D NOs: 228-242; or (d) SEQ 1D NGs: 264-260.

{861066]  In some embodiments, the VH comprises an amuno 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 6%, at
least 97%, at least 98%, at least 99%, or 100% tdentical} to SEQ ID NO: 170 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 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical)
to SEQ 1D NO: 180, In some embodiments, the VH comprises an anuno acid sequence that 1s at
feast 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 171 and the
VL comprises an amino acid sequence that 1s at least 90% 1dentical {e g, at least 91%, at least
92%, at least 939, at least 4%, at least 959%, at least 96%, at least 97%, at least 98%, at least 999%,
or 100% identical) to SEQ 1D NGO 181, In some embodiments, the VH comprises an amino acid
sequence that 1s at least 90% wdentical {e.g., at least 91%, at least 92%, at least 93%, at least 54%,
at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% wdentical) to SEQ ID
NO: 172 and the VL. comprises an amino acid sequence that 15 at least 90% 1dentical (e.g., at least
1%, at least 92%, at least 93%, at least 94%, at least 95%, at least 56%, at least 97%, at least 98%,
at least 99%, or 100% identical) to SEQ ID NO: 182, In some embodiments, the VH comprises an
amino acid sequence that 15 at least 90% identical (e g, at least 1%, at least 92%, at least 93%, at
ieast 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical)
to SEQ 1D NO: 173 and the VL comprises an amine acid sequence that is at least 90% 1dentical
{e.g., at least 91%, at least 92%, at least 23%, 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: 183, In some embodiments, the VH

comprises an amino acid sequence that is at least 90% identical {e.g., at least 21%, 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 1s at least
90% identical {g.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: 184 In some
embodiments, the VH comprises 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 NG 190 and the VL comprises 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
93%, 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 amino acid sequence that 1s at least 90% i1dentical
{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% tdentical} to SEQ 1D NO: 191 and the VL comprises an amino
actd 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 NQ: 195 In some embodiments, the VH comprises 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: 198 and the VL
comprises an anuno acid sequence that is at least 90% identical (e g, at least 91%, at least 92%,
at least 93%, at least 949, at least 95%, at least 96%, at feast 979, at least 98%, at least 99%, or
100% identical} to SEQ 1D NO: 228, In some embodiments, the VH comprises an amino acid
sequence that 1s at least 90% wdentical {e.g., at least 91%, at least 92%, at least 93%, at least 54%,
at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% wdentical) to SEQ ID
NO: 199 and the VL. comprises an amino acid sequence that 15 at least 90% 1dentical (e.g., at least
1%, at least 92%, at least 93%, at least 94%, at least 95%, at least 56%, at least 97%, at least 98%,
at least 99%, or 100% identical) to SEQ ID NO: 229, In some embodiments, the VH comprises an
amino acid sequence that 15 at least 90% identical (e g, at least 1%, at least 92%, at least 93%, at
ieast 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical)
to SEQ 1D NO: 200 and the VL comprises an amine acid sequence that is at least 90% 1dentical
{e.g., at least 91%, at least 92%, at least 23%, 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: 230, In some embodiments, the VH

comprises an amino acid sequence that is at least 90% identical {e.g., at least 21%, 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: 201 and the VL comprises an amino acid sequence that 1s at least
90% identical {g.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: 231 In some
embodiments, the VH comprises 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 NG 202 and the VL comprises 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
93%, 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 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 6%, at least 97%,
at least 98%, at least 99%, or 100% tdentical} to SEQ 1D NO: 203 and the VL comprises an amino
actd 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 NQ: 233, In some embodiments, the VH comprises 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 1D NO: 204 and the VL
comprises an anuno acid sequence that is at least 90% identical (e g, at least 91%, at least 92%,
at least 93%, at least 949, at least 95%, at least 96%, at feast 979, at least 98%, at least 99%, or
100% identical} to SEQ ID NGO 234, In some embodiments, the VH comprises an amino acid
sequence that 1s at least 90% wdentical {e.g., at least 91%, at least 92%, at least 93%, at least 54%,
at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% wdentical) to SEQ ID
NQ: 205 and the VL. comprises an amino acid sequence that 15 at least 90% 1dentical (e.g., at least
1%, at least 92%, at least 93%, at least 94%, at least 95%, at least 56%, at least 97%, at least 98%,
at least 99%, or 100% identical) to SEQ ID NO: 235, In some embodiments, the VH comprises an
amino acid sequence that 15 at least 90% identical (e g, at least 1%, at least 92%, at least 93%, at
ieast 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical)
to SEQ 1D NO: 206 and the VL comprises an amine acid sequence that is at least 90% 1dentical
{e.g., at least 91%, at least 92%, at least 23%, 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: 236, In some embodiments, the VH

comprises an amino acid sequence that is at least 90% identical {e.g., at least 21%, 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: 207 and the VL comprises an amino acid sequence that 1s at least
90% identical {g.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: 237 In some
embodiments, the VH comprises 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 NG 208 and the VL comprises 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
93%, 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 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 6%, at least 97%,
at least 98%, at least 99%, or 100% tdentical} to SEQ 1D NO: 209 and the VL comprises an amino
actd 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 NQO: 239 In some embodiments, the VH comprises 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: 210 and the VL
comprises an anuno acid sequence that is at least 90% identical (e g, at least 91%, at least 92%,
at least 93%, at least 949, at least 95%, at least 96%, at feast 979, at least 98%, at least 99%, or
100% identical} to SEQ 1D NO: 240, In some embodiments, the VH comprises an amino acid
sequence that 1s at least 90% wdentical {e.g., at least 91%, at least 92%, at least 93%, at least 54%,
at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% wdentical) to SEQ ID
NG: 211 and the VL. comprises an amino acid sequence that 15 at least 90% 1dentical (e.g., at least
1%, at least 92%, at least 93%, at least 94%, at least 95%, at least 56%, at least 97%, at least 98%,
at least 99%, or 100% identical) to SEQ ID NO: 241 In some embodiments, the VH comprises an
amino acid sequence that 15 at least 90% identical (e g, at least 1%, at least 92%, at least 93%, at
ieast 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical)
to SEQ 1D NG: 212 and the VL comprises an amino acid sequence that is at least 90% identical
{e.g., at least 91%, at least 92%, at least 23%, 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 VH

comprises an amino acid sequence that is at least 90% identical {e.g., at least 21%, 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: 238 and the VL comprises an amino acid sequence that 1s at least
90% identical {g.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: 264. In some
embodiments, the VH comprises 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 NG 259 and the VL comprises 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
93%, 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 1s 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% tdentical} to SEQ 1D NO: 260 and the VL comprises an amino
actd 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: 266,

{00167} Nuclewe acid or amino acid sequence “identity,” as described herein, can be determined
by comparing a nucleic acid or ammo acid sequence of interest to a reference nucleic acid or ammo
acid sequence. A number of mathematical algorithms for obtaining the optimal alignment and
calculating wdentity between two or more sequences are known and meorporated into a number of
avatlable software programs. Examples of such programs mnclode CLUSTAL-W, T-Coffee, and
ALIGN tfor alignment of nucleic acid and aming acid sequences}, BLAST programs {e.g., BLAST
2.1, BL2KEQ, and later versions thereof) and FASTA programs {e.g, FASTA3x, FAS™ and
SSEARCH) (for sequence alignment and sequence similarity searches). Sequence alignment
algorithms also are disclosed 1, for example, Alischul et al., J. Molecular Biol | 213(3} 403-410
{1990, Beigert et al., Proc. Nad. Acad. Sci. USA, 106(10%. 3770-3775 (2009}, Durbin et al | eds.,
Biological Sequence Analysis: Probabilistic Models of Proteins and Nucleic Acids, Cambridge
Umiversity Press, Cambridge, UK (2009}, Soding, Bicinformatics, 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 (1997}

{00188] As would be recognized by one of ordinary skill in the art based on the present

disclosure, one or more amine acids of the aforementioned anti-ANGPTL7 antibodies, or antigen
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fragments thereof, can be replaced or substituted with a different amino acid. An amino acid
“replacement” or “substiivtion” refers to the replacement of one amino acid at a given position or
residue by another amino acid at the same position or residue within a polypeptide sequence.
Amino acids are broadly grouped as “aromatic” or “aliphatic.” An aromatic amino acid includes
an aromatic ring. Examples of “aromatic” aming acids include histidine (H or His), phenylalanine
{F or Phe), tyrosine {Y or Tvr), and tryptophan (W or Trp). Non-aromatic aming acids are broadly
grouped as “aliphatic.” Examples of “aliphatic” amino acids include glycine (G or Gly), alanine
{A or Ala), valine {(V or Val), leucine (L or Leu}, isoleucine {1 or lle}, methionine (M or Met),
serine (8 or Ser), threonine (T or Thr), cysteine (C or Cys), proline (P or Pro}, glutamic acid (E or
Glu), aspartic acid (A or Asp), asparagine (N or Asn}, glutamine (Q or Gln}, lysine (K or Lys}, and
arginine {R or Arg). Aliphatic amino acids may be sub-divided into four sub-groups. The “large
aliphatic non-polar sub-group” consists of valine, leucine, and isoleucine. The “aliphatic slightly-
polar sub-group” consists of methionine, serine, threomine, and cysteine. The “aliphatic
polar/charged sub-group” consists of glitamic acid, aspartic acid, asparagine, glutamine, lysine,
and arginme. The “small-residue sub-group” consists of glycme and alamne. The group of
charged/polar amino acids may be sub-~divided 1oto three sub-groups: the “positively-charged sub-
group” consisting of lysine and argimine, the “negatively-charged sub-group” consisting of
glutamic acid and aspartic acid, and the “polar sub-group™ consisting of asparagine and glutamine.
Aromatic amuno acids may be sub-divided mto two sub-groups: the “nitrogen ring sub-group”
consisting of histidime and tryptophan and the “phenyl sub-group” consisting of phenylalanine and
tyrosine.

[00169] The amino acid replacement or substitution can be conservative, semi~-conservative, or
non-conservative. The phrase “conservative amino acid substitution” or “conservative mutation”
refers to the replacement of one amino acid by another amino acid with a common property. A
functional way to define common properties between mdividual amino acids 1s 1o analyze the
normalized frequencies of amino acid changes between corresponding protemns of homologous
organisms {Schulz and Schirmer, Principles of Protein Structure, Springer-Verlag, New York
(197931} According to such analyses, groups of aming acids may be defined where amino acids
within a group exchange preferentiatly with each other, and therefore resemble each other mostin
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 mamntained, and glutamine for asparagine such that a free -NH: can be
mainiained. “Semi-conservative mutations” include amino acid substitutions of amingo 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 aming 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} 1In addition, one or more anuno 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 suttable amino acids can be inserted into the
amino acid sequence of the antibody or antigen-binding fragment thereof. In this respect, at least
one amino acid {e.z., 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 mserted into the anuno acid
sequence of the antibody or antigen-binding fragment thereof. For example, 1-10 amino acids (e.g.,
1,2,3, 4,56, 7, 8 9 or 10 amino acids) may be mserted mto the amino acid sequence of the
monoclonal antibody or antigen-binding fragment thereof. Tn this respect, the amino acid(s) can
be mserted into an antibody or antigen-binding fragment thereof n any suitable location,
Preferably, the anuno acid(s) are wnserted into a CDR {e.g., CDRI, CDR2, or CDR3) of the
antibody or antigen-binding fragment thereof.

{80111] The amuno acid sequences of the anti-ANGPTL7 antibodies, or antigen-binding
fragments thereof, are not limuted to the specific amino acid sequences described heren. Indeed,
an anti~ANGPTL7 antibody or antigen-binding fragment thereof can comprise any heavy chamn
polypeptide or light chain polypeptide that competes with the anti-ANGPTL7 antibodies or
antigen-binding  fragments thereot for conformational binding to ANGPTL7. Antibody
competition can be assayed using routine peptide competition assays such as, for example, ELISA,
Western blot, or immunshistochemistry methods (see, e.g., U.S. Patents 4,828 981 and §,568,992;
and Braitbard et al., Profeome Sci., 4. 12 {2006)).

{86112]  An anti-ANGPTL7 antibedy 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 hmited 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, AL, 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; doi: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
immunoglobulins 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
improved pharmacokinetic properties as compared to the parent monoclonal antibodies and the
relative ease of producing them n large quantities at low cost (Monnier et al., Antibodies 2013,
2{2}, 193-208; dot.org/10.3390/ant1b2020193; Safdari etal, Mol Med. 2016; 22: 258-270; and Lu,
R, Hwang, Y., Liu, I etal Development of therapeutic antibodies for the treatment of diseases. J
Biomed Sci 27, 1 {2020). https://dot.org/10.1186/512929-019-0592-7).

{86113} Ao anti-ANGPTL7 antibody of the present disclosure may be a diabody. Dhabodies are
antibody fragments with two antigen-binding sites that may be bivalent or bispecific. See, for
example, EP 404,097, WO 1993/01161,; Hudson et al,, Nar. Med. 9:129-134 (2003); and Hollinger
et al., Proc. Natl Acad. Sci. USA 90 6444-6448 (1993). Trabodies and tetrabodies are also
described 1 Hudson et al, Nat Med. 9:129-134 (2003). An ant-ANGPTL7 antibody of the
present disclosure may be a single-domamn antibody {(also referred to as a navobody). Single-
domain antibodies are antibody fragments comprising all or a portion of the heavy chain varable
domain or all or a portion of the hght chain vanable domam of an antibody. In certamn
embodiments, a single-domam antibody 15 a human single-domain antibody {Domantis, Inc,
Waltham, Mass.; see, eg., UK Pat No. 6,248,516 Bl Antibody fragments can be made by
various techniques, including but not limited to proteolytic digestion of an ntact antibody as well
as production by recombinant host cells {e.g., 7. cofi or phage), as described herein.

[00114] In other embodiments, the anti~ANGPTL7 antibody 15 a whole antibody. As defined
herein, a whole antibody comprises two identical copies of a heavy (H} chain polypeptide and two
identical copies of a light (L} chain polypeptide. Each of the heavy chains contains one N-terminal
variable (Vi) region and three C-terminal constant (Cai, Cuz, and Cnz) regions, and each light
chain contains one N-termunal variable (Vi) region and one C-terminal constant {1}, The heavy

chain C-terminal constant region contains the fragment crystallizable (Fc) domain, which
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determines antibody class and 1s responsible for humoral and cellolar effector functions.
Antibodies are divided into five major classes {or “isotypes”), Ig(, 1gM, IgA, gD and IgE, which
differ in thewr function in the immune system. Ig(Gs are the most abundant immunoglobuling in the
blood, representing 60% of total serum antibodies in humans. 1gG antibodies may be subclassified
as 1ol 1gG2, 1233, and 1gG4, named in order of their abundance in serum {(Ig(G1 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 15 of class 1eG (e.g, IgGl, 1gG2, 1aG3, or IgG4) For
example, the monoclonal antibody may be an IgGl antibody.

{80115]  As discussed above, the Fc 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 F¢ domain may be modified or engineered
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 some embodiments, the Fe domamn of the anti-ANGPTLY
antibody may be engineered to modulate affinuty for an Fe receptor, such as Foy receptors (FoyRs)
and the neonatal Fe receptor (FeRn). Indeed, optimization of the interactions between antibodies
and FeyRs has emerged as a promsing approach for enhancing the activity of therapeutic
antibodies for the treatment of various diseases {(Mimoto et al., Curr. Pharm. Biotechnol 17, 1298-
1314 (2016); Lazar et al, Proc. Natl Acad. Sei USA 103, 4005-4010 (2006); Richards et al., Mol.
Cancer Ther. 7, 2517-2527 (2008}, Nordstrom et al., Breast Cancer Res. 13, R123 (2011); and
Kang, T.H, Jung, 5.T., Exp Mol Med 51, 1-9 {2019)). The Fc domam also may be modified to
maprove serum half-life, e g, by engimeering Ig(s Fe for higher FcRn binding (Zalevsky et al, Nat.
Biotechnol 28, 157-159 (2010} and Dall’Acqua et al,, J. Immunol. 169, 5171-5180 (2002}}. In
other embodiments, the Fc domam may be modified to create monovalency or antibody
bispecificity for improving therapeutic potency. For example, an Fe domain may be generated that
does not form a homodimer but remains as a soluble monomer, mFc, that exhibits high affinity for
FeyRI but no detectable binding to FeyRlla In other embodiments, a heterodimeric Fo domain
may be generated to obtain bispecific properties for antigen binding to circumvent homodimer
formation. Engineered Fo domains may be generated by inducing point mutations or by modifying

elycosylation of the Fc domain (Saunders, KO, Front Immunol 2019;10:129¢6; Kelley, RF |
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Meng, Y.G., Liu et al., J Biol Chem. 2014,289:3571-90; Monnet et al., MAbs. 2014,6:422-36; Li
et al., Proc Natl Acad Scit U 8 A 2017,114:3485-90; and Lin et al., Proc Natl Acad Sei U K A
2015,112:10611-6; Kang and Jung, supra}.

Multispecific Anti-ANGPTL7 Antibodies

{00116]  As described above, the anti-ANGPTL7 antibodies of the present disclosure can be a
monocional antibody, a8 human antibody, a humanized antibody, and/or a chimeric antibody. In
some embodiments, the antibody is a fragment selected from the group consisting of Fab, Fab-C,
Fab'-SH, Fv, scFv, and (Fab') fragments. In some embodiments, the anti-ANGPTL7 antibody s
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-
domaim antibodies that form a bivalent antibody, a trivalent antibody, or a tetravalent antibody that
recognizes different epitopes on the same or different antigens.

{00117} 1In some embodiments, an anti-ANGPTL7 antibody provided herein is a chimeric
antibody. Certain chimeric antibodies are described, for example, in U S, Pat. No. 4,816,567; and
Morrison et al., Proc. Natl, Acad. Sci. US4, 81:6851-6855 (1984). In one example, a chimeric
antibody comprises a non-human vanable region {e.g., a variable domain derived from a mouse,
rat, hamster, rabbit, or non-human primate, such as a monkey} and a human constant domain. Ina
further example, a chimeric antibody 18 a “class switched” antibody 1n whuch the class or subclass
has been changed from that of the parent antibody. Chumeric antibodies mclude antigen-binding
fragments thereof

{B0118] In certain embodiments, a chimeric antibody 15 a humanized antibody. Typically, a
non-human antibody 18 humanized to reduce immunogenicity to humans, while retaining the
spectficity and affinity of the parental non-human antibody. Generally, a humanized antibody
comprises one or more vanable domains in which HVRs, for example, CDRs, (or portions thereot)
are dertved from 3 non-human antibody, and FRs {or portions thereof) are dertved from human
antitbody sequences. A humanized antibody optionally will also comprise at least a portion of a
human constant region. In some embodiments, some FR residues in 2 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 antitbody specificity or affinity.

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

Almagro and Fransson, Front. Biosci. 13:1619-1633 (2008), and are further described, for
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example, i Riechmann et al, Nasure 332:323-329 {(1988); (Jueen et al., Proc. Nar'l Acad. Sci.
US4 86:10029-10033 (1989}, U.S. Pat Nos. 5,821,337, 7,527.791, 6,982,321, and 7,087.409;
Kashmiri et al, Methods 36:25-34 {2005} (describing specificity determining region (SDR)
erafting); Padlan, Mol Immunol 28:489-498 (1991} (describing “resurfacing”); DallAcqua et
al., Methods 36:43-60 (2005} (describing “FR shuffling”}; and Osbourn et al, Methods 36:61-68
{2005y and Khimka et al., 8r. J. Cancer, 83:252-260 (2000} {describing the “guided selection”
approach to FR shuffling).

{86126} Inaccordance with the above embodiments, an anti-ANGPTL7 antibody of the present
disclosure can be made into bivalent, trivalent, or tetravalent formats. For example, an anti-
ANGPTL7 antibody of the present disclosure can be a hivalent, bispecific antibody with
heteromeric heavy chains {e.g, Triomab, knobs-into-holes (KiH), Duobody, etc). An anti-
ANGPTL7 antibody of the present disclosure can be a tetravalent multispecitic antibody
comprised of Ig(Gs with other binding domains fused to either the N- or C-termim of either the
heavy or light chains {(e.g, dual vanable domain [DVD], 1gG-scFv fusion, Mabtyrin (IgG with
non-antibody bindimg scaffold “centyrin” fused to C-termanal end of heavy chams). 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 Auntibody Technology” platform from F-Star). An anti-ANGPTL7 antibody of the
present disclosure can be an engineered antibody fragment linked by short peptide hinkers which
can be made mto bivalent, trivalent, or tetravalent formats addressing two to three targets {(e.g.,
hispecific T-cell engager (BiTE}, Nanobody platform, dual- affinity re-targeting (DART)
antibodies, “tandem antibody” stractures {TandAbs)). And an anti-ANGPTL7 antibody of the
present disclosure can be comprised of chemically coupled [gGs.

[00121] In some embodiments, an anti-ANGPTL7 antibody of the present disclosure 15 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 15 not himited
to, interleukin-1 beta (IL-1P), interleukin-6 (IL-6); mterleukin-6 receptor (IL-6R}; interlenkin-13
{IL-13}; 1L-13 receptor (IL-13R}; PDGF (e.g., PDGF-BB); angiopoietin; angiopoietin 2 (Ang2);
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Tie2; SIP; integrins avB3, avB5, and oS8T, betacelluling apeli/ AP, ervthropoteting complement
factor D; TNFa, HirAl; a VEGF receptor {e.g., VEGFR1, VEGFR2Z, VEGFR3, membrane-bound
VEGF-receptor (mbVEGER), or soluble VEGF receptor (sVEGFR})}, 8T-2 receptor; and proteins
genetically linked to age-related macular degeneration (AMD) risk, such as complement pathway
components 2, factor B, factor H, CFHR3, C3b, €5, C3a, and C3a; HirAl, ARMSZ, TIMP3;
HLA,; interleukin-& (IL-8); CX3CR1; TLR3; TLR4; CETP; LIPC; COL10A1; and TNFRSFI0A.
{00122} Insome 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 linuted to, anti-VEGF antibodies (eg.,
bevacizumab, sevacizumab, and rambizumab), anti-VEGFRZ antibodies and related molecules
{e.g.. ramucirumab, tanibirumab, aflibercept), anti-VEGFR1 antibodies and related molecules
{e.g, wrucumab, aflibercept (VEGF Trap-Eve, EYLEA®), and zmiv-aflibercept (VEGF Trap;
ZALTRAP®)), anti-VEGF arms of VEGE bhispecific antibodies (e g., MP-0230, vanucizumab
(VEGF-ANG2)Y), mcluding anti-VEGFE, 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 varnous functional charactenstics. In some embodiments, the
anti~ANGPTL7 antibodies described herein bind an antigen on ANGPTL7 (SEQ ID NO» 3703, or
a variant or 1soform thereof, via mteraction with its antigenic determinants {epitopes}. In some
embodiments, the anti-ANGPTL7 antibodies described herein bind an antigen/epitope from a
human ANGPTL7 fibrmmogen domain {e.g., ATX-P-60; SEQ ID N 3733, an antigen/epitope from
a full length human ANGPTL7 monomerie variant L39P LB4P (ATX-P-62; SEQ ID NG 371),
an antigen/epitope from a full length human ANGPTLY monomerie vanant L59 GGPGG {(ATX-
P-63; SEQ ID NO: 372), an antigen/epitope from a human wild type ANGPTL7 multimer (PExt-
1; SEQ ID NO: 374}

{86124} In some embodiments, binding of an anti-ANGPTL7 antibody to an ANGPTL7
polyvpeptide reduces intraocular pressure and/or increases outflow facility {see, ¢.g., Example 9

and FIG. 7). In some embodiments, the anti-ANGPTL7 antibody binds an epitope on human
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ANGPTL7 with a Ko of about 100 oM 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 control antibody {see, e.g.,
FIG. 7). In some embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amino
actd 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 D NO: 210 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 95%, at least 96%, at least 97%, at
ieast 98%, at least 99%, or 100% identical) to SEQ ID NO: 240. In some embodiments, the anti-
ANGPTL7 antibody comprises a VH comprising an amino acid sequence that is at least 90%
identical {e. g, at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 6%, at
ieast 97%, at least 98%, at least 99%, or 100% identical} 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% 1dentical)
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 949, at least 95%, at least 96%, at feast 979, at least 98%, at least 99%, or
100% wdentical) to SEQ 1D NO: 258 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
96%, at least 97%, at least 98%, at least 99%, or 100% identical} to SEQ 1D NO: 264, In some
embodiments, the anti-ANGPTL7 antibody comprises a2 VH comprising an ammo 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 least 98%, at least 99%, or 100% identical) to SEQ 1D NG: 207
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 leasi 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least
99%, or 100% 1dentical} to SEQ ID NG 237 In some embodiments, the anti-ANGPTL7 antibody
comprises a VH comprising an aming acid sequence that is at least 90% 1dentical {e.g., atf least
91%0, at least 92%, at least 93%¢, at least 94%%6, at least 95%, at least 96%, at least 97%, at least 98%,

at least 99%, or 100% identical) to SEQ [2 NO: 204 and a VL comprising an amino acid sequence
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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 NG:
34 In some embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an aming
acid sequence that 1s at least 90% identical {g.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: 260 and a VL comprising an amino acid sequence that is at least 90% identical {e.g.,
at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%%, at least 97%, at
least 98%, at least 99%, or 100% wdentical} to SEQ ID NO: 266. In some embodiments, the anti-
ANGPTL7 antibody comprises a VH comprising an aminge 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 SEG 1D NO: 205 and a VL comprising
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 93%6, at least 969, 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 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% 1dentical) to SEQ ID NO: 206 and a VL comprising an anuno 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% wdentical) to SEQ ID NG: 236. In some
embodiments, the anti-ANGPTL7 antibody comprises a VH compnising an amino acid sequence
that 13 at least 90% identical (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 NG: 208
and a VL comprising an amingo acid sequence that 15 at least 90% i1dentical {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 teast
99%, or 100% identical) to SEQ ID NG: 238 In some embodiments, the anti-ANGPTL7 antibody
comprises 3 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 95%, at least 96%, at least 97%, at least 989
at least 99%, or 100% identical} to SEQ ID NG: 191 and a VL comprising an aming 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 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
2 o E Feg
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actd 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: 203 and a VL comprising an amino acid sequence that 1s at least 90% identical {(e.g.,
at least 21%, at least 92%, at least 93%, at least 94%;, at least 95%, at least 96%, ai least 97%, at
least 98%, at least 99%, or 100% identical} to SEQ ID NO: 233, In some embodiments, the anti-
ANGPTLY antibody comprises a VH comprising an amino acid sequence that s 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
ieast 97%, at least 98%, at least 99%, or 100% identical} to SEQ 1D NO: 212 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 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical)
to SEQ ID NO: 242 In some embodiments, the anti-ANGPTL7 antibody comprises a VH
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%6, at least 96%, at least 97%, at least 98%, at least 99%, or
100% wdentical) to SEQ ID NO: 198 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: 228 In some
ernbodiments, 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 D N(G: 190
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 959%, at least 96%, at teast 97%, at least 98%, at Jeast
99%, or 100% identical} to SEQ ID NG 194, 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
1%, at least 92%, at least 93%, at least 94%, at least 95%, at least 56%, at least 97%, at least 98%,
at least 99%, or 100% dentical) to SEQ I NO: 202 and a VL 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 least 98%, at least 99%, or 100% identical} to SEQ 1D NG:

32. In some embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an aming
acid sequence that 1s at least 90% identical {2.g., at feast 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

SEQID NO: 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 92%, at least 93%, at least 94%, at least 95%, at least 96%%, at least 97%, at
ieast 98%, at least 99%, or 100% wdentical} to SEQ ID NO: 241, 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 1D NO: 199 and a VL comprising
an aming acid sequence that 1s at least 90% identical {e.g., at least 91%, at least 92%, at least 93%,
at least 94%q, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical)
to SEQ 1D NO: 229

{00125} Insome embodiments, the anti-ANGPTL7 antibodies described herein bind ANGPTL7
{or a fragment thereof) and increase cutflow facility compared to a control. In some embodiments,
the control 1s any of vehicle treatment, dexamethasone treatment, ANGPTL7 protein treatment,
and/or treatment with an ANGPTL7 protein/polypeptide and an 1sotype control antibody. 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 D N(G: 210
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 Teast 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least
9G%, or 100% identical) to SEQ ID NGO 240, In some embodiments, the anti-ANGPTL7 antibody
comprises a VH comprising an amino acid sequence that 1s at least 90% wdentical {e.g., at least
1%, at least 92%, at least 93%, at least 94%, at least 95%, at least 56%, at least 97%, at least 98%,
at least 99%, or 100% dentical) to SEQ I NO: 200 and a VL 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 least 98%, at least 99%, or 100% dentical} 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 teast 919, at feast 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: 258 and a VL comprising an amino acid sequence that is at least 90% identical {(e.g.,
at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%%, at least 97%, at
ieast 98%, at least 99%, or 100% dentical} to SEQ 1D NG: 264,

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

{or a fragment thereof) and increase outfiow factlity 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 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 1D NO: 207 and a VL comprising
an aming acid sequence that 1s at least 90% identical {e.g., at least 91%, at least 92%, at least 93%,
at least 94%q, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical)
to SEQ ID NO: 237 In some embodiments, the anti-ANGPTL7 antibody comprises a VH
comprising an amino acid sequence that is at least 90% 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 NO: 204 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% identical) to SEQ ID NO: 234, In some
embodiments, the anti-ANGPTL7 antibody comprises a VH comprising an amine acid sequence
that 13 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 15 at least 90% 1dentical {e.g., at least 91%, at
feast 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 979, at least 98%, at least
99%, or 100% 1dentical} to SEQ D NG: 266, In some embodiments, the anti-ANGPTL7 antibody
comprises 3 VH comprising an amino acid sequence that 15 at least 90% identical (e.g., at least
91%, at least 92%, at Teast 93%, at least 94%, at least 959, at least 96%, at least 97%, at least 98%,
at least 99%, or 100% identicaly to SEQ ID NO: 205 and a VL comprising an aming acid sequence
that 13 at least 90% identical (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 NGO
235, In some embodiments, the anti-ANGPTL7 antibody 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 least 98%, at least 99%, or 100% identical} to
SEQ ID NO: 206 and a VL comprising an amino acid sequence that 1s at least 90% identical {(e.g.,
at least 21%, at least 92%, at least 93%, at least 94%;, at least 95%, at least 96%, ai least 97%, at
least 98%, at least 99%, or 100% identical} to SEQ ID NO: 236, In some embodiments, the anti-

ANGPTLY antibody comprises a VH comprising an amino acid sequence that s at least 90%

LN
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identical {e.g., at least 1%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at
ieast 97%, at least 98%, at least 99%, or 100% identical} to SEQ ID NO»: 208 and a VL comprising
an amino acid sequence that is at least 90% identical {e.g., at least 91%, at least 92%, at least 93%,
at least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical}
to SEQ 1D NO: 238 In some embodiments, the anti-ANGPTL? 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% wdentical) to SEQ ID NO: 191 and a VL comprising an amino acid sequence that is at least
90% identical {e.g., at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least
96%, at least 97%, at least 98%, at least 99%, or 100% identical) to SEQ 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 least 94%, at least 95%, at least 96%, at least 97%, at least 98%, at least
9%, or 100% identical) to SEQ ID NO: 233, Insome embodiments, the ant- 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% udentical} to SEQ ID NO: 212 and a VL 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 least 98%, at least 99%, or 100% wdentical} to SEQ ID NOG:
242 In some embodiments, the anti-ANGPTL7 antibody comprises a VH cmnprising an aming
acid sequence that 1s at least 90% identical {e.g., at teast 919, at feast 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 ID NG 198 and a VL comprising an amino acid sequence that s at least 90% identical {e.g.,

at Teast 919, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%, at least 97%, at
ieast 98%, at least 99%, or 100% wdentical} to SEQ ID NO: 228, 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 1D NO: 190 and a VL comprising

an aming acid sequence that 1s at least 90% identical {e.g., at least 91%, at least 92%, at least 93%,
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at least 94%q, at least 95%, at least 96%, at least 97%, at least 98%, at least 99%, or 100% identical)
to SEQ 1D NO: 194
{00127}  Insome embodiments, the anti-ANGPTL7 antibodies described herein bind ANGPTLY
{or a fragment thereof) and increase outfiow factlity compared to a control. In some embodiments,
the control 1s any of dexamethasone treatment and/or ANGPTL7 protemn treatment. In some
embodiments, the anti-ANGPTL7 antibody comprises 2 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 D NO: 202
and a VL comprising an amino acid sequence that is at least 90% i1dentical {e.g., at least 91%, at
ieast 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: 232, In some embodiments, the anti-ANGPTL7 antibody
comprises a VH comprising an anming acid sequence that s at least 90% identical {e g, at least
919%, at least 92%, at least 93%, at least 9494, at least 95%, at least 96%, at least 97%, at least 98%,
at least 99%, or 100% identical) to SEQ D NO: 211 and a VL comprising an amino acid sequence
that 15 at least 90% identical {e.g., at least 1%, 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 1D NO:
241, In some embodiments, the anti-ANGPTL7 antibody 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 least 98%, at least 99%, or 100% idennical) to
SEQ I3 NO: 199 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 95%, at least 96%, at least 97%, at
icast 98%, at least 99%, or 100% identical) to SEQ 1D NG 229
Polypeptides and Expression Vectors
{60128] 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 lea o 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 1D NOs: 175-179; (b) SEQ D NGs: 192-193; (¢} SEQ 1D NOs: 213-227; or
{d) SEQ ID 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 0%,

at least 95%, or 100% identical} to any of the following nucleic acid sequences: {a} SEQ I NOs:
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185-189; {b) SEQ ID NOGs: 196-197; (¢) SEQ 1D NOs: 243-257; or {d} SEQ ID NOs: 267-269. In
some embodiments, the polvnucleotide comprises a sequence that 1s at least 80% identical {e.g., at
least 80%, at least 5%, at least S0%, at least 95%, or 100% identical} to any of the following
nucleic acid sequences: {a} SEQ 1D NOs: 175-179; (b) SEQ 1D NOs: 192-193; (¢} SEQ ID NOs:
213-227; or {d} SEQ 1D NQOs: 261-263. In some embodiments, the polynucleotide comprises a
sequence that is at least 80% identical {e.g., at least 80%, at least 85%, at least 90%, at least 95%,
or 100% identical} to any of the following nucleic acid sequences: {(3) SEQ 1D NOs: 185-189; (b)
SEQ 1D NOs: 196-197; {c) SEQ ID NOs: 243-257; or (dy SEQ ID NOs: 267-269. In some
embodiments, the polynuclectide comprises a sequence that 1s at least 83% 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; (¢) SEQ ID NOs: 213-227; or (d) SEQ ID
NQOs: 261-263. In some embodiments, the polynucleotide comprises a sequence that 1s at least §5%
identical (e g., at least 85%, at least 90%, at least 95%, or 100% identical) to any of the following
ngcleic acid sequences: {a) SEQ D NOs: 185-189; (b SEQ 1D NQOs: 196-197; (¢} SEQ 1D NOs:
243-257; or {d) SEQ ID NOs: 267-269. In some embodiments, the polynucleotide comprises a
sequence that 15 at least 90% identical {e.g., at least 90%, at least 95%, or 100% 1dentical} to any
of the following nucleic acid sequences: {a) SEQ ID NOs: 175-179; (b} SEQ ID NOs: 192-193;
(Y SEQID NOs: 213-227; or (d) SEQ 1D 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 1D NQOs: 185-189; (b) SEQ ID
NQOs: 196-197; {c) SEQ ID NOs: 243-257; or (d) SEQ 1D NOs: 267-269. In some embodiments,
the polynucleotide comprises a sequence that is at least 95% 1dentical (e.g., at least 95%, or 100%
identical} to any of the following nucleic acid sequences: {3} SEQ ID NOs: 175179, (b} SEQ ID
NQOs: 192-193; (¢ SEQ 1D NQOs: 213-227; or (d) SEQ 1D NOs: 261-263. In some embodiments,
the polynucleotide comprises a sequence that 15 at least 95% identical {e.g., at least 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 1D NQOs: 243-257; or (d) SEQ 1D NQOs: 267-269.

{00129] Insome embodiments, the polynucleotide encoding an anti-ANGPTL7 antibody of the
present disclosure comprises: (3) 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% wdentical} to

SEQ 1D NO: 175 and a nucleic acid sequence that 13 at least 70% identical (e.g., at feast 70%, at
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least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID
NO: 185; {b) a nucleic acid sequence that 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: 176 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 90%, at least 95%, or 100% identical} to SEQ ID NO: 186; {c} a nucleic acid
sequence that is at least 70% identical {e.g., at least 70%, at least 75%, at least 80%, at least 85%,
at least 90%, at least 95%, or 100% identical} to SEQ 1D NOG: 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 93%, or 100% identical) to SEQ ID NO: 187, (d} a nucleic acid sequence that is at least
70% identical {e.g., at least 70%, at least 75%, at least 8%, 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 93%, or
100% dentical) to SEQ 1D NO: 188; (e} a nucleic acid sequence that is 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: 179 and a nucleic acid sequence that s at least 70% identical {e.g., at least 70%,
at least 75%, at least 80%, at least 83%, at least 90%, at least 95%, or 100% wlentical) to SEQ ID
NG 189

[06136]  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% wdentical {e.g., at least

e
ll

0%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical} to
SEQ D NO: 213 and a nucleic acid sequence that 1s 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% identical) to SEQ ID
NO: 243; {b) a nucleic acid sequence that 15 at least 70% identical {e.g., at least 70%, at least 75%,
at feast 80%, at least 83%, at least 90%, at least 95%, or 100% identical) to SEQ ID NG: 214 and
a nucleic acid sequence that 1s 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: 244; {¢} 3 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 NOG: 215 and a nucleic acid sequence that
is at least 70% identical (e.g., at least 70%, at least 75%, at least 80%, at least 85%, at least 90%,
at least 95%, or 100% identical) to SEQ 1D NO: 245; (d} a nucleic acid sequence that 15 at least

70% 1dentical {e.g., at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least
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95%, or 100% wdentical} to SEGQ 1D NO: 216 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 25%, or
100% 1dentical} to SEQ 1D NGO 246, (e} a nucleic acid sequence that is at least 70% identical {e.g.,
at least 70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical}
to SEQ 1D NO: 217 and a nucleic acid sequence that is at least 70% identical {e.g., at least 70%,
at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID
NG 247, () 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 NG: 218 and
a nucletc 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% wdentical} 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 95%, or 100% 1dentical} to SEQ ID NG: 219 and a nucleic acid sequence that
1s 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 1D NO: 249; (h) a nucleic acid sequence that 15 at least
70% 1dentical {e.g., at least 70%, at least 75%, at least 80%, at least §3%, at least 90%, at least
95%, or 100% identical) to SEQ 1D NG: 220 and a nucleic acid sequence that s at least 70%
identical {e.g., at least 70%, at least 753%, at least 80%, at least 85%, at least 90%, at least 95%, or
100% 1dentical) to SEQ I NG: 250; (1} a nucleic acid sequence that 1s 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 1D NO: 221 and a nucleic 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
NG 251, or (3) 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: 222
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 0%, at least 95%, or 100% wdentical) to SEQ IDB 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 D NGO 223 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 NG 253; (1) 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

ieast 95%, or 100% identical} to SEQ I 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 5%, at least 90%, at least 95%, or
100% wdentical} to SEQ ID NO: 254; or {m} a nucleic acid sequence that is at least 70% identical
{(e.2., at least 70%, at least 75%, at least 0%, at least 85%, at least 90%, at least 95%, or 100%
identical} to SEQ 1D NO: 225 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% idemical)
to SEQ ID NGO 255; (n) a nucleic acid sequence that 1s at least 70% identical {(e.g., at least 70°
at least 75%, at least 0%, at least 5%, at least 9%, at least 95%, or 100% identical) to SEQ ID
NO: 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 85%, at least 90%, at least 95%, or 100% identical) to SEQ ID NGO 256; or
{0} a nucleic acid sequence that s 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% wdentical) to SEQ ID NG 227 and a nucleic
acid sequence that 1s at least 70% tdentical (e g, at least 70%, at least 75%, at least 80%, at least
8594, at least 90%, at least 95%, or 100% identical) to SEQ D NO: 257
{86131}  Insome embodiments, the polvnucleotide 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
70%, at least 75%, at least 80%, at least 85%, at least 90%, at least 95%, or 100% identical) to
SEQ ID NO: 261 and a nucleic acid sequence that is at least 70% 1dentical {e.g., at least 70%, at
feast 75%, at least 80%, at least §3%, at least 90%, at least 95%, or 100% wdentical) to SEQ ID
NG: 267, (b) a nucleic acid sequence that ts at least 70% 1dentical {e.g., at least 70%, at Jeast 75%
at least 80%, at least 85%, at least 90%,, at least 95%, or 100% wdentical) to SEQ ID NO: 262 and
a nucleic acid sequence that 1s 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: 268; {¢} 3 nucleic 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% 1dentical} to SEQ 1D NGO 263 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% 1dentical) to SEQ 1D NQO: 269.
{86132}  In accordance with these embodiments, the present disclosure includes an expression
vector comprising any of the polyvnuclestides encoding an anti-ANGPTL7T antibody of the present
disclosure. In some embodiments, the expression vector is suitable for manufacturing an anti-
ANGPTL7 antibody of the present disclosure for delivery of the antihody to a subject. In certain

embodiments, the nucleic acid sequence 1s m the form of a vector. The vector can be, for example,
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a plasmid, episome, cosmid, viral vector (e g, retroviral or adenoviral}, or phage. Suitable vectors
and methods of vector preparation are well known n the art {(see, e.g., Sambrook et al., Molecular
Cloning, a Laboratory Manuad, 4th edition, Cold Spring Harbor Press, Cold Spring Harbor, N.Y.
{2012}, and Ausubel et al., Current Protocols in Molecular Biology, Greene Publishing Associates
and John Wiley & Sons, New York, N.Y. {1994}).

{86133}  Inaddition to the nucleic acid encoding an anti-ANGPTL7 antibody or antigen-binding
fragment thereof, the vecior destrably comprises expression control sequences, such as promoters,
enhancers, polyadenylation signals, transcription terminators, internal ribosome eniry 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. {1990).

[00134] A vector comprising a nucleic acid sequence encoding an anti-ANGPTL7 antibody or
antigen-binding fragment thereof may be introduced mto a host cell that 1s capable of expressing
the polypeptides encoded thereby, including any suitable prokaryotic or eukaryotic cell Examples
of suttable prokaryotic cells include, but are not limited to, cells from the genera Bacillus (such as
Bacillus subtilis and Bacillus brevis)y, Fscherichia (such as £. coliy, Pseudomonas, Sireptomyces,
Salmonella, and Erwinia. Particularly useful prokaryotic cells include the various strains of
Escherichio coli {e.g, K12, HB101 (ATCC No. 336%94), DHS5a, DHIO, MC1061 (ATCC No.
53338}, and CC102}. Suitable enkarvotic cells are known in the art and include, for example, veast
cells, insect cells, and mammalian cells. Examples of suitable yeast cells include those from the
genera  Hansenula,  Kluyveromyces, FPichia,  Rhinosporidivm,  Saccharomyces, and
Schizosaccharomyces. Suitable msect cells melode S£-9 and HIS cells (Invitrogen, Carlsbad,
Calif} and are described i, for example, Kitts et al | Biotechnigues, 74: 810-817 (1993}, Lucklow,
Curr. Opin. Biotechnol., 4. 564-572 {1993); and Lucklow et al., J. Firel., 67 4566-4579 (1993).
Examples of suitable mammalian cells include, but are not limited to, Chinese hamster ovary cells
{CHQO) (ATCC No. CCL61), CHO DHFR-cells (Urlaub et al., Proc. Natl dcad. Sei. USA, 97
4216-4220 (1980})), human embryonic kidney (HEK) 293 or 2937 cells {ATCC No. CRL1573),
and 373 cells (ATCC No. {192}, Other suitable mammalian cell lines are the monkey COS-1
{ATCC No. CRL1650} and COS-7 cell lines {ATCC No. CRL1651), as well as the V-1 cell line

{ATCC No. CCL70). Further exemplary mammalian host cells inclode primate cell lines and
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rodent cell lines, including transformed cell lines. Normal diploid cells, cell strains derived from
in vitro culture of primary tissue, as well as primary explants also are suitable. Other swntable
mammalian cell lines include, but are not limited to, mouse neuroblastoma N2A celis, 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 celis 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 Protocols in Molecular Biology, 5thed., 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 motety
to an anti-ANGPTL7 antibody of the present disclosure. In some embodiments, the vector can
nclude means for attaching a punification moiety to an anti-ANGPTL7 antibody of the present
disclosure. Exemplary detection and/or purification moieties/tags that can be coupled to an anti-
ANGPTLT antibody of the present disclosure includes, but is not limited to, hemagglutinin (HA),
c-Myc, VS, DYRKDDDDK, His tag (e.g, 6x-HIS), Glutathione S-Transferase (GST), Maltose
Binding Protein (MBP), a fluorophore {e.g., Green Fluorescent Protein {(GIFP), Red Fluorescent
Protein {RFP), mCherry, a chromophore, and/or a luminescent peptide {e.g., luciferase).

[80136] In some embodiments, the expression vector 1s 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 a herpes simplex
vitus {(HSV) vector, or a retrovirus vector. In some embodiments, the expression vector 1s an
adeno-associated  virus {AAV} vector, or comprises an AAV backbone. For example,
AAYV vectors have been designed, produced and used to mediate gene delivery m human 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
replication defective AAV vectors more preferably lack most or all of the Rep and Cap coding
sequences, and essentially retain one or two AAV ITR sequences and a packaging sequence. The
defective genome 1s packaged in a viral particle, to form a defective, recombined AAV virus, also
termed “AAV vector.” Methods of producing such AAVY vectors have been disclosed in the
fiterature, inchuding using packaging cells, auxiliary viruses or plasmids, and/or baculovirus
systems (Samuiski et al, (1989} J. Virclogy 63, 3822; Xiao et al, (1998} J. Virslogy 72, 2224;
Inocue et al, {1998} J. Virol. 72, 7024; WO9B/22607, W02005/072364). Methods of producing
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pseudotyped AAY vectors have also been reported {e.g, WQOO00/28004}, as well as vartous
modifications or formulations of AAV vectors, to reduce their immunogenicity upon in vivo
administration (see eg., WO01/23001;, WOOG/73316, WO04/112727, WOG5/0056106;
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 wviruses. Examples of tAAVs are human AAV4 vectors, human AAV7 vectors, human
AAVY vectors, human AAVI0 vectors, or boving AAY vectors. The AAV vector may be derived
from a single AAV serotype or comprise sequences or components originating from at least two
distingt AAVY serotypes (pseudotyped AAV vector), eg., an AAVY vector comprising an AAV
genome derived from one AAV serotype (for example AAV9), and a capsid derived at least in part
from a distinct AAV serotype. An AAY vector, as used herein, 15 a vector which comprises at least
one component part derivable from an adenc-associated virus. Preferably, that component part is
mvolved 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).
{80137}  In other emboduments, the expression vector 15 a lentiviral vector (LV), or comprises
an LV backbone. Lentiviruses are part of a larger group of retroviruses. A detaded list of
lentiviruses may be found in Coftin et al (1997) “Retroviruses” Cold Spring Harbour Laboratory
Press Eds: JM Cottin, SM Hughes, HE Varmus pp 758-763). For example, lentiviruses can be
divided into primate and non-primate groups. Examples of primate lentiviruses include but are not
fimited to the human immunodeficiency virus (HIV), the causative agent of human auto
mmunodeficiency syndrome {AIDR), and the simian immunodeficiency virus (S8IV). The non-
primate lentiviral group mcludes the prototype “slow virus” visna/maed: virus (VMV}, as wel as
the related caprine arthritis-encephalitis virus (CAEV), equine infectious anaemia virus {EIAV),
feline immunodeficiency viras (FIV), Maedi visna virus (MVV} and bovine immanodeficiency
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 fanuly differs from retroviruses in that
fentiviruses have the capability to mfect both dividing and non-dividing cells (Lewis et al (1992

EM B J 11 (B): 3053-3058 and Lewis and Emerman (1994} J Virol 68 (1):510-516). In contrast,
other retroviruses, such as MLV, are unable to infect non-dividing or slowly dividing cells such as
those that make up, for example, muscle, brain, lung and liver tissue. A lentiviral vector, as used

herein, 15 a vector which comprises at least one component part derivable from a lentivirus.
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Preferably, that component part s 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}.

{86138] Additional compositions and methods for ocular gene therapy can be found 0, e g,
Bordet, T., and Behar-Cohen, F., “Ocular gene therapies in chimical practice: viral vectors and
nonviral alternatives,” Drug Discovery Today, Volume 24, Issue 8, August 2019, Pages 1685-
1693}, In some embodiments, gene therapy platforms, methods, and compositions that can be used
to deliver an anti-ANGPTL7 antibody of the present disclosure to a subject {e. g, ocular delivery)
imncludes  the platforms, methods, and compositions  disclosed 1n US20220025396,
US20220011308, US20210371877, US20210363102, US20190078099, USZ0190038724, 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., ocular delivery} imcludes the platforms, methods, and
compositions based on HMRS9 (Hemera Biosciences), which through its protein product soluble
CD59, blocks the membrane attack complex that forms during the terminal step in the coroplement
cascade. HMR5Y 13 designed to be administered as a single mitraocular injection.

[80139]  In accordance with these embodiments, the present disclosure also provides a method
of administering ocular gene therapy to a subject m need thereof comprising njecting a
pharmaceutical composition comprising an effective amount of an expression vector described
herein {e.g., an expression vector compnising a polynucleotides encoding an anti-ANGPTL7
antibody of the present disclosure}. As described further below, the present disclosure also
provides a method of treating glavcoma and other ocular diseases affecting the optic nerve and
retinal  ganglion cells. In some embodiments, the method comprises administering a
pharmaceutical composition comprising an effective amount of an expression vector described
herein {e.g., an expression vector comprising a polynucleotides encoding an anti-ANGPTL7
antibody of the present disclosure). In some embodiments, administering the pharmaceutical
composition treats at least one symptom of glaucoma or other ocular diseases affecting the optic
nerve and retinal ganglion cells.

Compositions and Methods of Treatment

{00148] The anti-ANGPTL7 antibodies of the present disclosure can be administered as part of

a pharmaceutical composition in a therapeutically effective amount o treat an eye disease {e.g.,
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glaucoma). In some embodiments, the composition is suitable for ocular admmistration. In some
embodiments, ocular admmnisiration comprises injection into vitreous fluid. In some embodiments,
ocular administration comprises delivering the antibody using a conjunctival insert, a contact lens,
a gel, a nanoparticle, a muccadhesive polymer, an ointment, a solution, a suspension, eve drops,
and/or an mmplant (e.g., Susvimo™). Recent methods and formulations for ocular admmistration
can be found n, eg, Souto, E.B. et al. “Advanced Formulation Approaches for Qcular Drog
Delivery: State-Of-The-Art and Recent Patents,” Pharmaceutics, 2019 Sep; 11{9}: 460},

{86141} In accordance with these embodiments, the methods include admunistering a
pharmaceutical composition comprising a therapeutically effective amount of an anti-ANGPTL7
antibody of the present disclosure. In some embodiments, the pharmaceutical composition is
administered ocularly and treats at least one symptom of glaucoma or other ocular diseases
affecting the optic nerve and retinal ganghion cells. In some embodiments, the at least one symptom
comprises eve pain, eye pressure, headaches, rainbow-colored halos around lights, low vision,
blurred vision, narrowed vision, impaired peripheral vision, blind spots, nausea, vomiting, and red
eyes. In some embodiments, admimstering the pharmaceutical composition reduces or atienuates
intraccular pressure and/or increases or enhances outflow facility 1o the subject’s eye.

[00142] 1o some embodiments, the pharmaceutical composition comprising a therapeutically
etfective amount of an anti-ANGPTL7 antibody of the present disclosure 1s adminisiered at a dose
ranging from about 0.0001 mg/dose to about 100 myg/dose. In some embodiments, the anti-
ANGPTL7 antibody 15 admimistered at a dose ranging from about 0.001 mg/dose to about 100
mg/dose. In some embodiments, the anti-ANGPTL7 antibody 1s administered at a dose ranging
from about 0.01 mg/dose to about 100 mg/dose. In some embodiments, the anti-ANGPTL7
antibody 18 admimstered at a dose rangmng from about 0.1 mg/dose to about 100 mg/dose. In some
embodiments, the anti-ANGPTL7 antibody 1s admunustered at a2 dose ranging from about 1.0
mg/dose to about 100 mg/dose. In some embodiments, the anti-ANGPTL7 antibody i3
administered at a dose manging from about 10 mg/dose to about 100 mg/dose. In some
embodiments, the anti-ANGPTL7 antibody 1s adminstered at a dose ranging from about 0.6001
mg/dose to about 10 mg/dose. In some embodiments, the anti-ANGPTL7 antibody s administered
at a dose ranging from about 0.0001 mg/dose to about 1.0 mg/dose. In some embodiments, the
anti-ANGPTL7 antibody 1s administered at a dose ranging from about 0.0001 mg/dose to about

0.1 mg/dose. In some embodiments, the anti-ANGPTL7 antibody 1s administered at a dose ranging
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from about 0.0001 mg/dose t¢ about 0.001 mg/dose. In some embodiments, the anti-ANGPTL7
antihody is administered at a dose ranging from about 0.01 mg/dose to about 10 mg/dose. In some
embodiments, the anti-ANGPTL7 antibody s adnunistered at a dose ranging from about 0.001
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.

{86143} In some embodiments, the pharmaceutical composition comprising a therapeutically
effective amount of an anti-ANGPTL7 antibody of the present disclosure 1s adnunistered at a dose
ranging from about 0.0001 mg/ml to about 100 mg/ml. In some embodiments, the anti-ANGPTL7
antibody 1s administered at a dose ranging from about 0.001 mg/ml to about 100 mg/ml. In some
embodiments, the ant-ANGPTL7 antibody s admunistered at a dose ranging from about 0.01
mg/ml to about 100 mg/ml In some embodiments, the anti-ANGPTL7 antibody 1s admiunistered
at a dose ranging from about 0.1 mg/ml to about 100 mg/ml In some embodiments, the anti-
ANGPTLT antthody ts administered at a dose ranging from about 1.0 mg/ml to about 100 mg/ml.
In some embodiments, the anti-ANGPTL7 antibody 1s administered at a dose ranging from about
10 mg/mi to about 100 mg/mi. In some embodiments, the anti- ANGPTL7 antibody is admunustered
at a dose ranging from about 0.0001 mg/ml to about 10 mg/ml In some emnbodiments, the anti-
ANGPTL7 antibody 13 adnuristered at a dose ranging from about 0.0001 mg/mi to about 1.0
mg/ml In some embodiments, the anti-ANGPTL7 antibody 15 admunistered at a dose ranging from
about 0.0001 mg/ml to about 0.1 mg/ml In some embodiments, the anti-ANGPTL7 antibody i3
administered at a dose ranging from about 0.0001 mg/ml to about 0.01 mg/ml In some
embodiments, the anti-ANGPTL7 antibody 15 admimstered at a dose ranging from about 0.0001
mg/ml 1o about 0.001 mg/ml In some embodiments, the anti-ANGPTL7 antibody 1s admuinistered
at a dose ranging from about 0.01 mg/ml to about 10 mg/ml. In some embodiments, the anti-
ANGPTL7 antibody 1s administered at a dose ranging from about 0.001 mg/mi to about 1.0 mg/ml.
In some embodiments, the anti-ANGPTL7 antibody 1s admimstered at a dose ranging from about
0.1 mg/ml to about 10 mg/ml.

{06144]  As used herein, the terms “treatment,” “treating,” and the like refer to obtaining a
desired pharmacologic and/or physiologic effect. In some embodiments, the effect 1s therapeutic,
i.e., the effect partially or completely cures a disease and/or adverse symptom atiributable to the
disease. To this end, the methods of the present disclosure comprise adminstering a

“therapeutically effective amount” of an anti-ANGPTL7 antibody, or composition comprising an
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anti-ANGPTL7 antibody. A “therapeutically effective amount” refers to an amount effective, at
dosages and for periods of time necessary, to achigve a deswred 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 monocional antibody to elicit a desired response
in the individual. For example, a therapeutically effective amount of an anti-ANGPTL7 antibody
of the present disclosure 1s an amount that freats at least one sympiom of glauvcoma or other ocular
diseases affecting the optic nerve and retinal ganglion cells in a subject. In some embodiments, the
pharmacologic and/or physiologic effect may be prophylactic, te, the effect completely or
parttally 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).

[00145] A typical dose of a therapeutically effective amount of an anti-ANGPTL7 antibody of
the present disclosure can range from, for example, about 0.0001 mg/dose to about 100 mg/dose
for each eye to be treated. In some embodiments, a therapeutically effective amount of an anti-
ANGPTL7 antibody of the present disclosure can range from about 0.001 mg/dose to about 100
mg/dose, from about 0.01 mg/dose to about 100 mg/dose, from about 0.05 mg/dose to about 50
mg/dose, from about 0.1 mg/dose to about 10 mg/dose, from about 0.5 mg/dose to about §
mg/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 mulliliter of solution. In some
embodiments, a therapestically 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/ml, from about 0.1 mg/ml to about 100 meg/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 50
mg/ml, from about 0.1 mg/m! and about 50 mg/mi, from about 6.1 mg/m! and about 25 mg/mi,
from about 0.1 mg/mi and about 10 mg/mi, and from about 1.0 mg/mi 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, (.1 mg, 0.2 mg, 0.25 mg, 0.3 mg, 0.35 mg, 0.4 mg,
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0.45 mg, 0.5 mg, 0.55 mg, 0.6 mg, 0.65 mg, 0.7 mg, 0.75 mg, 0.8 mg, 0.85 mg, 8.9 mg, 0.95 mg,
1.0mg, 2.0mg, 3.0mg, 40mg, 5.0 mg, 18.0mg, 15.0mg, 20.0 mg, or 25.0 mg, or can fall within
a range delimited by any two of the foregoing valugs. For example, in certain embodiments, a
sustained release formulation, (e.g., an ocular implant) can be, exactly or approximately, 0.1 mg,
0.2 mg, 0.25 mg, 0.3 mg, 0.35 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

0.8 mg, 085 mg, 0.9 mg, .95 mg, 1.0 mg, 20 mg, 3.0 mg, 40 mg, 5.0 mg, 10.0 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 patiends. For repeated administrations over several days or longer, depending on the
condition, the treatment is repeated until a desired suppression of disease symptoms oCCurs.
However, other dosage regimens may be useful and are within the scope of the present disclosure.
The desired dosage can be delivered by a single bolus admmistration of the composition, by
multiple bolus administrations of the composition, or by continuous infusion administration of the
composition. The composition comprising an anti-ANGPTL7 antihody, or antigen-binding
fragment thereof, can be admuustered to a mammal using standard admunistration technigues,
mcluding ocular, oral, intravenous, intraperitoneal, subcutaneous, pulmonary, transdermal,
intraruscular, tranasal, buccal, sublingual, or supposuory admunstration. The composition
preferably is suitable for ocular admunistration.

[00147] In accordance with the compositions and methods of treatment described herem,
embodiments of the present disclosure include anti- ANGPTL7 antibodies that have enhanced half-
iife (e.g., after ocular adminustration}, such that the anti- ANGPTL7 antibody can be admimstered
less often to a subject. In some embodiments, the antibody comprises a half-life extension motety.
in some embodiments, the half-life extension moiety comprises a polypeptide that can be coupled
to an anti-ANGPTL7 antibody of the present disclosure by any means known 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 1s 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 to 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, UST7855279, UKE492530, USS938331, USBOT3860, USS371369, US9926351,
US10961287, US10172953, and US10953073,

{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 1s a pharmaceutically acceptable {e.g., physiologically acceptable} composition, which
comprises a carier, preferably a pharmaceutically acceptable {e.g., physiologically acceptable)
carrier, and the anti-ANGPTL7 antibody or antigen-binding fragment thereof. Any suitable carrier
can be used within the context of the present disclosure, and such carriers are well known 1n the
art. For example, the composition may contain preservatives, such as, for example, methylparaben,
propylparaben, sodium benzoate, and benzalkonium chloride. A muoxture of two or more
preservatives optionally may be used. In addition, buffering agents may be mcluded in the
composition. Suitable buffering agents include, for example, citric acid, sodium citrate, phosphoric
acid, potassium phosphate, and various other acids and salts. A mixture of two or more buffering
agents optionally may be used. Methods for preparing compositions for pharmaceutical use are
known to those skilled i the art and are described in, for example, Remingion: The Science and
Practice of Pharmacy, Lippincott Wilhams & Wilkins; 21st ed. (May |, 2005).

[00149] Once adnustered to a moammal {e.g, a human), the bwlogical activity of the anti-
ANGPTL7 antibody, or antigen-binding fragment thereotf, can be measured by any suitable
method known in the art. For example, the biological activity can be assessed by determining the
stability of the anti-ANGPTL7 antibody. The biological activity of the anti-ANGPTL7 antibody
also can be assessed by determining its binding affinity to ANGPTL7 peptides and/or by assessing
is binding affinuty to peptides with which 1t may cross-react. The term “affinity” refers to the
equilibrium constant for the reversible binding of two agents and 1s expressed as the dissociation
constant {Kp). Affimty of a binding agent to a ligand, such as affimty of an antibody for an epitope,
can be, for example, from about 1 femtomolar (M) to about T millimolar (mM) (e g., from about
1 picomolar {(pM} to about 1 nanomolar (nM}, or from about 1 nM to about T miucromolar (uM}).
In some embodiments, the affimity of an anti-ANGPTL7 antibody may be from about 1 nm to
about 20 nm, and desirably from about 5 nm to about 10 nm. Antibody affimity for an antigen or
epitope of interest can be measured using any ari-recognmized 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 }, Immumobiclogy, 5th ed., Garland
Publishing, New York, N.Y_, 2001}

[00156] Insomeembodiments, ananti-ANGPTL7 antibody, or composition comprising an anti-
ANGPTL7Y antibody, may be administered alone or in combination with other drugs/therapeutic
agents. For example, the anti-ANGPTL7 antibody can be administered in combination with other
agents for the treatment or prevention of glaucoma or other ocular disease affecting the optic nerve
or retinal ganglion cells, as disclosed herein. For example, anti-ANGPTL7 antibodies of the
present disclosure, or antibody conjugates, fusion proteins, or polymeric formulations thereof, can
be used either alone or in combination with other agents in a therapy. For instance, an 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 mmmunosuppressive agent, a prodrug, a
cytokine, a cytokine antagonist, cytotoxic radiotherapy, a corticosteroid, an anti-emetic, a cancer
vaceine, an analgesic, a growth-inhibitory agent, or combinations thereof

{00151} In certain embodiments, an anfi-ANGPTL7 antibody of the present disclosure is
adounistered with a drug/therapeutic agent that treats/prevents glaucoma or other ocular disease
that affects the optic nerve or retinal ganglion cells. Any suitable glaucoma therapeutic agent can
be admunistered as an additional therapeutic agent in combination with an anti-ANGPTL7
antibody of the present disclosure, or an antibody conjugate, fusion protein, and/or polymeric
formulation thereof, for treatment of an ocular disorder {e.g., e.g., glavcoma or other disease
associated with or affecting the optic nerve or retinal ganghon cells). For example, in some
embodiments, an antt-ANGPTL7 antibody of the present disclosure can be administered with an
agent that lowers intraocular pressure by promoting the dramage of fhnd from the eyve, mcluding
but not himited to, prostaglandins {e.g, Xalatan (latanoprost), Travatan Z (travoprost), Zioptan
{taftuprost}, and Lumigan (bimatoprost}), Rho kinase mhibitors (e.g., Rhopressa {netarsudil}),
nitric oxides  {e.g., Vyzulta (latanoprostene bunod}, and wnuoticor cholinergic  agents
{e.g., Isopto Carpine (pilocarpine}}). In some embodiments, an anti-ANGPTL7 antibody of the
present disclosure can be adminstered with an agent that lowers intraoccular pressure by reducing
the amount of fhid produced n the eye, including but not limited to, alpha-adrenergic agonists
{(e.2., lopidine (apraclonidine} and Alphagan P or (oliana (brimomdine}), beta blockers {e.g.,

Betoptic (betaxclol}and Betimol, Istalol, or Timoptic (timolol)), and carbomic anhydrase
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mhibitors {e.g., Trusopt {dorzolamide) and Azopt (brinzolanude}). Additionally, one or more of
these therapeutic agenis can be admimstered with an anti-ANGPTL7 antibody of the present
disclosure, in conjunction with other treatments, such as faser treatment {(e.g., trabeculoplasty) and
surgery {e.g., glaucoma implant surgery, and minimally imvasive glaucoma surgery (MIGS).
{00152} Insome embodiments, an anti-ANGPTL7 antibody, antibody conjugate, fusion protein,
or polymeric formulation of the present disclosure 1s administered simultaneously with an
additional therapeutic agent In some embodiments, an anti-ANGPTL7 antibody, antibody
conjugate, fusion protein, or polymeric formulation of the present disclosure 15 admiunustered before
or after an additional therapeutic agent. In some embodiments, the additional therapeutic agent(s)
binds to a second bislogical molecule selected from the group consisting of VEGF, [L-103; IL-6;
IL-6R; 1L-13; IL-13R; PDGF, angiopoieting Ang2; Tie2; S1P; integrins avp3, avps, and a3b1;
betacellulin; apelin/APY, erythropoietin; complement factor I, TNFo; HirAl; a VEGF receptor;
ST-2 receptor; and proteins genetically linked to AMD nisk, such as complement pathway
components €2, factor B, factor H, CFHR3, C3b, CS§, C5a, and (3a; HtrAl, ARMS2; TIMP3;
HLA; mterleukin-8 (IL-8); CX3CRY; TLR3, TLR4; CETP, LIPC; COLI0AL; and TNFRSF10A
In some embodiments, the additional therapeutic agent is an antibody or antigen-binding fragment
thereof. In some embodiments according to {or as applied to) any of the embodiments above, the
ocular disorder 18 an intraccular neovascular disease selected from the group consisting of
proliferative retinopathies, choroidal neovascularization (CNV), glaucoma, diseases affecting the
optic nerve, diseases affecting the retmal ganghon cells, diabetic and other ischenmua-related
retinopathies, diabetic macolar edema, pathological myopia, von Hippel-Lindau disease,
histoplasmosis of the eve, retinal vein occlusion {(RVQO), mcluding CRVQ and BRVQ, corneal
neovascularization, retinal negvascularization, and retinopathy of prematurity (ROP),

[00183] In some embodiments, an anti-ANGPTL7 antibody of the present disclosure, or an
antibody comjugate, fusion protein, and/or polymeric formulation thereof, may be adounistered n
combmation with at least one additional therapeutic agent for treatment of an ocular disorder, for
example, an ocular disorder described herein (e g, glavcoma 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, mcluding, for example, anti-VEGF antibodies {e.g., the anti-

VEGEF Fab LUCENTIS® (ranibizumab})}, soluble receptor fusion proteins {e.g., the recombinant
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soluble receptor fusion protein EYLEA® (aflibercept, also known as VEGEF Trap Eve;
Regeneron/Aventis)), aptamers {eg, the ani-VEGF pegylated aptamer MACUGEN®
{pegaptamtb sodiom; NeXstar Pharmaceuticals/OSI Pharmaceuticals)), and VEGFR tyrosine
kinase  mhibitors {e.g,  4-{4-bromo-2-fluorcaniling)-6-methoxy-7-{1-methylpiperidin-4-
vimethoxyquinazoline (Z2D64743, 4-{4-fhuoro-2-methylindol-5-yloxy }-6-methoxy-7-(3-
pyrrolidin--vipropoxyyqunazoline (AZD21713, vatalanib (PTK787), semaxamimb (SUS416;
SUGEN}, and SUTENT® {(sumtinib}), Tryptophanyl-IRNA synthetase (TrpRS); squalamine;
RETAANE® (anecortave acetate for depot suspension; Alcon, Inc ), Combretastatin Ad Prodrug
(CA4P), MIFEPREX® (mifepristone-rud86); subtenon triamcinolone acetomde; intravitreal
crystalline triamcinolone acetonide; matrix metalloproteinase inhibitors (e.g, Prinomastat
(A3340; Plizer)); fluocinolone acetonide (including fluocinolone mtraccular implant; Bausch &
Lomb/Control Delivery Systems); hinomide; 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 congugate, fusion protemn,
and/or polymeric formulation thereof, for treatment of an ocular disorder {e.g., glaucoma or other
disease associated with or affecting the optic nerve or retinal ganglion cells), include, but are not
fimited to, VISUDYNE® (verteporfing a light-activated drug that s typically used 1w conjunction
with photodynamic therapy with a non-thermal laser), PKC412, Endovion (NS 3728; NeuroSearch
A/S}, neurotrophic factors {e.g., ghal derived neurotrophic factor (GDNF) and ciliary neurotrophic
factor {CNTF)}, diltiazem, dorzolanude, PHOTOTROP®, O-cis-retinal, eye medication (e.g.,
phospholine todide, echothiophate, or carbonic anhydrase inhibitors), veovastat {AE-941; AEterna
Laboratories, Inc.}, Sina-027 (AGF-745; Sirna Therapeutics, Inc ), neurotrophins (imcluding, by
way of example only, NT-4/5, Genentech), Cand3 (Acuity Pharmaceuoticals}), INS-37217 (Inspire
Pharmaceuticals}), integrin antagonists (including those from Jerimi AG and Abbott Laboratories),
E(-3306 ( Ark Therapeutics Lid ), BDM-E (BioDiem Lid. ), thalidonmude {(as used, for example, by
EntreMed, Inc), cardiotrophin-1 {Genentech), 2-methoxvestradiol {Allergan/Oculex), DL-8234
{Toray Industries), NTC-200 (Neurotech), tetrathiomolybdate (University of Michigan), LYN-002
{Lynkeus Biotech}, microalgal compound (Aquasearch/Albany, Mera Pharmaceuticals), 19120
{Celitech Group ple), ATX-510 (Hamamatsu Photonics), TGE-beta 2 {Genzyme/Celtrix), tyrosine

kinase nhibitors {eg., those from Alergan, SUGEN, or Pfizer), NX-278-L (NeXstar
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Pharmaceuticals/(nilead  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 ISIS-13650, Isis Pharmaceuticals), and combinations thereof.
[00158]  Ananti-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 nunature telescopes, PHI-motion angiography (also
known as micro-laser therapy and feeder vessel treatment), proton beam therapy, microstimulation
therapy, retinal detachment and vireous surgery, scleral buckle, submacular surgery,
transpupillary thermotherapy, photosystem 1 therapy, use of RNA interference (RNA),
extracorporeal rheopheresis {also known as membrane differential filtration and rheotherapy),
nmucrochip implantation, stem cell therapy, gene replacement therapy, ribozyme gene therapy
(inchuding 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.

[00186] In some embodiments, an anti-ANGPTL7 antibody of the present disclosure, or an
antibody conjugate, fusion proten, and/or polymeric formudation thereof, can be admimstered in
combination with an anti-angiogenic agent for treatment of an ocular disorder {e.g., glaucoma or
other disease associated with or affecting the optic nerve or retinal ganglion cells). Any sutable
anti-angiogenic agent can be used i combination with an antibody of the present disclosure,
mcluding, but not hinmuted to, those listed by Carmeliet et al. Nasure 407.249-257, 2000. In some

embodiments, the anti-angiogenic agent is a3 VEGF antagonist, including, but not himited to, an
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anti-VEGF antibody {e.g., the anti-VEGF Fab LUCENTIS® (ranibizomab), RTH-258 (formerly
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ESBA-1008, an anti-VEGF single-chain antibody fragment; Novartis), or a bispecific anti-VEGF
antibody (e.g., an anti-VEGF/anti-angiopoietin 2 bispecific antibody such as RG-7716; Roche}), a
soluble recombinant receptor fusion protein {eg., EYLEA® (aflibercept}}), a VEGF variant, a
soluble VEGEFR fragment, an aptamer capable of blocking VEGF (e g, pegaptanib) or VEGFR, a
neutralizing anti-VEGFR antibody, a small molecule inhubitor of VEGFR tyrosine kinases, an anti-
VEGF DARPin® {e.g., abicipar pegol}, a small interfering RNAs which infubits expression of
VEGEF or VEGFR, a VEGFR tyrosine kinase inhibitor {e.g., 4-(4-bromo-2-tluoroanthing}-6-
methoxy-7-(1-methylpiperidin-4-vimethoxy jguinazoline {ZD6474), 4-(4-fluoro-2-methylindol-5-
viexy}-6-methoxy-7-(3-pyrrolidin-1-vipropoxviquinazoline (AZD2171), vatalamb (PTK787),
semaxamintb (SUS416; SUGEN}, and SUTENT® (sunitinib}), and combinations thereof.
{00157}  Other suitable anti-angiogenic agents that may be administered in combination with an
antibody of the present disclosure, or an antibody conjugate, fusion protein, and/or polymeric
formulation thereot, for treatment of an ocular disorder {e.g., glaucoma or other disease associated
with or affecting the optic nerve or retinal ganghion cells) include corticosteroids, angiostatic
steroids, anecortave acetate, angiostatin, endostatin, tyrosine kinase wnhibitors, matnx
metalloproteinase (MMP) inhibitors, msulin-like growth factor-binding protein 3 (IGFBP3),
stromal derived factor (SDF-1) antagonists {e.g., anti-SDF-1 antibodies), pigment epithelium-
detived factor (PEDF), gamma-secretase, Delta-like ligand 4, integrin antagonists, hypoxia-
inducible factor (HIF)-1o antagonists, protemn kinase CK2 antagonists, agents that inhibit stem cell
{e.g., endothelial progemior celly homing to the site of neovascularization {e.g., an anti-vascular
endothehial cadhenin (CD-144) antibody and/or an anti-SDF-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 adminstered in
combimation with an agent that has activity against negvascularization for treatment of an ocular
disorder {e.g., glaucoma or other disease associated with or affecting the optic nerve or retinal
eanglion cells), such as an anti-inflammatory drug, a mammalian target of rapamycin {mTOR)
mhibitor {e.g., rapamycin, AFINITOR® {(everolimus), 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, a nonsteroidal anti-
mflammatory agent (NSAID), or combinations 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 utihize the anti-ANGPTL7 antibody and a label to
detect an ANGPTL7 polypeptide or protein in a sample {e.g., in a human bedy fhudorina cell or
tissue extract). The anti-ANGPTL7 antibody or antigen-binding fragment thereof may be
emploved i any suitable assay for measuring ANGPTL7 10 a sample for diagnostic and/or
research purposes. Such assays include, but are not limited to, sandwich immunoassays, enzyme
mmuncassays {EFA), enzyme-linked immunosorbent assays (ELISA), lateral flow assays,
competitive inhibition immunocassays {e.g., forward and reverse), competitive binding assays,
Forster resonance energy transfer (FRET), one-step antibody detection assays, single molecule
detection assays, radioimmunoassavs (RIA), and FACS. Such methods are disclosed in, for
example, U.S. Patents 6,143,576, 6,113,855, 6,019,944; 59853579 5947.124; 593927
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. Acra, 5791}, 61-67 (2006).

[00168] The anti-ANGPTL7 antibody or antigen-binding fragment thereof can be provided n
a kit, e g., a packaged combination of reagents in predetermined amounts with nstructions for
performing an assay using the antibody {e.g., an assay that detects ANGPTL7). As such, the
disclosure provides a kit comprising the antibody or antigen-binding fragment described herein
and instructions for use thereof. The instractions can be i paper form or computer-readable form,
such as a disk, CB, BVD, etc. Alternatively or additionally, the kit can comprise a calibrator or
control, and/or at least one container {e.g., tube, mucrotiter 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, 1.e., reagents, standards, buffers, diluents, etc., which are necessary to perform the
assay. Other additives may be included in the kit, such as stabilizers, buffers {e. g, a blocking buffer
or lysis buffer), and the like. The relative amounts of the various reagents can be varied to provide
for concentrations in solution of the reagents which substantially optimize the sensitivity of the
assay. The reagents may be provided as dry powders {(typically lvophilized}, including excipients

which on dissolution will provide a reagent solution having the appropriate concentration.
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{00161} The following examples further illustrate the vanous embodiments of the present

disclosure but should not be construed as 1n any way limiting 1ts scope.

EXAMPLES

{80162] It will be readily apparent to those skilled m the art that other sutable modifications
and adaptations of the methods of the present disclosure described herein are readily applicable
and appreciable, and may be made using suitable equivalents without departing from the scope of
the present disclosure or the aspects and embodiments disclosed herem. Having now described the
present disclosure 1n detail, the same will be more clearly understood by reference to the
following examples, which are merely mtended only to illustrate some aspects and embodiments
of the disclosure, and should not be viewed as limiting to the scope of the disclosure. The
disclosures of all journal references, U.S. patents, and publications referred to herein are hereby
mcorporated 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 1 primary
human trabecular meshwork cells. Primary trabecular 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 it DMEM with
10% fetal bovine serum (FBS) and 1% penicillin/streptomycin. Cells were plated m 96-well plates
at 20,000 cells/well. Media was changed 3 times a week After 1 week, cells were further
ditferentiated using DMEM with 19 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
containing 100 nM DEX or 0.1% ethanol (EtOH, vehicle) Media was refreshed after 2-3 days,

and cells were harvested for gPCR on day 5 using the Cells to Ct kit. qPCR was run using an
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ANGPTL7 TagMan assay from Life Technologies on a Quantstudict ¢PCR machine. Gene

expression was normalized to the EtOH control.

EXAMPLE 2

{80167} This example describes RNAseq of ANGPTL7 treatment-induced changes in 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 mn DMEM with 10%
fetal bovine serum (PBS) with 1% pemailbin/streptomycin. Cells were seeded at 200k cells/well in
o-well formats. Cells were differentiated in low serum for a week with media changes 3 times a
week. For ANGPTL7 treatment, media were removed and replaced with media contaiming 50
ng/mbL 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] Hxpermnents were conducted to determine the effects of ANGPTL7 on outflow facility
in a bioenginegred ex vivo human eye tissue model. Glavconix developed a proprietary technology
allowing 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 eve (FIG. 3A). This allows endpoint
analyses relevant to IOP-modulation. This scaffolding of cells 1s used to compare treatment effects
of vehicle (BMSQ), dexamethasone (a steroid known to elevate 10P), and human ANGPTL7
protein on outflow facility.

{86169]  Briefly, HTM cells were thawed and allowed to grow for about 7 days {media changes
every 2 days}. The HTM cells were seeded onto scaffelds 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. HFM/HSC constructs were serum starved the in a 1% medium
the day before treatment. The first day of treatment was called Day 0. On Day 3, supernatants were
collected, re-treated, and this process was repeated on Days 6 and 9. Perfusion was done on Day

10.
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{00178} FIG 3B includes representative data demonstrating outflow facility for 30-HTM donor
2 treated with vehicle (DMSQO), 500nM Dexamethasone, 50 ng/mb of ANGPTL7. Samples were
analyzed using One-way ANOVA (GraphPad Prism Software, Inc, La Jolla, CA}), *P<0.05,
FEP< 001, ¥FFP<O0] N=4 per treatment group. FIG 3C imncludes representative data
demonstrating outflow facility for 3D-HTM donor 3 treated with vehicle (BMSG), 500aM
Dexamethasone, 50 ng/mb of ANGPTL7. Samples were analvzed using One-way ANOVA
{GraphPad Prism Software, Inc, La Jolla, CA), *P<Q.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 treatment.

EXAMPLE 4

{00171} 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 bioengineered 3D human trabecular meshwork (HTM)
cells co-cultured with human Schlemms’ canal (HSC) cells, thereby mimicking the architecture of
the tissues responsible for pressure build-up m the human eye (FIG. 3A; see also exemplary
protocol in Example 3). This allows endpoint analyses relevant to 10P-modulation.

{00172} This experiment compared three different doses (25, 50, and 150 ug/ml) of ANGPTL7
protein on outflow facility in three different donor HTM cell lines (FIGS. 4A-4C). In this example,
experiments were focused on the reproducihility of ANGPTL7 effects on outflow faciity (from

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

EXAMPLE S

{80173] Generation of recombinant ANGPTL7 prefeins. Recombinant protein preparations
were undertaken to produce specific proteins which could be used as immunogens/antigens,
screening reagents, and/or control reagents. All efforts were made in service of the goal of
generating a panel of anti-ANGPTL7 antibodies with the desired properties. In this particular
example, outsourced matertal 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.

80
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{00174] Proteins with the sequence corresponding to human, African green monkey, and rabbit
ANGPTL7 were produced. The human and African green monkey sequences were engingered 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 endotoxin unit per mulliliter.

{86175} Beginning with iz sifico analysis, appropnate 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
Genetous Prime software in accordance with the experimental plan. Specifically, in regard to the
production of monomeric ANGPTL7, the mechanism of multimerization was examined closely.
Structurally, ANGPTL7 consists of two domains, a small N-terminal coiled cotl 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 wdentified as the area on which to focus in order to engineer
monomerie mutants, Cotled coil domans follow a well-defined heptad repeat of hydrophobic and
charged anuno acids. This repeat, 10 conjugation with the property of approxumately seven amuno
acids per two turns of an alpha helix, and the aquecus environment of either the extra or
intracellular space, favor packing of the hydrophobic side chains into the interior of the col while
the charged amino acids face the aqueous environment. Dimerization, trimerization or other hugher
order multimers result as each hnear alpha helix 15 dependent on others to reach the energetically
favorable “packed” state. Approaches which disrupt hnearity and/or the hydrophobic and charged
heptad could lead to monomers. Two strategies were designed upon this theoretical framework.
Constructs with substitetions of proling for leucine at both amino acid position 59 and 84 or with
feucine at position 59 replaced with glyvcmne-glyveme-prohne-glycine-glveme were built in séilico
and added to the panel of sequences designed for the project. The replacement of feucine at position
59 with five amino acids proved most successful. A version In addition, a truncated form of human
ANGPTLY corresponding to only the C-terminal Fibrinogen like domain sequence was added to
the panel of sequences.

{86176}  All Sequences were examined for habilities and modified to add further amino acid
sequence which encoded for “tags” to facilitate purification, lower immunogenicity, or simphify

analytical screening. Examples of protein tags used in this work inclede the HIS tag and the Awvi

&1
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tag. Tags were separated from each other and from the ANGPTLY 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,

{08177}  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 to Integrated DNA Technologies and produced as DNA
fragment(s) with DNA overhangs added to the 5 and 3”7 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 CMVY promoter. The plasmud was
propagated in E. coli with appropriate antibiotic selection and prepared, at a scale useful for
recombinant expression, utilizing commercially available preparation kits purchased from (Qiagen.
The sequence of the plasmid and the expression gene was then confirmed using Sanger sequencing.
{86178} Using polyethyleninine, the sequence verified plasmid was transfected into human
erabryonic kidney cells adapted for recombinant expression. One day after transfection, the cells
were supplemented with chenucals and nutrients designed to increase recombinant protein
expression. These supplements include sodium propionate, valprowe acid, glucose, glutanune, and
a vartety of yeast lysates. Five days after transtection, the expressing cell cultures were harvested.
As the recombinant protein 15 secreted nto 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 mucrons. The clarified culiure 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 (-
terminal tag(s) the protemn of interest was purified from the cell culture medium and rmmobilized
on the chromatography column. For HIS tagged proteins, a Ni-NTA agarose column was used.
Maultiple column washes followed, each specific for the type of column/tag/chromatography. The
protein of interest was eluted from the column with 300 mM of imidazole for HIS tagged proteins.
[00179] Protein quality and quantity were assessed using a combination of SDS-PAGE gel
electrophoresis, spectrophotometry, and analytical-SEC (size exchision chromatography}. Most
proteins 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 bufter
exchange out of the affinity chromatography elotion buffer and into the final buffer of choice
(PBS). The protein sample then moved onto quality control. If] at any point during purification,
protein concentration needed to be increased, Amicon Ulira melecular weight cutoff (MWCQO)
filtration units were used to concentrate protein by separating protein from buffer. MWCO was
chosen to ensure compatibility with the size of the protein of interest. Before moving to final
quality control, all final samples were concentrated to > 1 mitligram per milliliter.

{86186] Endotoxin contamination in the final protein sample was assayed using Charles River’s
Endosafe PTS system. Spectrophotometry determined the final protemn concentration. Three
micrograms of the final sample were injected onto an analytical SEC column (YMC Diol 300} to
determune 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 liquid nitrogen before storage at -80°C.

EXAMPLE 6

{60181] Recovery of ANGPTLT antibody sequences from immunized mice ANGPTL7
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 pg subcutaneous dosing of antigen emulsified in complete Freund’s adjuvant followed by 5
weekly subcutaneous dosing of antigen emulsified in incomplete Freund’s adjuvant.

{00182} Cohort 1: Three ATX-GK mice immunized with human ANGPTL7 fibrinogen domain
{ATX-P-60; SEQ ID NO: 373). Cohort 2: Three ATX-GK mice invnunized with full length human
ANGPTLT monomeric variant L39P _LE84P (ATX-P-62; SEQ ID NG: 371). Cohort 3: Three ATX-
GK mice wuounized with full length hurmnan ANGPTL7 monomeric vanang LS9 GGPGG (ATX-
P-63; SEQ ID NO: 372). Cohort 4; Three ATX-GE mice mmmunized with human wild type
ANGPTL7 multuner (PExt-1; SEQ ID NO: 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 erther lug/mi of
ANGPTL7 immunogen or an irrelevant protem with the same purification tag as the immunogen.

Antigen coated plates were incubated with seven 10-fold sersal ditutions of sera starting at 1:300,

&3
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Antibodies bound to antigen were detected by anii-mouse gl HRP secondary antibody and one
step TMB solution. The absorbance signal at 450 nm was measured with an ELISA microplate
reader (FIGS. SA-5D).

{06184] Hybridoma: Immune tissues from high titer mice were harvested and preserved for
anttbody discovery. Hybnidoma cell lines producing ANGPTL7 antibodies were produced by
fusion of single B Cells from spleen and lymph nodes of titer positive mice with myeloma cells.
Twenty 96 well plates of hy bridoma fustons were generated and expanded. Hybridomas expressing
ANGPTL7 specific antibodies were detected by antigen binding by ELISA Affinty of antibodies
in the hvbridoma supernatants were measured by SPR using the Octet mnstrument. ANGPTL7
antibodies in hybridoma supernatant were loaded on a biosensor. Response was measured as a nim
shift in the interference pattern and was proportional to the number of antibodies bound to the
surface of the biosensor. The binding interaction of ANGPTL7 to the immobhilized antibadies 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 affinuty of the antibodies for ANGPTL7 was measured as kdis/kon.

[00185] Heavy and light chains from validated hybridomas were sequenced. RNA was 1solated
from ANGPTL7 antibody secreting hybridomas and heavy and light chain variable regions were
cloned by reverse transcription using gene specific primers followed by PCR amphification with
variable chaim gene specific primers. PCR products were sequenced by standard Sanger
sequencing methods.

{80186] Phage Display: Vanable heavy and light chains were amplified from the spleen of high
titer momumzed mice by reverse transcription using gene specific primers followed by PCR
amphification with variable chain gene specific primers. Vanable 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 botinylated ANGPTLY
antigens captured on streptavidin magnetic beads. Phage remaining bound to antigen beads after
several stringent washes was eluted using a basic trigthylamine solution and neuiralized with Tris
buffer pH 8.0. Eluted phages were reinfected into TG bactenial cells, amplified by co-infection
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 diluted and infected

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

{06187]  Antibedy Sequencing: Unique variable heavy and light chain pairs from hybridoma and
phage display campaigns were cloned into vectors designed to express full length antibodigs as
IgGs 1in HEK?293 cells under the control of a 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 1n glvcine solution, pH 3, neutralized with

Hepes, pH 9, and buffer exchanged into PBS.

EXAMPLE 7

{60188] Human ANGPTL7 monocional antibody differential scanning flusrimetry (DB5F).
Development of effective monoclonal antibodies depends not only on their biclogical activity but
also on their physicochemical properties, such as homogeneity and stability. mAbD stability can be
affected by their formulation. Among the many techniques used to study the stability of mAbs,
differential scanning fluorimetry (IDSF} offers both excellent throughput and minimal material
consumption. DSF measures the temperature of the protein unfolding transition (Tm) based on the
change in fluorescence intensity of an environmentally sensitive dye.

{00189} Experiments were conducted to assess the thermal stability of the human ANGPTL7
monoclonal antibodies (“"ATX” antibodies) of the present disclosure by determining the melting
temperature. Thermal stability was assessed via differential scanning fluorimetry {(DSF) utilizing
the Protein Thermal Shift (PTS) assay from Applied Biosystems, The assay was performed
according to the manufacturer’s instruction. Briefly, the antibody to be evaluated was prepared n
triplicate by mixing with Protein Thermal Shift dye and butfer; a real-time melt experiment from
25 °C to 95 °C was run on QuantStudio 3. Data was analyzed by using Protein Thermal Shift
Software and the melting temperature {Tm) was calculated from the melt curve (Table 1},

[00158] Table 1: DSY analysis of human anti-ANGPTL7 monoclonal antibodies.

Protein Thermal Shift Assay 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-42% 62.62 79.24
ATX-P-429 62.64 3049
ATX-P-436 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 81.08
ATX-P-439 62,77 8342
ATX-P-440 62.58 7968

ATX-P-442 62.44 8510

ATX-P-443 6243

ATX-P-444 62.16

ATX-P-443 62.61

ATX-P-446 62.10

ATX-P-447 62.31

ATX-P-448 62.33 72.19
ATX-P-449 62.24 30.41

FEXAMPLE 8

[00181] ANGPTL7 Antibody Cross-Blocking, High-throughput epitope binning experiments
were conducted on real-time label-free biosensors {Carterra LSA} to sort large panels of mAbs
mio bins based on thewr ability to block one another for binding to the antigen. Ina pairwise eptiope
binning analysis, antigen and antibody 2 (analyte antibody} are sequentially applied to the sensor
chip (HU200M) covalently pre-loaded with antibody 1 (higand antibody ). An increase in response
upon exposure to the analyie antibody mndicates non-competition between the two antibodies,
whereas a lack of change in the signal indicates competition. Antibodies having the same blocking
profiles towards others in the test set are grouped into one bin. Commumity network plots are used
to explore clustering of mAbs that share similar but not necessarily identical competition profiles.
{86192]  Rather than relying strictly on the sandwiching/blocking assignments in the heat map
(FIG. 6A), as the Bin network plots do, higrarchical clustering was applied to the sorted heat map
to 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.

A
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6E includes binning data based on affinity for hu ANGPTL7-hus {(P62). FIG. 6F includes binning
data based on antibody source {hybridoma or phage). FIG. 6G inchides binning data based on
fibrinogen domain (PO0P} binding. FIG. 6H includes binning data based on rabbit ANGPTL7

{p66) binding. FIG. 61 includes binning data based on mouse ANGPTLY binding.

EXAMPLE 9

[80193] ANGPTLY Functional Evaluation. Experiments were conducted to test the effects of
anti-ANGPTL7 antibodies on conventional outflow facihity using a 38 HTM/HSC Tissue Model
{see FI{z. 3A/Example 3). The purpose of this study 15 to screen antibodies that bind ANGPTL7
to determine whether they are able to block ANGPTL7 s depression of outflow facility 1n an
organoid model of the aqueous outflow tract. Antibodies that are capable of increasing outflow
facility by blocking ANGPTL7’s activity are drug candidates for further study.

{86194}  The studies were carried out using a bicengineered ex vivo human cutflow tract model
described above Glauconix developed a proprietary technology allowing multi-layer growth of
bioengineered 31 human trabecular meshwork (HTMj cells co-cultured with human Schlemms’
canal (HSC) cells, thereby mimicking the architecture of the tissues responsible for pressure build-
up 1in the human eye. This allows endpoint analyses relevant to IOP-modulation. Previous
expermments 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, outtlow facility of one donor cell line treated with vehicle (DMSO),
500 nM Dexamethasone, 50 ng/mL ANGPTL7 (1.1 nM) alone, 50 ng ANGPTL7 + an isotype
control Antibody (330) at 11.1 oM, and 20 different Anti-ANGPTL7 antibodies at 11.1 nM
together with 50 ng/ml. ANGPTL7. Samples were analvzed for effects against 1sotype control
{330} using One-way ANOVA (GraphPad Prism Software, Inc, La Jola, CA), ¥P<(.05,
FAP< 0,01, FHFFP< 00T, FFMFP< 0001 N=3 per treatment group. These data clearly demonstrate
that the efficacy of the anti-ANGPTL7 antibodies of the present disclosure fo restore outflow

facility.
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EXAMPLE 19

[80196] ANGPTL7 Antibody Kinetics, Experiments were conducted to determine the
reactivity and dissociation constants {(Kp) of anti-ANGPTL7 antibodies with the human fibrinogen
domain of the ANGPTL7 protein. Binding experiments were performed on Octet HTX (ForteBio)
i 1x PBS, pH 7.4, 0.1 mg/mi 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 nun. The loaded
sensors were dipped into monovalent P60 (huANGPTL7-Fibrinogen-his} at a concentration of 200
M for 5 mun association, followed by 10 min dissociation. Results were analyzed with ForteBio
Data Analysis 11.1 and it to a 1.1 binding model to determine the monovalent Ko. Responses
{nm} at the end of association were also determined (Table 2},

{00197} Table 2: Reactivity of anti-ANGPTL7 antibodies with the human fibrinogen domain
of the ANGPTL7 protein.

AHO > Anttbody > P60 (ha ARGEIL - Fibrinogon-his) v 200 ndd
Ab ID Response KD (MD kon(1/Ms) kdis(L/s) Full R°2
ATX-P-423 0.69 1.83E-08 1 96E+05 3 60E-G3 0.99
ATK-P-424 0.41 1.06E-07 1.11E+03 1.18E-02 0.99
ATX-P-425 0.36 3 O5SE-07 7 DAE+D4 2. 14E-02 1.00
ATX-P-427 0.50 6.315-08 1 SSEH)S 1 D1E-02 0.96
ATX-P-428 0.02 NE. N.B. N.B. 0.42
ATX-P-429 0.52 7.53E-08 4 23E+04 3 18E-03 1.6
ATX-P-430 0.13 NB. NB. N.B. 0.99
ATX-P-431 0.11 N.B. N.E. N.B. 0.90
ATX-P-432 0.10 N.B. N.E. N.B. 0.95
ATX-P-433 0.66 1.09E-08 2238403 2.43E-03 0.96
ATA-P-434 0.53 4.63E-10 2.58E+03 1. 20E-04 0.99
ATXAP-435 0.45 7 TOE-0% 2 50E+04 1 94E-03 1.00
ATX-P-436 0.14 N.B. N.B. N.B. 0.99
ATX-P-437 0.60 6.58E-10 2 13EH0S L 40E-G4 1.06
ATX-P-438 0.08 N.B. N.B. N.B. (.99
ATX-P-439 0.28 PF. PF. PF. 0.75
ATX-P-440 0.39 5 58F-08 4 658-+04 2 60803 0.97
ATA-P-442 0.69 462809 3 415405 1.58E-03 0.96
ATXAP-443 0.01 N.B. N.B. N.B. 0.41
ATX-P-444 0.14 N.B. N.B. N.B. 1.00
ATX-P-445 0.12 NB. N.B. N.B. 0.99
ATX-P-446 0.09 N.B. NE. N.B. 0.90
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ATK-P-447 0.08 NE. N.B. N.B. 0.94
ATX-P-448 0.54 4. 69E-09 G 47E+O4 4.44E-04 0.97
ATX-P-449 0.08 MR NB. NE. 067

{B0198] Haxpermments were also conducted to determune the reactivity and dissociation constants

(Ko} of anti-ANGPTL7 antibodies with the human ANGPTL7-his protemn. Bmding experiments
were performed on Octet HTX (ForteBio} in 1x PBS, pH 7.4, 0.1 mg/ml BSA, 0.05% Sodium
Anide, and 0.02% Tween 20. To measure monovalent binding kinetics, antibodies at a
concentration of 50 nM were loaded on pre-hydrated AHC biosensors for 5 nun. The loaded
sensors were dipped into monovalent P62 (huANGPTL7-his} at a range of concentration from
0.343-250 nM (a serial 3-fold dilution) for 5 min association, followed by 10 min dissociation.

Results were analyzed with ForteBio Data Analysis 11.1 and fit globally to a 1.1 binding model to

determine the monovalent Kp (Table 3).

{00199} Table 3. Reactivity of anti-ANGPTL7 antibodies with the human ANGPTL7-his
protein.
AHC> Antihoy > 802 GenANGPIL 7ohisd (0 28800 3X difution
Ab ID KB (M) kon(1/Ms) keis(1/5) or (kofh Fall B2
ATX-P-423 3.58E-08 148F+03 5.30E-03 1.00
ATX-P-424 1.64E-07 5. 30F+04 8.68E-03 0.99
ATX-P-425 2 19E-07 6 SOE+H04 LA2E-02 0.98
ATX-P-427 3.978-07 6.60E+04 262502 1.00
ATX-P-428 N.R. N.B. N.B. 0.00
ATK-P-429 9. 27E-0% 3.78F+04 3.48E-03 0.99
ATX-P-430 6.56E-08 1.33E+05 8.73E-03 06.92
ATX-P~431 N.B. N.B. NE. 0.00
ATX-P-432 NB. N.ER. NB. ¢.00
ATX-P-433 1.30E-09 431408 3 60804 4.99
ATX-P-434 6.71E-10 2.62E+0% 1.76E-04 1.00
ATX-P-435 3.31E-08 3.89E+)4 1.37B-03 0.98
ATX-P-436 N.EB. N.B. NEB. 5.00
ATX-P-437 Very low KD Very low KD Stow Koff 1.00
ATX-P-438 7 81E-08 1.286+403 LOOE-02 (.98
ATX-P-439 4.11E-10 1.02E+06 4 18E-04 1.00
ATX-P-440 8.40E-08 3 96E+04 3.32B-403 .98
ATX-P-442 1.21E-09 4 68F+03 S.H8E-04 8.99
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ATX-P-443 NB. NB. N.EB. 0.00
ATH-P-444 2.17E-10 3 S7E4+05 7I2EAG8 1.00
ATX-P-445 4.24E-10 6 49F+05 275804 0.99
ATX-P-446 1.37E-10 4 OOE+05 5.28E-05 1.00
ATX-P-447 Low EI Low KD Slow, drifting 0.99
ATX-P-448 9.83E-11 3.27TRHOS 322805 100
ATX-P-449 YVery WB. Very WH. Very WEB. 0.00

{00288} Expenments were also conducted to determine the reactivity and dissociation constants
{Kp) of anti-ANGPTL7 antibodies with the human ANGPTL7 GGPGG sub-his protein. Binding
experiments were performed on Octet HTX (ForteBio) in Ix PBS, pH 7.4, 0.1 mg/m] BSA, 0.05%
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 lcaded sensors were dipped inio monovalent P63
{(huANGTPL7-GGPGG sub-his) at a concentration of 100 nM for S min of association, followed
by 10 min of dissociation. Resulis were analyzed with ForteBio Data Analysis 11 1 and fittoa 121
binding model to determine the monovalent Ko, Responses {nm) at the end of association were
also determined (Table 4).

{00261} Table 4 Reactivity of anti-ANGPTL7 anuibodies with the human ANGPTL7
GGPGG sub-his proten.

Ab IB Response KI¥ (M) kon{1/Ms) kalis(1/s) Full B2
ATX-P-423 8.73 2 82E-08 1.29E+03 3 63803 0.98
ATX-P-424 0.43 5 458-08 9.62F+04 5 24803 0.56
ATX-P-4235 (.35 1.316-07 8.04F+04 1.056-02 (.97
ATX-pP-427 (.45 PF. PF. PF. 0.89
ATX-P-428 .03 N.B. N.B. N.B. 0.75
ATX-P-424 .46 8.31E-08 4.065+04 3.37E-03 1.0
ATA-P-430 0.14 NEB. NE. NE. 0.97
ATA-P-431 0.1 N.B. NE. NE. 0.91
ATXAP-432 0.00 N.B. N.B. N.B. 0.95
ATX-P-433 6.71 1 50008 | 34F+05 .530-0% 0.96
ATX-P-434 .70 1.50E-09 I 40E+05 2.10E-04 0.99
ATX-P-435 0.36 6.48E-08 3.07E+04 1.99E-03 0.99
ATX-P-436 0.13 NB. NE. NB. 0.0%
ATA-P-437 .73 [ ATE-09 1.29E4H05 L 77E-04 0.99
ATXAP-438 0.19 N.B. NE. NB. (.95
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ATX-P-439 0.31 PE PE PE 0.80
ATX-P-440 0 3% 6.37E-0% 4.33E+04 2.76E-03 0.97
ATX-P-442 0.82 9 67E00 1 85E+05 1 79E-03 0.97
ATX-P-443 .02 N B. NB. N.B. 0.80
ATX-P-444 (.56 7OTE-10 4765405 3.37E-04 0.96
ATX-P-445 0.64 PF. PF. PF. 0.99
ATX-P-446 0.56 6.48E-10 4.970+05 3.22E-04 0.94
ATA-P-447 .71 [ 32E-09 4.656+05 6. 15E-04 0.93
ATA-P-448 0.53 6.02E-09 8 34E+04 5. 02E-04 0.97
ATX-P-449 015 N8, N8, MR 0 84
{802082] EHxpermments were also conducted to determune the reactivity and dissociation constants

(Ko} of anti-ANGPTL7 antibodies with the mouse ANGPTL7 protemn. Binding experiments were
performed on Octet HTX (ForteBio) m Ix PBS, pH 7.4, 0.1 mg/mi BSA, 0.05% Sodium Azide,
and 0.02% Tween 20. Antibodies at a concentration of 50 nM were loaded on pre-hydrated AHC
biosensors for 5 min. The loaded sensors were dipped into monovalent muANGPTL7-his (R&D
Systems} at a concentration of 200 nM for 5 min of association, followed by 10 min of dissociation.
Results were analvzed with ForteBio Data Analysis 11.1 and fit to a 1:1 binding model to

determine the monovalent Ko, Responses {nm) at the end of association were also determined

{Table 5).
{00203} TableS: Reactivity of anti-ANGPTL7 antibodies with the mouse ANGPTL7Y protein.
Ab 1B Response K (M) kon(1/Ms) Kalis(L/s) Fuli B2

ATX-P-423 ¢.14 MNB. N.E. N.R. (.89
ATX-P-424 0.14 N.B. N.B. N.A. .91
ATX-P-425 0.20 PF./LR. PF /LR PF. /LR .85
ATX-P-427 0.48 1.03E-08 1 20E405 1.23E-03 .90
ATX-P-428 0.04 N.B. N.B. W.3B. 0.90
ATX-P-429 0.00 N.B. N.B. N.B. 0.7(
ATX-P-430 6.01 NB. N.B. N 0.47
ATA-P-431 0.64 NE. NB. NE. (.94
ATXAP-437 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 728609 1 41E+05 1.036-03 0.92
ATX-F-435 0.01 N.B. N.B. N.B. 0.7
ATX-P-436 0.01 N.B. N.B. N.B. 0.85
ATA-P-437 G.02 NE. N.B. N H. (.96
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ATX-P-438 6.01 NB. N.B. N )
ATXA-P-434 6.53 PE PF. PE (.59
ATX-P-440 6.21 5 53E-08 166E+04 9 1SE-04 (.99
ATX-P-442 0.32 PF. P¥. PF. 0.84
ATX-P-443 0.02 NB. NB. N.B. 0.86
ATX-P-444 0.01 N.B. N.B. N.B. 0.45
ATX-P-445 0.01 N.B. N.B. NB. 0.62
ATA-P-446 .05 NE. N.B. N H. (.99
ATA-P-447 0.12 NE. NB. NE. (.94
ATXAP-448 0.69 Low KD Low KD Slow Koff 0.99
ATX-P-449 6.75 8 57E-10 8 16E+04 7 OOE-05 6.9

[00204]

(Kp) of anti-ANGPTL7 antihodies with the rabbit ANGPTL7 protein. Binding experiments were
performed on Octet HTX (ForteBio) m Ix PBS, pH 7.4, 0.1 mg/mi BSA, 0.05% Sodium Azide,
and 0.02% Tween 20. Antibodies at a concentration of 50 nM were loaded on pre-hydrated AHC
biosensors for 5 min. The loaded sensors were dipped into monovalent P66 (rabbit ANGPTLY-
his) at a concentration of 200 oM for S5 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

deternune the monovalent KD, Respounses {(nm} at the end of association were also determined

Experiments were also conducted to determine the reactivity and dissociation constants

{Table 6}.
[00285] Table 6 Reactivity of anti-ANGPTL7 antibodies with the rabbit ANGPTL7 protein.
Ab IB Response KD (VD) hon{1/Ms) kdis(1/e) Fuli R"2
ATX-P-423 1.02 6.69E-09 8.29F+04 5 54E-04 0.99
ATX-P-424 0.93 4 63E-09 3 24B+04 2.44E-04 0.99
ATX-P-425 .95 2. 38E~09 4.12E-+04 9 79E-058 1.69
ATX-P-427 (.93 3.21E-09 4.16E+04 i.33E-04 1.69
ATX-P-428 .04 N.B. N.B. N.EB. 0.81
ATX-P-429 0.04 N.B. N.B. N.B. 0.92
ATA-P-430 0.21 N.B. N.B. N.B. 0.96
ATX-P-431 0.11 N.B. N.B. N.B. 0.86
ATX-P-432 0.09 N NB. NB. 0.79
ATX-P-433 0.90 7 O2E-09 1 O4E405 7. 27E-04 0.99
ATX-P-134 0.81 Low KD Low KD Siow Koff 0.99
ATX-P-435 0.01 N.EB, N.B. N.E, 0.67
ATX-P-436 0.02 N.EB. NB. NEB. 0.70
Q2
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ATX-P-437 0.80 7 86E-10 L 27E405 1 GOE-04 0.99
ATX-P-438 0.42 7 16E-09 6. 19E+04 4.86E-04 0.98
ATX-P-439 0.92 2 95E-09 {O1E+05 2.98E-04 0.98
ATX-P-440 0.57 6.27E-09 S 078404 3 I8E-04 .98
ATX-P-442 0.95 3.38E-09 } 44403 4 87E-04 0.99
ATX-P-343 0.03 N.E. NE. NE. 0.85
ATX-P-344 0.30 N.EB, N.B. N.E, 0.96
ATX-P-4435 0.26 N.EB. NB. NEB. 0.96
ATA-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-(4 0.99
ATX-P-448 0.75 9 49F-10 4776404 4 50E-05 0.99
ATX-F-449 074 6.26E-10 6.53E-+04 4 OBE-05 0.99

[002066] Experiments were also conducted to determine the reactivity and dissociation constants
(Ko} of anti-ANGPTL7 antibodies with the human ANGPTL7 multimer protein. Binding
experiments were perforred 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 3 ain. The loaded sensors were dipped into Pexi-01 (huANGTPL7-
FLAG]) at a concentration of 100 nM for 5 mmn of association, followed by 10 mun of dissociation.
Results were analyzed with ForteBio Data Analysis 11.1 and it to a 1.1 binding model o
determine the apparent KD, Responses {(nm) at the end of association were also determined (Table
7).

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

protem.

Ab 1B Response KD (M) kon{1/Ms) Lkdis(1/s) Full B2
ATX-P-423 0.87 Low KD Low KD Slow Koff 0.99
ATX-P-424 8.76 Low KD Low KD Slow ¥off 1.0
ATX-P-425 0.83 Low KD Low KD Slow Koff 1.00
ATX-P-427 0.82 Low KD Low KD Siow Koff 1.00
ATX-P-428 0.05 N.B. N8, N.B. 0.95
ATX-P-429 0.58 Low KD Low KD Slow Koff 1.00
ATX-P-430 0.20 N.B. N.B. NE. 0.9%
ATX-P-431 0.21 N.B. N.B. N.B. 1.00
ATX-P-432 0.22 N.B. NB. N.EB. 1.00
ATAP-433 0.72 Low KD Low KD Siow Koff (.99
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ATX-P-434 0.68 Low KD Low KD Siow Koff 0.0%
ATX-P-435 0.45 Low KD Low KD Siow Foff 0.99
ATX-P-436 0.16 N.B. N.B. N.B. 0.97
ATX-P-437 0.71 Low KD Low KD Slow Koff 0.98
ATX-P-438 0.60 6.53E-08 3 7UE+04 2.47E-03 0.99
ATX-P-439 0.87 1.28E-08 7 98E+04 1.02E-03 1.00
ATX-P-340 0.61 Low KD Low KD Slow Koff 1.00
ATX-P-442 0.79 Low KD Low KD Siow Koff 0.98
ATA-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-443 0.80 Low KD} Low KD Siow Koff 0.97
ATX-F-446 0.75 Low KD Low KD Slow Koff 0.97
ATX-P-347 0.91 Low KD Low KD Siow Koff 0.96
ATX-P-448 0.58 Low KD Low KD Siow Koff 0.99
ATX-P-449 0.65 Low KD Low KD Slow Koff 0.98

EXAMPLE {1

{00208] ANGPTL7 15 a member of the ANGPTL famuly though s function is poorly
characterized. Previous studies have shown that loss-of-function variants in the ANGPTL7 gene
are assoctated with protection from glaucoma and reduced intraocular 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.

{80209]  Brefly, an ANGPTL7 knockout model was generated by Lexicon therapeutics in
1298vEV-CS7BL/6 muxed genetic background. ANGPTL7 WT (N=14} and ANGPTL7 KO
{N=17) nuce were implanted with osmotic pumps filled with PBS or dexamethasone-cvelodextrin
solution {4 mg/kg/day) for 28 days. Body weight and {OF measurements were taken weekly. Alzet
osmotic pumps (Model 1004) were sterile-filled 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 mceubated 1 0.9% normal saline at 37°C for 48 hours before implantation. On Day 0,
body weight and I0P measurements were taken and then used to randomize the muce into the
following 4 treatment groups: Angptl7 KO + PBS, N=8, Angplt7 KO + Dexamethasone, N=9;
Angptl7 WT + PBS, N=§; and Angptl7 WT + Dexamethasone, N=14. PBS or dexamethasone
pumps were subcutaneously implanted mto 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

o4
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were enucleated and snap frozen in hiquid nitrogen. Mice were euthanized following humane
TACUC procedures.

{00218] Representative results of the effects of dexamethasone-induced ocular hypertension in
ANGPTL7 knockout mice are provided in FIGS. 8A-8C. FIG. A includes body weight data of
mice post-implantation surgery; dexamethasone impatred 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/dav}, osmotic pumps were implanted
on day 0. FIG 8C includes representative data of the changes in IOP of ANGPTL7 WT and
ANGPTL7 KO nuce implanted with osmotic pumps containing PBS vehicle or dexamethasone (4

mg/kg/day} over 28 days. All IOP values were normalized to baseline (day 0) readings.

EXAMPLE 12

{00211} In Vivo Tolerability. Experiments were conducted to test the i vivo tolerability of
anti-ANGPTL7 antibodies using single intravitreal (IVT) myections in New Zealand White
Rabbits. Representative data is provided in FIGS. 9A-9R. The anti-ANGPTL7 antibodies indicated
{(“"BTX"” labels are interchangeable with “ATX-P" labels) were injected at either a 0.5 mg dose
(FIGS. 9C, 9D, 9G, 9H, 9K, 9L, 90, OP) or a 2.0 mg dose (FIGS. 9E, 9F, 0L 9§, 9M, ON, 9, 9R)
m the right eve (OD), or with a corresponding vehicle dose m the left eye (OS) (FIGS. 2A and 9B
nclude data from controls at 2 mg doses). Intraocular pressure (10P) measurements (FIGS. 9A,
9C, 9F, 9, 9L 9K, 9M, 90, 9) and changes in 10P (FIGS. 9B, 9D, OF, 9H, 9J, 9L, 9N, 9P, OR)
were taken at the indicated time points over a 21-day period.

[006212] Bnetly, anumals 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 O, Experimental eves (OD) were compared
to vehicle eyes (O8) using two-way ANOVA. For the intravitreal injections (Day 0}, rabbits
underwent dilation with 1% tropicamide HC, and were given buprenorphine (0.01-0.05 mg/kg)
SC. Rabbits were sedated using a ketamine/xylazine cocktail (4-10/20-50 mg/kg) IM and the eyes
were aseptically prepared using topical 5% betadmne solution, followed by rinsing with sterile eye
wash, and application of one drop of 0.5% proparacaine HCL The conjunctiva were gently grasped
with Colibr forceps, and the injection was made using a 27-30 G needle, 2-3 mm posterior to the

superior limbus (through the pars plana}), with the needle pointing shghtly postenorly 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 imjection group, baseline ocular examinations and IOP
measurements were obtained 24 hrs post-dose and at Days 3, 8, 14, and 21. Terminal blood
collections for PK analysis (see below) were obtained on Day 21

{86213}  Intraocular pressure (OP) was measured in both eyes of ali animals at the timepoints
indicated. The measurements were taken using a Tonovet probe (iCare Tonometer, Espoo,
Finland) without use of topical anesthetic. The tip of the Tonovet probe was directed to gently
comtact the ceniral cornea. Six consecutive measurements were obtained. After the sixth
measurement, the average 1OP shown was recorded. Anmmals did not require tranquilization for

the procedure.

EXAMPLE 13

{00214] Pharmacsokinetic (PK) Evaluation. Previous studies {described above} demonstrated
that both 0.5 mg and 2.0 mg doses of several novel anti-ANGPTL7 antibodies were well tolerated
in rabbits over a 2i-day period. Thus, experiments were conducted to evaluate the
pharmacokinetics (PK} of several of the well tolerated anti-ANGPTL7 antibodies. New Zealand
White Rabbits recerved a single bilateral {OU) injection of each of ATX-P-424 (FIGS. 10A-100),
ATX-P-439 (FIGS. 11A-11(), and ATX-P-448 (FIGS. 12A-12C) ("BTX” labels are
imnterchangeable with “ATX-P“ labels) Representative pharmacokinetic (PK) data for the
ANGPTLT antibody indicated included intraocular pressure (10P) 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 examunation score (OF) (FIGS. 10C, 11C,
and 12C),

[00215] Brnetfly, at least 1| mL of whole blood was drawn from the marginal ear vein or via
cardiac puncture {terminal bleed only) and placed 1oto plastic red top tubes (no anti-coagulant or
with serum separator gel) for serum acquisition at the timepoints indicated. Alternatively, the
central auricular artery was utilized 1f the vein 18 maccessible or suboptimal for reuse for further
collections. A thin layer of lidocaine 5% owntment was applied topically to the skin overlying the
vessel prior to needle msertion. Gil of wintergreen was also apphied to facilitate vasodilation as
needed. After collection, the tubes were gently mixed by mverting 3-5 times. Blood samples were

6
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stored at room temperature for between 30 and 60 minutes prior to processing. The whole blood
samples were centrifuged at 4°C for 10 minutes at 2,000 x g n a refrigerated centrifuge.
Immediately after centrifugation, the clear serum was aliquoted into four (43 200 L. samples and
stored frozen at-80°C until shipment for analysis. Additionally, a veteninary ophthalmologist
performed complete ocular examunations using a shit lamp biomicroscope and indirect
ophthalmoscope 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 timepoints indicated.
Al animals received normal ocular examinations to be considered for this study. The modified
Hackett and McDonald ocular grading system, with additional scoring parameters for the ocular
posterior segment were used for scoring.

{00216} For analysis of ATX-P-424 at 0.5 mg, animals were dosed in two different cohorts
{IN=0 and IN=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 O
and 1, N=12 eyes on day 7, N=8 on day 14, and N=4 on day 21 For analysis of ATX-P-424 a1 2.0
mg, on day 0, rabbits (N=0) exhibited OF scores of above 20 and were euthanized. For analysis of
ATX-P-439, measurements included N=20 eves at day 0 and 1. Animals dosed with ATX-P-439
at both doses {IN=0 per group) exhubited OF scores of above 20 after 24 hours and were euthanized.
No further animals were dosed from the second cohort. For analysis of ATX-P-448, animals were
dosed 1o two different cohorts N=6 and N=4 staggered by one day. Animals were dosed on Day 0
and euthanmized (N=2 per time pomnt) at 24h, and BDay 7, 14, and 21. Number of eyes per
measurement mcluded 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,

FEXAMPLE 14

{06217}  In Vivo Tolerability (Non-Human Primates) Experiments were also conducted to
test the i vivo tolerability of anti-ANGPTL7 antibodies using single intravitreal (IVT) mjections
in Non-human primates { African Green Monkeys). FIGS. 13A-13C include representative data of
absolute IOP values at baseline {day 3) and on day 10, 6 hours post topical administration of saline
and Latanoprost (FIG. 13A); changes m TOP 6 hours post topical admunistration of etther saline
{day 3} or Latanoprost (day 10} (FIG. 13B}; and changes i I10P between vehicle and Latanoprost

administration (FIG 130). FIGS. 14A-14H include representative I0P measarements (FIGS. 144,
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14C, 14E, and 14G) and changes in 10P (FIGS. 14B, 14D, 14F, and 14H) in African Green
Monkeys dosed with 2 mg of the indicated anti-ANGPTLY antibody compared to an isotype
control {BTX-330) and a single vehicle eye. And FIG. 15 includes representative clinical scores
of ocular examinations {OE} across all the dosed groups.

{00218] Briefly, monkeys underwent prescreening to identify amimals with basal 10 valiues
greater than 16 mmHg and below 26 mmHg. For prescreening monkevs were sedated with
ketamine/xylazineg (8 mg/kg and 1.6 mg/ke, respectively) between 8:00-10:00AM 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
1OP were performed 5-10 munutes after trutial sedation (T=0). Animals were placed i a supine
position one mimite 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 IOP measurement
procedure was repeated in identical fashion 6 hours after initial prescreen assessments (T=06 hour).
Any monkey demonstrating a greater than 5 mmHg drop 10 IOP between T=0 and T=06 hour (JOP
sensitivity to sedation) was excluded from the study. Following completion of T=6 hour IOP
measurements monkeys underwent ophthalmic screening to assess ocular and general health by
shit 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 1OP,.

{80219] A muumum of 7 days after completion of screening activities and at least 7 days prior
to 1mtiation of Phase 2, animals were sedated and 0P assessed using the same methods employed
for screemng. Immediately after completion of T=0 IOQP measures, one eye was dosed with T gt
{~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. Follow up TOP assessments
were performed at T=6 hour to determine 1OP lowering response for each armumal. The absolute
change in 10P 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
(P AAIOP) was determuned using the formula:

_ 100 AlOP(screening) < 100"
=100 =¢ AOP (phase 1) )

0%
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{00228] Ammals were subsequently ranked based on average %AAIOP n response to timolol.

Anmals demonstrating mimimal impact of sedation on IOF and response to timolol admunistration

3

compared with sedation alone {“timolol responders™) were enrolled in the study. In the event less
than 15 amimals were identified for recruitment based on these criteria up to 8 additional animals
were screened 1n identical fashion to complete study enrolment.

{86221} For IVT dosing, topical proparacaine (.5% was admunistered, 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% sahline. IVT injections were performed in both eves (OU)
according to the treatment assignment using a 3 1-gauge 5/16-inch needle/syringe (Ulticare VetRx
U-100, or equivalent) imnserted inferotemporally at the level of the ora serrata ~2 mm posterior to
the limbus. Following mjection, a topical antibiotic ophthalmic cintment (neomycin, polymyxin,
bacitracin or equivalent) was administered.

{00222} At the indicated time points, intraccular pressure (I0P) 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 IOP measures
were performed while animals were sedated with ketamine and xylazine. Anumals were sedated S-
10 munutes prior to each scheduled measure and placed 1in a supine position one minute prior to
each IOP measurement {OS will be analyzed immediately prior to 0D} and prone at all other times
while sedated. Afier corapletion of each TOP assessment animals were shufted to a prone position
and maintained n this position until recovered from sedation. Three measures were taken from
each eye at each time point and the mean value employed for IOP analysis.

[00223] Addwonally, at the designated time points, both eyes {OU) were examined by shit lamp
biomicroscopy. Scormng was applied to qualitative chnical ophthalmic findings using a nonhuman
primate ophthalmic scoring system and summary score denved from exam components. At the
designated time pomnts, bilateral color fundus images of the retina were captured with 50° of view
centered on the fovea using a Topeon TRC-S0EX 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 analyvzer. Whole blood (3 mL) was collected via the femoral or

saphenous vein at the designated time points. Blood was transferred to vacutamer tubes (in the



WO 2023/212294 PCT/US2023/020354

absence of anticoagulant) and incubated at room temperature for approximately 1 hour before
centrifugation 4000 rpm for 10 minutes at 4°C and isolation of serum aliquots (~0.5 mL » 2
aliquots per time point}. Aliquots were stored and shipped below -70°C 1o a designated faboratory
for NAb analysis. At the designated timepoints, topical proparacaine 0.5% was administered,
allowing 30 seconds to take effect, an eye speculum placed, then the ocular surface rinsed with 5%
Betadine solution followed by a sterile 0.9% saline rinse. Aqueous humor {50 pL) was sampled
with a 0.3 mL 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.

Seguences
[80224] The vanous ammno acid sequences and nucleie acid sequences referenced herein are
provided below.

[00225] Table 8 Anti-ANGPTL7 antibodies {CDR sequences)

iié? B é::;t?dy Bescriptor: Seguence:
VH Family: IGHV1
s . XY XX,
1 } HCDRI Consensys (XiisSorB: Xp1isGor Y X518 SorH)
2 ATX-P-428 | HCDRI SYGIS
3 ATX-P-429 | HCDR1 SYGIS
4 ATX-P-443 | HCDR1 SYGIS
5 ATX-P-431 | HCDR1 DYYIH
6 ATX-P-432 | HCDRY DYYIH
WIN X KX GXTX Y AQK X XoG
7 - HCDR?2 Consensus (X is S, LorN; XoisAor P, XsisYor N, XpisNor T, Xsis N
or A; Xeis NorK; XoisNorK; XgisLorF, Xeis R or ()
8 ATX-P-428 | HCDR2 WISAYNGNTNYAQNLRG
9 ATX-P-429 | HCDR2 WISAYNGNTNYAQNLRG
10 ATX-P-443 | HCDR2 WHAYNGNTNYAQKLQOG
i3 ATX-P-431 | HCDR2 WINPNTGATEYAQKFQG
2 ATX-P-432 | HCDR2 WINPNTGATEYAQKFQG
i3 ATX-P-428 | HCDR3 VSLVWEFGELPRGFDY
14 ATX-P-429 | HCDR3 VSLYWFGELPRGFDY
15 ATX-P-443 | HCDR3 DTGFSFDY
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16 ATX-P-431 | HCDR3 EDNGNYGDVFDE
17 ATX-P-432 | HCDR3 EDNGNYGDVEDE
VH Family: IGHVY2

i8 - HCDR1 Consensus TIGVGVEG

19 ATX-P-442 | HCDRI TIGVGVG

20 ATX-P-437 | HCDRI TIGVGVEG

21 - HCDRZ Consensus ?;:Y:‘:‘lﬁg?é\?{ﬁ SPSLKS

22 ATX-P-442 | HCDR2 LIYWNDDEKRYSPSLKS

23 ATX-P-437 | HCDR2 LIYWNDDKQYSPSLKS
KX XX s XFFD X,

24 - HCDR3 Consensus LS, Do N, X isYorP, X3 Gor D XyisDor Y, Xsis Y
or G, XeisWorD  XsisLor Y)

28 ATX-P-442 | HCDR3 DYGDYWFFDL

26 ATX-P-437 | HCDR3 NPDYGDFFDY

VH Family: IGHV3

KiXaXMX

27 - HCDR1 Consensus XV, 5D orT XpisY,H orF; X515, G 5, or A; Xy is H,
S, or N}

28 ATX-P-444 | HCDR1 VYDMH

2 ATX-P-445 | HCDR1I SHDMH

3G ATX-P-446 | HCDRI SYDMH

31 ATX-P-447 | HCDRI DYDMH

32 ATX-P-427 | HCDR} DYGMS

33 ATX-P-440 | HCDR} DYGMS

34 ATX-P-424 | HCDR1 SY SMN

35 ATX-P-425 | HCDRI TYSMN

36 ATX-P-430 | HCDRI SYAMS

37 ATX-P-439 | HCDRI SYAMS

38 ATX-P-449 | HCDRI SYGMH

39 ATX-P-448 | HCDRI SYGME

40 ATX-P-423 | HCDR1 SYGMH

41 ATX-P-438 | HCDR1 SYGMH

42 ATX-P-433 | HCDR1I DFAMH
K KXy KK s X XK Xo X0 X1 X0 X3 X 435G
(Xits G T, S AVH orEXoislor M XG5 D, N T, 8, or G

43 ~ HCDR2 Consensus X8 P. W, S, Gor YV, XsisDL AN, S, or Y, XsisGor$; Xvis
DGVY. S, Lor N XeisT,S, NNLY, or D, Xois Y, T,F, M, K,
GorhL Xpis Y, GorF, X isP, Y, ot AL Xnis G, 1 or A X
s SorD, XoaisV, L, or 5 Xisis K or M)

44 ATX-P-444 | HCDR2 GIDPDGDTYYPGSVKG

45 ATX-P-445 | HCDR2 GIDPAGDTYYEDSVEG

46 ATX-P-446 | HCDR2 GIDPDGDTYYPGSVEG

47 ATX-P-447 | HCDR2 GIDPDGDTYYPGSLKG

4% ATX-P-427 | HCDR2 GINWNGGSTGYADSVKG

49 ATX-P-440 | HCDR2 TINWNGGNTGYADSVKG

30 ATX-P-424 | HCDR2 SITSSSYIFYADSLKG

St ATX-P-425 | HCDR2 SITSSSSYMFYADSVMG

52 ATX-P-430 | HCDR2 AISGSGGSTYYADSVKG

53 ATX-P-439 | HCDR2 AISGSGGSTYYADSVKG

34 ATX-P-449 | HCDR2 VISYYGSNEYYADSVKG

35 ATX-P-448 | HCDR2 YMSYDGINGYYADSVKG

56 ATX-P-423 | HCDR2 HITYDGSDEYYGDSVKG
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57 ATX-P-438 | HCDR2 HSYDGNNEYYADSVKG
38 ATX-P-433 | HCDR2 GIGWNSGSIGYADSVEG
39 ATX-P-444 | HCDR3 GEESNSSEDGFDI
60 ATX-P-445 | HCDR3 GEASSSSEDAFDI
61 ATX-P-446 | HCDR3 GEDNSSSEDAFDT
62 ATX-P-447 | HCDR3 GEDSSSSEDAFDI
3 ATX-P-427 | HCDR3 YSGSFRDAFD
64 ATX-P-440 | HCDR3 DEGAAGLGYYFDY
65 ATX-P-424 | HCDR3 DSNWGEAFDE
66 ATX-P-425 | HCDR3 DSNWGEAFDI
67 ATX-P-430 | HCDR3 DGRDYYYYYMDV
&8 ATX-P-439 | HCDR3 VERDMVRGHYYYYMDVY
&9 ATX-P-449 | HCDR3 GITMBY
70 ATX-P-448 | HCDR3 LVYADDAFDI
71 ATX-P-423 | HCDR3 DGYSSGWWYFDY
7. ATX-P-438 | HCDR3 ERGYSSSSGYYYYYMDY
3 ATX-P-433 | HCDR3 APDYGDYYFDY
VH Family: iIGHV4
X 8K, Y WX
74 ] HCDRI Consonsus (XiisSor G XoisSor Vi XsisGor §)
78 ATX-P-434 | HCDRI SSSSYWG
76 ATX-P-435 | HCDR1 SSSSYWG
77 ATX-P-436 | HCDRY SGSYYWS
78 - HCDR? Consensus ;ifv’ifs(ﬁff;?h}f E:’Lé;‘;}
7 ATX-P-434 | HCDR2 SIYYSGSTYANPSLES
80 ATX-P-435 | HCDRZ SIYYSGSTYSNESLES
81 ATX-P-436 | HCDR2 YIYYSGSTSYNPSLES
XX XX GX s X XX Xo'Y
82 - HCDR3 Consensus L QorA 20 Yor Ko XsistorW, Xeis SorE; XsisTor
D XeisBor YV XoisYorFo XyisForD XoisQoryY)
83 ATX-P-434 | HCDR3 QYISGTEYFQY
84 ATX-P-435 | HCDR3 QYISGTEYFQY
85 ATX-P-436 | HCDR3 AKWEGDYFDY
VH Family: IGEV1
RASQX B2OXXEXs
86 - LCDRI Consensus CLisGorS: XS, RorY; XsisS NoorEhE X is W, D or Y,
Xsis A, G, or M)
87 ATX-P-439 | LCDRI RASQGISSWLA
88 ATX-P-424 | LCDRI RASQGIRNDLG
89 ATX-P-425 | LCDRI RASQGIRIDLG
90 ATX-P-423 | LCDR1 RASQGIRNDLG
91 ATX-P-442 | LCDR1 RASOGISSYLA
2 ATX-P-437 | LCDR1 RASQSISSYLN
93 ATX-P-440 | LCDR1 RASQSISSWLA
94 ATX-P-433 | LCDR1 RASGSISIYLN
95 ATX-P-436 | LCDR} RASQGSISSYLN
96 ATX-P-434 | LCDR} RASQSIYSYLN
97 ATX-P-427 | LCDRI RASQGIRNDLG
. o 5 AXSSLX,S
a8 - LCDR2 Conscnsus (X, is A or T2 X, is O of )
99 ATX-P-439 | LCDR2 AASSLOS
100 ATX-P-424 | LCDR2 AASSLPS
101 ATX-P-425 | LCDR2 AASSLPS

102




WO 2023/212294

PCT/US2023/020354

102 ATX-P-423 | LCDR2 AASSLOS
103 ATX-P-442 | LCDHR2 AASSLOS
104 ATX-P-437 | LCDR2 AASSLOS
105 ATX-P-440 | LCDR2 ATSSLOS
106 ATX-P-433 | LCDR2 AASSL(S
107 ATX-P-436 | LCDR2 AASSLOS
108 ATX-P-434 | LCDR2 AASSLOS
109 ATX-P-427 | LCDR2 AASSLOS
XIOXXKs X XsPXe Xy
116 - LCDR3 Consensus CLisLoa3 XA RS oalnX N, For¥Y, XS 7T, ot
Ny Xeis F Y. or T XeisW L L P ot V. XyisTorY)
111 ATX-P-439 | LCDR3 OQQANSFPWT
112 ATX-P-424 | LLDR3 LOHMNSYPWT
113 ATX-P-425 | LCDR3 LOHNSYPWT
114 ATX-P-423 | LCDR3 LOHNSYPLT
115 ATX-P-442 | LCDR3 QOSFSTPLT
116 ATX-P-437 | LCDR3 QOQSFSTPLT
117 ATX-P-440 | LCDR3 QOSYSTPIT
118 ATX-P-433 | LCDRA QOSYTTPLT
119 ATX-P-436 | LCDR3 OQOSYSTPLT
126 ATX-P-434 | LCDR3 OOSYSTPRYT
121 ATX-P-427 | LCDR3 LODYNYPYT
VH Family: IGKV2
RSSOSLX XS X XX Y X
122 - LCDR1I Consensus (KitsLor V206 H. Y, or F X isNor B XeisRor G Xsis Y
or Ny Xeis Nor T, X5is B or M)
123 ATX-P-429 | LCDR} RSSOSLLHSNRYNYLD
124 ATX-P-444 | LCDRI RSSOSLVYSDGNTYLN
125 ATX-P-445 | LCDR1 RSSQOSLYYSDGNTYLN
126 ATX-P-446 | LCDR1 RSSQOSLVFSDGNTYLN
127 ATX-P-447 | LCDRI RSSQSLVYSDGNTYLN
; KiXLSNRX58
128 ] LEDR2 Consonsus (s, K orE: 2 isGor Vo XsisAor D)
129 ATX-P-429 | LCDR2 LGSNRAS
130 ATX-P-444 | LCDR2 KVSNREDS
131 ATX-P-445 | LCDR2 EVSNRDS
132 ATX-P-446 | LCDR2 EVSNRDS
133 ATX-P-447 | LCDR2 EVSNRDS
MOX XX GXPXT
134 - LCDR3 Consensus o ToaGXishoT XisQorH, XyisTor W, Xsis Y or
W)
133 ATX-P-429 | LCDR3 MOTLOTRYT
136 ATX-P-444 | LCDR3 MOGTHWPWT
137 ATX-P-445 | LCDR3 MOGTHWPWT
138 ATX-P-446 | LUDR3 MOGTHWPWT
139 ATX-P-447 | LCDR3 MOGTHWPWT
VH Family: IGKVY3
. RASQSVEX XXXy A
140 ) LOCDR] Consensus CLis SN orR; XoisYor S, XgisLor ViXseisAorL)
141 ATX-P-449 | LCDRI RASQSVSSYLA
142 ATX-P-448 | LCDR1 RASQSVSSYLA
143 ATX-P-435 | LCDR} RASOSVSNYLA
144 ATX-P-428 | LCDR} RASOQSVSSSYLA
145 ATX-P-443 | LCDR1 RASOSVSSSYLA
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146 ATX-P-431 | LCDR} RASOSVSSSYLA
147 ATX-P-432 | LCDR1 RAS(SVSSSYLA
148 ATX-P-430 | LCDR1 RASQSVESSYLA
149 ATX-P-438 | LCDRI RASQSVISRESYLA
KASKRAT
156 - LCDR2 Consensus (X, is D or G- Xy is N. S, or T)
151 ATX-P-449 | LCDR2 DAS NEAT
152 ATX-P-448 | LCDR2 DAS NRAT
153 ATX-P-435 | LCDR2 DAS NRAT
154 ATX-P-428 | LCDR2 GAS SRAT
135 ATX-P-443 | LCDR2 GAS SRAT
156 ATX-P-431 | LCDR2 GAS SRAT
157 ATX-P-432 | LCDR2 GAS SRAT
158 ATX-P-430 | LCDR2 GAS SRAT
159 ATX-P-438 | LCDR2 GAS TRAT
QOX XXX XX T
160 - LCDR3 Consensus (XitsR, Y. or G Xp18 8, G oorQ: Xais N, S, or V, X is W, B, or
LXsisPorl; XeaisL,S, PoorD)
i61 ATX-P-449 | LCDR3 OQORSNWPLT
162 ATX-P-448 | LCDR3 OORSNWPLT
163 ATX-P-435 | LCDR3 OQORSNWPS
164 ATX-P-428 | LCDR3 OQYGSSPPT
163 ATX-P-443 | LCDR3 OQQYGSSLT
166 ATX-P-431 LCDR3 QQYGSSPPT
167 ATX-P-432 | LCDR3 QQYGSSPPT
168 ATX-P-430 | LCDR3 QOYGSSPPT
169 ATX-P-438 | LCDR3 QOGOVIFPT
{00226] Table 9 Anti-ANGPTL7 antibodies (VH and VL sequences}
;Ez? 1 gz:}i;?dy Bescriptor: Sequence:
OVOLVQSGAEVKKPGASVKVSCKASGYTFSSYGISWVRQAPGQG
170 ATX-P-428 VH LEWMGWISAYNGNTNYAQNLRGRVAMTTIDTSTTTAYMELRSLR
SDDTAVYYCARVSLYWEFGELPRGEFDYWGQGTLVTVSS
QVQLVQOSGAERVKKPGARSVKVSCKASGYTFTISYGISWVROARPGD
171 ATX-P-443 VH GLEWMGWIHAYNGNTNY AQKLOGRITMTTNTISTNTAYMELRSL
RSDDTAVYYCGRDTGFSFDYWGQGTLYVTVSS
QVOLVOSGAEVEKPGASVEVSCKASGYTFSSYGISWVRQAPGQG
172 ATX-P-429 YVH LEWMGWISAYNGNTNYAOQNLREGEVAMTTDTSTTTAYMELRSLR
SDDTAVYYCARVSLVWEGELPRGFDYWGOGTLVTVSS
QVOLVOSGAEVEKPGASVEVSCKASGYTFIBDY YIHWVROAPGP
173 ATX-P-431 VH GLEWLGWINPNTGATKY AQKFQGRVTMTRDTSISTAYMELSRIR
SDBTAVYYWAREDNGNYGDVEDIWGQGTMVTVSS
QOVOLVOSGAEVKKPGASVKVSCKASGYTFTDY YIHWVROAPGP
174 ATX-P-432 VH GLEWLGWINPNTGATEY AQKFOQGRVIMTRDTSISTAYMELSRLER
SDRTAVYYCAREDNGNYGDVFDIWGQGTMVTVSS
CAGGTTCAGCTGGTGCAGTCTGGAGCTGAGGTGAAGAAGCCT
GGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTCTGGTTACACCT
TTTCCAGCTATGGTATCAGUTGGGTGCGACAGGCCCCTGGACA
175 ATX-P-428 | VH - nucleotide | AGGGCTTGAGTGGATGGGATGGATCAGCGCTTACAATGGTAA
CACAAACTATGCACAGAACCTCCGGGGCAGAGTCGCCATGAC
CACAGACACATCCACGACCACAGCCTACATGGAGTIGAGGAG
CCTGAGATCTGACGACACGGCCGTGTATTACTGTGCGAGAGTT
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TCATTAGTATGGTTTGGGGAATTACCCAGGGGTTTTGACTACT
GGGGCCAGGGAACCCTGGTCACCGTICTCCTCA

ATX-P-443

VH - nucleotide

CAGGTTCAGCTOGTGCAGTCTGCAGCTGAGGTGAAGAAGCCT
GGGGCCTCAGTGAAGGTCTCCTGCAAGGUTTCTGGTTACACCT
TTACCAGCTATGGTATCAGUTGGGTGCGACAGGCCCCTGGACA
AGGGCTTCAGTGGATGEGATCGATCATCGCTTACAATGOGTAAL
ACAAACTATGCACAGAAGCTCCAGGGCAGAATCACCATGACC
ACAAACACATCCACGAACACAGUCCTACATGGAGCTGAGGAGC
CTGAGATCTOACGACACGCCCGTOTATTACTGTGGCAGAGATA
CGOGGGTTITTCTTTTGACTACTGGGGCCAGGGAACCCTGGTCAC
CGTCTCCTICA

3
-3

ATX-P-429

YVH - nucleotide

CAGGTTCAGCTGOTGCAGTCTGOAGCTGAGGTGAAGAAGCCT
GGOGCCTCAGTGAAGGTCTCCTGCAAGGCTICTGOGTTACACCT
TTTCCAGCTATGGTATCAGUTGGGTGCGACAGGCCCCTGGACA
AGGGCTTGAGTGGATGGGATGGATCAGCGCTTACAATGGTAA
CACAAACTATGCACAGAACCTCCGGGUCAGAGTUGCCATGALC
CACAGACACATCCACGACCACAGCCTACATGGAGTTGAGGAG
CCTGAGATCTGACGACACGGUCGTGTATTACTGTGCGAGAGTT
TCATTAGTATGGTTTGGGGAATTACCCAGGGGTTTTGACTACT
GGGGCCAGGGAACCCTGGTCACCGTCTCCTICA

178

ATX-P-431

VH - nucleotide

CAGGTGCAGUTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCT
GGGGCCTCAGTGAAGGTICTCCTGCAAGGUTTCTGGATACACCT
TCACCGACTACTATATACACTGGGTGCGACAGGCCCOTGHGGEC
AGGGCTTGAGTGGTTGGGCTGGATCAACCCTAACACTGGTGEC
ACAAAGTATGCACAGAAGTTTCAGGGCAGGGTCACCATGACC
AGGGACACGTCCATCAGCACAGCCTATATGGAGCTGAGCAGG
CTGAGATCTGACGACACGGCCGTATATTATTGGGCGAGAGAA
GATAATGGGAACTACGGGCGATGTTTTTGATATCTGGGGACAAG
GGACAATGGTCACCGTCTCTICA

ATX-P-432

VH - nucleotide

CAGGTGCAGCTGGTGCAGTCTGGGGCTOAGGTGAAGAAGCCT
GGGGCCTCAGTGAAGGTCTCCTGCAAGGUTTCTGGATACACCT
TCACCCACTACTATATACACTGGGTGCGACAGGUCCCTGGGCC
AGGGCTTCAGTGGTTGGGCTCGATCAACCCTAACACTGGTGEC
ACAAAGTATGCACAGAAGTTITCAGGGCAGGGTCACCATGACC
AGGGACACGTCCATCAGCACAGCCTATATGGAGCTGAGCAGS
CTGAGATCTGACGACACGGCCGTATATTATTGTGCGAGAGAAG
ATAATGGGAACTACGGGGATGTTITITGATATCTGGGGACAAGG
GACAATGGTCACCGTCTCTICA

1%0

ATX-P-428

VL

EIVLTQSPGTLSLSPGERATLSCRASDSVSSSYLAWY QUQKPGQAP
RLLIYGASSRATGIPDRFSGRGSGTDFTLTISRLEPEDFAVY YCQQ
YGSSPPTFGGGTKVEIK

181

ATX-P-443

VL

EIVLTOSPGTLSLSPGERATLSCRASQSVESSYLAWYQQKPGQAP
RULIYGASSRATGIFDRESGSGSGTDFTLTISRLEPEDFAVYYCQO
YGSSLTFGOGTE VDIK

182

ATX-P-429

VL

DIVMTOSPLSLPVTPGEPASISCRSSOSLLHSNRYNYLDWYLQKPG
QSPOLLIVLGSNRASGVPDRFSGSGSGTDFTLOISRVEAEDVGVY
YCMOTLOTPYTFGOGTELEIK

ATX-P-431

VL

EIVLTQSPGTLSLSPGERATLSCRASOQSVESSYLAWYQOKPGOAP
RLLIYGASSRATGIPDRISGSGSGTDFTLTISRLEPEDFAVY YCQOD
YGESSPRTFGGGTEVEIR

ATX-P-432

VL

EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWY QOKPGRAP
RLLIYGASSRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQ
YGSSPPTFGGGTKVEIK

ATX-P-428

VL -~ nucleotide

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTIGTICTCC
AGGGGAAAGAGCCACCCTCTICCTGCAGGGUCAGTCAGAGTGT
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TAGCAGCAGCTACTTAGCCTGGTACCAGCAGAAACCTGGCCA
GGCTCCCAGGCTCCTCATCTATGGTGCATCCAGCAGGGCCACT
GGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGAC
TTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAG
TGTATTACTGTCAGCAGTATGGTAGCTCACCTCCCACTTITCGGO
GGAGGGACCAAGGTGGAGATCAAA

ATX-P-443

VL - nucleotide

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTIGTICTCC
AGGGGAAAGAGCCACCCTCTCCTGCAGGGUCAGTCAGAGTGT
TAGCAGCAGCTACTTAGCCTGGTACCAGCAGAAACCTGGICA
GGUTCCCAGGCTCCTCATCTATGGTGCATCCAGCAGGGCCACT
GGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGAC
TTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTITGCAG
TGTATTACTGTCAGCAGTATGGTAGCTCACTCACTTTCGGCGG
AGGGACCAAAGTGGATATCAAA

187

ATX-P-429

VL - mucleotide

GATATTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACCCO
TGOAGAGCCGGCCTCCATCTCCTGCAGGTCTAGTCAGAGCCTC
CTGCATAGTAATAGATACAACTATTITGGATTIGGTACCTGCAGA
AGCCAGGGCAGTCICCACAGCTCCTCGATCTATITGGGTTCTAA
TCGGGCCTCCGGGOTCCCTGACAGGTTICAGTGGCAGTGGATCA
GGCACAGATTTTACACTGCAAATCAGCAGAGTGGAGGCTGAG
GATGTTGGGGTTITATTACTGCATGCAAACTCTACAAACTCCGT
ACACTTTIGGCCAGGGGACCAAGCTGGAGATCAAA

ATX-P-431

VL — nucleotide

GAAATTGTCTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCC
AGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGT
TAGCAGCAGCTACTTAGCCTGGTACCAGCAGAAACCTGGCCA
GGCTCCCAGGUTCCTCATCTATGGTGCATCCAGCAGGGCCACT
GGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGAC
TTCACTCTCACCATCAGCAGACTGCAGCCTGAAGATTTTGCAG
TGTATTACTGTCAGCAGTATGGTAGCTCACCTCCCACTTITCGGC
GGAGGGACCAAGGTGGAAATCAAA

ATX-P-432

VL — nucleotide

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTITTIGTICTCC
AGOGGAAAGAGCCACCCTCTCCTGCAGGGUCAGTCAGAGTGT
TAGCAGCAGCTACTTAGCCTGOTACCAGCAGAAACCTGGCCA
GGCTCCCAGGCTCCTCATCTATGGTGCATCCAGCAGGGCCACT
GGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGAL
TTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAG
TGTATTACTGTCAGCAGTATGGTAGCTCACCTCCCACTTTCGGO
GGAGGOACCAAGGTGGAAATCAAA

190

ATX-P-437

VH

QITLEESGPTLVEPTOTLTLTCTFSGPSLSTSGVGVOWIRQPPGKA
LEWLALIYWHNDDKQYSESLKSRLUTITKDTIKNQVVLTMINMDP
MDTATYYCAHNPDYGDFFDYWGOGTLVTVSS

191

ATX-P-442

VH

CITLKESGPTLVEPTOQTLTLTCTFSGFRLESTSGVGVGWIRQPPGK A
LEWLALIYWNDDKRYSPSLE SRETITKDTSENLVVLTMTNMDEY
DTATYYCARDYGDYWEFDLWGRGTPVTVSS

192

ATX-P-437

VH - nucleotide

CAGATCACCTTGAAGGAGTCTGGTCCTACGUTGGTGAAACCCA
CACAGACCCTCACGTTGACCTGCACCTTCTCTGGGTTCTCACTC
AGCACTAGTGGOGTGGGTGTGGGCTGGATCCGTCAGCCCCCAG
GAAAGGCCCTGGAGTOGCTTGCACTCATTITATIGGAATGATGA
TAAACAGTACAGCCOCTTCTCTGAAGAGCAGGCTCACCATCACC
AAGGACACCTCCAAAAACCAGGTGGTCCTTACAATGACCAAC
ATGGACCCTATGCACACAGUCACATATTACTGTIGCACACAACC
CTGACTACGGTGACTTCTTTIGACTACTGGGGCCAGGGAACCCT
GGTCACCGTICTCCTCA

183

ATX-P-442

VH - nucleotide

CAGATCACCTTGAAGGAGTCTGGTCCTACGUTGGTGAAACCCA
CACAGACCCTCACGCTGACCTGCACCTTICTCTIGGGTICTCACTC
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AGCACTAGTGGAGTGGGTGTGGGCTGGATCCGTCAGCCCCCA
GGAAAGGCCCTGGAGTOOCTTGCACTCATTTATTGGAATGATG
ATAAGCGCTACAGCCCATCTCTGAAGAGCAGGCTCACCATCAC
CAAGGACACCTCCAAAAACCTGGTGGTCCTTACAATGACCAAC
ATGGACCCTGTGGACACAGCCACATATTACTGTGCACGTGACT
ACGGTGACTACTGGTTCTTCGATCTCTGGGGCCGTGGCACCCC
GGICACCGTCICCICA

194

ATX-8-437

VL

DIOMTOSPSSLSASVODRVTITCRASQSISSYLNWYQORKPGRAPKE
LEIYAASSLORGVEIRFRGSGRGTIFILTISSLOPEDFATY Y CQQSF
STPLTFGGGTKLEIK

ATX-P-442

VL

DIOMTOSPSSLSASVGDRVTITCRASQGISS YLAWYQQKPGK APK
LLIY AASSLOSGVPSRFSGSGSGTDFTLTISSLOPEDFATY YCQQSF
STPLTFGGGTELEK

196

ATX-8-437

V1L - nocleotide

GACATCCAGATCACCCAGTCTCCATCCTCCCTOTCTGCATCTGT
AGGAGACAGAGTCACCATCACTTIGCCGGGCAAGTCAGAGCAT
TAGCAGCTATTTAAATTGGTATCAGCAGAAACCAGGGAAAGC
CCCTAAGCTCCTGATCTATGCTGCATCCAGTTITGCAAAGTGGE
GTCCCATCAAGGTTCAGTGGCAGTGGATCTGGGACAGATTICA
TTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAACTTA
CTACTGTCAACAGAGTTTCAGTACCCCGUTCACTTTCGGCGGA
GGGACCAAGCTGGAAATCAAA

197

ATX-P-442

VL - nucleotide

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT
AGGAGACAGAGTCACCATCACTTGCCGGGUCAGTCAGGGCAT
TAGCAGTTATTTAGCCTGGTATCAGCAAAAACCAGGGAAAGC
CCCTAAGCTCCTGATCTATGCTGCATCCAGTTTGCAAAGTGGE
GTCCCATCAAGGTTCAGTGGCAGTGGATCTGGGACAGATTTCA
CTCTCACCATCAGCAGTUTGCAACCTGAAGATTTTGCAACTTA
CTACTGTCAACAGAGTTTCAGTACCCCGUTCACTTITCGGCGGA
GGGACCAAGCTGGAGATCAAA

19%

ATX-P-444

VH

EVQOLVESGGGLVOQPGGSLRLSCAASGFTLSVYDMHWVROVSGK
GLEWVSGIDPDGDTYYPGSVEGRFTISRENAKNSLYLOMNSLRY
GDTAVYYCLRGEESNSSEDGFDIWGOGTMVTIVES

199

ATX-P-445

VH

EVOLVESGGGLYQPGGSLRLSCAASGFTFSSHDMEWVROVTGK
GLEWVSGIDPAGDTYYPDSVKGRFTISRENAKNSLYELQMNSLEA
ODTAVYYCTRGEASSSSEDAFDIWGOGTMVIVSES

200

ATX-P-446

VH

EVOLVESGGGLVOPGGSLRUSCAASGFTLSSYDIMHW VROVIGK G
LEWVSGIDPRGDTYYPGSVEGRFTISREDAKNSLYLOMNSLRAG
DTAVYYCTRGEDNSSSEDAFDIWGOGTMVTVSS

ATX-P-447

VH

EVOLVESGGGLVQPGGRLRLSCAASGFTISDYDMHWVRQTTIGKG
LEWVSGIDPDGDTYYPGSLK GRFTISRENAKNSLYLOMNSLRAG
DTAVYYCTRGEDSSSSEDAFDIWGOGTMVIVES*

202

ATX-p-427

VH

EVOLVESGGGVVRPGGSLRLSCAASGESFDDYGMSWVRQVPGE
GLEWVSGINWNGGSTGY ADSVKGRFTISRONARKNSLYLOMSSLER
AFDTALYYCASYSGSFRDAFDIWGOGTMVTVSES

203

ATX-P-440

VH

EVOQLVESGGGVVRPGGSLRLSCAASGFTFDDY GMIWVRQAPGK
GLEWVSTINWNGGNTGYADSVKGREFTISRDNAKNSLYLOMNSL
RAEDTALYYCARDEGAAGLGYYERYWGOGTLVTVSS

204

ATX-P-424

VH

EVOLVESGGGLVEPGGSLELSCAASGEFTPSSYSMINWVRQAPGEG
LEWVSSITSSSYIFYADSLEGRFTISRDNAKNSLFLOMNSLRAEDT
AVYYCARDSKWGEAFDIWGOGTMVTVSS

ATX-P-425

VH

EVOLVESGGGLVKPGGSLRLSCAASGFTFSTY SMINWVROAPGKG
LEWVSSITSSSSYMPYADSVMGRFTISRDNAKNSLYLOMNSLRAE
DTADYYCARDSKNWGOEAFDIWGOGTMVIVES
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206

ATX-8-430

VH

EVOLVESGGGLVOQPGGSLRLSCAASGHFTFSSYAMSWVROAPGKG
LEWVSAISGRGOSTYYADSVRGRFTISRDNSKNTLYLOMNSLRAE
DTAVYYCAKDGDYYYYYMDVWGKGTTVTIVSS

ATX-P-439

VH

EVOQLVESGGGLVQPGGSLRLSCAASGFTFSSYAMBSWVRQAPGKG
LEWVSAISGSGGSTY YADSVKGRFTISRONSKNTLYLOMNSLRAE
DTAVYYCAKVERDMVRGHYYYYMDVWGEGTIVIVSS

208

ATX-P-423

VH

QVOLVESGGOVVOPGRSLRLSCAASGFTFSS Y GMEHW VROAPGK
GLEWVSHITYDGIDKYYGDSVEKGRETISRDNSKNTLYLOMNSLR
AEDTAVYYCAKDGYSSGWWYFDYWGOGTLVTVSS

209

ATX-P-438

VH

QVQLVESGGGVVOPGRSLELSCAASGFTFSSYGMHW VRQAPGK.
GLEWVAHSYDONNKYYADSVEGRFTISRDNSKNTLYLOMNSLR
DEDTAVYYCAKERGYSSSRGYYYYYMDVWGKGTTVIVES

210

ATX-P-448

VH

QVOLVESGGGVVQPGRSLRLSCAASGFPESSYGMHWVROAPGK
GLEWVAVMRYDGINGY YADSVEGRFTISRDNSKNTLYLQMNSL
RAEDTAVYYCARLVYADDAPDIWGOGTIVIVSS

211

ATX-P-449

VH

QVOLVESGGGVVQPGRSLRLSCAASGFAFSSYGMHWVREQAPGIK
GLEWVAVISYYGSNEY YADSVKGRFTISRDNSENTLYLOMNSLR
AEDTAVYHCARGITMDVWGKGTTVTVSS

o
')

ATX-P-433

EVOLVESGGGLVOPGRSLRLACAASGFTFDDFAMEWVROGPGK
GLEWVSGIGWNSGSIGYADSVKGRFTISRDNAKNSLYLQMNSLR
AEDTALYYCAKAPDYGDYYFDYWGOGTLVTVSS

213

ATX-P-444

VH - nucleotide

GAGGTGCAGCTGGTGGAGTCGGGGOGAGGCTTIGGTACAGCCT
GGGGOGTCCCTGAGACTCTCCTOTGCAGCCTCTGGATTCACCC
TCAGTGTCTACGACATGCACTGGGTCCGCCAAGTTTCAGGAAA
AGOTCTGGAGTGGGTCTCAGGTATTGATCCTGATGGTGACACA
TACTATCCCGGCTOCGTGAAGGGCCCATICACCATCTCCAGAG
AAAATGCCAAGAACTCCTTGTATCTTCAAATGAACAGCCTGAG
AGTCGGOGCGACACGGUTGTGTATTATTGOTCTAAGAGGGGAGGA
AAGCAACTCGTCCGAGGATGGTTTTGATATATGGGGACAAGG
GACAATGGTCACCGTCTICCICA

214

ATX-P-445

VH - nucleotide

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGUTTGETACAGECT
GGOOGUTCCCTCGAGACTCTCCTGTGCAGCCTCTGGATTCACCT
TCAGTAGCCACGACATGCACTGGGTCUGCCAAGTTACAGGAA
AAGGTCTGGAGTGGGTCTCAGGTATTGATCCOTGCTGGTGACALC
ATACTATCCAGACTCCGTGAAGGGCCGATTCACCATCTCTAGA
GAAAATGCCAAGAACTCCTTGTATCTTCAAATGAACAGCCTGA
GAGCCGGGGACACGGCTGTGTATTACTGTACAAGAGGAGAGG
CTAGTAGTTCGTCCGAGGATCGCTTTTGATATCTGGGGACAAGG
GACAATGGTCACTIGTICTCCICA

ATX-P-445

VH ~ nucleotide

GAGGTGCAGCTGUTGGAGTCTGGGGGAGGCTTOGTACAGCOT
GGGGOGETCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCC
TCAGTAGCTACGACATGCACTGGGTCCGUCAAGTTATAGGAAA
AGGTCTGGAGTGGGTCTCAGGTATTGATCCTGATGGTGACACA
TACTATCCAGGCTCCGTGAAGGGCCGATTCACCATCTCCAGAG
AAGATGCCAAGAACTCCTTOTATCTTCAAATGAACAGCCTGAG
AGCCGGGCGACACGGCTGETGTATTACTGTACAAGAGGAGAGGA
TAACAGCTCGTCCGAGGATGCTTTTGATATCTGGGGACAAGGG
ACAATGGTCACTIGTCTICCICA

ATX-P-447

VH - nucleotide

GAGGTCCAGCTGGTGGAGTCTGGGGOAGGCTTGGTACAGCCG
GGGGOGTCCCTGAGACTCTCCTOTGCAGCCTCTGGATTCACCA
TCAGTGACTACGACATGCACTGGGTCCGCCAAACTACAGGAA
AAGGTCTAGAATGGGTCTCAGGTATTGATCCTGATGGCGACAC
ATATTATCCAGGCTCCTTGAAGGGGCGATTICACCATCTCCAGA
GAAAATGCCAAGAATTCTTTGTATCTTCAAATGAACAGTCTGA
GAGCCGGGGACACGGUTGTGTATTACTGTACAAGAGGAGAGG

108
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ATAGTAGTTCGTCCGAGGATGUTTITGATATCTGGGGACAAGS
GACAATGGTCACCGTCTICCTICA

(3]
-2

ATX-P-427

VH - nucleotide

GAGGTGCAGCTGGTGCGAGTCTGOGGCAGCTGTGGTACGGCCT
GGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCAGCT
TTGATGATTATGGCATGAGCTGGGTCCGUCAAGTTCCAGGGAA
GGOGCTGCGAGTGGOTCTCTGGTATTAATTGCAATGGTGGTAGT
ACAGGTTATGCAGACTCTGTGAAGGGCCGATTCACCATCTCCA
GAGACAACGCCAAGAACTCCCTGTATCTGCAAATGAGCAGTCT
GAGAGCCGAGGACACGGCCTTIGTATTACTGTGCGAGUTATAGT
GGGAGCTTCCGTGATGCTTTTGATATCTGGGGACAAGGGACAA
TGGTCACCGTICTCTICA

218

ATX-P-440

YVH - nucleotide

GAGGTGCAGCTGGTGCAGTCTGGGGGAGGTGTGGTACGGCCT
GGOGOGOTCCCTGAGACTCTICCTGTGCAGCCTCTGGATTCACCT
TTGATGATTATGGCATGAGCTGGGTCCGCCAAGCTCCAGGGAA
GGGGUTGGAGTGGGTCTCTACTATTAATTGGAATGGTGGTAAC
ACAGGTTATGCAGACTCTGTGAAGGGUCGATTCACCATCTCCA
GAGACAACGCCAAGAACTCCCTGTATCTGCAAATGAACAGTCT
GAGAGCCGAGGACACGOCCTTGTATTACTGTGCGAGAGATGA
AGGAGCAGCTGGACTTGGATACTACTTTGACTACTGGGGLCAG
GGAACCCTGGTCACCGTCTCCTICA

219

ATX-P-424

VH - nucleotide

GAGGTGCAGCTGETGGAGTCTGGGGGAGGCCTGGTCAAGCCT
GGGGGETCCCTGAGACTCTCCTGTGCAGCCTCTGGATTICACCY
TCAGTAGCTATAGCATGAACTGGGTCCGLCAGGUTCCAGGGA
AGGGGCTGGAGTGGGTCTCATCCATTACTAGTAGTAGTTACAT
ATTCTACGCAGACTCATTGAAGGGCCGATTCACCATCTCCAGA
GACAACGCCAAGAACTCACTGTTICTGUCAAATGAACAGCCTGA
GAGCCGAGGACACAGCTGTTTATTACTGTGCGAGAGATTCTAA
CTGGGGCOAGGCTITTGATATCTGGGGACAAGGGACAATGET
CACCGTCTCTICA

B
N2
faw}

ATX-P-425

VH - nucleotide

GAGGTGCAGCTGGTGOAGTCTGGEGGAGGCCTGGTCAAGCCT
GGGGGGTCCCTGAGACTCTCCTETGCAGCCTCTGGTTICACCT
TCAGTACTTATAGCATGAACTGGGTCCGCCAGGUTCCAGGGAA
GGOGCTGGAGTGGOTCTCATCCATTACTAGTAGTAGTAGTTAC
ATGTICTACGCAGACTCAGTGATGGGCCGATTCACCATITCCA
GAGACAACGCCAAGAACTCACTGTACCTACAAATGAACAGCC
TGAGAGUCGAGGACACAGCTCGATTATTACTGTGCGAGAGATTC
TAATTGGGGGGAGGUTTTTGATATCTGGGGACAAGGGACAAT
GOTCACCGTCTCTTICA

221

ATX-P-436

VH — nucleotide

GAGGTGCAGCTGGTGCAGTCTGGGGGAGGCTTGGTACAGCCT
GGOGOGOTCCCTGAGACTCTICCTGTGCAGCCTCTGGATTCACCT
TTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGLTCCAGGGAA
GGGOUTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGC
ACATACTACGCAGACTCCGTGAAGGGCCGGTTCACCATCTCCA
GAGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCC
TCGAGAGCCGAGGACACGGUCOTATATTACTGTGCGAAAGACG
GTGACTACTACTACTACTACATGGACGTCTGOEGGUAAAGGGAL
CACGGTCACCGICTICCICA

ATX-P-439

VH - nucleotide

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACAGCCT
GGGGGETCCCTGAGACTCTCCTGTGCAGCCTCTGGATTICACCY
TTAGCAGCTATGCCATCAGUTGGGTCOGCCAGGCTCCAGGGAA
GGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGC
ACATACTACGCAGACTCCGTGAAGGGUCGGTTCACCATCTCCA
GAGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCC
TGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAAAGTGG
AAAGCCGATATGGTTCGGOGCCACTACTACTACTACATGGACGT
CTGGGGCAAAGGGACCACGGTCACCGTCTCTTCA

109




WO 2023/212294

PCT/US2023/020354

223

ATX-P-423

VH - nucleotide

CAGGTGCAGUCTGGTGCGAGTCTGGGGCAGGCGTGGTCCAGECT
GGGAGGTCCCTGAGACTCTCCTOTGCAGCCTCTGGATTCACCT
TCAGTAGCTATGGCATGCACTGGGTCCGUCAGGUTCCAGGCAA
GGOOCTGRAGTGGGTGTCACATATAACATATGATGGAAGTGA
TAAATACTATGGAGACTCCGTGAAGGGCCGATTCACCATCTCO
AGAGACAATTCCAAGAATACGCTGTATCTGCAAATGAACAGC
CTGAGAGCTGAGGACACGOGCTCTGTATTACTGTGCGAAAGAT
GGGTATAGCAGTGGCTGGTGGTACTTITGACTACTGGGGUCAGES
GCAACCCTGGTCACCGICTCCTCA

24

ATX-P-438

VH - nucleotide

CAGGTGCAGCTGGTGGAGTCCGGGGGAGGCGTGGTCCAGCCT
GGCGAGGTCCCTCGAGACTCTCCTGTGCAGCCTCTGGATTCACCT
TCAGTAGCTATGGCATGCACTGGGTCCGCCAGGCTCCAGGCAA
GGGGCTGGAGTGGGTGGCAATTATATCATATGATGGAAATAA
TAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCC
AGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGO
CTGAGAGATGAGGACACGGCTGTITATTATTGTGCGAAAGAG
AGGGGCGTATAGCAGCTCGTCCGGCTACTACTACTACTACATOG
ACGTCTGGGGCAAAGGGACCACGGTCACCGTCTCCICA

2
o)
W

ATX-P-44%

VH ~ nucleotide

CAAGTGCAATTGGTGGAGTCCGGTGGAGGAGTAGTACAGCCG
GGAAGGTCACTGAGACTTTCCTGCGCTGCTAGTGGATTCCCAT
TTAGCTCCTACGGGATGCACTGGGTTCGCCAAGCGCCAGGTAA
GGGACTGGAATGGGTGGCTGTCATGAGTTACGATGGAATTAA
CGGCTATTATGCCGATAGCGTCAAAGGCCGGTTCACGATCTCA
AGAGACAACTCTAAGAACACGCTCTACTTGCAGATGAACAGT
CTCCGUGUCAGAAGATACGGCCGTGTATTACTGTGCGAGATTIGE
TGTATGCCGATGATGCTTTTGATATCTGGGGACAAGGGACCAC
GGICACCGTCICCTICA

226

ATX-P-449

VH - nucleotide

CAAGTGCAATTGGTGGAGTCCGGTGGAGGAGTAGTACAGCCG
GGAAGGTCACTGAGACTTTCCTGCGCTGCTAGTGGATTCGCCT
TTAGTTCCTACGGCATGCACTGGGTTCGCCAAGCGCCAGGTAA
GGOACTGGAATGGOTGGCTGTCATCTCCTACTACGGATCTAAT
AAATATTATGCCGATAGCGTCAAAGGCCGGTTCACGATCTCAA
GAGACAACTCTAAGAACACGCTCTACTTGCAGATGAACAGTCT
CCOCGCAGAAGATACGOCCGTOTATCACTOTGCGAGAGGGAT
TACTATGGACGTCTGGGGCAAAGGGACCACGGTCACCGTCTCC
TCA

ATX-P-433

YVH - nucleotide

GAAGTGCAGCTGGTGGAGTCTGGGGGAGGUTTGGTACAGCCT
GGCAGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCT
TTGATGATITTGCCATGCACTGGGTCOGGCAAGGTCCAGGGAA
GGGCCTGGAGTGGOGTCTCAGGTATTGGTTGGAATAGTGGTAGC
ATCGGCTATGCCCGACTCTGTGAAGGOUCGATTICACCATCTCCA
GAGACAACGCCAAGAACTCCCTGTATCTGCAAATGAACAGTCT
GAGAGCTGAGGACACGGCCTTATATTACTGTGCAAAAGCCCCT
GACTACGGTOACTACTACTTITGACTACTGGGGCCAGGGAACTC
TGGTCACCGTCTCCTCA

ATX-P-444

DVVMTQOSPLSLPVTLGQPASISCRESGSLVYSDGNTYLNWEFQQORP
GOSPRELIYEVSNRDSGVPDRESGSGSGTDFTLKISKVEAEDVGLY
YCMOGTHWEWTFGOGTE VDIK

ATX-P-445

DVVMTOSPLSLPVILGOPASISCRESQSLVYSDONTYLNWEQQRP
GOSPRRLIHEVENRDSGVPDRERGSGIGTIFTLRKISRVEAEDVGY
YYCMOGTHWPWTTFGOGTEVDIK

ATX-P-446

VL

DVVMTOSPLSLPVTILGOPASISCRSSQSLVFSDGNTYLNWEFQQRP
GOSPRRLIYKVSNRDSGVPDEESGSGSGTDFTLKISRVEAEDVGY
YYCMOGTHWPWIFGOQGTEVDIK

110
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231

ATX-P-447

VL

DVVMTOSPLSLPVILGOPASISCRESQSLVYSDONTYLNWEQQRP
GOSPRRLIHEVENRDSGVPDRERGSGIGTIFTLRKISRVEAEDVGY
YYCMOGTHWPWTTFGOGTE VDIK

ATX-P-427

VL

AIQOMTQSPSSLSASVEDRVTITCRASQGIRNDLGWYQOKPGKAPK
LEIYAASSLOSGVPSRESGRGSGTDRTLTISSLOPEDFATYYCLODY
NYPYTPGQGTELEIK

ATX-P-440

VL

DIQMTQOSPSTLSASVGDRVTITCRASOSISSWLAWYQOKPGKAPK
LLIYATSSLOSGVPSRFSGSGRGTDFTLTISSLOQPEDFATYYCQQSY
STPITFGOGTRLEIK

234

ATX-P-424

DIOMTQSPSSLSASVGDRVTITCRASQGIRNDLGWYQQK PG APK
RUIYAASSLPSGVPSRESGSGSGTEFTLTISSLOPEDFAIY YCLOHN
SYPWTITGQGTKVEIK

ATX-P-425

VL

DICMTOSPSSLSASVEDRVTITCRASQGIRIBLOWFQOKPGKAPK
RLIYAASSLPSGVPSRFSGRGSGTEFTLTISSLOQPEDFATY YCLOHN
SYPWTFGOGTKVEIK

ATX-P-43¢

VL

EIVLTQSPGTLSLSPGERATLSCRASOQSVESSYLAWYQOKPGOAP
RLLIYGASSRATGIPDRFSGRGSGTDFTLTISRLEPEDFAVY YCQQ
YGSSPPTFGGGTEVEIK

ATX-P-439

DIOMTOSPSSVSASVOGDRVTITCRASQGISSWLAWYQOEPGEKAFPK
LEIYAASSLOSGVESRFSGSGSGTDFTLTISSLOPEDFATY YCQOA
NSFEWTFGOGTK VDIK

234

ATX-P-423

DIOMTOSPSSLSASVGDRVTITCRASQGIRNDLGWYQQK PGEAPK
REIYAARSLOSGVPSRFSGSGSGTEFALTISSLOPEDFPATY Y CLOH
NSYPLTFGGGTKLEIK

ATX-P-43%

EIVLTQSPGTLSLSPGERATLSCRASQSVSRSYLAWYQQKPGQAP
RLLAGASTRATGIPDREFSGSGSGTDFTLTISRLEPEDFAVYYCQQG
QVIPRTFGRGTEVEIR

ATX-P-448

VL

EIVLTQSPATLSLSPGERATLSCRASDSVSSYLAWYQOKPGAPR
LLIYDASNRATGIPARFSGSGAGTDFTLTISSLEPEDFAVYYCQQRS
NWPLTFGGGTEK VEIK

241

ATX-P-44%

VL

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPR
LEIYDASNRATGIPARFSGSGSGTDFTLTISSLEFEDFAVY YCQORS
NWPLTFGGGTRVEIK

242

ATX-P-433

VL

DIOMTORPSSLSASVEDRVTITCRASQSISIYLNWYQQKPGTAPKL
LIYAASSLOSGVPSRFRGSGRGTDFTLTISSLOPEDFAAYYCQOSY
TTPLTFGGGTKVEIK

243

ATX-P-444

VL -~ nucleotide

GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACCCT
TGGACAGCCGGCCTCCATCTCCTGCAGGTCTAGTCAAAGCCTC
GTATACAGTCGATGGAAACACCTACTTGAATTGGTTTCAGCAGA
GGCCAGGCCAATCTCCAAGGCGCCTAATTTATAAGGTITCTAA
CCGGGACTCTGGGETCCCAGACAGATTICAGCGGCAGTGGGTC
AGGCACTGATTITCACACTGAAAATCAGCAAGGTGGAGGCTGA
GGATGTTGGGATTITATTACTGCATGCAAGGTACACACTGGECG
TCGACGTTCGGCCAAGGGACCAAAGTGGATATCAAA

244

ATX-P-445

V1L - nocleotide

GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACCCY
TCGCACAGCCGGCCTCCATCTCCTGCAGGTCTAGTCAAAGCCTC
GTATACAGTGATGGAAACACCTACTTGAATTGGTTTCAGCAGA
GGCCAGGCCAATCTCCAAGGCGCCTAATTCATCAGOTITCTAA
CCGGGACTCTGGGGTCCCAGACAGATTICAGCGGCAGTGGGTC
AGGCACTGATTTCACACTGAAAATCAGCAGGGTGGAGGCTGA
GOATGTTOGOCTTTATTACTGCATGCAAGGTACACACTGGCLCG
TGGACGTTCGGLCAAGGGACCAAAGTGGATATCAAA

ATX-P-446

VL — nucleotide

GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACCCT
TGGACAGCCGGCCTCCATCTCCTGCAGGTCTAGTCAAAGCCTC
GTATICAGTGATGGAAACACCTACTTGAATTGGTTTCAGCAGA

111
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GGCCAGGCCAATCTCCAAGGCGCCTAATTTATAAGGTITCTAA
CCOOGGACTCTGGOGTCCCAGACAGATICAGUGGCAGTGEGTC
AGGCACTGATTTCACACTGAAAATCAGCAGGGTGGAGGCTGA
GOATGTTGGGETTTATTACTGCATGCAAGGTACACACTGGCCG
TGGACGTTCGGCCAAGGGACCAAAGTGGATATCAAA

246

ATX-P-447

VL - nucleotide

GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACCCT
TGGACAGCCGGCCTCCATCTCCTGCAGGTCTAGTCAAAGCCTC
GTATACAGTGATGGAAACACCTACTTGAATTGGTTTICAGCAGA
GGCCAGGCCAATCTCCAAGGCGCCTAATTCATCAGGTTTCTAA
CCGGGACTCTGGGGTCCCAGACAGATTCAGCGGCAGTGGGTC
AGGCACTGATTICACACTGAAAATCAGCAGGGTGGAGGUTGA
GGATGTTGGOGTTTATTACTGCATGCAAGGTACACACTGGCCG
TGGACGTTCGGCCAAGGGACCAAAGTGGATATCAAA

ATX-P-427

VL - nucleotide

GCCATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT
AGOAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCAT
TAGAAATGATITAGGCTGGTATCAGCAGAAACCAGGGAAAGC
CCCTAAGCTCCTGATCTATGCTGCATCCAGTTTACAAAGTGGG
GTCCCATCAAGGTTCAGCGGCAGTGGATCTGGCACAGATTTCA
CTCTCACCATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTA
TTACTGTCTACAAGATTACAATTACCCGTACACTTTTGGCCAG
GGGACCAAGCTGGAGATCAAA

248

ATX-P-44¢

VL - mucleotide

GACATCCAGATGACCCAGTCTCCTTCCACCCTGTCTGCATCTGT
AGGAGACAGAGTCACCATCACTTGCCGGGUCAGTCAGAGTAT
TAGTAGCTGGTTGGCCTGGTATCAGCAGAAACCAGGGAAAGC
CCCTAAGUTCCTGATCTATGCTACATCCAGTTTGCAAAGTGGG
GTCCCATCAAGGTTCAGTGGUCAGTGGATCTGGGACAGATTTICA
CTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAACTTA
CTACTGTCAACAGAGTTACAGTACCCCGATCACCTTCGGCCAA
GGGACACGACTGGAGATTAAA

[
el

ATX-P-424

VL — nucleotide

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTICT
AGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCAT
TAGAAATGATTTAGGUTGGTATCAGCAGAAACCAGGGAAAGT
CCCTAAGCGCCTGATCTATGCTGCATCCAGTTTGCCAAGTGEG
GTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGAATTCA
CTICTCACAATCAGCAGCCTGCAGCCTGAAGATTITTGCAATTTA
TTACTGTCTACAGCATAATAGTTACCCGTGGACGTTCGGCCAA
GGGACCAAGGTGGAAATCAAA

250

ATX-P-425

VL -~ nucleotide

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCCGCATCTG
TAGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCA
TTAGAATTGATTTAGGCTGGTTTCAGCAGAAACCAGGGAAAGC
CCCTAAGCGCCTCATCTATGCTGCATCCAGTTTGCCAAGTGGG
GTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGAATTCA
CTCTCACAATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTA
TTACTGTCTACAGCATAATAGTTACCCGTGGACGTTCGGCCAA
GGOGACCAAGGTGGAGATCAAA

231

ATX-8-430

V1L - nocleotide

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTIGTCTCC
AGGGGAAAGAGLCACCCTCTCCTGCAGGOCCAGTCAGAGTGT
TAGCAGCAGCTACTTAGCCTGGTACCAGCAGAAACCTGGCCA
GGCTCCCAGGCTCCTCATCTATGGTGCATCCAGCAGGGCCACT
GGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGAL
TICACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAG
TCTATTACTGTCAGCAGTATGGTAGCTCACCTCCCACTTTCGGT
GGAGGGACCAAGGTGGAAATCAAA

252

ATX-P-439

VL — nucleotide

GACATCCAGATCACCCAGTCTCCATCTICCGTGTCTGCATCTGT
AGGAGACAGAGTCACCATCACTIGTCGGGCGAGTICAGGGTAT

112
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TAGCAGCTGGTTAGCCTGGTATCAGCAGAAACCAGGGAAAGC
CCCTAAGCTCCTGATCTATGCTGCATCCAGTTITGCAAAGTGGE
GTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGATTITCA
CTCTCACCATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTA
CTATTGTCAACAGGCTAACAGTITCCCGTGGACGTTICGGCCAA
GGGACCAAAGTGGATATCAAA

ATX-P-4!

N3
(95}

VL - nucleotide

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT
AGOAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCAT
TAGAAATGATITAGGCTGGTATCAGCAGAAACCAGGGAAAGC
CCCTAAGCGCCTGATCTATGCTGCATCCAGTTTGCAAAGTGGG
GTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGAATTCG
CTCTCACAATCAGCAGCCTGCAGCCTGAAGATTITIGCAACTTA
TTACTGTCTACAGCATAATAGTTACCCTCTCACTTTCGGCGGA
GGGACCAAGCTGGAGATCAAA

254

ATX-P-438

VL - mucleotide

GAAATTGTGCTGACTCAGTCTCCCGGCACACTGTCTCTTAGCC
CTGGCGAAAGAGCCACACTGAGCTGTAGAGCCAGCCAGAGCG
TGTCCAGAAGCTACCTGGCTTGGTATCAGCAGAAGUCCCGGACA
GGCTCCCAGACTGUTGATCATCGGAGUCTCTACAAGAGCCACC
GGCATTCCCGATAGATTCAGCGGCTCTGGCAGCGGCACCGATT
TCACCCTGACAATCAGCAGACTGGAACCCGAGGACTTCGCCGT
GTACTACTGTCAGCAGGGCCAAGTGATCCCTCCTACCTTIGGC
CAGGGCACCAAGGTGGAAATCAAL

o]
h
(/]

ATX-P-448

VL — nucleotide

GAAATTGTCTTGACGCAGTCTCCAGCCACCCTOTICTTTIGTCICC
AGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGT
TAGCAGCTACTTAGCCTGGTACCAACAGAAACCTGGUCAGGCT
CCCAGGCTCOCTCATCTATGATGCATCCAACAGGGUCACTGGCA
TCCCAGCCAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCAL
TCTCACCATCAGCAGCCTAGAGCCTGAAGATTTTGCAGTTTAT
TACTGTCAGCAGCGTAGCAACTGGCCTCTCACTTITCGGCGGAG
GGACCAAGGTGGAGATCAAA

o]
U
(o)

ATX-P-449

VL — nucleotide

GAAATTGTGTTGACGCAGTCTCCAGCCACCOTGTCTTTIGTCTCC
AGOGGAAAGAGCCACCCTCTCCTGCAGGGUCAGTCAGAGTGT
TAGCAGUCTACTTAGCCTGGTACCAACAGAAACCTGOCCAGHCT
CCCAGGCTCCTCATCTATGATGCATCCAACAGGGCCACTGGCA
TCCCAGCCAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCAC
TCTCACCATCAGCAGUCTAGAGCCTGAAGATTITTIGCAGTTTAT
TACTGTCAGCAGCGTAGCAACTGGCCTCTCACTITCGGUGGAG
GGACCAAGGTGCAGATCAAA

N
W
~k

ATX-P-433

V1L - nocleotide

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTICTGCATCTGT
AGGAGACAGAGTCACCATCACTTIGCCQGGGCAAGTCAGAGCAT
TAGCATCTATTTAAATTGGTATCAGCAGAAACCAGGGACAGCC
CCTAAGCTCCTGATCTATGCTGCATCCAGTTTGCAAAGTGGGG
TCCCATCAAGGTTCAGTGGCAGTGGATCTGGGACAGATTTCAC
TCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAGCTTAC
TACTGTCAACAGAGTTACACTACCCCGCTCACTTTCGGCGGAG
GGACCAAGGTGGAAATCAAA

ATX-P-435

VH

QLOLOESGPGLVKPSETLALTCTVIGOSISSSSSYWOWIRQPPGK G
LEWIGSTYYSGRTYSNPSLKSRVTISVDTSKNQGFSLKLSSVTAADT
AVYYCAROYISGTEYFOYWGOGTLVTVSS

238

ATX-8-436

VH

QLOLOESGPGLVKPSETLSLTCTVSGGSISSSSSYWGWIRQPPGKG
LEWIGSIY YSGSTYAINPSLKSRVTISVDTSKNQFSLELISVTAADT
AVYYCARQYISGTEYFOYWGQOGTLVTVSS

260

ATX-P-434

VH

OVOLOESGPGLVKPSETLALTCTVIGGSVSSGRY YWSWIRQPPGK
GLEWIGYIYYSGSTSYNPSLKSRVSISVDTSKNQFSLELSSVTAAD
TAVFYCARAKWEGDYFDYWGOGTLVTVSS

113




WO 2023/212294

PCT/US2023/020354

261

ATX-P-435

VH - nucleotide

CAGCTGCAGCTGCAGGAGTCGGGCCCAGCACTGGTGAAGCCT
TCGGAGACCUTGTCCOCTCACCTGUACTGTCTCTGGTGGTTCCAT
CAGCAGTAGTAGTTCCTACTGGGGCTGGATCCGCCAGCCCCCA
GGOGAAGGGACTGGAGTGGATTGGGAGTATCTATTATAGTGGG
AGCACCTACTCCAACCCGTCCCTCAAGAGTCGAGTCACCATAT
CCGTAGACACGTCCAAGAATCAGTICTCCCTGAAGCTGAGCTC
TGTGACCGCCGCAGACACGGCTGTGTATTACTGTGCGAGACAG
TATATAAGTGGAACTGAATACTTCCAGTACTGGGGCCAGGGCA
CCCTGGTCACCGTCTICCTICA

ATX-P-436

VH - nucleotide

CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCT
TCGGAGACCCTIGTCCCTCACCTGCACTGTICTCTGGTGGTTCCAT
CAGCAGTAGTAGTTCCTACTGGGGCTGGATCCGCCAGCCCCCA
GGGAAGGGACTGGAGTGGATTGGGAGTATCTATTATAGTGGG
AGCACCTACTCCAACCCGTCCCTICAAGAGTCGAGTCACCATAT
CCGTAGACACGTCCAAGAATCAGTICTCCCTGAAGCTGAGCTC
TGTGACCGUCGCAGACACGGCTGTGTATTACTGTGCGAGACAG
TATATAAGTGGAACTGAATACTTCCAGTACTGGGGCCAGGGLA
CCCTGETCACCGTICTCCTICA

263

ATX-P-434

VH ~ nucleotide

CAGGTGCAGCTGCAGGAGTCGGGLCCAGGACTGGTGAAGCCT
TCGGAGACCCTGTCCCTCACCTGCACTGTCTCTGGTGGCTCCGT
CAGCAGTGGTAGTTACTACTGCAGCTGGATCCGGCAGCCCCCA
GGGAAGGGACTGGAGTGGATTGGGTATATCTATTACAGTGGG
AGCACCAGCTACAACCCCTCCCTCAAGAGTCGAGTCTCCATAT
CAGTAGACACGTCCAAGAACCAGTICTCCCTGAAGCTGAGUTC
TGTGACCGCTGCGGACACGGUCLCGTOTTTTACTGTGCGAGAGCT
AAGTGGGAAGGGGACTACTTTGACTACTGGGGCCAGGGAACC
CTGGTCACCGTICTCCTCA

264

ATX-P-435

VL

EIVLTOSPATLSLSPGERATLSCRASQSVSNYLAWYQQOKPGOAPR
LLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVY YCQQORS
NWPSFGOGTRLEIK

265

ATX-P-436

VL

DRIOMTOQSPSSLSASVGDRVTITCRASQSISSYLNWYQOKPGKAPK
LEIYAASSLOSGVPSRESGRGSGTDRTLTISSLOPEDFATYYCQOSY
STPLTEGGGTRKVEIK

266

ATX-P-434

DIIMTOSPSSLSASVGIRVTITCRASOSIY SYLNWYQOEPGKAPN
HLIYAASSLOQSGVPSRESGSGSGTDFTLTISSLHPEDFATYYCQQS
YSTPEYTFGOGTKVEIK

287

ATX-P-435

VL - nucleotide

GAAATTGTGTTGACACAGTCTCCAGCCACCCTGTCTTTGTCTCC
AGGGGAAAGAGCCACCCTCTCCTGCAGGGUCAGTCAGAGTGT
TAGCAACTACTTAGCCTGGTACCAACAGAAACCTGGCCAGGCT
CCCAGGCTCCTCATCTATGATGCATCCAACAGGGCCACTGGCA
TCCCAGCCAGATTCAGTGGCAGTGGOTCTGGCACAGACTTCAL
TCTCACCATCAGCAGCCTGGAGUCTGAAGATTITTGCAGTTTAT
TACTGTCAGCAGUGTAGCAACTGGCCCTICCTTCGGCCAAGGGA
CACGACTGGAGATTAAA

268

ATX-P-436

VL - mucleotide

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT
AGGAGACAGAGTCACCATCACTTGCCGGGUCAAGTCAGAGCAT
TAGCAGCTATTTAAATTGGTATCAGCAGAAACCAGGGAAAGC
CCCTAAGCTCOCTGATCTATCCTGCATCCAGTTTGCAAAGTGGG
GTCCCATCAAGGTTCAGTGGUCAGTGGATCTGGGACAGATTTICA
CTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAACTTA
CTACTOGTCAACAGAGTTACAGTACCCCGUTCACTTTCGGCGGA
GGGACCAAGGTGGAAATCAAA

209

ATX-P-434

VL - nucleotide

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT
AGGAGACAGAGTCACCATCACTTIGCCGGGCAAGTCAGAGCAT
TTACAGCTATITAAATTGGTATCAGCAGAAACCAGGGAAAGCT

1i4
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CCTAATCACCTGATCTATGCTGCATCCAGTTTGCAAAGTGGGE
TCCCATCAAGGTTCAGTGGCAGTGCATCTGGGACAGATTTCAC
TCTCACCATCAGCAGTCTGCACCCTGAAGATITTGCAACTTAC
TACTGTCAACAGAGTTACAGTACCCCTCCOGTACACTTTTIGGCC
AGGGGACCAAGGTGGAAATCAAA

106227

Table 10: Anti-ANGPTL7 antibodies (HC IgG1 Fe and L.C Kappa sequences)

SEQID
NO:

Antibody
Name:

Bescriptor:

Sequence:

270

ATX-P-42%

Varable HC + Constant
BgGl-Agly-Fc

OVOLVOSGAEVEKPGASVE VSCKASGYTFSSY GISWVRO
APGOGLEWMGWISAYNGNTNY AGNLRGRVAMTTDTSTT
TAYMELRSLRSDDTAVYYCARVSLVWFGELPRGFDY WGO
GTLVTVSSASTEGPSVFPLAPSSKSTIGGTAALGCLVEDYF
PEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSS
SLOTOTYICNVNHKPSNTK VDKRVEPKSCDK THTCPPCPA
PELLGGPSVFLFPPEPKDTLMISRTPEVTCVVVD VSHEDPE
VKFNWYVDGVEVHNAKTKPREEGY ASTYRVVSVLTVLE
ODWLNGKEYKCKVSNEALPAPIEK TISK AKGOPREPOVY'T
LPPSREEMTENQVSLTCLVKGFYPSDIA VEWESNGOPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHE
ALHNHYTOESLSLSPG

2
~

ATX-P-443

Varable HC + Constant
BgGl-Agly-Fc

QVOLVOSGAEVEKPGASVE VSCKASGYTFISYGISWVERQ
APGOGLEWMGWUAYNGNTNY AQKLOGRITMTTINTSTNT
AYMELRSLRSDDTAVYYCGRDTGFSFDYWGQGTLVTVSS
ASTEGPSVFPLAPSSKSTSGGTAALGCLVKDYFFEPVIVEW
NSGALTSGVHTFPAVLGISGLYSLISVVTVPSSILGTTYIC
NVNHKPSNTKVDKRVEPKSCDK THTCPPCPAPELLGGPSY
FLEPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWY VD
GVEVHNAKTKPREEQYASTYRVVSVLTVLHODWLNGKE
YECKVSNKALPAPIEK TISKAK GOPREPQVY TLEPSREEMT
KNOQVSLTCLVEGFYPSDIAVEWESNGOPENNYK TTPPVLD
SDGSFFLYSKLTVDK SRWOQGNVFSCS VMHEALENHYTQ
KSLSLSPG

272

ATX-P-429

Variable HC + Constant
hegGl-Agly-Fe

QVOLVOSGAEVKKPGASVKVECK ASGYTFSSYGISWVRQ
APGQGLEWMGWISAYNGNTNYAQNLRGRVAMTTDTSTT
TAYMELRSLRSDDTAVYYCARVSLVWEGELPRGFDYWG(Q
GTLVTVSSASTKGPSYFPLAPSSKSTSGGTAALGCLVEKDYF
PERVIVSWNSGALTSGVHTFPAVLOSSGLY SLESSVVTVESS
SLGTOTYICNVNHEPSNIEVDERVEPKSCOEKTHTCPPCPA
PELLGGPSVFLFPPRPKDTLMISRTPEVTCVVVDVSHEDPE
VKINWYVDOVEVHNAKTKPREEQYASTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYT
LPPSREEMTRNQVSLTCLVKGFYPSDIAVEWESNGQPENN
YETTPPVLDSDGSFFLYSKLTVRESRWQOQGNVESCESVMEE
ALHNHYTOKSLSLSPG

o)
~3
(8]

ATX-P-431

Variable HC + Constani
higGl-Agly-Fc

QVOLVQSCAEVKKPGARSVKVSCEASGYTFTDYYIHWVRO
APGPGLEWLGWINPNTGATKYAQRFQGRVIMTRDTSISTA
YMELSEERSDDTAVY YWAREDNGNYGDVFIMWGOQGTMY
TYSSASTKGPIVEPLAPSSKSTSCGTAALGCLVEDYPPEPY
TVEWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGT
QIYICNVNHKPSNTKVDKRVEPK SCDKTHTCPPCPAPELL
GGPSVFLFPPRPKDTLMISRTPEVTCVVVDVSHEDPEVEKFRN
WYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHODWL
NGEEYKCKYANKALPAPEKTISEAKGOPREPOVYTLPPSR
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EEMTENGVSLTCLVEKGFYPSDIAVEWESNGOPENNYKTTP
PVLDSDGSFPLY SKLTVDKSRWOQGNVESCSVMHEALEHN
HYTQESLSLSPG

ATX-P-432

Variable HC + Constant
hegGl-Agly-Fe

QVQLVOSGAEVKKPGASVKVSCKASGYTFTDYYIHWVRQ
APGPGLEWLGWINENTGATEKYAQRFQGRVIMTRDTSISTA
YMELSRLRSDODTAVYYCAREDNGNYGDVEDIWGQOGTMY
TVESASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPY
TVESWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGT
QIVICNVNHKPSNTKVDKRVEPK SCDKTHTCPPCPAPELL
GGPSVPLFPPKPEKDTLMISRTPEVTCVVVDVSHEDPEVKEN
WY VDGVEVHNAKTKPREEQYASTYRVVSVLTVLHODWL
NGKEYKCKVENKALPAPIEKTISK AKGQPREPQVYTLPPSR
EEMTENQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWOOQGNVESCSVMHEALEN
HYTQKSLSLSPG

275

ATX-P-428

Variahle HC + Constant

.....

(nocleotide)

CAGGTTCAGCTGOTGCAGTCTGGAGCTGAGGTGAAGAA
GCCTGGGGUCTCAGTGAAGGTCTCCTGCAAGGCTTICTGG
TTACACCTTTTCCAGCTATGGTATCAGCTGGGTGCGACA
GGCCCCTGGACAAGGGUTTGAGTGGATGGGATGGATCA
GCGCTTACAATGGTAACACAAACTATGCACAGAACCTC
CGGGGCAGAGTCGUCATGACCACAGACACATCCACGAC
CACAGCCTACATGGAGTTGAGGAGCCTGAGATCTGACG
ACACGGCCGTGTATTACTGTGCGAGAGTTTCATTAGTAT
GOTTTCGGCAATTACCCAGGOGGTTTTGACTACTGGGGCC
AGGGAACCCTGGTCACCGTCTCCTCAGCTAGCACTAAA
GGGCCTTCTGTATTTCCCTTGGCCCOCGTCCAGCAAATCG
ACCTCGGCAGGGACAGCCQUCOTGGETTGCCTIGTGAA
AGATTATTTCCCTGAGCCAGTTACCGTAAGTTIGGAACAG
TGGGGCGUTGACAAGTGGTGTGCACACGTTTCCTGCCGT
CCTGCAATCATCGOGGCTTGTATAGCCTCAGCTCTGTGET
CACTGTCCCAAGTTCATCGCTGGGCACTCAGACGTATAT
TTGCAATGTCGAACCACAAACCTTCAAATACAAAAGTGG
ATAAACGCGTAGAACCGAAATCGTGTGATAAAACTCAC
ACATGCCCGCCATGCCCGGCACCTGAACTGCTTGGTGET
CCCAGCGTGTTCCTGTTCCCGUUGAAGCCTAAAGATACT
CTAATGATCAGCCGTACGCCAGAGGTGACATGTGTCGT
GOGTTGACGTGTCCCACGAAGATCCCGAAGTTAAGTTCA
ATTGGTATGTIGATGGTGTAGAGGTACACAATGCTAAG
ACTAAACCTCGCGAGGAGCAGTACGCCTCGACCTATCG
TGTCGTGAGCGTTCTGACCGTCCTTCACCAAGATTGGET
TAACGGCAAAGAATATAAGTGCAAGGTAAGCAATAAAD
CACTTCCGGCCCCAATCGAGAAAACCATTTCCAAGGCC
AAAGGTCAACCAAGAGAACCCCAGGTGTATACTCTITCC
GCCTTCTCGTGAGGAAATGACTAAAAATCAAGTATCCCT
TACGTGTCTGGTTAAAGGTTTITATCCTAGCGATATTGC
TGTTGAATGGGAATCGAACGGTCAGCCGGAGAATAATT
ATAAAACAACGCCACCCOTCCTGGATAGCGACGGCTCA
TITTTTCTGTATAGCAAACTGACTGTAGATAAATCACGG
TGGCAGCAGGGUAATGTATTICAGTTGUTCCGTTATGCAT
GAAGCOGTTACATAATCACTACACGCAGAAATCTCTTAGT
CTTICACCCGGT

ATK-P-443

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

CAGGTTCAGCTGGTGCAGTCTGGAGCTGAGGTGAAGAA
GCCTGGOGCCTCAGTGAAGGTCTCCTGCAAGGCTTICTGG
TTACACCTTTACCAGCTATGGTATCAGCTGGOTGCGACA
GGCCCCTGGACAAGGGUTTGAGTGGATGGGATGGATCA
TCGCTTACAATGGTAACACAAACTATGCACAGAAGCTC

116
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CAGGGCAGAATCACCATGACCACAAACACATCCACGAA
CACAGCCTACATGUGAGUTGAGGAGCCTGAGATCTGACG
ACACGGCCGTGTATTACTGTGGGAGAGATACGGGGTTTT
CTTTTGACTACTGGGGCCAGGGAACCCTGOGTCACCGTCT
CCTCAGCTAGCACTAAAGGGCCTTCTGTATTTCCCTTGG
CCCCGTCCAGCAAATCGACCTCGGGAGGGACAGCCGEC
CTGOGTTGCCTICTGAAAGATTATTTICCCTGAGCCAGTT
ACCGTAAGTTGGAACAGTGGGGCGCTGACAAGTGGTGT
GCACACGTTTICCTGCCGTCCTGCAATCATCGGGCTTGTA
TAGCCTCAGCTCTGTOGTCACTOTCCCAAGTTCATCGOT
GGGCACTCAGACGTATATTTGCAATGTGAACCACAAAL
CTTCAAATACAAAAGTGGATAAACGCGTAGAACCGAAA
TCGTCTGATAAAACTCACACATGCCCGLCATGLCCGGCA
CCTGAACTGCTTGGTGGTCCCAGCGTGTTCCTGTTCCCG
CCGAAGCCTAAAGATACTCTAATGATCAGCCGTALCGCC
AGAGGTGACATGTGTCCTGOTTGACGTGTCCCACGAAG
ATCCCGAAGTTAAGTTCAATTGGTATGTTGATGGTGTAG
AGOTACACAATGCTAAGACTAAACCTCGCOAGGAGCAG
TACGCCTCCGACCTATCGTGTCGTGAGCGTTCTGACCGTC
CTTCACCAAGATTGGCTTAACGGCAAAGAATATAAGTG
CAAGGTAAGCAATAAAGCACTTCCGGCCCCAATCGAGA
AAACCATTTCCAAGGCCAAAGGTCAACCAAGAGAACCC
CAGGTGTATACTCTTCCGCCTTCTCGTGAGGAAATGACT
AAAAATCAAGTATCCCTTACGTGTCTGGTTAAAGOTTIT
TATCCTAGCGATATTGCTGTTGAATGGGAATCGAACGGT
CAGCCGGAGAATAATTATAAAACAACGCCACCCGTCCT
GOGATAGCCACGGCTCATITITICTGTATAGCAAACTGAC
TGTAGATAAATCACGGTGGCAGCAGGGCAATGTATTCA
GTTGCTCCGTTATGCATGAAGCGTTACATAATCACTACA
CGCAGAAATCTCITAGTCTITCACCCGGT

-3

ATX-P-429

Variahle HC + Constant

.....

(nucleotide)

CAGGTTCAGCTGOTGCAGTCTGGAGCTGAGGTGAAGAA
GCCTGGGGCCTCAGTGAAGGTCTCOCTGCAAGGCTTCTGEG
TTACACCTTTTCCAGCTATGGTATCAGCTGGGTGCGACA
GGCCCCTGCACAAGGGUTTGAGTGGATGGGATGGATCA
GCGCTTACAATGGTAACACAAACTATGCACAGAACCTC
CGGGGCAGAGTCGUCATGACCACAGACACATCCACGAC
CACAGCCTACATGOAGTTICAGGAGCCTGAGATCTGACG
ACACGGCCGTGTATTACTGTGCGAGAGTTTCATTAGTAT
GGTTTGGGGAATTACCCAGGGGTTTTGACTACTGGGGCC
AGGGAACCCTGOTCACCGTCTCCTCAGCTAGCACTAAA
GGGCCTTCTGTATTTCCCTTGGCCCOCGTCCAGCAAATCG
ACCTCGGGAGGGACAGCCGCCCTGGETTGCOTTGTGAA
AGATTATTTCCCTGAGCCAGTTACCGTAAGTTIGGAACAG
TGGGGCGUTGACAAGTGGTGTGCACACGTTICCTGCCGT
CCTGCAATCATCGGGCTTGTATAGCCTCAGCTCTGTGGT
CACTGTCCCAAGTTCATCGCTGGGCACTCAGACGTATAT
TTGCAATGTGAACCACAAACCTTCAAATACAAAAGTGG
ATAAACGCGTAGAACCGAAATCGTGTGATAAAACTCAC
ACATGCCCGCCATGCCCGGCACCTGAACTGCTTGGTGET
CCCAGCGTGTTCCTGTTCCCGUUGAAGCCTAAAGATACT
CTAATGATCAGCCGTACGCCAGAGGTGACATOTGTCOT
GGTTGACGTGTCCCACGAAGATCCCGAAGTTAAGTTICA
ATTGGTATGTIGATGGTGTAGAGGTACACAATGCTAAG
ACTAAACCTCGCGAGGAGCAGTACGCITCGACCTATCG
TGTCGTGAGCGTTCTGACCGTCCTTCACCAAGATTGGET
TAACGGCAAAGAATATAAGTGCAAGGTAAGCAATAAMAG
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CACTTCCOGCCCCAATCOAGAAAACCATTITCCAAGGCT
AAAGGTCAACCAAGAGAACCCCAGGTETATACTCTTICC
GCCTTCTCGTGAGGAAATGACTAAAAATCAAGTATCCCT
TACGTGTCTGGTTAAAGGTTTTTATCCTAGCGATATTGE
TGTTGAATGGGAATCGAACGGTCAGCCGGAGAATAATT
ATAAAACAACGCCACCCGTCCTGGATAGCGACGGUTCA
TITTITCTCTATAGCAAACTGACTGTAGATAAATCACGG
TGGCAGCAGGGCAATGTATTCAGTTIGUTCCGTTATGCAT
GAAGCGTTACATAATCACTACACGCAGAAATCTICTTAGT
CITICACCCGOT

ATK-P-431

Vanable HC + Constant
higGl-Agly-Fc
(nucleotide)

CAGGTGCAGCTGGTGCAGTCTGGOGCTGAGETGAAGAA
GCCTGGGGCOTCAGTGAAGGTCTCCTGCAAGGCTTICTGG
ATACACCTTCACCGACTACTATATACACTGGGTGCGACA
GGCCCCTGGGECAGGGCTTGAGTGGTTGGGUTGGATCA
ACCCTAACACTGGTGCCACAAAGTATGCACAGAAGTTT
CAGGGCAGGGTCACCATGACCAGGGACACGTCCATCAG
CACAGCCTATATGGAGCTGAGCAGGUTGAGATCTGALG
ACACGGCCGTATATTATTGGGCCGAGAGAAGATAATGGEG
AACTACGGGCATGTTTITGATATCTGGGGACAAGGGAC
AATGOTCACCGTCTCTTCAGCTAGCACTAAAGGGCCTTC
TGTATTITCCCTTGGCCCCGTCCAGCAAATCGACCTICGGEG
AGGGACAGCCGCCCTGGGTTGCCTTGTGAAAGATTATIT
CCCTGAGCCAGTTACCGTAAGTTGGAACAGTGGGGLGC
TCGACAAGTGGTGTGCACACGTTTCCTGCCGTCCTGCAAT
CATCGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCC
CAAGQGTTCATCOCTGGGCACTCAGACGTATATITGCAATG
TCGAACCACAAACCTTCAAATACAAAAGTGGATAAACGC
GTAGAACCGAAATCGTGTGATAAAACTCACACATGCCC
GCCATGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGT
GTTCCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGAT
CAGCCGTACGCCAGAGOTGACATGTICTCGTGGTTGALCG
TGTCCCACGAAGATCCCGAAGTTAAGTTCAATTGGTATG
TTGATGGTGTAGAGGTACACAATGCTAAGACTAAACCT
CGCOAGGAGCAGTACGCCTCGACCTATCGTGTCGTGAG
COGTTCTGACCGTCCTTICACCAAGATTGGUTTAACGGCAA
AGAATATAAGTGCAAGGTAAGCAATAAAGCACTICCGG
CCCCAATCGAGAAAACCATTTCCAAGGUCAAAGGTCAA
CCAAGAGAACCCCAGGTGTATACTCTTICCGCCTTCTCGT
GAGGAAATGACTAAAAATCAAGTATCCCTTACGTGTCT
GOTTAAAGGTTTTTATCCTAGCCATATTGCTGTTGAATG
GGAATCGAACGGTCAGCCGGAGAATAATTATAAAACAA
CGCCACCCGTCCTGGATAGCGACGGCTCATTTTTICTGT
ATAGCAAACTGACTGTAGATAAATCACGGTGGCAGCAG
GGCAATGTATICAGTTGCTCCGTTATGCATGAAGCGTTA
CATAATCACTACACGCAGAAATCTCTTAGTCTTTCACCC
GGT

279

ATX-P-432

Vaunable HC + Constant
higGl-Agly-Fc
{mucleotide}

CAGGTCCAGCTGGTGCAGTCTCGGECTCAGGTGAAGAA
GCCTGGGGCCTCAGTGAAGGTCTCCTGCAAGGUTTICTGG
ATACACCTTCACCCACTACTATATACACTGGGTGCGACA
GGCCCCTGGOCCAGOGCTTGAGTGGTTGCGUTGGATCA
ACCCTAACACTGGTGCCACAAAGTATGCACAGAAGTTT
CAGGGCAGGGTCACCATGACCAGGGACACGTCCATCAG
CACAGCCTATATGGAGCTGAGCAGGCTGAGATCTGACG
ACACGGCCGTATATTATTGTGCGAGAGAAGATAATGGG
AACTACGGGGATOTTTTITGATATCTGGGGACAAGGGAC
AATGCGTCACCGTICTCTTCAGCTAGCACTAAAGGGCCTTC
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TCTATTTCCCTTGGLCCCGTCCAGCAAATCGACCTCGGG
AGGGACAGUCGCCCTGOOTTGCCTTGTCAAAGATTATTT
CCCTGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGC
TCGACAAGTGOTGTGCACACGTTTCCTGCCGTCCTGCAAT
CATCGGGUTTGTATAGCCTCAGCTCTGTGGTCACTGTCC
CAAGTTCATCGCTGGGCACTCAGACGTATATTTGCAATG
TCAACCACAAACCTTICAAATACAAAAGTGGATAAACGC
GTAGAACCGAAATCGTGTGATAAAACTCACACATGCCC
GCCATGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGT
GTTCCTOTTCCCOCCGAAGCCTAAAGATACTCTAATGAT
CAGCCGTACGCCAGAGGTGACATGTGTCGTGGTTGACG
TCTCCCACGAAGATCCCGAAGTTAAGTTCAATTGGTATG
TTGATGGTGTAGAGGTACACAATGCTAAGACTAAACCT
CGUGAGGAGCAGTACGCCTCGACCTATCGTGICGTGAG
COTTCTGACCGTCCTTICACCAAGATTGGUTTAACGGCAA
AGAATATAAGTCCAAGGTAAGCAATAAAGCACTTICCGG
CCCCAATCGAGAAAACCATTTCCAAGGCCAAAGGTCAA
CCAAGAGAACCCCAGGTOTATACTCTTCCGCCTTCICGT
GAGGAAATGACTAAAAATCAAGTATCCCTTACGTGTICT
GGTTAAAGGTTTTTATCCTAGCGATATTGCTGTTGAATG
GGAATCGAACGGTCAGCCGGAGAATAATTATAAAACAA
CGCCACCCGTCOTGGATAGCGACGGCTCATTTTTTCIGT
ATAGCAAACTGACTGTAGATAAATCACGGTGGCAGCAG
GGCAATCTATTCAGTTIGCTCCGTITATGCATGAAGCETTA
CATAATCACTACACGCAGAAATCTCTTAGTCTTTCACCC
GGT

Vanable LC + Kappa
Constant

EIVLTOSPGTLSLSPGERATLSCRASQSVSESYLAWYOOKP
GOAPRLLIY GASSRATGIPDRFSGSGSGTDFTLTISRLEPEDF
AVYYOQQYGSSPPTFGGGTK VEIKRTVAAPS VEIFPPSDEQ

LKSGTASVVCLLNNFYPREAK VOWKVDNALQSGNSQESY
TEQDSKDATY SLSSTLTLSKADYEKHKYY ACEVTHOOLSS

PVTKSFNRGEC

Variable LC + Kappa
Constant

EIVLTOQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQOQKD
GQAPRLLIYGASSRATGIPDRFSGSGSGTDFTLTISRLEPEDF
AVYYCOOOYGSSLTPGGGTR VKR TY AAPSVEIFPPSDEQL
KSGTASVVCLLNNFYPREAKVOWK VDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHK VY ACEVTHOGLSSP
VIESFNRGEC

Variable LC -+ Kappa
Constant

DIVMTQOSPLSLPVTPGEPASISCRSSOSLLHSNRYNYLDWY
LOEPGORPOLLIVLGSNRASGVPDRESGSGSGTOFTLQISRY
EAEDVGVYYCMOTLOTPYTFGQGTKLEIKRTVAAPSVEIFP
PSDEQLESGTASVVCLLNNFYPREAKVOWE VDNALQSGN
SQESVTEQDSKDSTYSLISTLTLSKADYEKHKVYACEVTH
QGLSSPVTESFNRGEC

Vanable LC + Kappa
Constant

EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKP
GOAPRLLIYGASSRATGIPDRFSGSGRGTDFTLTISRLEPEDT
AVYYCOQOYGISPPTFGGUTRKVEIKRTVAAPSVFIFPPSDEQ
LESGTASVVCLLNNFYPREAKVOWEVDNALQSGNSQESY
TEQDSKDSTY SLSSTLTLSKADYEKHKVYACEVTHQGLSS
PVIKSFNRGEC

WO 2023/212294
280 ATX-P-428
251 ATX-P-443
282 ATX-P-429
283 ATX-P-431
284 ATX-P432

Vauable LC + Kappa
Constant

EIVLTOQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKP
GQAPRLLIYGASSRATGIPDRFSGSGSGTDFTLTISRLEPEDF
AVYYCQOYGRSPPTFGGOGTKVEIKRTVAAPSVEIFPPSDEQ
LKSGTASVVULLNNFYPREAKVOWKVDNALQSGNSQESY
TEQDSKDSTY SLSSTLTLSKADYEKHKVYACEVTHQGLSS
PVIKSFNRGEC
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Varnable LC + Kappa
Constant (nucleotide)

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTICTTTG
TCTCCAGGOGAAAGAGCCACCCTCTCUTGCAGGGLCAG
TCAGAGTGTTAGCAGCAGCTACTTAGCCTGGTACCAGCA
GAAACCTGGCCAGGUTCCCAGGCTCCTCATCTATGGETGL
ATCCAGCAGGGCCACTGGCATCCCAGACAGGTTCAGTG
GCAGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCA
GACTGGAGCCTCAAGATTTTGCAGTGTATTACTGTCAGC
AGTATGGTAGCTCACCTCCCACTTTCGGCGGAGGGACCA
AGOTGGAGATCAAACGTACGGTAGCTGCCCCTICAGTTT
TTATCTTICCGCOCGTCTGACGAGCAGTTAAAATCCGGGA
CCGUTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGOG
TCGAGGCTAAAGTACAATGGAAAGTCOACAATGCTTTGC
AGTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGAT
TCTAAAGATTCCACATATTCACTCAGCTCCACCCTTACA
CTGAGCAAAGUCGACTATCGAAAAACATAAAGTITACGC
ATGTGAGGTCGACGCACCAAGGATTATCCAGTCCGGTCA
CAAAATCGTTTAACCGCGGTGAGTGT

Vanable LC + Kappa
Constant (nuckotide)

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTICTTTG
TCTCCAGGGOAAAGAGCCACCCTCTCCTGCAGGGUCAG
TCAGAGTGTTAGCAGCAGCTACTTAGCCTGGTACCAGCA
GAAACCTGGCCAGGCTCCCAGGUTCCTCATCTATGGTGO
ATCCAGCAGGGUCACTGGCATCCCAGACAGGTTCAGTG
GCAGTCQOTCTGCGACAGACTICACTCTCACCATCAGCA
GACTGGAGCCTGAAGATTTTGCAGTGTATTACTGTCAGC
AGTATGGTAGCTCACTCACTTTCGGUGGAGGGACCAAA
GTGGATATCAAACGTACGGTAGCCTGCCCCTICAGTTTYT
ATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACC
GCTTCTGTAGTTTGCCTGCTGAATAATTITTATCCGCGTG
AGGCTAAAGTACAATGGAAAGTCGACAATGCTTTIGCAG
TCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATTC
TAAAGATTCCACATATTCACTCAGCTCCACCCTTACALT
GAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCAT
GTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCACA
AAATCGTTTAACCGCGGTGAGTGT

YVariable LC + Kappa
Constant (nuclcotide)

GATATTGTGATGACTCAGTCTCCACTCTCCCTGUCCETT
ACCCCTGGAGAGCCGGCCTCCATCTCOCTGCAGGTCTAGT
CAGAGCCTCCTGCATAGTAATAGATACAACTATTTIGGAT
TGGTACCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCT
GATCTATTTGGGTTCTAATCGGGCCTCCGGGGTCCCTGA
CAGGTTCAGTGGCAGTGGATCAGGCACAGATTTTACACT
GCAAATCAGCAGAGTGGAGGCTCAGCATGTTGGGOTTT
ATTACTGCATGCAAACTCTACAAACTCCGTACACTTTTIG
GCCAGGOGOACCAAGCTGGAGATCAAACGTACGGTAGET
GCCCCTTCAGTTITTATCTTTCCGCCOTCTGACGAGCAGT
TAAAATCCGGGACCGCTTICTGTAGTTTGCCTGCTGAATA
ATTTTTATCCGCGTGAGGCTAAAGTACAATGGAAAGTCG
ACAATGCTTTGCAGTCOGOAAATICACAGGAAAGTGTT
ACGGAGCAGGATTCTAAAGATTCCACATATTICACTCAGC
TCCACCCTTACACTGAGCAAAGCCGACTATGAAAAACA
TAAAGTTTACGCATGTGAGGTOACGCACCAAGGATTAT
CCAGTCCGGTCACAAAATCGTTITAACCGCGGTGAGTGT

WO 2023/212294
383 ATX-P-428
286 ATX-P-443
287 ATX-P-429
258 ATX-P-431

Variable LC + Kappa
Constant (nucleotide)

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTICTTTG
TCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAG
TCAGAGTGTTAGCAGCAGCTACTTAGCCTGGTACCAGCA
GAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGGTGE
ATCCAGCAGGGCCACTGGCATCCCAGACAGGTTCAGTG
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GCAGTGGOTCTGGGACAGACTTCACTCTCACCATCAGCA
GACTGGAGCCTCAAGATTTTGCAGTGTATTACTGTCAGC
AGTATGGTAGCTCACCTCCCACTTTCGGCGGAGGGACCA
AGOTGGAAATCAAACGTACGGTAGCTGCCCCTICAGTTT
TTATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGA
CCGCTTCTGTAGTTTGCCTGCTGAATAATTTTITATCCGCG
TCAGGCTAAAGTACAATGGAAAGTCGACAATGCTTIGC
AGTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGAT
TCTAAAGATTCCACATATICACTCAGCTCCACCCTTACA
CTGAGCAAAGUCGACTATCAAAAACATAAAGTITACGC
ATGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCA
CAAAATCGTTTAACCGCGGTGAGTGT

284

ATX-P-432

Variable LC + Kappa
Constant (nucleotide)

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTIGC
TCTCCAGGGOAAAGAGCCACCCTCTCCTGCAGGGUCAG
TCAGAGTGTTAGCAGCAGCTACTTAGCCTGGTACCAGCA
GAAACCTGGCCAGGCTCCCAGGUTCCTCATCTATGGTGO
ATCCAGCAGGGCCACTGGCATCCCAGACAGGTTCAGTG
GCAGTGGOGTCTGGGACAGACTTICACTCTCACCATCAGCA
GACTGGAGCCTGAAGATTTTGCAGTGTATTACTGTICAGC
AGTATGGTAGCTCACCTCCCACTTTCGGCGGAGGGALCCA
AGGTGGAAATCAAACGTACGGTAGCTGCCCCTICAGTTT
TTATCTTICCGCCGTICTGACGAGCAGTTAAAATCCGGGA
CCOUTTCTGTAGTTTGCCTGCTGAATAATTTITTATCCGOG
TGAGGCTAAAGTACAATGGAAAGTCGACAATGCTTICC
AGTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGAT
TCTAAAGATTCCACATATTCACTCAGCTCCACCCTTACA
CTGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGC
ATGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCA
CAAAATCGTTTAACCGCGGTGAGTGT

280

ATK-P-437

Vanable HC + Constant
higGl-Agly-Fc

QITLKESGPTLVEPTQTLTLTCTFSGEFSLSTSGVGVGWIR(E
PGKALEWLALIYWNDDKOQYSPSLKSRLTITKDTSKNQVVL
TMTNMDPMDTATYYCAHNPDYGDFFDYWGOQGTLVTVSES
ASTEKGPSVFPLAPSSKSTRGGTAALGCLVKDYFPEPVTIVSW
NSGALTSGVHTFPAVLOSSGLY SLSSVVTVPSSSLGTQTYIC
NVNHKPSNTKVDKRVEPESCDKTHTCPPCPAPELLGGESY
FLFPPKPKDTLMISRTPEVTCVVVDVIHEDPEVEKFNWY VD
GVEVHNAKTKPREEQYASTYRVVSVLTVLHODWLNGKE
YRCEVSNKALPAPIEKTISKAK GOPREPQVY TLFPSREEMT
KNQVILTCLVKGFYPSDIAVEWESNGQPENNYKTTPFVLD
SDGSFFLYSKLTVDIKSRWOQOGNVFSCSVMHEALHNHYTQ
KSLSLSPG

291

ATX-P-442

Varable HC + Constant
BgGl-Agly-Fc

QITLKESGPTLVEPTOQTLTLTCTFSGEFSLSTSGVGVGWIRQE
PGKALEWLALIYWNDDKRYSPSLKSRLTITKDTSKNLYVL
TMTINMDPVDTATYYCARDYGDYWEFFDLWGRGTPVTVSS
ASTEGPSVEPLAPSSKSTSGGTAALGCLVKDYFPEPVIVEW
NSGALTSGVHTFPAVLOSSGLY SLSSVVTVPSSILGTQTYIC
NYNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSY
FLFPPEPKDTLMISRTPEVICVVVDVIHEDPEVKFNWY VD
GVEVHNAKTKPREEQYASTYRVVYSVLTVLHQDWLNGKE
YECEVSNKALPAPIEKTISKAKGQPREPOQVYTLPPSREEMT
KNQVRLTCLVEGFYPSDHAVEWESNGOPENNYKTTPPVLD
SDGSFFLYSKLTVDKSRWOOGNVESCSVMHEALENHYTQ
KSLSLSEG

ATK-P-437

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

CAGATCACCTTGAAGGAGTCTGGTCCTACGUTGGTGAA
ACCCACACAGACCCTCACGTTGACCTGCACCTTICTICTGS
GTTCTCACTCAGCACTAGTGGUGTGGGTGTIGGGCTGGAT
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CCGTCAGCCCCCAGGAAAGGLCCTGGAGTGOCTTGCAC
TCATTTATTOGAATGATGATAAACAGTACAGCCCTTICTC
TGAAGAGCAGGCTCACCATCACCAAGGACACCTCCAAA
AACCAGGTGCGTCCTITACAATGACCAACATGGACCCTAT
GGACACAGCCACATATTACTGTGCACACAACCCTGACT
ACGGTGACTTCTTTGACTACTGGGGCCAGGGAACCCTGE
TCACCGTCTCCTCAGCTAGCACTAAAGGOCCTTCTOTAT
TTCCCTTGGCCCCGTCCAGCAAATCCGACCTCGGGAGGGA
CAGCCGCCCTGGETTGCCTTGTGAAAGATTATTITCCCTG
AGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGACA
AGTGGTGTGCACACGTTICCTGCCGTCCTGCAATCATCG
GGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGT
TCATCGCTGGGCACTCAGACGTATATTTGCAATGTGAAC
CACAAACCTTCAAATACAAAAGTGGATAAACGCGTAGA
ACCOGAAATCOTGTGATAAAACTCACACATGCCCGCCAT
GCCCGECACCTGAACTOGCTTGOGTGGTCCCAGCGTGTTCC
TGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCAGCC
GTACGCCAGAGGTGACATGTGTCOTGOGTTGACGTGTCCC
ACGAAGATCCCGAAGTTAAGTTCAATTGGTATGTTGATG
GTGTAGAGGTACACAATGCTAAGACTAAACCTCGCGAG
GAGCAGTACGCCTCGACCTATCGTGTICGTGAGCGTTCTG
ACCGTCCTTCACCAAGATTGGCTTAACGGCAAAGAATAT
AAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAAT
CGAGAAAACCATTTCCAAGGUCAAAGGTCAACCAAGAG
AACCCCAGGTGTATACTCTTICCGCCTTCTCGTGAGGAAA
TGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAG
GTTTTTATCCTAGCGATATTGCTOTTGAATGGGAATCGA
ACGGTCAGCCGGAGAATAATTATAAAACAACGCCACCO
GTCCTGOGATAGCGACGGUTCATTTITTCTIGTATAGCAAA
CTGACTOTAGATAAATCACGGTCGGCAGCAGGGCAATGT
ATTCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCA
CTACACGCAGAAATCICTTAGTICTTITCACCCGGT

293

ATX-P-442

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

CAGATCACCTTGAAGGAGTCTGGTCCTACGUTGGTGAA
ACCCACACAGACCCTCACGCTCACCTGCACCTTICTCTGG
GTTCTCACTCAGCACTAGTGGAGTGGGTGTGGGCTGGAT
CCOTCAGCCCCCAGUAAAGGCCCTGGAGTGGCTTGCAL
TCATTTATTGOAATGATGATAAGCCCTACAGCCCATCTC
TGAAGAGCAGGCTCACCATCACCAAGGACACCTCCAAA
AACCTGGTGGTCCTTACAATGACCAACATGGACCCTGTG
GACACAGCCACATATTACTGTGCACGTGACTACGGTGA
CTACTGGTTCTTCGATCTCTGGGGCCGTGGCACCCCGET
CACCGTCTCCTCAGCTAGCACTAAAGGGCCTTCTGTATT
TCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGAGGGA
CAGCCGCCCTGGOTTGUCTTGTGAAAGATTATITCCCTG
AGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGACA
AGTGGTGTGCACACGTTICCTGCCGTCCTGCAATCATCG
GGUTTGTATAGCCTCAGUTCTGTGGTICACTGTCCCAAGT
TCATCGCTGGGCACTCAGACGTATATTTGCAATGTGAAC
CACAAACCTTCAAATACAAAAGTGGATAAACGCGTAGA
ACCOGAAATCOTGTGATAAAACTCACACATGCCCGCCAT
GCCCGECACCTGAACTOGCTTGOGTGGTCCCAGCGTGTTCC
TGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCAGCC
GTACGCCAGAGGTGACATGTGTCOTGOGTTGACGTGTCCC
ACGAAGATCCCGAAGTTAAGTTCAATTGGTATGTTGATG
GTGTAGAGGTACACAATGCTAAGACTAAACCTCGCGAG
GAGCAGTACGCCTCGACCTATCGTGICGTGAGCGTICTG
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ACCGTCCTTCACCAAGATTIGGCTTAACGGCAAAGAATAT
AAGTCCAAGGTAAGCAATAAAGCACTTICCGGUCCCAAT
CGAGAAAACCATTTICCAAGGCCAAAGGTCAACCAAGAG
AACCCCAGGTGTATACTCTTCCGUCTTCTCGTGAGGAAA
TGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAG
GTTTTTATCCTAGCGATATTGCTGTTGAATGGGAATCGA
ACGGTCAGCCGGAGAATAATTATAAAACAACGCCACCC
GTCCTGGATAGCGACGGCTCATTITTITTCTGTATAGCAAA
CTGACTGTAGATAAATCACGGTGGUAGCAGGGCAATGT
ATTCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCA
CTACACGCAGAAATCTICTTAGTCTITCACCCGGT

284

ATX-P-437

Variable LC -+ Kappa
Constant

DRIOMTOQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKPG
KAPKLLIYAASSLOSGVPSREFSGSGSGTDFILTISSLOPEDFA
TYYCOQSFSTPLTFGGGTRKLEIKRTVAAPSVEIFPPSDEQLE
SGTASVVCLLNNFYPREAKVOWKVDNALGSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHK VY ACEVTHQGLSSPY
TESFNRGEC

285

ATX-P-442

Variable LC + Kappa
Constant

DIOMTORSPSSLSASVGDRVTITCRASQGISSYLAWYQOKFPG
KAPKLLIVAASSLGIGVPSRESGSGAGTDFTLTISSLQPEDF
ATYYCQQOSFSTPLTFGGGTKLEIKRTVAAPSVFIFPPSDEQL
KSGTASVVCLLNNFYPREAKVOWKVDNALQSONSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHK VY ACEVTHQGLSSP
VTKSFNRGEC

296

ATX-P-437

Varnable LC + Kappa
Constant (nucleotide)

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCA
TCTGTAGGAGACAGAGTCACCATCACTTIGCCGGGLCAAG
TCAGAGCATTAGCAGCTATTTAAATTGGTATCAGCAGAA
ACCAGGGAAAGCCCCTAAGCTCCTGATCTATGCTGCATC
CAGTITGCAAAGTGGGGTCCCATCAAGGTTCAGTGGCA
GTGGATCTGGGACAGATTTCATICTCACCATCAGCAGTC
TGCAACCTGAAGATTTTIGCAACTTACTACTGTCAACAGA
GTTTCAGTACCCCGUTCACTTTICGGUGGAGGGACCAAGC
TGGAAATCAAACGTACGGTAGCTGCCCCTTCAGTTTITA
TCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACCG
CTTCTCTAGTTTGCCTGCTGAATAATTTTTATCCGOCGTGA
GGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCAGT
CGOGAAATTCACAGGAAAGTGTTACGGAGCAGGATTCT
AAAGATTCCACATATTCACTCAGCTCCACCCTTACACTG
AGCAAAGCCGACTATGAAAAACATAAAGTTTACGCATG
TCGAGGTGACGCACCAAGGATTATCCAGTCCGGTCACAA
AATCGTTTAACCGCGGTOAGTGT

N2
2
~3

ATX-P-442

Vartable LC + Kappa
Constant (mucleotide)

GACATCCAGATCACCCAGTCTCCATCCTCCCTOTUTGCA
TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCCAG
TCAGGGCATTAGCAGTTATTTAGCCTGGTATCAGCAAAA
ACCAGGGAAAGCCCCTAAGCTCCTCATCTATGCTGCATC
CAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGTGGCA
GTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGTC
TCGCAACCTGAAGATTITIGCAACTTACTACTGTCAACAGA
GTTTCAGTACCCCGCTCACTTTCGGUGGAGGGACCAAGC
TGGAGATCAAACGTACGGTAGCTGCCCCTICAGTTTITA
TCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACCE
CTTCTGTAGTTTGCCTGCTGAATAATTTTITATCCGCGTGA
GGCTAAAGTACAATGGAAAGTCCGACAATGCTTTGCAGT
CGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATTCT
AAAGATTCCACATATTCACTCAGCTCCACCCTTACACTG
AGCAAAGCCGACTATCAAAAACATAAAGTTTACGCATG
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TCGAGGTGACGCACCAAGGATTATCCAGTCCGGTCACAA
AATCGTTTAACCGCGGTOAGTGT

298

ATX-P-444

Varighle HC + Constant
MeGl-Agly-Fo

EVOLVESGGGLVOPGGRLRLSCAASGFTLSVYDMHWYVRQ
VAGKGLEWVSGIDPDGDTY YPGRVKGRFTISRENAKNSLY
LOMNSLRVGDTAVY YCLRGEESNSSEDGFDIWGRQGTMYVT
VSSASTKGPSVFPLAPSSESTSGGTAALGCLVEDYFPEPVT
VEWNSGALTSGVHTFPAVLQSSGLY SLSSVVTVPSSSLGTQ
TYICNVNHEKPSNTK VDK RVEPKSCDETHTCPPCPAPELLG
GRSVELPPPKPEDTLMISRTPEVTCVVVDVSHEDPEVEFNW
YVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLN
GKEYKCEVSNKALPAPIERKTISKAKGOPREPQVYTLPPSRE
EMTKNQVSLTCLVKGFYPRDIAVEWESNGOQPENNYKTTPP
VLD SDGSFPFLYSKLTVDRSRWOQGNVFSCSVMHEALHNH
YTOKSLSLSPG

249

ATX-P-445

Varighle HC + Constant
MeGl-Agly-Fo

EVOLVESGGGLVOPGGSLRLUSCAASGFTFSSHDOMHWYVRO
VIGKCLEWVSGIDPAGDTY YPDSVKGRFTISRENAKNSLY
LOMNSLRAGDTAVYYCTRGEASSSSEDAFDIWGQGTMVT
VESASTKGESVFFLAPSSESTSGGTAALGCLVEDYTFPEPVT
VEWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPRESLGTR
TYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLG
GESVELFPPKPEDTLMISRTPEVTCVVVDVSHEDPEVEFNW
YVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHODWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRE
EMTKNQVSLTCLVKGFYPIDIAVEWESNGOPENNYETTPP
VEDSDGSFFLYSKLTYDKSRWOOGNVFSCSVMHEALHNH
YTQKSLSLSPG

ATX-P-446

Variable HC + Constant
hig(l-Aghy-Fo

EVQLVESGGGLVQPGGSLRLSCAASGFTLSSYDMHWVRQ
VIGKGLEWVSGIDPDGDTYYPGSVEGRFTISREDAKNSLYL
OMNSLRAGDTAVYYCTRGEDNSSSEDAFDIWGQGTMVTY
SSASTRGPSVEFPLAPSSKSTSGGTAALGCLVKDYFPEPVTV
SWHNSGALTSGVHTPPAVLOSSGLY SLASVVTVPSSSLGTOT
YIONYNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGEG
PSVFLFPPKPKDTLMISETPEVTICVVVDVSHEDPEVKENWY
VBGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREE
MTKNQVSLTCLVEGFYPSDIAVEWESNGOPENNYETTPPY
LBSDGSFFLYSKLTVDKSRWOQOGNVESCSVMHEALHNHY
TOKSLSLSPG

ATX-P-447

Varable HC + Constant
higGl-Agly-Fc

EVOQLVESGGGLVQPGGSLRLSCAASGFTISDYDMHWVRO
TTGEKGLEWVSGIDPDGDTY YPGSLKGRETISRENAKNSLY
LOMNSLRAGDTAVYYCTRGEDSSSSEDAFDIWGQGTMVT
VESASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VEWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKESNTKVDKRVEPESCDKTHTCPPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKEFNW
YVDGVEVHNAKTEPREEQYASTYRVVSVLTVLHODWLN
GEEYKCKVSNKALPAPIEKTISKAKGOQFREPQVYTLPPSRE
EMTKNQVSLTCLVKGFYPSDIAVEWESNGQOPENNYKTIPP
VLDSDGSFFLYSKLTVDKSEWOQOQGNVESCSVMHEALHNH
YTOKSLALSPG

302

ATX-P-427

Vaunable HC + Constant
higGl-Agly-Fc

EVOLVESGGGVVRPGGSLRLICAASGESFDDYOMSWVRG
VPGKGLEWVSGINWNGGSTGYADSVKGRFTISRDNAKNS
LYLOMSSLEAEDTALYYCASYSGSFRDAPDIWGQGTMVT
VESASTRGPSVFPLAPSSKSTSGGTAALGCLVKDYFPERPVT
VEWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVESSSLGTO
TYICNVNHKPSNTKVDKERVEPKSCDKTHTCEPCPAPELLG

124
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GESVELFPPKPEDTLMISRTPEVTCVVVDVSHEDPEVEFNW
YVDGVEVHNAKTEPREEQYASTYRVVSVLTVLHODWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRE
EMTKNQVSLTCLVKGFYFPSDIAVEWESNGOPENNYETTPP
VEDSDGSFFLYSKLTYDKSRWOOGNVFSCSVMHEALHNH
YTQKSLSLSPG

a3
<o
S

ATX-P-440

Variable HC + Constant
hig(l-Aghy-Fo

EVQLVESGGGVVRPGGSLRLSCAASGFTFDDYGMSWVRQ
APGKGLEWVSTINWNGGNTGYADSVEGRFTISRIDNAKNS
LYLOMNSLRAEDTALYYCARDEGAAGLGYYFDIYWGQGT
LVTVSSASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFPE
PVIVSWNSGALTSGVHTFPAVLOSSGLYSLESVVTVPSSSL
GTQTYICNVNHEKPSNTEKVDEKRVEPKSCDK THTCPPUPAPE
LEGGPSVFLFPPKPRDTLMISRTPEVTCVYVDVSHEDPEVIC
FNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLH3D
WLNGKEYKCKVSNKALPAPIEKTISK AKGOPREPQVYTLP
PSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYK
TTPPVLDIDGSFFLY SKLTVDKSR WOQOGNVESCSVMHEAL
HNHYTOKSLSLSPG

304

ATK-P-424

Varable HC + Constant
higGl-Agly-Fc

EVOQLVESGGGLVKPGGSLRLSCAASGFTFSSYSMNWVRO
APGKGLEWVSSITSSSYIFY ADSLEKGRFTISRDNAKNSLFLO
MNSLRAEDTAVYYCARDSNWGEAFDIWGOGTMVTVSSA
STKGPSVFPLAPSSKSTSGGTAALGCLVEKDYFPEPVTVSWN
SGALTSGVHTFPAVLQSSGLY SLSSVVTVPSSSLGTOTYICN
VNHKPSNTEKVDKRVEPKSCDOETHTCPPUPAPELLGGPSVF
LFPPKPKDTLMISRTPEVICVVVDVRHEDPEVEFNWY VDG
VEVHNAKTKPREEQYASTYRVVSVLTVLHODWENGKEY
KCKVSNEALPAPIEKTIRKARKGOQPREPOVYTLPPSREEMTK
NOVSLTCLVKGFYPRDIAVEWESNGQPENNYKTIPPVLDS
DGSFFLYSKLTVDKSRWOOONVESCSVMHEALHNHY TR
SLALSPG

ATX-P-425

Vaunable HC + Constant
higGl-Agly-Fc

EVOLVESGGGLVKPGGSLRLSCAASGEFTFSTYSMNW VRGO
APGKGLEWVSSITSSSSYMFYADRSVMGRFTISRDNAKNSL
YLOMNSLRAEDTADYYCARDSNWGEAFDIWGOQGTMVTV
SSASTKGPSVIPLAPSSKESTSGGTAALGCLVEDYFPEPVTV
SWHNSGALTSGVHTFPAVLQSSGLY SLSSVVTVPRSSLGTOT
YICNVNHEPSNTRVDEKRVEPKSCODRTHTCPPCPFAPELLGG
PSVELFPPKPEDTLMISRTPEVTICVVVDVSHEDPEVEFNWY
VBGVEVHNAKTKPREEQY ASTYRVVSVLTVLHODWLNG
KEYKCKVSNKALPAPIEKTISKAKGOPREPOQVYTLPPSREE
MTENQVSLTCLVKGFYPSDIAVEWESNGQOPENNYKTIPRY
LBSDGSFFLY SKETVDKSRWOQGNVESCSVMHEALHNHY
TOKSLSLEPG

306

ATX-P-430

Varable HC + Constant
BgGl-Agly-Fc

EVOLVESGGGLVOQPGGSLRLSCAASGFTFSSYAMSWVEH(
APGEGLEWVSAISGSGGSTY YADSVKGRFTISRDNSKNTL
YLOMNSLRAEDTAVYYCAKDGDYYYYYMDVWGKGTTV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPERY
TVEWNSGALTSGVHTFPAVLOSSGLYSLSSVVTIVPSSSLGT
QTYICKNVNHEKPSNTEVDRRVEPKSCDKTHTCPPCPAPELL
GGPSVPLFPPKPEDTLMISRTPEVTCVVVDVSHEDPEVKEN
WYVDOGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWL
NGKEYRCKVSNKALPAPIEKTISKAK GOPREPQVYTLPPSR
EEMTENGVSLTCLVKGEFYPSDIAVEWESNGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWOQOQGNVESCSVMHEALHN
HYTQESLSLSPG

ATX-P-439

Variable HC + Constant
HeGl-Agly-Fo

EVOLVESGGGLVQPGGRLRLSCAASGFTFSSYAMSWVRG
APGEKGLEWVSAISGSGGSTY YADSVKGRPTISRDNSKNTL
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YLOMNSLRAEDTAVYYCAKVERDMVEGHYYYYMDVWG
KGTTVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVEKDY
FPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPS
SSLGTOTYICNVNHKPSNTKVDKR VEPK SCDKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTICVVVDVSHEDP
EVEFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLH
ODWLNGKEYKCKVSNEALPAPIEKTISKARKGOPREPOVYT
LPPSREEMTENQVSLTCLVKGFYPSDIAVEWESNGQOPENN
YKTTPPVLDSDGSFFLYSKLTVDKSEWQOGNVESCSVMHE
ALHNHYTOQESLSLSPG

Vanable HC + Constant
higGl-Agly-Fc

QVOLVESGGGYVOQPGRSLRLSCAASGFTFSEY GMHW VRO
APGKGLEWVSHITYDGSDKYYGDSVKGRFTISRDNSKNTL
YLOMNSLRAEDTAVYYCAKDGYSSGWWYFDYWGQGTL

VTVSSASTK GRS VFPLAPSSKSTSGOTAALGCLVKDYFPEP

VTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLG
TQTYICNVNHEPSNTEVDERVEPKSCDE THTCPPCPAPELL
GOPSVFLFPPKPKDTLMISR TPEVTCVYVDVSHEDPEVKEN
WYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWL

NGKEYECKVSNK ALPAPIEK TISK AK GOPREPQVY TLEPSR
EEMTENQVILTCLVK.GPYPSDIAVEWESNGOPENNYK TTP
PVLDSDGSFFLY SKLTVDKSRWOQQGNVFSCSVMHEALHN

HYTORSLILSEG

Varable HC + Constant
BgGl-Agly-Fc

OVOLVESGGGVVOPGRSLELSCAASGFTFSEY GMHW VRQ
APGKGLEWVAIISYDGNNEY Y ADSVKGRFTISRONSKNTL
YLOMNSLRDEDTAVY YCAKERGYSSSSGYYVYYMDVWG
KGTTVIVSSASTKGPS VEPLAPSSKSTSGGTAALGCLVKDY
FPEPVTVSWNSGALTSGVHTRPAVLOSSGLYSLSSVVTVES
SSLGTOTYICNVNHEPSNTEVDERVEPK SCOK THTOPPOP
APELLGOPSVELEPPKPED TLMISRTPEYTCYVVDVSHEDP
EVKENWY VDGVEVHNAK TKPREEQYASTYRVVSVLTVLHE
ODWLNGKEYKCKVSNEKALPAPIEK TISK AKGOPREPQVY T
LPESREEMTENGVSLTCLVE GEYPSDIA VEWESNGOPENN
VK TTPPVLDSDGRFFLY SKLTVDKSRWOOGNVESCSVMHE
ALHNHYTOKSLSLSPG

Variable HC + Constant
hegGl-Agly-Fe

GVOLVESGGGVVGPGRILRLSCAASGFPFSSYGMHWVRO
APGEOLEWVAVMSYDGINGY Y ADSVKGRETISRDNSKNT
LYLOMNSLRAEDTAVY YCARLVYADDAFDIWGQGTTVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVEDYFPEPVT
VEWNSGALTSGVHTFPAVLOSSGLYSLSSVYTVPSSSLGTQ
TYICNVNHKPSNTK VDK RVEPK SCOKTHTOPPOPAPELLG
GPSVFLFPPKPKDTLMISETPEVTCVVVDVSHEDPEVKFNW
YVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLN
GKEYKCKVSNK ALPAPIEK TISKAKGQPREPQVYTLPPSRE
EMTENQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPP
VLDSDGSFFLYSKLTVDESRWOOGNVFSCSVMHEALHNH
YTQKSLSLSPG

WO 2023/212294
308 ATX-P-423
309 ATX-P-438
310 ATX-P-448
311 ATX-P-444

Variable HC + Constani
higGl-Agly-Fc

QVOLVESGGOGVVQPGRELRLICAASGFAFSSYCMHW VRO
APGKGLEWVAVISYYGSNKYYADSVEGHFTISRDNSKNTL
YLOMNSLRAEDTAVYHCARGITMDVWGEGTTVTVSSAST
KGPESVFPLAPSSKSTSGOTAALGCLVEDYFPPEPVTIVEWNS
GALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTQTYICN
VNHKPSNTKVDKREVEPKSCDKTHTCPPCPAPELLGGRSVE
LFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDG
VEVHNAKTKPREEQYASTYRVVSVLTVLHODWLNGKEY
KCEVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTK
NOQVSLTCLVEGFYPSDIAVEWESNGOPENNYKTTPPVLDS
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DGSPFPLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTOK
SLSLSPG

ATX-P-433

Variahle HC + Constant

.....

EVOLVESGGGLVOPORSLRLICAASGFTFDDFAMEWVR(
GPGKGLEWVSGIGWNSGSIGY ADSVEKGRFTISRDNAKNSL
YLOMNSLRAEDTALYYCAKAPDYGDYYPDYWGQGTLVT
VSSASTKGPSVFPLAPSSESTSGGTAALGCLVEDYFPEPVT
VEWNSGALTSGVHTFPAVLQSSGLY SLSSVVTVPSSSLGTQ
TYICNVNHEKPSNTK VDK RVEPKSCDETHTCPPCPAPELLG
GRSVELPPPKPEDTLMISRTPEVTCVVVDVSHEDPEVEFNW
YVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLN
GKEYKCEVSNKALPAPIERKTISKAKGOPREPQVYTLPPSRE
EMTKNQVSLTCLVKGFYPRDIAVEWESNGOQPENNYKTTPP
VLD SDGSFPFLYSKLTVDRSRWOQGNVFSCSVMHEALHNH
YTOKSLSLSPG

L
P
L

ATX-P-444

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

GAGGTGCAGCTGGTGGAGTCGGGGGGAGGUTTGGTACA
GCCTGOGGOGTCCCTGAGACTCTCCTGTGCAGCCTCTGG
ATTCACCCTCAGTGTCTACGACATGCACTGGGTCCGCCA
AGTTTCAGGAAAAGGTCTGGAGTGGGTCTCAGETATTG
ATCCTGATGGTGACACATACTATCCCGGCTCOGTGAAGE
GCCGATTCACCATCTCCAGAGAAAATGCCAAGAACTCC
TTGTATCTTCAAATGAACAGCCTGAGAGTCGGUGGACALC
GGCTGTGTATTATTGTCTAAGAGGGGAGGAAAGCAACT
CGTCCGAGGATGGTTTTGATATATGGGGACAAGGGACA
ATGOTCACCGTCTCCTCAGCTAGCACTAAAGGGCCTTCTY
GTATTTCCCTTGGCCCCGTCCAGCAAATCCGACCTCGGGA
GGGACAGCCGCCCTGGGTTGCCTTGTGAAAGATTATITC
CCTGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCECT
GACAAGTGGTGTGCACACGTTTCCTGCCGTCCTGCAATC
ATCGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTICCC
AAGTTCATCOCTGOGCACTCAGACGTATATTTGCAATGT
GAACCACAAACCTTCAAATACAAAAGTGGATAAACGCG
TAGAACCGAAATCGTGTCGATAAAACTCACACATGCCCG
CCATGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTG
TTCCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGATC
AGCCGTACGUCAGAGGTGACATGTGTCGTGETTGACGT
GTCCCACGAAGATCCCGAAGTTAAGTTCAATTGGTATGT
TCGATGGTGTAGAGGTACACAATGCTAAGACTAAACCTC
GCGAGGAGCAGTACGCCTCGACCTATCOTGTCGTGAGC
GTTCTGACCGTCCTTCACCAAGATTGGUTTAACGGCAAA
GAATATAAGTGCAAGGTAAGCAATAAAGCACTTICCGGC
CCCAATCGAGAAAACCATTTCCAAGGCCAAAGGTCAAL
CAAGAGAACCCCAGGTGTATACTCTTCCGCCTTCTCGTG
AGOAAATCGACTAAAAATCAAGTATCCCTTACGTGTICTG
GTTAAAGGTTTTTATCCTAGCGATATTIGCTOTTIGAATGG
GAATCGAACGGTCAGCCGGAGAATAATTATAAAACAAC
GCCACCCGTCCTGGATAGCGACGGUTCATTTTITICTGTA
TAGCAAACTGACTGTAGATAAATCACGGTGGCAGCAGG
GCAATGTATTCAGTTGCTCCGTTATGCATGAAGCGTTAC
ATAATCACTACACGCAGAAATCTCTTAGTCTITCACCCG
T

314

ATX-P-445

Variahle HC + Constant

.....

(nocleotide)

GAGGTGCAGCTGOTGGAGTCTGGGGGAGGCTTGGTACA
GCCTGGGGOOTCCCTGAGACTCTCCTGTGCAGCCTCTGG
ATTCACCTTCAGTAGCCACGACATGCACTGGGTCCGLCA
AGTTACAGGAAAAGGTCTGCAGTGGGTCTCAGGTATIC
ATCCTGCTGGTGACACATACTATCCAGACTCCGTGAAGG
GCCCGATTCACCATCICTAGAGAAAATGCCAAGAACTCCT
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TCTATCTTCAAATGAACAGCCTGAGAGCCGGGGACACG
GCTGTGTATTACTGTACAAGAGGAGAGGCTAGTAGTIC
GTCCGAGGATGCTITTGATATCTGGGGACAAGGGACAA
TGGTCACTGTCTCCTCAGCTAGCACTAAAGGGCCTTCTIG
TATTTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGAG
GGACAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTTCC
CTGAGCCAGTTACCGTAAGCTTIGGAACAGTGGGGUGCTG
ACAAGTGGTGTGCACACGTTITCCTGCCGTCCTGCAATCA
TCGGGCTTGTATAGCCTCAGUTCTGTGGTCACTGTCCCA
AGTTCATCGUTGGOCACTCAGACGTATATTTGCAATGTG
AACCACAAACCTTCAAATACAAAAGTGGATAAACGCGT
AGAACCGAAATCGTGTOATAAAACTCACACATGLCCCGE
CATGCCCOGCACCTGAACTGCTTGGTOGTCCCAGEGTET
TCCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCA
GCCGTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGT
CCCACGAAGATCCCGAAGTTAAGTICAATTIGGTATGTIC
ATGGTGTAGAGGTACACAATGCTAAGACTAAACCTCGC
GAGGAGCAGTACGCUTCGACCTATCGTGTCGTGAGCGTT
CTGACCGTCCTTCACCAAGATTGGCTTAACGGCAAAGA
ATATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCC
CAATCGAGAAAMACCATTTCCAAGGLCCAAAGGTCAACCA
AGAGAACCCCAGGTGTATACTCTTCCGCCTTCTCGTGAG
GAAATGACTAAAAATCAAGTATCCCTTACGTGTCTGGTT
AAAGGTTITTITATCCTAGCGATATIGCTGTIGAATGGGAA
TCGAACGGTCAGCCGGAGAATAATTATAAAACAACGCC
ACCCGTCCTGCATAGCGACGGCTCATTTTTTICTGTATAG
CAAACTGACTGTAGATAAATCACGGTGGCAGCAGGGCA
ATGTATTCAGTTGCTCCGTTATGCATGAAGCGTTACATA
ATCACTACACGCAGAAATCTCTTAGTCTTITCACCCGGT

315

ATX-P-446

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

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACA
GCCTGOGGOGTCCCTGAGACTCTCCTGTGCAGCCTCTGG
ATTCACCCTCAGTAGCTACGACATGCACTGGGTCCGCCA
AGTTATAGGAAAAGGTCTGGAGTGGGTCTCAGGTATTG
ATCCTCATGGTCGACACATACTATCCAGGCTCCGTGAAGG
GCCGATTCACCATCTCCAGAGAAGATGCCAAGAACTCO
TTGTATCTTCAAATGAACAGCCTGAGAGCCGGGGACALC
GOCTGTGTATTACTOTACAAGAGGAGAGGATAACAGCT
CGTCCGAGGATGCTTTTGATATCTGGGGACAAGGGACA
ATGOTCACTGTICTCCTCAGCTAGCACTAAAGGGCCTICT
GTATITCCCTTGGCCCCOGTCCAGCAAATCCGACCTCGGGA
GGGACAGCCGCCCTGGGTTGCCTTGTGAAAGATTATITC
CCTGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCT
GACAAGTGGTGTGCACACGTTTCCTGCCGTCCTGCAATC
ATCGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCC
AAGTTCATCGCTGOGCACTCAGACGTATATTTGCAATGT
GAACCACAAACCTTCAAATACAAAAGTGGATAAACGCG
TAGAACCGAAATCGTGTGATAAAACTCACACATGCCCG
CCATGCCOGGCACCTGAACTGCTTGGTGUOTCCCAGCGTG
TICCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGATC
AGCCGTACGUCAGAGGTGACATGTGTCGTGETTGACGT
GTCCCACGAAGATCCCGAAGTTAAGTTCAATTGGTATGTY
TGATGGTGTAGAGGTACACAATGCTAAGACTAAACCTC
GCGAGGAGCAGTACGCCTCGACCTATCOTGTCGTGAGC
GTTCTCGACCOTCCTTICACCAAGATTGGUTTAACGGCAAA
GAATATAAGTGCAAGGTAAGCAATAAAGCACTTICCGGC
CCCAATCGAGAAAACCATTTCCAAGGUCAAAGGTICAAC
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CAAGAGAACCCCAGOTGTATACTCTTICCGCCTTCTCGTG
AGGAAATCACTAAAAATCAAGTATCCCTTACGTGTICTG
GTTAAAGGTTTTTATCCTAGCGATATTGCTGTTGAATGG
GAATCCGAACGOTCAGCCGGAGAATAATTATAAAACAAC
GCCACCCGTCCTGGATAGCGACGGCTCATTTITICTGTA
TAGCAAACTGACTGTAGATAAATCACGGTGGCAGCAGG
GCAATGTATTCAGTTGCTCCGTTATGCATOAAGCGTTAC
ATAATCACTACACGCAGAAATCTCTTAGTCTTTCACCCG
GT

316

ATX-P-447

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

GAGGTCCAGUTGGTGGAGTCTGGGGGAGGUTTGGTACA
GCCGGGEGGETCCCTGAGACTCTCCTGTGCAGCCTCTGG
ATTCACCATCAGTGACTACGACATGCACTGGGTCCGCCA
AACTACAGGAAAAGGTCTAGAATGGGTCTCAGGTATTG
ATCCTGATGGUCGACACATATTATCCAGGCTCCTTIGAAGG
GGCGATTCACCATCTCCAGAGAAAATGUCAAGAATTICTT
TGTATCTTCAAATGAACAGTCTGAGAGCCGGGGACACG
GCTGTGTATTACTOGTACAAGAGCAGAGGATAGTAGTTC
GTCCGAGGATGUTTTTGATATOTGGGGACAAGGGACAA
TCGGTCACCGTCTCCTCAGUTAGCACTAAAGGGCCTTCTG
TATTTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGAG
GGACAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTTCC
CTGAGCCAGTTACCGTAAGTTGGAACAGTGGGECGECTE
ACAAGTGCGTGTGCACACGTTTCCTGCCGTCCTGCAATCA
TCGGGUCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCA
AGTTCATCGCTGGGCACTCAGACGTATATTTIGCAATGTG
AACCACAAACCTTICAAATACAAAAGTGGATAAACGCOT
AGAACCGAAATCGTGTGATAAAACTCACACATGCCCGC
CATGCCCGGCACCTGAACTGCTTGETGUGTCCCAGCGTGT
TCCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCA
GCCGTACGCCAGAGGTGACATGTGTICGTGGTTGACGTGT
CCCACCAAGATCCCGAAGTTAAGTTCAATTGOGTATGTTG
ATGGTGTAGAGGTACACAATGCTAAGACTAAACCTCGC
GAGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGOGTT
CTGACCOTCCTTCACCAAGATIGGCTTAACGGCAAAGA
ATATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCC
CAATCGAGAAAACCATITCCAAGGUCAAAGGTCAACCA
AGAGAACCCCAGGTOTATACTCTICCGCCTTICTCGTGAG
GAAATGACTAAAAATCAAGTATCCCTTACGTGTCTGGTT
AAAGGTTTTTATCCTAGCGATATTGCTGTTGAATGGGAA
TCGAACGGTCAGCCOGAGAATAATTATAAAACAACGCC
ACCCGTCCTGGATAGCGACGGUTCATTTTTICTGTATAG
CAAACTCGACTGTAGATAAATCACGGTGGCAGCAGGGTCA
ATGTATTCAGTTIGCTCCGTTATGCATGAAGUGTTACATA
ATCACTACACGCAGAAATCTCTITAGTCTTTICACCCGGT

317

ATX-P-427

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

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGTGTGGTACG
GCCTGGOGGETCCCTGAGACTCTCCTGTGCAGCCTCTGG
ATTCAGUTTTGATGATTATGGCATGAGCTGGGTCCGCCA
AGTTCCAGGGAAGGGGCTGGAGTGGGTCTCTGGTATTA
ATTGGAATGGTGGTAGTACAGGTTATGCAGACTCTGTGA
AGGGCCGATICACCATCTCCAGAGACAACGCCAAGAAC
TCCCTGTATCTGCAAATGAGCAGTCTGAGAGCCGAGGA
CACGGCCTTGTATTACTGTGCGAGCTATAGTGGGAGCTT
CCGTGATGCTTTIGATATCTGGGGACAAGGGACAATGGET
CACCGTCTICTTCAGCTAGCACTAAAGGGCCTTCTGTATT
TCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGAGGGA
CAGCCGCCCTGOOGTTGCCTIGTGAAAGATTATITCCCIG
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AGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGACA
AGTGOTGTGCACACGTTITCCTGUCGTCCTGCAATCATEG
GGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGT
TCATCGUTGOGCACTCAGACGTATATTTGCAATGTGAAL
CACAAACCTTCAAATACAAAAGTGGATAAACGCGTAGA
ACCGAAATCGTGTGATAAAACTCACACATGCCCGCCAT
GCCCGGCACCTGAACTGUTTGGTGGTCCCAGCGTETTCC
TGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCAGCC
GTACGCCAGAGGTGACATGTGTCGTGETTGACGTGTICCC
ACGAAGATCCCCAAGTTAAGTTCAATTGOTATGTTCGATG
GTGTAGAGGTACACAATGCTAAGACTAAACCTCGUGAG
GAGCAGTACGCCTCGACCTATCGTGTCGTGAGCOGTICTG
ACCGTCCTTCACCAAGATTGGUTTAACGGCAAAGAATAT
AAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAAT
COGAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAGAG
AACCCCAGOTGTATACTCTTCCGUCTTCTCOTGAGGAAA
TCGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAG
GTTTTTATCCTAGCGATATTGCTGTTGAATGGGAATCGA
ACGGTCAGCCGGAGAATAATTATAAAACAACGCCACCC
GTCCTGGATAGCGACGGCTCATTTTTTCTGTATAGCAAA
CTGACTGTAGATAAATCACGGTGGCAGCAGGGCAATGT
ATTCAGTTGCTCCGTTATGCATGAAGUGTTACATAATCA
CTACACGCAGAAATCTCTTAGTCTITCACCCGGT

318

ATK-P-440

Variable HC + Constant
hig(l-Aghy-Fo
(nucleotide)

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGTGTGGTACG
GCCTGGGGGOTCCCTGAGACTCTCCTGTGCAGCCTCTGG
ATTCACCTITGATGATTATGGCATCGAGOTGGGTCCGCCA
AGCTCCAGGGAAGGGGCTGGAGTGGGTCTCTACTATTA
ATTGGAATGOTGOTAACACAGGTTATGCAGACTCTGTG
AAGGGCCGATTCACCATCTCCAGAGACAACGCCAAGAA
CTCCCTGTATCTGCAAATGAACAGTCTGAGAGCCGAGG
ACACGGCCTTGTATTACTOTGCCGAGAGATGAAGGAGCA
GCTGGACTTGGATACTACTTITGACTACTGGGGCCAGGGA
ACCCTGGTCACCGTCTCCTCAGCTAGCACTAAAGGGCCT
TCTGTATTTICCCTTIGGCCCCGTCCAGCAAATCGACCTCE
GGAGGGACAGCCGCCOTGGGTTGCCTTGTGAAAGATTA
TTTCCCTGAGCCAGTTACCGTAAGTTGGAACAGTGGGGE
GCTGACAAGTOGGTCGTGCACACCTTTCCTGCOGTCCTGCA
ATCATCGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGT
CCCAAGTTCATCGUTGGGCACTCAGACGTATATTTGCAA
TGTGAACCACAAACCTICAAATACAAAAGTGGATAAALC
GCGTAGAACCGAAATCGTGTGATAAAACTCACACATGC
CCGCCATGCCCGOCACCTGAACTGCTTGGTGGTCCCAGT
GTGTTCCTGTTCCCGLCGAAGCCTAAAGATACTCTAATG
ATCAGCCGTACGCCAGAGGTGACATGTGTCGTGGTTGA
COGTGTCCCACGAAGATCCCGAAGTTAAGTTCAATTIGGTA
TGTTGATGGTGTAGAGGTACACAATGCTAAGACTAAAL
CTCGCGAGGAGCAGTACGCCTCGACCTATCGTGTCGTGA
GCOTICTCACCGTCCTTCACCAAGATTGGCTTAACGGCA
AAGAATATAAGTGCAAGGTAAGCAATAAAGCACTTCCG
GCCCCAATCGAGAAAACCATTTCCAAGGCCAAAGGTCA
ACCAAGAGAACCCCAGGTGTATACTCTTCCGCOTTCTICG
TGAGGAAATGACTAAAAATCAAGTATCCCTTACGTGTCT
GOTTAAAGGTTITTATCCTAGCGATATTGCTGTTGAATG
GGAATCOAACGOTCAGCCCGAGAATAATTATAAAACAA
CGCCACCCGTCCTGGATAGCGACGGCTCATTTTITCTGT
ATAGCAAACTGACTGTAGATAAATCACGGTGGCAGCAG
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GGCAATGTATTCAGTTGCTCCGTTATGCATGAAGCGTTA
CATAATCACTACACGCAGAAATCTCTTAGTCTTTCACCC
GGT

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

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCOTGGTCAA
GCCTGGOGGETCCCTGAGACTCTCCTGTGCAGCCTCTGG
ATTCACCTTCAGTAGCTATAGCATCAACTGGGTCCGUCA
GGUTCCAGGGAAGGGGCTGGAGTGGGTCTCATCCATTA
CTAGTAGTAGTTACATATTCTACGCAGACTCATTGAAGG
GCCGATTCACCATCTCCAGAGACAACGCCAAGAACTCA
CTGTTTCTGCAAATGAACAGCCTGAGAGCCGAGGACAC
AGCTGTTTATTACTGTGCCGAGAGATTCTAACTGGGGUGA
GGUTTTTGATATCTGGGGACAAGGGACAATGGTCACCG
TCTCTTCAGCTAGCACTAAAGGGCCTTCTGTATTTICCCTT
GGUCCCETCCAGCAAATCGACCTCGGGAGGGACAGCCG
CCCTGGOTTGCCTTGTGAAAGATTATTTCCCTGAGCCAG
TTACCGTAAGTTGGAACAGTGGGGCGCTGACAAGTGGT
GTGCACACGTTTCCTGCCGTCCTGCAATCATCGGGUTTG
TATAGCCTCAGCTCTGTGGTCACTGTCCCAAGTTCATCG
CTGGGCACTCAGACGTATATTTGCAATGTGAACCACAA
ACCTTCAAATACAAAAGTGGATAAACGCGTAGAACCGA
AATCGTGTGATAAAACTCACACATGCCCGCCATGCCCG
GCACCTGAACTGCTTGGTGETCCCAGCOGTGTTICCTGTTC
CCOCCGAAGCCTAAAGATACTCTAATGATCAGCCGTALC
GCCAGAGGTGACATGTGTCGTGGTIGACGTGTCCCACG
AAGATCCCGAAGTTAAGTTCAATTGGTATGTTGATGGETG
TAGAGGTACACAATGCTAAGACTAAACCTCGUGAGGAG
CAGTACGCCTCGACCTATCGTGTCGTGAGCGTICTGACC
GTCCTTCACCAAGATTGGCTTAACGGCAAAGAATATAA
GTGCAAGGTAAGCAATAAAGCACTTICCGGCCCCAATCG
AGAAAACCATTTCCAAGGUCCAAAGGTCAACCAAGAGAA
CCCCAGGTGTATACTCTTCCGCCTICTCGTGAGGAAATG
ACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAGGT
TITTATCCTAGCGATATTGCTGTTGAATGGGAATCGAAC
GOTCAGCCGGAGAATAATTATAAAACAACGCCACCEGT
CCTGGATAGCGACGGCTCATTTTTTICTGTATAGCAAACT
GACTGTAGATAAATCACGGTGGCAGCAGGGCAATGTAT
TCAGTTGCTCCGTTATGCATGAAGUGTTACATAATCALT
ACACGCAGAAATCTCTTAGTCTTTCACCCGGT

WO 2023/212294
318 ATX-P-424
320 ATX-P-425

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

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCOTGGTCAA
GCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGEG
TITCACCTICAGTACTTATAGCATGAACTGGGTCCGCCA
GGUTCCAGGGAAGGGGCTGGAGTGGGTCTCATCCATTA
CTAGTAGTAGTAGTTACATGTTICTACGCAGACTCAGTGA
TCGGCCGATTCACCATCTCCAGAGACAACGCCAAGAAL
TCACTGTACCTACAAATGAACAGCCTGAGAGCCGAGGA
CACAGCTCGATTATTACTGTGCOAGAGATICTAATIGGGG
GGAGGCTTTTGATATCTGGGGACAAGGGACAATGGTICA
CCGTCTCTTCAGCTAGCACTAAAGGGCCTTCTGTATITC
CCTTGGCCCCGTCCAGCAAATCGACCTCGGGAGGGACA
GCCGCCCTGOOTTGCCTTCTCGAAAGATTATTICCCTGAG
CCAGTTACCGTAAGTTGGAACAGTGGGGUCGCTGACAAG
TGGTGTGCACACGTTTICCTGLCGTCCTGCAATCATCGGE
CITGTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGTTO
ATCGCTGGGCACTCAGACGTATATTTGCAATGTGAACCA
CAAACCTTCAAATACAAAAGTGGATAAACGCGTAGAALC
CGAAATCGTGTGATAAAACTCACACATGCCCGCCATGC
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CCOGCACCTGAACTGCTTGOTGOTCCCAGCGTGTTICCTG
TTCCCGUCGAAGCCTAAAGATACTCTAATGATCAGCCGT
ACGCCAGAGGTGACATGTGTCGTGGTTGACGTGTCCCAC
GAAGATCCCGAAGTTAAGTTICAATTGGTATGTTGATGOT
GTAGAGGTACACAATGCTAAGACTAAACCTCGCGAGGA
GCAGTACGCCTCGACCTATCGTGTCGTGAGCGTTICTGAC
CGTCCTTCACCAAGATTGGCTTAACGGCAAAGAATATA
AGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAATC
GAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAGAGA
ACCCCAGGTGTATACTCTTCCGLCCTTCTCOTGAGGAAAT
GACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAGG
TTTTTATCCTAGCCGATATTGCTGTTGAATGGCGAATCGAA
CGOTCAGCCOGAGAATAATTATAAAACAACGCCACCCG
TCCTGGATAGCGACGGUTCATTTTTITCTGTATAGCAAAC
TCGACTGTAGATAAATCACGGTGGCAGCAGGGTAATGTA
TTCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCAC
TACACGCAGAAATCTCTITAGTCTITCACCCGGT

Vanable HC + Constant | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGUTTGGTACA

hig(l-Aghy-Fo GCCTGGGGGOTCCCTGAGACTCTCCTGTGCAGCCTCTGG
{nucleotide) ATTCACCTITAGCAGCTATGCCATGAGCTGGGTCCGLCA

GGCTCCAGGGAAGGGGUTGGAGTGGGTCTCAGCTATTA

GTGOTAGTGGTGGTAGCACATACTACGCAGACTCCGTG

AAGGGCCGUTICACCATCTCCAGAGACAATTICCAAGAA

CACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGG
ACACGGCCGTATATTACTGTGCGAAAGACGGTGACTAC

TACTACTACTACATGGACGTCTGGGGCAAAGGGACCALC

GGTCACCGTCTCCTCAGCTAGCACTAAAGGGCOTTCTGT
ATTTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGAGE
GACAGCCGCCCTGGGTTGUCTTIGTGAAAGATTATTTCCC
TGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGA

CAAGQTGOTOGTGCACACGTTTCCTGUCGTCCTGCAATCAT
CGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAA
GTTCATCGCTGGGCACTCAGACGTATATTTGCAATGTGA
ACCACAAACCTICAAATACAAAAGTGGATAAACGCOTA
321 ATX-P-430 GAACCGAAATCGTGTGATAAAACTCACACATGCCCGCC

ATGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTETT
CCTGTTCCCGCCCAAGCCTAAAGATACTCTAATGATCAG
CCGTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGTC
CCACGAAGATCCCGAAGTTAAGTTCAATTGGTATGTTGA
TGOTGTAGAGGTACACAATGCTAACACTAAACCTCGCEG

AGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTIC
TCGACCGTCCTICACCAAGATTGGCTTAACGGCAAAGAAT
ATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCA

ATCGAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAG
AGAACCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGA
AATGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAA
AGGTTTTTATCCTAGCGATATTGCTGTTGAATGGGAATC
GAACGOTCAGCCOGAGAATAATTATAAAACAACGCCAL
CCOGTCCTGGATAGCGACGGCTCATTITTTICTGTATAGCA

AACTCGACTGTAGATAAATCACGGTGGCAGCAGGGCAAT
GTATICAGTTGCTCCETTATGCATGAAGUOTTACATAAT
CACTACACGCAGAAATCTCTTAGTCTTTCACCCGGT

Vanable HC + Constant | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGUTTGGTACA

399 AT D430 higGl-Agly-Fc GCCTGGGGGETCCCTGAGACTCTCCTGTGCAGCCTCTGG
o ‘ T (nucleotide) ATTCACCTITAGCAGCTATGCCATGAGCTGGGTCCGLCA

GGCTCCAGGGAAGGGGCTGGAGTGGEGTCTCAGCTATTA
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GTGGTAGTGGTGGTAGCACATACTACGCAGACTCCGTG
AAGGGCCOOTTCACCATCTCCAGAGACAATTCCAAGAA
CACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGEG
ACACGGCCGTATATTACTGTGCGAAAGTGGAAAGGGAT
ATGGTTCGGGGCCACTACTACTACTACATGGACGTCTGEG
GGCAAAGGGACCACGGTCACCGTCTCTTCAGCTAGCAC
TAAAGGGCCTICTGTATTTCCCTTGGCCCCGTCCAGCAA
ATCGACCTCGGCGAGGGACAGCCGCCCTGGGTTGCCTTGT
GAAAGATTATTTCCCTGAGCCAGTTACCGTAAGTTGGAA
CAGTGGGGCGUTCGACAAGTGGTOTGCACACGTTTCCTGL
COGTCCTGCAATCATCGGGCTTGTATAGCCTCAGETCTGT
GOTCACTGTCCCAAGTTCATCGCTGGGCACTCAGACGTA
TATTTGCAATGTGAACCACAAACCTTCAAATACAAAAGT
GGATAAACGCGTAGAACCGAAATCGTGTGATAAAACTC
ACACATGCCCGCCATGCCCGOCACCTGAACTGCTTIGGTG
GTCCCAGCGTOTTCOTGTICCCGCCGAAGCCTAAAGATA
CTCTAATGATCAGCCGTACGCCAGAGGTGACATGTGTCG
TCGGTTGACGTGTCCCACGAAGATCCCGAAGTTAAGTTCA
ATTGGTATGTIGATGGTGTAGAGGTACACAATGUTAAG
ACTAAACCTCGCGAGGAGCAGTACGCCTCGACCTATCG
TGTCGTGAGCGTTCTGACCGTICCTTCACCAAGATTGGCT
TAACGGCAAAGAATATAAGTGCAAGGTAAGCAATAAMAG
CACTTCCGGCCCCAATCGAGAAAACCATTTCCAAGGCC
AAAGGTCAACCAAGAGAACCCCAGGTETATACTCTTICC
GCCTTCTCGTGAGGAAATGACTAAAAATCAAGTATCCCT
TACGTGTCTGGTTAAAGGTTTTTATCCTAGCGATATTGE
TGTTGAATGCGAATCCAACGGTCAGCCGCAGAATAATT
ATAAAACAACGCCACCCGTCCTGGATAGCGACGGCTCA
TTTTTTCTGTATAGCAAACTGACTGTAGATAAATCACGG
TCGGCAGCAGGGCAATGTATTCAGTTGUTCCGTTATGCAT
GAAGCGTTACATAATCACTACACGCAGAAATCTCTTAGT
CTTTCACCCGGT

323

ATX-P-423

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

CAGGTGCAGUTGGTGGAGTCTGGGGGAGGCGTGGTCCA
GCCTGGOAGGTCCCTGAGACTCTCCTGTGCAGCCTCTGG
ATTCACCTTCAGTAGCTATGGUCATGCACTGGGTCCGCCA
GGUTCCAGGCAAGGGGCTGCAGTGGETGTICACATATAA
CATATGATGCGAAGTGATAAATACTATGGAGACTCCGTG
AAGGGCCGATTCACCATCTCCAGAGACAATTCCAAGAA
TACGCTGTATCTGCAAATGAACAGCCTGAGAGCTGAGE
ACACGOCTGTGTATTACTGTGCGAAAGATGGGTATAGC
AGTGGCTGGTGGTACTTTGACTACTGGGGCCAGGGAAL
CCTGGTCACCOTCTCCTCAGCTAGCACTAAAGGGCCTTC
TGTATTTCCCTTGGCCCCETCCAGCAAATCGACCTCGGG
AGGGACAGCCGCCCTGGGTTGCCTTGTGAAAGATTATTT
CCCTCGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGC
TGACAAGTGGTGTGCACACGTTTCOCTGLCGTCCTGCAAT
CATCGGGUTTGTATAGCCTCAGCTCTGTGGTCACTGTCC
CAAGQGTTCATCOCTGGGCACTCAGACGTATATITGCAATG
TGAACCACAAACCTTICAAATACAAAAGTGGATAAACGC
GTAGAACCGAAATCGTGTGATAAAACTCACACATGCCC
GCCATGCCCGOCACCTGAACTGCTTGGTGOTCCCAGCOT
GTTCCTGTTCCCGCCGAAGOCCTAAAGATACTCTAATGAT
CAGCCGTACGCCAGAGGTGACATGTGTCGTGGTTGALCG
TCTCCCACCGAAGATCCUCGAAGTTAAGTTCAATTGGTATG
TTGATGGTGTAGAGGTACACAATGCTAAGACTAAACCT
CGCGAGGAGCAGTACGCCTCGACCTATCGTGTCGTGAG
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COTTCTGACCGTCCTTCACCAAGATTIGGCTTAACGGCAA
AGAATATAAGTGCAAGGTAAGCAATAAAGCACTTICCGG
CCCCAATCGAGAAAACCATTTCCAAGGCCAAAGGTCAA
CCAAGAGAACCCCAGGTGTATACTCTTICCGCCTTCTCGT
GAGGAAATGACTAAAAATCAAGTATCCCTTACGTGTCT

GOTTAAAGGTTTTTATCCTAGCGATATTGCTGTTGAATG
GGAATCOAACGOTCAGCCCGAGAATAATTATAAAACAA
CGCCACCCGTCCTGGATAGCGACGGUTCATTTITICTGT

ATAGCAAACTGACTGTAGATAAATCACGGTGGCAGCAG
GGCAATGTATICAGTTGCTCCGTTATGCATGAAGCGTTA
CATAATCACTACACGCAGAAATCTCTTAGTCTTTCACCO

ATX-P-438

Variable HC + Constant
hig(l-Aghy-Fo
(nucleotide)

CAGGTGCAGCTGGTGGAGTCCGGGGGAGGLGTGGTCCA
GCCTGGGAGGTCCCTGAGACTCTCCTGTGCAGCCTCTGG
ATTCACCTTCAGTAGCTATGGCATGCACTGGGTCCGLCA
GGCTCCAGGCAAGGGGUTGCGAGTGOGETGGCAATTATAT
CATATGATGGAAATAATAAATACTATGCAGACTCCGTG
AAGGGCCGATTCACCATCTCCAGAGACAATTCCAAGAA
CACGCTGTATCTGCAAATGAACAGCCTGAGAGATGAGES
ACACGGCTGTTITATTATTGTGCGAAAGAGAGGGGOTAT
AGCAGCTCGTCCGGCTACTACTACTACTACATGGACGTC
TGGGGCAAAGGGACCACGGTCACCGTCTCCTCAGCTAG
CACTAAAGGGUCTTCTGTATTTICCCTTGGCCCCOTCCAG
CAAATCGACCTCGGGAGGGACAGCCGOCCTGGGTTIGCC
TTGTGAAAGATTATTTICCCTGAGCCAGTTACCGTAAGTT
GGAACAGTGOGGCGUTGACAAGTGGTGTGCACACGTTT
CCTGCCGTOCTGCAATCATCGGGUTTGTATAGCCTCAGC
TCTGTGGTCACTGTCCCAAGTTICATCOGCTGGGCACTCAG
ACGTATATTTGCAATGTGAACCACAAACCTTCAAATACA
AAAGTGGATAAACGCGTAGAACCGAAATCGTGTGATAA
AACTCACACATGCCCGCCATGCCCGGCACCTGAACTGOT
TGGTGGTCCCAGCGTGTTCCTGTTCCCGCCGAAGCCTAA
AGATACTCTAATGATCAGCCGTACGUCCAGAGGTGACAT
GTOTCGTGGTTGACGTOTCCCACGAAGATCCCGAAGTTA
AGTTCAATTGGTATGTTGATGGTGTAGAGGTACACAATG
CTAAGACTAAACCTCGCGAGGAGCAGTACGCCTCGACT
TATCCTGTCGTGAGCGTICTGACCGTCCTICACCAAGAT
TGGCTTAACGGCAAAGAATATAAGTGCAAGGTAAGCAA
TAAAGCACTTCCGGCCCCAATCGAGAAAACCATTITCCA
AGGCCAAAGGTCAACCAAGAGAACCCCAGGTGTATALT
CTTCCGCCTTICTCGTGAGGAAATGACTAAAAATCAAGTA
TCCCTTACGTGTCTGETTAAAGGTTTTTATCCTAGCGAT
ATTGCTGTTGAATGGGAATCGAACGGTCAGCCGGAGAA
TAATTATAAAACAACGCCACCCGTCCTGGATAGCGACG
GCTCATTTTTTCTGTATAGCAAACTGACTGTAGATAAAT
CACGGTGOGCAGCAGGGCAATGTATTCAGTTGCTCCGTTA
TGCATGAAGCGTTACATAATCACTACACGCAGAAATCIC
TTAGTCTTTCACCCGGT

ATK-P-448

Varighle HC + Constant
MeGl-Agly-Fo
(nucleotide)

CAAGTGCAATTGGTGCGAGTCCGGTGGAGGAGTAGTACA
GCCGGGAAGGTCACTGAGACTTTCCTGCGCTGCTAGTGES
ATTCCCATITAGCTCCTACGGGATGCACTGGGTTICGCCA
AGCGCCAGGTAAGGGACTGGAATGGGTGGUTGTCATGA
GTTACGATGGAATTAACGGCTATTATGCCGATAGCGTCA
AAGGCCGGTTCACGATCTCAAGAGACAACTCTAAGAAC
ACGCTCTACTTGCAGATCGAACAGTCTCCGCGCAGAAGA
TACGGCCGTGTATTACTGTGCGAGATTGGTGTATGCCGA
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TCGATGCTTTTGATATCTGGGGACAAGGGACCACGGTCALC
CGTCTCCTCAGCTAGCACTAAAGGGCCTTCTGTATTTCC
CTTGGCCCCGTCCAGCAAATCGACCTCGGGAGGGACAG
CCGCCCTGOGTTGUCCTTOTGAAAGATTATTTCCCTGAGC
CAGTTACCGTAAGTTGGAACAGTGGGGCGCTGACAAGT
GOTGTGCACACGTTTCCTGCCGTCCTGCAATCATCGGGC
TIGTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGTTCA
TCGCTGGGCACTCAGACGTATATTITGCAATGTGAACCALC
AAACCTTCAAATACAAAAGTGGATAAACGCGTAGAACC
GAAATCATGTGATAAAACTCACACATGCCCGLCATGCC
CGGCACCTGAACTGCTTGGTGOGTCCCAGCGTGTITCCTGT
TCCCGCCGAAGCCTAAAGATACTCTAATGATCAGCCGTA
CGCCAGAGGTCGACATGTCTCGTOGTTGACGTOTCCCACE
AAGATCCCGAAGTTAAGTTCAATTGGTATGTTGATGGTG
TAGAGGTACACAATGCTAAGACTAAACCTCGCGAGGAG
CAGTACGUCTCCACCTATCGTOTCGTCAGCGTICTGALC
GTCCTTCACCAAGATTGGCTTAACGGCAAAGAATATAA
GTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAATCG
AGAAAACCATTITCCAAGGCCAAAGGTCAACCAAGAGAA
CCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGAAATG
ACTAAAAATCAAGTATCCCTTACGTGTICTGGTITAAAGGT
TITTATCCTAGCGATATTGCTGTTGAATGGGAATCGAAC
GOTCAGCCGGAGAATAATTATAAAACAACGCCACCCGT
CCTGGATAGCGACGGCTCATTTITTICTGTATAGCAAACT
GACTGTAGATAAATCACGGTGGCAGCAGGGCAATGTAT
TCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCACT
ACACGCAGAAATCTCTTAGTCTITTICACCCGHT

326

ATH-P-449

Vanable HC + Constant
higGl-Agly-Fc
(nucleotide)

CAAGTGCAATTGGTGGAGTCCGGTGGAGGAGTAGTACA
GCCGGGAAGGTCACTGAGACTTTCCTGCGOTGCTAGTGG
ATTCGCCTTTAGTTCCTACGGCATGCACTGGGTTCGCCA
AGCGCCAGOGTAAGGCGACTGGAATCOGGTGGCTGTCATCT
CCTACTACGGATCTAATAAATATTATGCCGATAGCGTCA
AAGGCCGGTTCACGATCTCAAGAGACAACTCTAAGAAC
ACGQCTCTACTTGCACATGAACAGTCTCCGCGCAGAAGA
TACGGCCGTGTATCACTGTGCGAGAGGGATTACTATGG
ACGTCTGGGGCAAAGGGACCACGGTCACCGTCTCCTICA
GCTAGCACTAAAGGGCCTICTGTATTTCCCTTGGCCCCG
TCCAGCAAATCGACCTCGGGAGGGACAGCCGCOCTGGE
TTGCCTTGTGAAAGATTATTTICCCTGAGCCAGTTACCGT
AAGTTGGAACAGTGGGGCGCTCACAAGTGGTGTGCACA
COTTTCCTGCCGTCCTGCAATCATCGGGCTTGTATAGCC
TCAGCTCTGTGGTCACTGTCCCAAGTTCATCGCTGGGCA
CTCAGACGTATATTTGCAATGTGAACCACAAACCTTCAA
ATACAAAAGTGGATAAACGCGTAGAACCGAAATCGTGT
GATAAAACTCACACATGCCCGCCATGCCCGGCACCTGA
ACTGCTTGGTGGTCCCAGCGTGTTCCTGTTCCCGCOGAA
GCCTAAAGATACTCTAATGATCAGCCGTACGCCAGAGG
TCGACATGTOTCGTGGTTGACGTGTCCCACGAAGATCCCG
AAGTTAAGTTCAATTGGTATGTTGATGGTGTAGAGGTAC
ACAATGCTAAGACTAAACCTCGCGAGGAGCAGTACGCC
TCGACCTATCOTGTCGTGAGCGTTICTGACCGTCUTTCAL
CAAGATTGGCTTAACGGCAAAGAATATAAGTGCAAGGT
AAGCAATAAAGCACTTCCGGCCCCAATCGAGAAAACCA
TITCCAAGGCCAAAGGTCAACCAAGAGAACCCCAGGTG
TATACTCTTCCGCCTTCTCGTGAGGAAATGACTAAAAAT
CAAGTATCCCTTACGTGTCTGGTTAAAGGTTITTATCCT
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AGCGATATTGCTGTTGAATGGGAATCCGAACGGTCAGCC
GGAGAATAATTATAAAACAACGCCACCCOTCCTGGATA
GCGACGGCTCATTTTTTCTGTATAGCAAACTGACTGTAG
ATAAATCACGGTOGCAGCAGGGCAATGTATTCAGTTGC
TCCGTTATGCATGAAGCGTTACATAATCACTACACGCAG
AAATCTCTTAGTCTTITCACCCGGT

(]
[\
3

ATX-P-433

Variable HC + Constant
hig(l-Aghy-Fo
(nucleotide)

GAAGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACA
GCCTGGCAGGTCCCTGAGACTCTCCTGTGCAGCCTICTGE
ATTCACCTTTGATGATTTTGCCATCCACTGGGTCCGGCA
AGGTCCAGGGAAGGGCCTGGAGTGGGTCTCAGGTATTIG
GTTGOAATAGTGGTAGCATCGGCTATGUGGACTCTGTOA
AGGGCCGATTCACCATCTCCAGAGACAACGCCAAGAAL
TCCCTGTATCTGCAAATGAACAGTCTGAGAGCTGAGGA
CACGGCCTTATATTACTGTGCAAAAGCCCCTGACTACGG
TGACTACTACTTTGACTACTGGGGCCAGGGAACCCTGET
CACCGTCTCCTCAGCTAGCACTAAAGGGCCTTCTGTATT
TCCCTTGGCCCCATCCAGCAAATCCGACCTCGGGAGGGA
CAGCCGCCCTGGGTTCGCCTTGTGAAAGATTATTITCCCTG
AGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGACA
AGTGOTGTGCACACGTTITCCTGUCGTCCTGCAATCATEG
GGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGT
TCATCGUTGOGCACTCAGACGTATATTTGCAATGTGAAL
CACAAACCTTCAAATACAAAAGTGCATAAACGCGTAGA
ACCGAAATCGTGTGATAAAACTCACACATGCCCGCCAT
GCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTETTICC
TCTTCCCGCCGAAGCCTAAAGATACTCTAATGATCAGCC
GTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGTCCC
ACGAAGATCCCGAAGTTAAGTTICAATTGGTATGTITGATG
GTGTAGAGGTACACAATGCTAAGACTAAACCTCGUGAG
GAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTTCTG
ACCGTCCTTCACCAAGATTGGUTTAACGGCAAAGAATAT
AAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAAT
CGAGAAAACCATTTICCAAGGCCAAAGGTCAACCAAGAG
AACCCCAGOTGTATACTCTTCCGUCTTCTCOTGAGGAAA
TGACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAG
GTTTTTATCCTAGCGATATTGCTGTTGAATGGGAATCGA
ACGGTCAGCCGGAGAATAATTATAAAACAACGCCACCC
GTCCTGGATAGCGACGGCTCATTTITITCTGTATAGCAAA
CTGACTGTAGATAAATCACGGTGGCAGCAGGGCAATGT
ATTCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCA
CTACACGCAGAAATCTCTITAGTCTTTCACCCGGT

ATX-P-444

Variable LC -+ Kappa
Constant

DVVMTOSPLSLPVILGQOPASISCRSSQSLVY SDGNTYLNWE
QORPGOSFRERLIYE VSNRDSGVPDRESGRGSGTDFTLKISK
VEAEDVGIYYCMOQGTHWPWIFGQGTEVERIKRTVAAPSVE
FPPSDEQLESGTASVVCLLNNFYPREAKVOWEVDNALQGS
GNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHEVYACEY
THOGLSSPVTRSFNRGEC

ATX-P-445

Vauable LC + Kappa
Constant

DVVMTOSPLSLPVILGOPASISCRSSQSLVY SDOGNTYLNWE
QOQRPGOSPRERLIHEVSNRDSGVPDRESGRGSGTDFTLKISR
VEAEDVGVYYCMOQGTHWPWITFGOQGTRVDIKRTVAAPSY
FIFPPSDEQLKSGTASVVCLLNNFYPREAK VOWKVDNALQ
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE
VTHOGLSSPVTKSENRGEC

ATK-P-440

Varnable LC + Kappa
Constant

DVVMTQSPLSLPVTLGQPASISCRSSOQSLVESDGNTYLNWE
QORPGOSPRRLIYKVENRDSGVPDRESGSGRGTRFTLKISR
VEAEDVGVYYCMOGTHWPWITFGOGTKYDIKRTVAAPSY
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PIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQ
SGNSQESVTEQDRKDSTYSLSSTLTLSKADYEKHKVYACE
VTHOGLSSPVTKSEFNRGEC

ATX-P-447

Variable LC + Kappa
Constant

DVVMTOSPLSLPVTLGQPASISCRESOSLVY SDGNTYLNWE
QURPGOSPRRLUIHEVSNRDSGVPDRESGSGSGTDTTLKISR
VEAEDVOGVYYCMQOQGTHWEWTTGOGTKYDIKRTVAARRY
FIFPPSDEQLKSGTASVVCLLNNFYPREAKVOQWKVDNALQ
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE
VTIHQGLSIPVIKSFNRGED

ATX-P-427

Variable LC -+ Kappa
Constant

ATQMTOSPSSLIASVGDRVTITCRASQGIRNDLGWY QKPP
GKAPKLLIYAASSLOSGVPSRFSGSGRGTDFTLTISSLQPED
FATYYCLODYNYPYTFGQGTELEIKRTVAAPSVEIFFPSDE
QLKSGTASVVCLLNNFYPREAEKVOWKVYDNALQSGNSQES
VTEQDSKDSTYSLSSTLTLSKADYEKHRKVYACEVTHQGLS
SEVTKSFNRGEC

ATX-P-440

Variable LC + Kappa
Constant

DIOMTQSPSTLSASVGDRVTITCRASOSISSWLAWYQQKPG
KAPKLLIYATSSLOSGVPSRFSGSGSGTOFTLTISSLOPEDFA
TYYCQOSYSTPITFGQGTRLEIKRTVAAPSVEIFPPADEQLK
SGTASVVCLLNNFYPREAKVOWKVDNALOQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEEKHK VY ACEVTHOGLSSPY
TKSFNRGEC

ATX-P-424

Vanable LC + Kappa
Constant

DRIOMTOQSPSSLSASVGDRVTITCRASQGIRNDLGWYQQKP
GRAPKRLIVAASSLPSGVPSEFSGSGSGTEFTLTISSLOPEDE
AYYCLOBNSYPWTFGOQGTKVEIKRTVAAPSVFIFPPIDEQ
LKSGTASYVCLLNNFYPREAKVOWKVDNALQSGNSQESY
TEQDSKDSTY SLSSTLTLSKADYEKHKVYACEVTHQGLSS
PVIKSENRGEC

ATX-P-425

YVariable LC + Kappa
Constant

DIOMTOSPSSLSASVGDRVTITCRASOQGIRIDLGWEFQUEPG
KAPEKRLIYAASSLPSGVPSRFSGSGSGTEFTLTISSLOPEDFA
TYYCLOHNSYPWTFGOQGTKVEIKRTVAAPSVEFIFFPSDEQL
KEGTASVVCLLNNEYPREAKVOWKVDNALQSGNSQESYT
EQDSKDSTYSLSSTLTLSKADYEKHK VY ACEVTHQGLSSP
VTKSFNRGEC

336

ATX-P-430

Varnable LC + Kappa
Constant

EIVLTOSPGTLSLSPGERATLSCRASQSVSESYLAWYOOKP
GOAPRLLIY GASSRATGIPDRFSGSGSGTDFTLTISRLEPEDF
AVYYOQQYGSSPPTFGGGTK VEIKRTVAAPS VEIFPPSDEQ

LKSGTASVVCLLNNFYPREAK VOWKVDNALQSGNSQESY
TEQDSKDSTY SLSSTLTLSKADYERHKYYACEVTHOOLSS

PVTKSFNRGEC

ATX-P-439

Variable LC -+ Kappa
Constant

DIOMTQSPSSVSARVODRVTITCRASQGISSWLAWYQOKP

GKAPKLLIYAASSLOSGVPSRESGSGSGTDFTLTISSLQPED

FATYYCOQANSFEWTFGQGTEVDIKRTVAAPSVFIFPPSDE
QLKSGTASVVCLLNNFYPREAEKVOWKVYDNALQSGNSQES
VTEQDSKDSTYSLSSTLTLSKADYEKHRKVYACEVTHQGLS
SEVTKSFNRGEC

ATX-P-423

Variable LC -+ Kappa
Constant

DIQMTOSPSSLEASVGDRVTITCRASQGIRNDLGWY QUKP
GEAPKRLUIVAASSLOSGVPSRFSGSGSGTEFALTISSLOPED
FATYYCLQHNSYPLTFGGGTKLEIKRTVAAPSVFIFPPSDEQ
LESGTASVVCLLNNFYPREARVWEVDNALQSGNSQESY
TEQDSKDSTY SLASTLTLSKADYEKHKVYACEVTHQGLSS
PVTESFNRGEC

339

ATX-P-438

Vanable LC + Kappa
Constant

EIVLTQSPGTLSLSPGERATLSCRASQSVSRSYLAWYQQKP
GOAPRLLHGASTRATGIPDREISGRGSGTDFTLTISRLEPEDF
AVYYCQOGQVIPPTFGOGTEVEIERTVAAPSVEIFPPSDEQ
LKSGTASYVOCLLNNFYPREAKVOWKVDNALOSGNSOQESY
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TEQDSKDSTYSLSSTLTLSKADYERKHKVY ACEVTHQGLSS
PVTESFNRGEC

Variable LC -+ Kappa
Constant

EIVLTOSPATLILSPGERATLSCRASQSVSSYLAWYQQKPG
QAPRLLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFA
VY YCQORSNWPLTFGGGTE VEIKRTVAAPSVEIFPPSDEQL
KSGTASVVCLLNNFYPREARKVOWEVDNALQSGNIQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHOGLSSP
VIERSEFNRGEC

Variable LC + Kappa
Constant

EIVLTQSPATLSLSPGERATLSCRASOSVSSYLAWYQQKPG
QAPRLLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPEDF A
VYYCQORSNWPLTFGGGTKVEIKRTVAAPSVEIFPPIDEQL
KSGTASVVCLLNNFYPREARKVOWEVDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHOQGLSSP
VTESFNRGEC

Vanable LC + Kappa
Constant

DRIOMTOQSPSSLSASVGDRVTITCRASQSISIYLNWYQQKPG
TAPKLLIYAASSLQSGVPSRESGSGSGTDRFTLTISSLOPEDFA
AYYCQOSYTTPLTFGGGTKVEIKRTVAAPSVEIFPRSDEQL
KSGTASVVCLLNNFYPREAKVOWRKVDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSP
VTKSFNRGEC

YVariable LC + Kappa
Constant (nuclcotide)

GATGTTGTGATGACTCAGTCTCCACTCTCCCTGUCCGETT
ACCCTTGGACAGCCGGCCTCCATCTCCTGCAGGTCTAGT
CAAAGCCTCGTATACAGTGATGGAAACACCTACTTGAA
TIGGTTTCAGCAGAGGCCAGGCCAATCTCCAAGGCGCCT
AATTTATAAGGTTTCTAACCGGGACTCTGGGGTCCCAGA
CAGATTCAGCGGCAGTGGGTCAGGCACTGATTTCACACT
GAAAATCAGCAAGGTGGAGGUTGAGGATGTTGGGATTT
ATTACTGCATGCAAGGTACACACTGGCCGTGGACGTTCG
GCCAAGOGGACCAAAGTGGATATCAAACGTACGGTAGCT
GCCCCTTCAGTTITTATCTTTCCGCCOTCTGACGAGCAGT
TAAAATCCGGGACCGCTTICTGTAGTTTGCCTGCTGAATA
ATTTTTATCCGCGTGAGGCTAAAGTACAATGGAAAGTCG
ACAATGCTTTGCAGTCOGOAAATICACAGGAAAGTGTT
ACGGAGCAGGATTCTAAAGATTCCACATATTICACTCAGC
TCCACCCTTACACTGAGCAAAGCCGACTATGAAAAACA
TAAAGTTTACGCATGTGAGGTGACGCACCAAGGATTAT
CCAGTCCGGTCACAAAATCGTTITAACCGCGGTGAGTGT

Variable LC + Kappa
Constant (nucleotide)

GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCETC
ACCCTTGGACAGCCGGUCTCCATCTCCTGCAGGTCTAGT
CAAAGCCTCGTATACAGTGATGGAAACACCTACTTGAA
TTGGTTTCAGCAGAGGCCAGGCCAATCTCCAAGGCGCCT
AATTCATGAGGTTTCTAACCGGGACTCTGGGGTCCCAGA
CAGATTCAGCGGCAGTGGETCAGGCACTGATTTCACALT
GAAAATCAGCAGGGTGGAGGUTGAGGATGTTGGGGTTT
ATTACTGCATGCAAGGTACACACTGRCCGTGGACGTTCG
GCCAAGGGACCAAAGTGGATATCAAACGTACGGTAGCT
GCCCCTTCAGTTITTATCTTTCCGCCGTCTGACGAGCAGT
TAAAATCCGOGACCGCTTICTGTAGTTTGCCTGCTGAATA
ATTTTTATCCGCGTGAGGCTAAAGTACAATGGAAAGTCG
ACAATGCTTTGCAGTCGGGAAATTCACAGGAAAGTGTT
ACGCAGCAGGATTCTAAAGATTCCACATATTCACTCAGT
TCCACCCTTACACTGAGCAAAGCCGACTATGAAAAACA
TAAAGTTTACGCATGTGAGGTGACGCACCAAGGATTAT
CCAGTCCOGTCACAAAATCGTTTAACCGCGGTGAGTGT

WO 2023/212294
340 ATX-P-44%
341 ATX-P-449
342 ATX-P-433
343 ATX-P-444
344 ATX-P-445
345 ATX-P-446

Vartable LC + Kappa
Constant (nucleotide)

GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCICGTC
ACCCTTGGACAGCCGGCCTCCATCTCCTGCAGGTCTAGT
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CAAAGCCTCGTATTCAGTGATGGAAACACCTACTTGAAT
TGGTTTCAGCAGAGGCCAGGCCAATCTCCAAGGCGCCT
AATTTATAAGGTTTCTAACCGGGACTCTGGGGTCCCAGA
CAGATTCAGCGGCAGTGGGTCAGGCACTGATTTCACACT
GAAAATCAGCAGGGTGGAGGUTGAGGATGTTGGGGTTT
ATTACTGCATGCAAGGTACACACTGGCCGTGGACGTTCG
GCCAAGGGACCAAAGTGGATATCAAACGTACGGTAGCT
GCCCCTTCAGTTITTATCTTITCCGCCGTCTGACGAGCAGT
TAAAATCCGOGGACCGUTTCTGTAGTTTGUCTGCTGAATA
ATTTTTATCCGCOTGAGGCTAAAGTACAATGGAAAGTCG
ACAATGCTTTGCAGTCGGGAAATTCACAGGAAAGTGTT
ACGGAGCAGGATTCTAAAGATTCCACATATICACTCAGC
TCCACCCTTACACTGAGCAAAGCCGACTATGAAAAACA
TAAAGTTTACGCATGTGAGGTGACGCACCAAGGATTAT
CCAGTCCGGTICACAAAATCGTTTAACCGCGGTGAGTOT

340

ATX-P-447

Varnable LC + Kappa
Counstant (nuckeotide)

GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTC
ACCCTTGGACAGCCGGUCTUCCATCTCCTGCAGGTCTAGT
CAAAGCCTCGTATACAGTGATGGAAACACCTACTTGAA
TTGGTTTCAGCAGAGGCCAGGCCAATCTCCAAGGCGCCT
AATTCATGAGGTTTCTAACCGGGACTCTGGGGTCCCAGA
CAGATTCAGCGGCAGTGGGTCAGGCACTGATTTCACACT
GAAAATCAGCAGGOTGCGAGGCTGAGCGATGTTGGGGTTT
ATTACTGCATGCAAGGTACACACTOGCCGTGGACGTTCG
GCCAAGGGACCAAAGTGGATATCAAACGTACGGTAGCT
GCCCCTTCAGTTTTTATCTTTCCGCCGTCTGACGAGCAGT
TAAAATCCGOGACCGCTTICTGTAGTTTGCCTGCTGAATA
ATTTTTATCCGCGTGAGGCTAAAGTACAATGGAAAGTCG
ACAATGCTTTGCAGTCGGOAAATICACAGGAAAGTCTT
ACGGAGCAGGATTCTAAAGATTCCACATATTCACTCAGE
TCCACCCTTACACTGAGCAAAGCCGACTATGAAAAACA
TAAAGTTTACGCATGTGAGGTOACGCACCAAGGATTAT
CCAGTCCOGTCACAAAATCGTTTAACCGCGGTGAGTGT

ATK-P-427

Variable LC + Kappa
Constant (mucleotide)

GCCATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCA
TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAG
TCAGGGCATTAGAAATGATTITAGGCTGGTATCAGCAGA
AACCAGGGAAAGCCCCTAAGCTCCTGATCTATGUTGCAT
CCAGTTTACAAAGTGGGGTCCCATCAAGGTTCAGCGGC
AGTGCGATCTGGCACAGATTTCACTCTICACCATCAGCAGC
CTGCAGCCTGAAGATTTITGCAACTTATTACTGTCTACAA
GATTACAATTACCCGTACACTTTTGGCCAGGGGACCAAG
CTGGAGATCAAACGTACGGTAGCTGCCCCTTCAGTTTTT
ATCTTTCCGCCGTCTGACCGAGUCAGTTAAAATCCGGGACC
GCTTCTGTAGTTTGCCTGUTGAATAATITTITATCCGCGTG
AGGUTAAAGTACAATGGAAAGTCGACAATGCTTTGCAG
TCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATTC

GAGCAAAGCCCGACTATCGAAAAACATAAAGTTTACGCAT
GTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCACA
AAATCGTTTAACCGCGGTGAGTOT

348

ATX-P-440

Variable LC + Kappa
Constant (nucleotide)

GACATCCAGATGACCCAGTCTCCTTCCACCCTGTOTGCA
TCTGTAGGAGACAGAGTCACCATCACTTIGCCGGGCCAG
TCAGAGTATTAGTAGCTGGTTGGUCTGGTATCAGCAGAA
ACCAGGGAAAGCCCCTAAGCTCCTGATCTATGUTACATC
CAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGTGGCA
GTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGTC
TGCAACCTGAAGATTTTIGCAACTTACTACTGTCAACAGA
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GTTACAGTACCCCGATCACCTTCGGCCAAGGGACACGA
CTGOGAGATTAAACGTACGGTAGCCTGCCCCTTICAGTTTYT
ATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACC
GCTTCTGTAGTTTGCCTGCTGAATAATTITTATCCGCGTG
AGGCTAAAGTACAATGGAAAGTCGACAATGCTTTIGCAG
TCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATTC
TAAAGATTCCACATATTCACTCAGCTCCACCCTTACALT
GAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCAT
GTGAGGTGACGCACCAAGGATTATCCAGTCCGGETCACA
AAATCGTTTAACCGCGGTGAGTGT

YVariable LC + Kappa
Constant (nuclcotide)

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCA
TCTGTAGGAGACAGAGTCACCATCACTIGCCGGGCAAG
TCAGGGCATTAGAAATGATITAGGCTGGTATCAGCAGA
AACCAGGGAAAGCCCCTAAGCGUCTGATCTATGUTGCA
TCCAGTTTGCCAAGTGGGGTCCCATCAAGGTTCAGCGGO
AGTGGATCTGGGACAGAATTCACTCTCACAATCAGCAG
CCTGCAGCCTGAAGATTTTCCAATTTATTACTGTCTACA
GCATAATAGTTACCCGTGGACGTTCGGCCAAGGGACCA
AGGTGGAAATCAAACGTACGGTAGCTGCCCCTTCAGTTT
TTATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGA
CCGCTTCTGTAGTTITGCCTGCTGAATAATTTTTATCCGCG
TGAGGCTAAAGTACAATGGAAAGTCCGACAATGCTTTGC
AGTCGGGAAATTCACAGCAAAGTGTTACGGAGCAGGAT
TCTAAAGATTCCACATATTCACTCAGCTCCACCCTTACA
CTGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGC
ATGTGAGGTCACGCACCAAGGATTATCCAGTCCGGTCA
CAAAATCGTTTAACCGCGGTGAGTGT

Variable LC + Kappa
Constant (nucleotide)

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCCGCA
TCTGTAGGAGACAGAGTCACCATCACTTIGCCGGGLCAAG
TCAGGGCATTAGAATTGATTTAGGCTGGTTICAGCAGAA
ACCAGGGAAAGCCCCTAAGCGCCTCATCTATGCTGCATC
CAGTITGCCAAGTGGGGTCCCATCAAGGTTCAGUGGCA
GTGGATCTGGGACAGAATTCACTCTCACAATCAGCAGC
CTGCAGCCTGAAGATTTTGCAACTTATTACTGTCTACAG
CATAATAGTTACCCGTGCACGTTCGGUCCAAGGGACTCAA
GGTGGAGATCAAACGTACGGTAGCTGCCCCTTCAGTTTT
TATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGAC
CGUTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGT
GAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCA
GTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATT
CTAAAGATTCCACATATTCACTCAGUTCCACCCTTACAL
TGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCA
TCTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCAL
AAAATCGTTTAACCGCOGTGAGTGT

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

Variable LC -+ Kappa
Constant (mucleotide)

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTICTTTG
TCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGLCAG
TCAGAGTGTTAGCAGCAGCTACTTAGCCTGGTACCAGCA
GAAACCTGGCCAGGUTCCCAGGCTCCTCATCTATGETGC
ATCCAGCAGGGCCACTGGCATCCCAGACAGGTTCAGTG
GCAGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCA
GACTGGAGCCTCAAGATTTTGCAGTGTATTACTGTCAGC
AGTATGGTAGCTCACCTCCCACTTTCGGCGGAGGGACCA
AGOTGGAAATCAAACGTACGGTAGCTGCCCCTICAGTTT
TTATCTTICCGCOCGTCTGACGAGCAGTTAAAATCCGGGA
CCGCTTCTGTAGTTTGCCTGCTGAATAATTTTITATCCGCG
TCGAGGCTAAAGTACAATGGAAAGTCGACAATGCTITICC
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AGTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGAT
TCTAAAGATTCCACATATTCACTCAGCTCCACCCTTACA

CTGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGC
ATGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCA

CAAAATCGTTTAACCGCGGTGAGTGT

Vauable LC + Kappa
Constant {nuclkeotide)

GACATCCAGATGACCCAGTCTCCATCTICCOTGTCTGCA
TCTGTAGGAGACAGAGTCACCATCACTTGTCGGGUGAG
TCAGGGTATTAGCAGUTGGTTAGCCTGGTATCAGCAGA
AACCAGGCAAAGCCCCTAAGCTCCTOATCTATGCTGCAT
CCAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGCGGC
AGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGC
CTGCAGCCTGAAGATTTTGCAACTTACTATTGTCAACAG
GCTAACAGTTTCCCGTGGACGTTCGGCCAAGGGACCAA
AGTGCATATCAAACGTACGGTAGCTGCCCCTTCAGTTTT
TATCTTTCCGUCGTCTGACGAGCAGTTAAAATCCGGGAC
CGCTTCTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGT
GAGGCTAAAGTACAATGGAAAGTCCACAATGCTTTGCA
GTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATT
CTAAAGATTCCACATATTCACTCAGCTCCACCCTTACAC
TCAGCAAAGUCGACTATGAAAAACATAAAGTTTACGCA
TGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCAC
AAAATCGTTTAACCGCGGTGAGTGT

Varnable LC + Kappa
Counstant (nuckeotide)

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCA
TCTGTAGGAGACAGAGTCACCATCACTTIGCCGOGLCAAG
TCAGGGCATTAGAAATGATTITAGGCTGGTATCAGCAGA
AACCAGGGAAAGCCCCTAAGCGCCTGATCTATGCTGCA
TCCAGTTTGCAAAGTGGGUTOCCATCAAGGTTCAGCGGT
AGTGCATCTGGGACAGAATTCGCTCTCACAATCAGCAG
CCTGCAGCCTGAAGATTTTGCAACTTATTACTGTICTACA
GCATAATAGTTACCCTCTCACTTTCGOUGGAGGGACCAA
GCTGGAGATCAAACGTACGGTAGCTGCCCCTTCAGTTIT
TATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGAC
CGCTTCTGTAGTITGCCTGCTGAATAATTTTTATCOGCGT
GAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCA
GTCGGCAAATTCACAGGAAAGTGTTACGGAGCAGGATT
CTAAAGATTCCACATATTCACTCAGUTCCACCCTTACALC
TGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCA
TCTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCAL
AAAATCGTTITAACCGCGGTGAGTGT

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

Vartable LC + Kappa
Constant (mucleotide)

GAAATTGTGCTGACTCAGTCTCCCGGCACACTGTCICTT
AGCCCTGGUGAAAGAGCCACACTGAGCTGTAGAGCCAG
CCAGAGCGTOTCCAGAAGCTACCTGGCTTGGTATCAGC
AGAAGCCCGGACAGGCTCCCAGACTGUTGATCATCGGA
GCCTCTACAAGAGCCACCGGCATTCCCGATAGATTCAGC
GGCTCTGGCAGCGOGCACCGATITCACCCTGACAATCAGC
AGACTGGAACCCGAGGACTTCGCCGTGTACTACTGTCA
GCAGGGCCAAGTGATCCCTCCTACCTTTGGUCAGGGCAC
CAAGGTGGAAATCAAACGTACGOTAGCTGCCCCTTICAG
TITTTATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCG
GGACCGCTTCTGTAGTTITGCCTGCTGAATAATTTITATCC
GCCTGAGGCTAAAGTACAATGGAAAGTCGACAATGCTT
TGCAGTCGGGAAATTCACAGGAAAGTGTTACGGAGCAG
GATTCTAAAGATICCACATATTICACTCAGCTCCACCCTT
ACACTGAGCAAAGCCGACTATCGAAAAACATAAAGTTTA
CGCATGTGAGGTGACGCACCAAGGATTATCCAGTCCGG
TCACAAAATCGTTTAACCGCGGTGAGTGT
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ATX-P-44%

Variable LC -+ Kappa
Constant (nucleotide)

GAAATTGTGTTGACGCAGTCTCCAGCCACCCTOGTCTITIC
TCTCCAGGOGAAAGAGCCACCCTCTCCTGCAGGGLCAG
TCAGAGTGTTAGCAGCTACTTAGCCTGGTACCAACAGA
AACCTGGCCAGGCTCCCAGGUTCCTCATCTATGATGCAT
CCAACAGGGCCACTGGCATCCCAGCCAGGTTCAGTGGC
AGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCAGC
CTAGAGCCTGAAGATTTTGCAGTTITATTACTOGTCAGCAG
CGTAGCAACTGGCCTCTCACTITCGGCGGAGGGACCAA
GGTGCGAGATCAAACGTACGGTAGCTGCCCCTTCAGTTTT
TATCTTTICCGCCGTCTGACGAGCAGTTAAAATCCGGGAL
CGCTTCTGTAGTITGCOCTGCTGAATAATTITTATCCGCGT
GAGGCTAAAGTACAATCGGAAAGTCGACAATGCTTTIGCA
GTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATT
CTAAAGATTCCACATATTCACTCAGCTCCACCCTTACAC
TGAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCA
TGTGAGGTCACGCACCAAGGATTATCCAGTCCGGTCALC
AAAATCGTTTAACCGCGGTGAGTGT

L
[
(=)}

ATX-P-449

Vanable LC + Kappa
Constant (nuckotide)

GAAATTGTGTTGACGCAGTCTCCAGCCACCOTGTCTTTIG
TCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAG
TCAGAGTGTTAGCAGCTACTTAGCCTGGTACCAACAGA
AACCTGGCCAGGCTCCCAGGUTCCTCATCTATGATGCAT
CCAACAGGGCCACTGGCATCCCAGCCAGGTTCAGTGGC
AGTGGOTCTGGGACAGACTICACTCTCACCATCAGCAGC
CTAGAGCCTGAAGATTTTGCAGTTITATTACTGTCAGCAG
COGTAGCAACTGGCCTCTCACTTTCGGCGGAGGGACTCAA
GOTGCAGATCAAACGTACGGTAGCTGCCCCTICAGTTTT
TATCTTTICCGCCGTCTGACGAGCAGTTAAAATCCGGGAC
CGCTICTGTAGTTTOCCTGCTGAATAATTTTTATCCGCGT
GAGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCA
GTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATT
CTAAAGATTCCACATATTCACTCAGCTCCACCCTTACAC
TGAGCAAAGUCCGACTATGAAAAACATAAAGTTTACGCA
TGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCAC
AAAATCGTTTAACCGCGOGTGAGTGT

ATX-P-433

YVariable LC + Kappa
Constant (nuclcotide)

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCA
TCTGTAGGAGACAGAGTCACCATCACTIGCCGGGCAAG
TCAGAGCATTAGCATCTATTITAAATTGGTATCAGCAGAA
ACCAGGGACAGCCCCTAAGUTCCTCGATCTATGCTGCATC
CAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGTGECA
GTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGTC
TGCAACCTGAAGATTTTGCAGCTTACTACTGTCAACAGA
GTTACACTACCCCGCTCACTTTCGGLGGAGGGACCAAG
GTGGAAATCAAACGTACGGTAGCTGCCCCTTICAGTTTIT
ATCTTTCCOGCCOTCTGACGAGCAGTTAAAATCCGGGACC
GCTTCTGTAGTITGCCTGCTGAATAATTITTTATCCGCGTG
AGGCTAAAGTACAATGGAAAGTCGACAATGCTTTIGCAG
TCGGCAAATTCACAGGAAAGTOTTACGGAGCAGGATIC
TAAAGATTCCACATATTCACTCAGCTCCACCCTTACACT
GAGCAAAGCCGACTATOAAAAACATAAAGTTTACGCAT
GTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCACA
AAATCGTTTAACCGCGGTGAGTGT

358

ATK-P-435

Vanable HC + Constant
higGl-Agly-Fc

QLOLQESGPGLVKPSETLILTCTVRGGSISSSSSYWGWIRQP
PGKGLEWIGSTY YSGSTYSNPSLESRVTISVITSKNQESLEL
SSVTAADTAVYYCARQYISGTEYFQYWOQGTLVTVSSAST
KGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVEWNS
GALTSGVHTFPAVLOSSGLYSLSSVVIVPSSSLGTOTYICN
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VNHKPSNTKVDKREVEPKSCDKTHTCPPCPAPELLGGRSVE
LFPPKPKDTLMISRTPEVTCYVVDVSHEDPEVKFNWY VDG
VEVHNAKTKPREEQYASTYRVVSVLTVLHODWLNGKEY
KCEVSNKALPAPIEKTISKAK GOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDS
DGSFFLY SKLTVDKSRWQQGNVESCSVMHEALHNHYTOK
SLSLSPG

ATX-P-436

Variable HC + Constant
hig(l-Aghy-Fo

QLOLOESGPGLVKPSETLSLTCTVSGGSEISSSSSYWEWIRODP
PGRKGLEWIGSIYYSGSTYSNPSLKSRVTISVDTIKNOFSLKL
SSVTAADTAVYYCARQYISGTEYFQYWGQGTLVTVSSAST
KGESVFPLAPSSKSTSGOTAALGCLVEDYFPEPVTVEWNS
GALTSGVHTFPAVLOSSGLYSLASVVTVPSSSLGTQTYICN
VNHEKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVE
LFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNW Y VDG
VEVHNAKTKPREEQYASTYRVVAVLTVLHQDWLNGKEY
KCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK
NOVSLTCLVEGPYPSDIAVEWESNGOPENNYKTIPPVLDS
DGSFFLYSKLTVDKSEWQOQGNVESCSVMHEALHNEY TOK
SLSLSPG

ATX-P-434

Varable HC + Constant
higGl-Agly-Fc

QVOLOESGPGLVKPSETLSLTCTVEGGSVSSGEYYWSWIR
QFPGKGLEWIGYIYYSGSTSYNPSLKSRVSISVDTSKNQESL
KLSSVTAADTAVEFYCARAKWEGDYFDYWGQGTLVTVSS
ASTKGPSVEPLAPSSKSTSGGTAALGCLVEDYFPEPVTVSW
NSGALTSGVHTFPAVLOSSGLY SLSSVYVIVPSSSLGTQTYIC
NVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSY
FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVEFNWY VD
GVEVHNAKTIEPREEGYASTYRVVSVLTVLHODWLNGKEE
YEKCKVSNKALPAPIEKTISKAKGOPREPOQVY TLPPSREEMT
KNOVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTFPVLD
SDGSFFLYSELTVDESRWOQOGNVESCASVMHEALHNHYTO
KSLSLSPG

ATX-P-435

Varable HC + Constant
higGl-Agly-Fc
{mucleotide}

CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAA
GCCTTCGGAGACCCTGTCCCTCACCTGCACTGTCTCTGG
TCGTTCCATCAGCAGTAGTAGTTCCTACTGGGGCTGGAT
CCGCCAGCCLCCCAGGGAAGGGACTGGAGTGGATTIGGGA
GTATCTATTATAGTGGGAGCACCTACTCCAACCCGTCCC
TCAAGAGTCGAGTCACCATATCCGTAGACACGTCCAAG
AATCAGTTCTCCCTGAAGCTGAGCTCTGTGACCGUCGCA
GACACGGCTGTGTATTACTGTGCGAGACAGTATATAAGT
GGAACTGAATACTTCCAGTACTGGOGGCCAGGGCACCCT
GGTCACCGTCTCCTCAGCTAGCACTAAAGGGCOTTCTGT
ATTTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGAGE
GACAGCCGCCCTGGGTTGUCTTIGTGAAAGATTATTTCCC
TGAGCCAGTTACCGTAAGTTGGAACAGTGGGGCGCTGA
CAAGTGGTGTGCACACGTTTCCTGUCGTCCTGCAATCAT
CGGGCTTGTATAGCCTCAGCTCTGTGGTCACTGTCCCAA
GTTCATCGCTGGGCACTCAGACGTATATTTGCAATGTGA
ACCACAAACCTICAAATACAAAAGTGGATAAACGCOTA
GAACCGAAATCGTGTGATAAAACTCACACATGCCCGCC
ATGCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTGTT
CCTGTTCCCGCCCAAGCCTAAAGATACTCTAATGATCAG
CCGTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGTC
CCACGAAGATCCCGAAGTTAAGTTCAATTGGTATGTTGA
TGOTGTAGAGGTACACAATGCTAACACTAAACCTCGCEG
AGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTIC
TCGACCGTCCTICACCAAGATTGGCTTAACGGCAAAGAAT
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ATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCA

ATCCGAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAG
AGAACCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGA
AATGACTAAAAATCAAGTATCCCTTACGTGTICTGGTTAA
AGGTTTTTATCCTAGCGATATTGCTGTTGAATGGGAATC

GAACGGTCAGCCGGAGAATAATTATAAAACAACGCCAC
CCGTCCTGOATAGCGACGGUTCATITTTICTGTATAGCA

AACTGACTGTAGATAAATCACGGTGGCAGCAGGGCAAT

GTATICAGTTGCTCCGTTATGCATGAAGCGTTACATAAT

CACTACACGCAGAAATCICTTAGTCTTTCACCCGGT

362

ATX-P-436

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

CAGCTGCAGCTGCAGGAGTCGOGUCCAGGACTGGTGAA
GCCTTCGGAGACCCTGTCCCTCACCTGCACTGTCTCTGG
TGGTTCCATCAGCAGTAGTAGTTCCTACTGGGGCTGGAT
CCGCCAGCCCCCAGGGAAGGGACTGGAGTGGATTIGEGA
GTATCTATTATAGTGGGAGCACCTACTCCAACCCGTCCO
TCAAGAGTCGAGTCACCATATCCGTAGACACGTCCAAG
AATCAGTTICTCCCTGAAGCTGAGCTCTGTGACCGCCGCA
GACACGGCTGTGTATTACTGTGCGAGACAGTATATAAGT
GOAACTGAATACTTCCAGTACTGGGGCCAGGGCACCCT
GOTCACCOGTCTCCTCAGUTAGCACTAAAGGGCCTICTGT
ATTTCCCTTGGCCCCGTCCAGCAAATCGACCTCGGGAGG
GACAGCCGCCCTGGOGTTGCCTTGTGAAAGATTATITCCC
TGAGCCAGTTACCCTAAGTTGGAACAGTGGGGUGITGA
CAAGTGOGTGTGCACACGTTTCCTGCCGTCCTGCAATCAT
CGOGCTTOTATAGCCTCAGCTCTGTGGTCACTGTCCCAA
GTTCATCGUTGGGCACTCAGACGTATATITGCAATGTGA
ACCACAAACCTTCAAATACAAAAGTGGATAAACGCGTA
GAACCGAAATCGTOTGATAAAACTCACACATGCCCGCC
ATGCCCGGLCACCTGAACTGCTTGGETGGTCCCAGCGTGTT
CCTGTTCCCGCCGAAGCCTAAAGATACTCTAATGATCAG
CCOGTACGQGCCAGAGGTGACATGTGTCGTGGTTGACGTGTC
CCACGAAGATCCCGAAGTTAAGTTCAATTIGGTATGTIGA
TGGTGTAGAGGTACACAATGCTAAGACTAAACCTCGCG
AGGAGCAGTACGCCTCGACCTATCGTGTCGTGAGCGTTC
TGACCGTCCTTCACCAAGATTGGCTTAACGGCAAAGAAT
ATAAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCA
ATCCGAGAAAACCATTTCCAAGGCCAAAGGTCAACCAAG
AGAACCCCAGGTGTATACTCTTICCGCCTTCTCGTGAGGA
AATGACTAAAAATCAAGTATCCCTTACGTGTICTGGTTAA
AGGTTTTTATCCTAGCGATATTGCTGTTGAATGGGAATC
GAACGGTCAGCCGGAGAATAATTATAAAACAACGCCAC
CCOTCCTGGATAGCGACGGCTCATTTTTICTGTATAGCA
AACTGACTGTAGATAAATCACGGTGGCAGCAGGGCAAT
GTATTCAGTTGCTCCGTTATGCATGAAGCGTTACATAAT
CACTACACGCAGAAATCTCTTAGTICTTTCACCCGGT

363

ATX-P-434

Variable HC + Constani
higGl-Agly-Fc
(nocleotide)

CAGGTGCAGUTGCAGGAGTCGGGCCCAGGACTGGTGAA
GCCTTCGGAGACCCTGTCCCTCACCTGCACTGTICTCTGG
TGGCTCCGTCAGCAGTGGTAGTTACTACTGGAGCTGGAT
CCGGCAGCCCCCAGGOAAGGGACTGOGAGTGGATTGGGT
ATATCTATTACAGTGGGAGCACCAGCTACAACCLCTCCC
TCAAGAGTCGAGTCTCCATATCAGTAGACACGTCCAAG
AACCAGTICTCCCTGAAGCTCAGCTCTGTGACCGUTGCG
GACACGGCCGTGTTITACTGTGCGAGAGCTAAGTGGGA
AGGGGACTACTTTGACTACTGGGGCCAGGGAACCCOTIGG
TCACCGTCTCCTCAGCTAGCACTAAAGGOCCTTCTOTAT
TICCCTTGGCCCCGTCCAGCAAATCCGACCTCGGGAGGGA

144




WO 2023/212294

PCT/US2023/020354

CAGCCGCCCTOGOGTTGCCTTIGTGAAAGATTATTTCCCTG
AGCCAGTTACCGTAAGTTGGAACAGTGGGGCGUTGACA
AGTGGTGTGCACACGTTTICCTGCCGTCCTGCAATCATCG
GGCTTCTATAGCCTCAGCTCTGTGGTCACTGTCCCAAGT
TCATCGCTGGGCACTCAGACGTATATTTGCAATGTGAAC
CACAAACCTTCAAATACAAAAGTGGATAAACGCGTAGA
ACCGAAATCGTGTGATAAAACTCACACATGCCUGLCAT
GCCCGGCACCTGAACTGCTTGGTGGTCCCAGCGTGTTCC
TGTTCCCGUCGAAGCCTAAAGATACTCTAATGATCAGCC
GTACGCCAGAGGTGACATGTGTCGTGGTTGACGTGTICCC
ACGAAGATCCCGAAGTTAAGTTCAATTGGTATGTTGATG
GTGTAGAGGTACACAATGCTAAGACTAAACCTCGLCGAG
GAGCAGTACGCCTCGACCTATCOTGTCGTGAGCOGTICTG
ACCGTCCTTCACCAAGATTGGCTTAACGGCAAAGAATAT
AAGTGCAAGGTAAGCAATAAAGCACTTCCGGCCCCAAT
CGAGAAAACCATTICCAAGGCUAAAGGTCAACCAAGAG
AACCCCAGGTGTATACTCTTCCGCCTTCTCGTGAGGAAA
TCACTAAAAATCAAGTATCCCTTACGTGTCTGGTTAAAG
GTTTITATCCTAGCGATATTGCTGTTGAATGGGAATCGA
ACGGTCAGCCGGAGAATAATTATAAAACAACGCCACCC
GTCCTGGATAGCGACGGUTCATTITITICTGTATAGCAAA
CTGACTGTAGATAAATCACGGTGGCAGCAGGGCAATGT
ATTCAGTTGCTCCGTTATGCATGAAGCGTTACATAATCA
CTACACGCAGAAATCTCTTAGTCTITCACCCGET

304

ATX-P-435

Varnable LC + Kappa
Constant

EIVLTOSPATLSLSPGERATLSCRASQSVENYLAWYQOKFEG
QAPRLLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPEDF A
VYYCQOQRSNWPSFGQGTRLEIKRTVAAPSVEIFPPSDEQGLK
SCGTASVVCLLNNFYPREAKVOWKVDNALOQSGNSQESVTE

QDSKDSTYSLSSTLTLSKARYEKHKYY ACEVTHOGLSSPY

TKSFNRGEC

365

ATX-P-436

Variable LC + Kappa
Constant

DIOMTQSPSSLSASVGDREVTITCRASQSISSYLNWYQOKPG
KAPKLLIYAASSLOSGVPSRFSGSGSGTDFTLTISSLOPEDY
ATYYCQOSYSTPLTFGGGTKVEIKRTVAAPSYFIFPPSDEQL
KSGTASVVCLLNNFYPREAKVOWEVDNALQSGNSQESVT
EQDSEDSTYSLSSTLTLSKADYEKHK VYACEVTHOGLSSE
VTKSFNRGEC

366

ATX-P-434

Variable LC -+ Kappa
Constant

DIOMTQRPSSLSASVEDRVTITCRASQSIYSYLNWYQQKPG
KAPNHLIYAASSLOSGVPSRFSGAGSGTDFTLTISSLHEPEDF
ATYYCQOSYSTPEYTFGOQGTKVEIKRTVAAPSVEIFPPSDE
GLESCTASVVCLLNNFYPREAKVOWEVDNALQSGNSQES
VTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLS
SPVIKSEFNRGEC

ATK-P-435

YVariable LC + Kappa
Constant (nuclcotide)

GAAATTGTGTTGACACAGTCTCCAGCCACCCTGTICTITIC
TCTCCAGGGGAAAGAGUCACCCTCTCCTGCAGGHGCCAG
TCAGAGTGTTAGCAACTACTTAGCCTGGTACCAACAGA
AACCTGGCCAGGCTCCCAGGUTCCTCATCTATGATGCAT
CCAACAGGGCCACTGGCATCCCAGUCAGATTCAGTGGC
AGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCAGT
CTGGAGCCTGAAGATTTIGCAGTTTATTACTGTCAGCAG
COGTAGCAACTGOGCCCTCCTTCGGLCAAGGGACACGACT
GGAGATTAAACGTACGGTAGCTGCCCCTTICAGTTITTAT
CTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACCGE
TICTGTAGTTTGCCTGCTGAATAATTTTTATCCGCGTGAG
GCTAAAGTACAATGGAAAGTCGACAATGCTTTGCAGTC
GGGAAATTCACAGGAAAGTGTTACGOAGCAGGATTCTA
AAGATTCCACATATTCACTCAGCTCCACCCTTACACTGA
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GCAAAGCCGACTATGAAAAACATAAAGTTTACGCATGT
GAGGTGACGCACCAAGGATTATCCAGTCCGGTCACAAA
ATCGTTTAACCGCGGTGAGTGT

ATX-P-436

Vauable LC + Kappa
Constant (nuclcotide)

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGLA
TCTGTAGGAGACAGAGTCACCATCACTTIGCCGGGLCAAG
TCAGAGCATTAGCAGCTATITAAATTGGTATCAGCAGAA
ACCAGGGAAAGCCCCTAAGCTCCTGATCTATGCTGCATC
CAGTITGCAAAGTGGGGTCCCATCAAGGTTCAGTGGCA
GTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGTC
TGCAACCTGAAGATTTTIGCAACTTACTACTGTCAACAGA
GTTACAGTACCCCGCTCACTTTICGGCGGAGGGACCAAG
GTGGAAATCAAACGTACGGTAGCTGCCCCTTCAGTTTTT
ATCTTTCCGCCGTCTGACGAGCAGTTAAAATCCGGGACC
GCTTCTGTAGTTTGCCTGUTGAATAATITTITATCCGCGTG
AGGCTAAAGTACAATGGAAAGTCGACAATGCTTTGCAG
TCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGATTIC
TAAAGATTCCACATATTCACTCAGCTCCACCCTTACACT
GAGCAAAGCCGACTATGAAAAACATAAAGTTTACGCAT
GTGAGGTGACGCACCAAGGATTATCCAGTCCGGTICACA
AAATCGTTTAACCGCGGTGAGTOT

369

ATX-P-434

Varnable LC + Kappa
Constant (nucleotide)

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTICTGCA
TCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAG
TCAGAGCATTTACAGCTATTTAAATTGGTATCAGCAGAA
ACCAGGGAAAGCCCCTAATCACCTGATCTATGCTGCATC
CAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGTGGCA
GTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGTC
TCGCACCCTGAAGATTITTGCAACTTACTACTGTCAACAGA
GTTACAGTACCCCTCOGTACACTTTTGGCCAGGGGACCA
AGOTGGAAATCAAACGTACGGTAGCTGCCCCTICAGTTT
TTATCTTICCGCOCGTCTGACGAGCAGTTAAAATCCGGGA
CCGCTTCTGTAGTTTGCCTGCTGAATAATTTTITATCCGCG
TCGAGGCTAAAGTACAATGGAAAGTCOACAATGCTTTGC
AGTCGGGAAATTCACAGGAAAGTGTTACGGAGCAGGAT
TCTAAAGATTCCACATATTCACTCAGCTCCACCCTTACA
CTGAGCAAAGUCGACTATCGAAAAACATAAAGTITACGC
ATGTGAGGTGACGCACCAAGGATTATCCAGTCCGGTCA
CAAAATCGTTTAACCGCGGTGAGTGT

166228]

Human

Angiopoietin-related

protein 7 {UmProt  Accession No. (43827}

MLKKPLSAVTWLCIFIVAFVSHPAWLOKLSKHK TPAQPQLKAANCCEEVK ELKAQVAN
LSSLLSELNKKQERDWVSYVVMOQVMELESNSKRMESRLTDAESK Y SEMNNQIDIMOLQA
AQTVTOQTSADAIYDCSSLYQKNYRISGY YKL PPDDFLGSPELEVFCDMETSGGGW THOR
RKSGLVSFYRDWKOQYKQGFGSIRGDFWLGNEHIHRLSRQPTRLRVEMEDWEGNLRYAE
YSHFVLGNELNSYRLFLGNYTGNYGNDALQYHNNTAFSTKDKDNDNCLDKCAQLRKG
GYWYNCCTDSNLNGVYYRLGEHNKHLDGITWYGWHGSTYSLERVEMKIRPEDFK P
(SEQ ID NO: 370),
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{00229} Human Angiopoietin-related protein 7 L59P L84P  vanant (ATX-P-62}
MEKKPLSAVTWLCIFIVAFVSHPAWLOKLSKHKTPAQPOQLKAANCCEEVKELKAQVAN
PSSLLSELNKKQERDWYVSVVMQVMEPESNSKRMESRLTDAESKYSEMNNQIDIMQLQA
AQTVTOTSADAIYDUSSLYQENYRISGVYKLPPDDFLGSPELEVFCDMETSGGGWTHOR
RKSGLYSFYRDWRQYKQGFGSIRGDFWLOGNEHIHRLSRQPTRLRVEMEDWEGNLRYAE
YSHEVLGNELNSYRLFLGNYTGNVGNDALGYHNNTAFSTKDKDNDNCLDKCAQLRKG
GYWYNCCTDSNLNGVY YRLGEHNKHLDGITWYGWHGSTYSLKRVEMKIRPEDFKP
(SEQ D NO: 371).

{00238} Human Angiopoietin-related protemn 7 LS9 GGPGG  varianmt (ATX-P-63)
MLEKPLSAVTWLCIFIVAFVSHPAWLOKLSKHKTPAGPQLKAANCCEEVKELKAQVAN
GGPGGSSLLSELNKKQERDWYSVYVMQOVMELESNSKRMESRLTDAESKY SEMNNQIDI
MOQLOQAAQTVTOTSADAIYDCSSLYOQKNYRISGVYKLPPDDFLGSPELEVEFCDMETS GGG
WTHORRKSGLYSFYRDWEKOQYKQGFGSIRGDFWLGNEHIHRLSRQPTRLRVEMEDWEG
NLERYAEYSHFEVLGNELNSYRLFLGNYTGNVGNDALGYHNNTAFSTKDKDNDNCLDKC
AQLRKGGYWYNCCTDANLNGVY YRLGEHNKHLDGITWYGWHGSTYSLERVEMEKIRPE
DFEP (SEQID NG 372).

[00231] Human Angiopoietin-related protem 7 fibrinogen domamm (ATX-P-60):
YDCSSLYQKNYRISGVYKLPPDDFLGSPELEVFCDMETSGGGW THQRRKSGLVSEYRD
WKOYKQGFGSIRGDFWLGNEHIHRLSROPTRLRVEMEDWEGNLRYAEYSHFVLGNELN
SYRLFLONYTGNVGNDALQYHNNTAFSTKDKDNDNCLBKCAQLRKGGYWYNCCTDS
NLNGVYYRLGEHNKHLPGITWYGWHGSTYSLERVEMKIRPED (REQ 1D NO: 3733
{00232] Human Angiopoietin-related protein 7 wild type multimer {(PExt-1}

{006233] MLEKPLSAVTWLCIFIVAFVSHPAWLOKLSKHKTPAQPQLKAANCCEEVKEL
KAQVANLSSLLSELNKKQERDWVSVYMOQVMELESNSKRMESRLTDAESKYSEMNNQI
DIMQLOAAQTVTOTSADAIYDCSSLYQKNYRISGVYKLPPDDFLGSPELEVFCDMETSG
GOWTHQORRESGLVSFYRDWKOQYKQGFGSIRGDFWLGNEHIHRLSROQPTRLRVEMEDW
EGNLRYAEYSHFVLGNELNSYRLFLGNYTGNVYGNDALQYHNNTAFSTRDKDNDNCLD
KCAQLRKGGYWYNCCTDSNLNGVY YRLGEHNKHLDGITWYGWHGSTYSLKRVEMKI
RPEDFKP (SEQ D NO: 374}
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{00235} Various embodiments of the present disclosure are described herein. Vanations of
those embodiments may become apparent to those of ordinary skill in the art upon reading the
foregomg description. The inventors expect skilled artisans to employ such vanations 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 apphicable law. Moreover, any combination of the above-
described elements in all possible variations thereof is encompassed by the various embodiments
of the present disclosure unless otherwise indicated herein or otherwise clearly contradicted by

contexti,
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CLAIMS

What is claimed 15:

i Anantibody, or an antigen binding fragment thereot, which specifically binds human
Angiopoietin-Like Protein 7 {ANGPTL7), optionally wherein said human ANGPTL7 15 a
polypeptide which comprises or consists of the ammo acid sequence of any one of SEQ 1D NQOs:

370 to 374,

2. The antibody, or an antigen binding fragment thereof, of claim 1, which exhibits any one
or more the following functional characteristics:

a. increases outflow facifity compared to a control when administered to the eve of a
subject, optionally wherein the control 15 vehicle treatment, dexamethasone treatment,
ANGPTL7 protein treatiment, or ANGPTL7 protein with an isotype control antibody
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 fragrent thereof, of claim 1 or claim 2, which 18

monoclonal, 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.

3. The antibody, or an antigen binding fragment thereof, of any one of claims 1 to 4, which
is a full length antibody, a simgle cham antibody, a single chamn variable fragment {scFv}), a

variable fragment (Fv), a fragment antigen-binding region (Fab}, a Fab-C, a Fab’-SH, a (Fab'}2,
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a single-domain antibody (sdAb}, a VHH antibody, a nanobedy, a camelid-derived single-

domain antibody, a shark IgNAR-derived single-domain antibody fragment {VNAR), a diabody,

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

comprising an Fc region such as a human fgG1, IgG2, 1gG3 or Ig(G4 region.

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

is conjugated to af least one additional moiety, 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 1s expressed in the human eye;

b. a therapeutic or cytotoxic moiety;

¢. a detection moiety;

d. a punification moiety;

e a half-life extension moiety, optionally a polypeptide that 15 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- terminus of the antibody.

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

is a polypeptide comprising:

a.

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

a VH sequence having at least 90% identity to the VH seguence 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 variation 1s not permutted in the HCDRs
or LCDRs; and/or

all six CDRs 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 foll 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 chamn (VL + constant) sequence of said exemplary

antibody.

3 A polynucleotide encoding an antibody, or an antigen binding fragment thereof, of any
one of claims 1 to 7, optionally wherein said polynucleoiide comprises or consists of a nucleic
actd sequence having at least 70%, 80%, 90% or 100% identity to a nucleic acid sequence of any

one of the exemplary antibodies the sequences of which are provided in Table 11

9. An expression vector comprising the polynucleotide of claim 8, which is optionally an
adeno-associated virus (AAV) vector, a lentiviral (LV)} vector, a herpes simplex virus (HSV)

vector, or a refrovirus vector,

10, A pharmaceutical composition comprising an antibody, or an antigen binding fragment
thereof, a polynucleotide, or a vector according to any one of the preceding claims, and
optionally:

a. at least one pharmaceutically acceptable carrier, diluent or preservative; and/or

b, at least one additional active ingredient.

11 The pharmaceutical composition of claim 10, which 1s suntable for ocular admumsiration
to a subject, optionally by delivery using a conjunctival nsert, 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 mnto the vitreous flud.
12, The antibody, or an antigen binding fragment thereof, according to any one of clamns 1 to

7, the polynucleotide of claim 8, the vector of claim 9, or the composition of claim 10 or 11, for

use as a medicament, optionally for use in a method of treating a disease of the eve in a subject.
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13. The antibody, fragment, polynucieotide, vector, or composition for use according to
claim 12, whereim said disease 1s characterized by increased intragcular pressure and/or reduced

outflow facility in the eye of the subject.

14, The antibody, fragment, polynuclectide, vector or composition for use according to claim
12 or 13, wherein the method comprises ocular admunustration of the antibody, preferably by
njection into the vitresus fluid, and wherein said administration preferably relieves at least one
sympiom in the subject selected from eve pain, eye pressure, headaches, rainbow-colored halos
arcund hghts, low vision, blurred vision, narrowed vision, impatred peripheral vision, blind

spots, nausea, vormiting, and red eyes.

is. The antibody, fragment, polvnucleotide, vector or composttion 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 ganghion cells, optionally wherein said glaucoma 1s primary or glucocorticoid-induced

glaucoma.

16, Anantibody directed agamst Angiopoietin-Like Protemn 7 {ANGPTL7) peptides, or an
antigen-binding fragment thereof, comprising a heavy chain vanable region {VH) comprising
complementarity determining regions (CDRs) HCDRI, HCDR2, and HCDR3, and a hight chamn
vanable region (VL) comprising complementarity determuning regions {({CDRs) LCDRI,

LCDR2Z, and LCDRS3, wherein:

the HCDRI1 comprises one of the following amino acid sequences:

(a) XOGY20BG (SEQID NG 1), wherem Xa s S or I X0 Gor YV Xas Sor H;

{b) TSGVGVG (SEQ B NG 18);

() XaXXGMXG (SEQ ID NO: 27y, wheremn X sV, 5, D or T, X s Y, H, ot F; Xsis D,
.8, or A, XeisH, S, or Ny or

(d} SXHSXoYWIG(SEQ ID NG: 74y, wheren X115 S or G, Xais S or YV, X5 is Gor §

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

fun—y
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(a) WIX2GGXGX TR YAQX X XoG(SEQ 1D NO: 7), wheremn X 18 §, | or Ny Xo 18
AorP X Yor Ny XeisNorT  XsisNoa A, KesNorK; XsisNorK; XeisLorF; Xois R
or {2,

(b LIYWNDDKX YSPSLKS (SEQ 1D NO: 21), wherein X5 1s R or {3;

(¢} KXo X3XKaXsKe XX s XoX 10X 11 X12X 13 XX sG (SEQ 1D NO: 43), wherein X115 (G, T,
SAV HolXslor M XD N T8 or G XaisP,W, 8, G orY; XsisD, AN, S, or
Y XetsGor S, X 8D G Y, 8, Lor N, Xeis TS NLY,orEnXeisY, T.FE MK G ork;
KiosY,GorF. XusP Y. or A XpisG D or A X Sor Dy XaisV, Loor S, XisisKor
M; or

(d) XiIYYSGSTXSNPSLKS (SEQ ID NO: 78y wherein Xa 185, or Y, X218 Y of §;

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

(a) SEQ ID NQOs: 13-17;

(b Xi2OXGXKeXsXKeFFD2XG (SEQ D NO: 24) wheremm Xy i8S, D, or N; Xo s Y or P X 18
GoDXisDo¥YV,XssYoGEGXssWol Xrsho¥,

(¢} SEQ ID NGs: 59-73; or

{(d) XX XoXaGX5Xe X XsXoY (SEQ ID NO: 82y wherem Xi s Qor A, Xo 3 Y or K X5
STor W, Xe s Sor B, Xsis Tor D X Eor Y, X YorF:XsisFor3 X515Q or Y, and

wherein the LCDRT comprises an ammo acid sequences of any of SEQ ID NOs: 87-97, SEQ 1D
NGs: 123-127, or SEQ 1D NQGs: 141-149; the LCDRZ comprises an amino acid sequence of any
of SEG ID NOs: 99-109, 8EQ 1D NOs: 129-133, or SEQ ID NOs 151-159; and the LCDR3
comprises an amino acid sequence of any of SEQ ID NOs: 111-121, SEQ ID NQOs: 135-139, or
SEQ ID NOs: 161-169.

17 An antibody directed agamst Angiopoietin-Like Protein 7 (ANGPTL7} peptides, or an
antigen-binding fragment thereof, comprising a heavy chain vanable region (VH) comprising
complementarity determining regions {CDRs) HCDRI, HCDR?2, and HCDR3, and a hight chain
variable region (VL) comprising complementarnty deternmining regions (CDRs) LCDRI,

LUDR2, and LCDR3, wherein:
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the LCDRT comprises one of the following amino acid sequences:

{(3) RASOX GG (SEQ ID NG: 86), wherein Xa s Gor 5, o s 5, R or Y, Xs 15
S NorLXensW D oY, Xs18A, G or N,

(b} RESQSLXXSXKa XX YLX (SEQ ID NO: 122), wherem Xy s Lor V; Xz s H) Y,
or F: Xsis Nor D, XaisRor (5 Xsis Yor Ny Xeis Nor T, Xois D or N; or

() RASQSVSXXoXs3A (SEQ 1D NG: 140), wherein X115 8, N, or R, Xo 18 Y oor §; X
isLorY, XsisAork;

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

(3) AXGSSLXGS (SEQIDNG: 98y, wheren Xhi s Aor T, X215 Q or Py

(b)Y XGXoSNRXGS (SEQ 1D NO: 128), wheremn Xa s L K, or E; Xo s Gor V; X518 A or
D;or

(¢} KiASIGRAT (SEQ 1D NO: 150y, wherein Xais Dor G Xo s N, S, or T;

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

{(a) XG0 XXPXe Xy (SEQID NG 110), wherem Xo s Lor @, Xo s A H, 5, or D
XN For ¥V Xais S, T, or N XssF Y, or T Xeis WL LP or YV Xois Tar Y,

(b)) MOX X2GXaPXT (SEQID NO: 134), wherein Xa s Tor G X0 s L or T, Xa 5 Q
or H; Xas TorW; Xsis Y or W, or

() QUX XXX XsXsT(SEQ ID NO: 160), wherein X118 R, Y, or (5, X218 8, G, or (B
Ko N, S, oV Xais W, 5, or EXsisPorl, Xes L, S, P, or T: and

wherein the HCDRI1 comprises an amino acid sequences of any of SEQ D NOs: 2-6, SEQ 1D
NQs: 19-20, SEQ 1D NQOs: 28-42, or SEQ 1D NGs: 75-77, the HCDRZ comprises an amino acid
sequence of any of SEQ 1D NQOs: 3-12, SEQ ID NQGs: 22-23, SEQ 1D NOs 44-58, or SEQ 1D
NOs: 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 NQOs: 59-73, or SEQ 1D N{Os: 83-85,

18 The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid
sequence of SEG ID NO: 2; the HCDRZ comprises the amino acid sequence of SEQ 1D NO: &;
and the HCDR3 comprises the anino acid sequence of SEQ 1D NG: 13,

fun—y
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19. The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid
sequence of SEG ID NGO 3; the HCDRZ comprises the amino acid sequence of SEQ 1D NO: 9;
and the HCDR3 comprises the anino acid sequence of SEQ 1D NG: 14,

20. The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid
sequence of SEQ ID NO: 4; the HCDRZ comprises the amino acid sequence of SEQ 1D NO: 10
and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 15

21 The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid
sequence of SEQ ID NO: 5; the HCDRZ comprises the amino acid sequence of SEQ 1D NO: 11,
and the HCDR3 comprises the amino acid sequence of SEQ ID NO: 16,

22, The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid
sequence of SEQ ID NO: 6; the HCDR2 comprises the amino acid sequence of SEQ ID NGO 12;
and the HCDR3 comprises the amino acid sequence of SEQ ID NG: 17,

23 The antibody of claum 16 or claim 17, wheren the HCDRI comprises the armino acid
sequence of SEQ ID NO: 19, the HCDR2 comprises the amuno 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 HCDRI comprises the amino acid
sequence of SEQ 1D NO: 20; the HUDRZ2 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 acid

sequence of SEQ ID NO: 28; the HUDRZ 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 anmino acid
sequence of SEQ ID NO: 29; the HUDRZ comprises the amino acid sequence of SEQ ID NO:
45; and the HCDR3 comprises the amino acid sequence of SEQ 1D NO: 60.

27. The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the anmino acid
sequence of SEQ ID NO: 30; the HUDRZ comprises the amino acid sequence of SEQ ID NO:
46; and the HCDR3 comprises the amino acid sequence of SEQ 1} NO: 61

28. The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the anmino acid
sequence of SEQ I NO: 31; the HCDR2 comprises the amino acid sequence of SEQ ID NO:
47 and the HCDR3 comprises the amino acid sequence of SEQ D NO: 62

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

30, The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the anuno acid
sequence of SEQ ID NO: 33; the HCDRZ2 comprises the amino acid sequence of SEQ 1D NOG:
49; and the HCDR3 comprises the amino acid sequence of SEQ 1D NO: 64

31 The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amino acid
sequence of SEQ ID NO: 34; the HCDRZ comprises the amino acid sequence of SEQ 1D NO:

50; and the HCDR3 comprises the amino acid sequence of SEQ ID NG 65,

32, The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the amino acid
sequence of SEQ ID NO: 35; the HCDRZ comprises the amino acid sequence of SEQ 1D NO:
51; and the HCDR3 comprises the amino acid sequence of SEQ ID NG 66.

33 The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid
sequence of SEQ ID NO: 36; the HCDR2 comprises the amino acid sequence of SEQ 1D NG:
52; and the HCDR3 comprises the amino acid sequence of SEQ ID NG 67
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34 The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid
sequence of SEQ ID NO: 37; the HCDRZ comprises the amino acid sequence of SEQ 1D NO:
53; and the HCDR3 comprises the amino acid sequence of SEQ ID NG 68

35, The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid
sequence of SEQ ID NO: 38; the HCDR2 comprises the amino acid sequence of SEQ 1D NG:
54; and the HCDR3 comprises the amino acid sequence of SEQ ID NG 69

36 The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid
sequence of SEQ ID NO: 39; the HCDR2 comprises the amino acid sequence of SEQ D NO:
55; and the HCDR3 comprises the amineo acid sequence of SEQ ID NG: 70,

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

38, The antibody of claum 16 or claim 17, wheren the HCDRI comprises the armino acid
sequence of SEQ ID NO: 41, the HCDR2 comprises the amino acid sequence of SEQ ID NO:
57, and the HCDR3 comprises the amino acid sequence of SEQ 1D NG 72

39, The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid
sequence of SEQ 1D NO: 42; the HUDRZ2 comprises the amino acid sequence of SEQ ID NO:

58; and the HCDR3 comprises the amino acid sequence of SEQ 1D NG 73.
40, The antibody of claim 16 or claim 17, wherein the HCDRI comprises the amino acid

sequence of SEQ ID NO: 75; the HUDRZ comprises the amino acid sequence of SEQ ID NO:
79, and the HCDR3 comprises the amino acid sequence of SEQ D NO: 83,
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41, The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the anmino acid
sequence of SEQ ID NO: 76; the HUDRZ comprises the amino acid sequence of SEQ ID NO:
80; and the HCDR3 comprises the amino acid sequence of SEQ D NO: 84

42. The antibody of claim 16 or claim 17, wherein the HCDR1 comprises the anmino acid
sequence of SEQ ID NO: 77; the HUDRZ comprises the amino acid sequence of SEQ ID NO:
81; and the HCDR3 comprises the amino acid sequence of SEQ D NG: &5,

43, The antibody of claim 16 or claim 17, wherein 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 amino acid sequence of SEQ D NO: 111

44 The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid
sequence of SEQ ID NO: 88; the LCDR2 comprises the amino acid sequence of SEQ 1D NO:
100; and the LCDR3 comprises the anuno acid sequence of SEQ ID NG 112

43, The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid
sequence of SEQ ID NO: 89; the LCDR2 comprises the amino acid sequence of SEQ ID NG
101; and the LCDR3 comprises the anuno acid sequence of SEQ ID NG 113,

40, The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid
sequence of SEQ ID NO: 90; the LCDRZ comprises the amino acid sequence of SEQ 1D NG:

102; and the LCDIR3 comprises the aming acid sequence of SEQ ID NG 114,

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

104; and the LCDR3 comprises the amino acid sequence of SEQ 1D NO: 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 NG:
105; and the LCDR3 comprises the amino acid sequence of SEQ 1D NO: 117,

50. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ ID 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

51 The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ ID NO: 95; the LCDR2 comprises the amino acid sequence of SEQ 1D NG:
107; and the LCDR3 comprises the amino acid sequence of SEQ 1D NO: 119,

s2. 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 anuno acid sequence of SEQ ID NG:
108; and the LCDR3 comprises the armino acid sequence of SEQ 1D NO: 120

3. The antibody of claim 16 or claim 17, wheremn the LCDRI comprises the anuno acid
sequence of SEQ ID NO: 97; the LCDRZ comprises the anuno acid sequence of SEQ ID NG:

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

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

129; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 135,
sS, The antibody of claim 16 or claim 17, wherein the LCDRI comprises the aming aad

sequence of SEQ ID NO: 124, the LCDR2 comprises the amino acid sequence of SEQ 1D NO:
130; and the LCDR3 comprises the amino acid sequence of SEQ 1D NG 136,
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56. The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid
sequence of SEQ ID NO: 125, the LCDR2 comprises the amino acid sequence of SEQ 1D NO:
131; and the LCDR3 comprises the amino acid sequence of SEQ ID NG: 137,

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

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

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

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

61, The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid
sequence of SEQ ID NO: 143, the LCDR2 comprises the amino acid sequence of SEQ ID NO:

153; and the LCDR3 comprises the aming acid sequence of SEQ 1D NG 163,

62, The antibody of claim 16 or claim 17, wherein the LCDRI comprises the amino acid
sequence of SEQ ID NO: 144, the LCDR2 comprises the amino acid sequence of SEQ ID NO:
154; and the LCDR3 comprises the amino acid sequence of SEQ 1D NO: 164

63. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEGQ ID NO: 1435; the LCDRZ comprises the amino acid sequence of SEQ 1D NG:

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

635. The antibody of claim 16 or claim 17, wherein the LCDR1 comprises the amino acid
sequence of SEQ ID NO: 147, the LCDRZ comprises the amino acid sequence of SEQ 1D 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 ID NO: 148; the LCDR2 comprises the anuno acid sequence of SEQ 1D NO:
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 ID NO: 149, the LCDR2 comprises the anuno acid sequence of SEQ 1D NO:

159; and the LCDR3 comprises the amino acid sequence of SEQ 1D NO: 169,

68, The antibody of claim 16 or claim 17, wherein the VH comprises an amine aciud sequence

that 1s at least 90% dentical to any of’
(2} SEQ ID NOs: 170-174;
(b)Y SEQ ID NOs: 190-191,
(¢} SEQ ID NOs: 198-212; or
() SEQ D NOs: 258-260.

69. The antibody of claim 16 or claim 17, wherein the VL comprises an amino acid sequence

that 18 at least 90% identical to any of;
{a) SEQ ID NOs: 180-184;
(b} SEQ 1D NQOs: 194-195;
(¢} SEQ ID NOs: 228-242; or
(d) SEQ ID NOs: 264-266.
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70. The antibody of claim 16 or ¢laim 17, wherein the VH comprises an amino acid sequence
that 1s at least 90% identical to SEQ 1D NG 170 and the VL comprises an amno acid sequence

that 15 at least 90% identical to SEQ ID NG 180

71 The antibody of claim 16 or ¢laim 17, wherein the VH comprises an amino acid sequence
that is at least 90% identical to SEQ 1D NG 171 and the VL comprises an ammno acid sequence

that 15 at least 90% identical to SEQ ID NG 181,

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

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

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

that 1s at least 90% wdentical to SEQ 1D NG 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 1D NO: 174 and the VL comprises an anino acid sequence

that is at least 90% dentical 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% identical to SEQ 1D NO: 190 and the VL comprises an amino acid sequence

that is at least 90% dentical to SEQ 1D NGO 194

76, The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 15 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 1D NQO. 195,

77 The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 18 at least 90% identical to SEQ 1D NG 198 and the VL comprises an amino acid sequence

that is at least 90% identical to SEQ 1D NQ. 228,
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78, The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 18 at least 90% identical to SEQ 1D NG 199 and the VL comprises an amino acid sequence

that is at least 90% i1dentical to SEQ 1D NQO. 229

79, The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 18 at least 90% identical to SEQ 1D NG 200 and the VL comprises an amino acid sequence

that is at least 90% identical to SEQ 1D NQ: 230

80. The anttbody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that s at least 90% identical to SEQ 1D NO: 201 and the VL comprises an amino acid sequence

that s at least 90% identical to SEQ 1D NO: 231

81 The anttbody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 1s at least 90% wdentical to SEQ 1D NG 202 and the VL comprises an ammo acid sequence

that 15 at least 90% identical to SEQ 1D NG 232,

82. The antibody of claum 16 or claim 17, wherein the VH comprises an amine aciud sequence
that 1s at least 90% wdentical to SEQ 1D NG 203 and the VL comprises an ammno acid sequence

that 13 at feast 90% identical to SEQ 1D N{O: 233.

33, The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 1s at least 90% dentical to SEQ 1D NG: 204 and the VL comprises an amino acid sequence

that 18 at least 90% identical to SEQ D NO: 234
34, 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 NQO: 205 and the VL comprises an amino acid sequence

that 15 at least 90% identical to SEQ ID NG 235,
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85, The antibody of claim 16 or ¢laim 17, wherein the VH comprises an amino acid sequence
that 1s at least 90% identical to SEQ 1D NQO: 200 and the VL comprises an amino acid sequence

that 15 at least 90% identical to SEQ ID NG 236,

86. The antibody of claim 16 or ¢laim 17, wherein the VH comprises an amino acid sequence
that 1s at least 90% identical to SEQ 1D NQ: 207 and the VL comprises an amino acid sequence

that 15 at least 90% identical to SEQ ID NG 237,

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

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

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

that 1s at least 90% wdentical to SEQ 1D NG: 239,

89, The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 15 at least 90% identical to SEQ 1D NO: 210 and the VL comprises an anmino acid sequence

that 1s at least 90% wdentical to SEQ 1D NG: 240,

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

that is at least 90% dentical to SEQ 1D NO: 241,

91, The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 15 at least 90% identical to SEQ 1D NO: 212 and the VL comprises an amino acid sequence

that is at least 90% identical to SEQ 1D NQ. 242,

92 The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 18 at least 90% identical to SEQ 1D NG 258 and the VL comprises an amino acid sequence

that is at least 90% i1dentical to SEQ 1D NQO. 204,
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93, The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 18 at least 90% identical to SEQ 1D NG 259 and the VL comprises an amino acid sequence

that is at least 90% i1dentical to SEQ 11D NQO. 265,

94, The antibody of claim 16 or claim 17, wherein the VH comprises an amino acid sequence
that 18 at least 90% identical to SEQ 1D NG 260 and the VL comprises an amino acid sequence

that is at least 90% identical to SEQ 1D NQ: 266,

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

increases outflow facility compared to a control.

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

an 1sotype control antibody treatment.

97. The antibody of claim 95 or claim 96, wheremn,

{(a) the VH comprises an amino acid sequence that s at least 90% wdentical to SEQ ID
N 210 and the VL comprises an arnino acid sequence that 1s at least 90% 1dentical to SEQ ID
NO: 240,

{b) the VH comprises an amino acid sequence that 1s at least 90% identical to SEQ ID
NG 200 and the VL comprises an anino acid sequence that 15 at least 90% 1dentical to SEQ ID
NO: 230;

(¢} the VH comprises an amino acid sequence that 1s 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
NO: 264,

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

NGO 237,
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(e} the VH comprises an amino acid sequence that s at least 90% identical to SEQ ID

204 and the VL comprises an amino acid sequence that is at least 90% 1dentical to SEQ 1D

(f) the VH comprises an amino acid sequence that 1s at least 90% identical to SEQ ID
260 and the VL comprises an aming acid sequence that 1s at least 90% identical to SEQ ID
266

{2} the VH comprises an amino acid sequence that is at least 90% identical to SEQ 1D
205 and the VL comprises an amino acid sequence that s at least 90% identical to SEQ 1D

23

S

.

q

(h) the VH comprises an amino acid sequence that is at least 90% identical to SEGQ ID
206 and the VL comprises an amino acid sequence that 1s at least 90% identical to SEQ ID
236

(1) the VH comprises an amino acid sequence that s at least 90% 1dentical to SEQ 1D
208 and the VL comprises an amino acid sequence that 15 at least 90% identical to SEQ 1D
238,

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

(k) the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID
203 and the VL comprises an aming acid sequence that 1s at least 0% identical to SEQ ID
233

(1) the VH comprises an amino acid sequence that 15 at least 90% 1dentical to SEQ ID
212 and the VL comprises an amino acid sequience that 1s at least 90% 1dentical to SEQ ID
242,

{m) the VH comprises an amino acid sequence that 1s at least 90% identical to SEQ ID
198 and the VL comprises an amino acid sequence that 15 at least 90% 1dentical to SEQ ID
228,

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

194
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{0} the VH comprises an amino 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% 1dentical to SEQ 1D

{p) the VH comprises an amino acid sequence that 1s at least 90% identical to SEQ ID
211 and the VL comprises an aming acid sequence that 1s at least 90% identical to SEQ ID
241; or

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

229.

The antibody of claim 81 or claim 82, wherein;

(a) the VH comprises an amino acid sequence that s at least 90% wdentical to SEQ ID
210 and the VL comprises an amino acid sequence that 1s at least 90% identical to SEQ ID
240

(b} the VH comprises an amino acid sequence that is at least 90% identical to SEQ ID
200 and the VL comprises an amino acid sequence that is at least 90% identical to SEQ 1D
230; or

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

264.

The antibody of claim 95 or claim 96, wherem;

{3} the VH comprises an amino acid sequence that 13 at least 90% 1dentical to SEQ 1D
207 and the VL comprises an aming acid sequence that 1s at least 0% identical to SEQ ID
237

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

(¢} the VH comprises an aming acid sequence that s at least 90% identical to SEQ 1D
260 and the VL comprises an aming acid sequence that 1s at least 90% identical to SEQ ID

266;
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{d} the VH comprises an amino acid sequence that is at least 90% identical to SEQ 1D
205 and the VL comprises an amino acid sequence that is at least 90% 1dentical to SEQ 1D
235

(e} the VH comprises an aming acid sequence that s at least 90% identical to SEQ 1D
206 and the VL comprises an aming acid sequence that 1s at least 90% identical to SEQ ID
236

(f} the VH comprises an amino acid sequence that is at least 90% identical to SEQ 1D
208 and the VL comprises an amino acid sequence that 15 at least 90% identical to SEQ 1D
238

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

{(h} the VH comprises an amino acid sequence that is at least 90% identical to SEQ 1D
203 and the VL comprises an amino acid sequence that s at least 90% identical to SEQ 1D
233;

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

{1} the VH comprises an amino acud sequence that 1s at least 90% 1dentical to SEQ 1D
198 and the VL comprises an amino acid sequence that 15 at least 90% 1dentical to SEQ ID
228; or

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

194,

The antibody of claim 95 or claim 96, wherem;
(3} the VH comprises an aming acid sequence that s at least 90% identical to SEQ 1D
202 and the VL comprises an aming acid sequence that 1s at least 90% identical to SEQ ID

232
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(b} the VH comprises an amino acid sequence that is at least 90% identical to SEQ 1D
NG 211 and the VL comprises an anino acid sequence that is at least 90% identical to SEQ D
NG 241; or

(c) the VH comprises an aming acid sequence that s at least 90% identical to SEQ 1D
NG 199 and the VL comprises an amino acid sequence that 1s at least 90% identical to SEQ 1D

NQO: 229

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

antibody, a human antibody, a humanized antibody, and/or a chimeric antibody.

102, The antibody of any one of claims 16 to 101, wherein the antibody 1s a fragment selected

from the group consisting of Fab, Fab-C, Fab'-SH, Fv, scFv, and (Fab') fragments.

103.  The antibody of any one of claims 16 to 102, wherein the antibody s 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 105, wherein the antibody comprises a

purification moiety.

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

extension moiety.
108 The antibody of claim 107, wherein the haif-life extension motety comprises a
polvpeptide that is at least 20 amino acids in length and comprises any combmation of G, A, 8 T,

E, and P residues.
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109, The antibody of claim 108, wherein the half-life extension polypeptide is attached to the

C-terminus or N-terminus of the antibody.

110. A pharmaceutical composition comprising any of the antibodies of claims 1 to 109,

111, The composition of claim 110, wherein the composition s suitable for ocular

administration.

112, The composition of claim 111, wherein the ocular administration comprises injection into

vitreous Thud.

113, The composition of claim 111, wherein the ocular adnunistration comprises delivering
the antibody using a conjunctival insert, a contact lens, a gel, a nanoparticle, a mucoadhesive

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

114, A method of treating glavcoma and/or a disease affecting the optic nerve or retinal
ganglion cells comprising admnistering a pharmaceutical composition comprising an effective

aroount of the antibody of claim 16 or claim 17, 1o a subject in need thereof,

115, The method of claim 114, wherein the pharmaceutical composition 15 administered
ocularly and treats at least one symptom asseciated with glaucoma and/or a disease affecting the

optic nerve or retinal ganglion cells.

116, The method of claym 114 or claim 115, wherein the at least one symptom associated with
glaucoma and/or a disease affecting the opiic 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.

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

composition attenuates miraocular pressure and/or ncreases outflow facility in the subject’s eve.
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118, The method of any of claims 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

admunistered at a dose ranging from about ¢.0001 mg/mi to about 100 mg/ml.

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

(a) SEQ ID NQOs: 175-179;

(b} SEQ ID NOs: 192-193;

(c) SEQ ID NOs: 213-227; or

{d} SEQ 1D NOs: 261-263.

~F

k
3

~

121, A polynucleotide having at least 70% identity to any of the following nucleic acid
3eGUENCes:

(a) SEQ 1D NOs: 185-189;

(b) SEQ ID NOs: 196-197;

(¢} SEQ ID NOs: 243-257; or

(d) SEQ ID NOs: 267-269.

122, A polvnucleotide having at least 80% 1dentity to any of the following nucleic acid
SEQUENCEs:

(a} SEQ ID NOs: 175-179,

(b} SEQ ID N(as: 192-193,

(¢} SEQ ID NOs: 213227, or

(d)y SEG ID NOs: 261-263.

123. A polynucleotide having at least 80% identity to any of the following nucleic acid
sequences:

(a} SEQ ID NOs: 185-189;
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(b} SEQ ID NOs: 196-197;
(¢} SEQ ID NOs: 243-257; or
(d) SEQ [} NOs: 267-269.

124, A polvnuclestide comprising;

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

acid sequence that is at least 70% identical to SEQ 1D NO: 1835;

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

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

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

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 1D NO:

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:

acid sequence that 15 at least 70% identical to SEQ ID NO: 189,

125 A polynucleotide comprising

{(a) a nucleic acid sequence that is at least 70% wdentical to SEQ ID NO»

acid sequence that 15 at least 70% identical to SEQ ID NG: 196; or

(b} 8 nucleic acid sequence that 1s at least 70% 1dentical to SEQ 1D NG

nucleic acid sequence that 15 at least 70% identical to SEQ 1D NG 197,

126. A polynucleotide comprising;

{(a) a nucleic acid sequence that 1s at least 70% dentical to SEQ ID NGO

acid sequence that 1s at least 70% identical to SEQ 1D NG: 243,

(b} 8 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: 244,

(¢} a nucleic acid sequence that is at least 70% identical to SEQ ID NGO

acid sequence that s at least 70% identical to SEQ 1D NG: 245;

{d} a nucleic acid sequence that is at least 70% identical to SEQ D NG

nucleic acid sequence that 1s at least 70% identical to SEQ 1D NG: 246;
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(e} a nucleic acid sequence that is at least 70% identical to SEQ ID NGO 217 and a nucleic
actd sequence that 1s at least 70% identical to SEQ 1D NG: 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 NG: 248;

{2} a nucleic acid sequence that is at least 70% identical to SEQ D NO: 219 and a
nucleic acid sequence that 1s at least 70% identical to SEQ 1D NG: 249,

{h} a nucleic acid sequence that is at least 70% identical to SEQ ID NGO 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% i1dentical to SEQ ID NO: 221 and a nucleic
actd sequence that s at least 70% wdentical to SEQ 1D NG: 251;

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

(k} a nucleic acid sequence that 15 at least 70% 1dentical to SEQ ID NO: 223 and a
nucleic acid sequence that is at least 70% wdentical to SEQ 1D NG: 253;

(1} a nucleic acid sequence that 1s at least 70% 1dentical to SEQ TD NG: 224 and a nucleic
acid sequence that is at least 70% wdentical to SEQ 1D NGO 254

{m) a nucleic acid sequence that is at least 70% 1dentical 10 SEQ ID NO: 225 and a
nucleic acid sequence that is at least 70% wdentical to SEQ ID NG: 255,

{n) a nuclewe acid sequence that s at least 70% 1dentical to SEQ ID NO: 226 and a
nucleic acid sequence that is at least 70% wdentical to SEQ 1D NG: 236; or

{0} a nucleic acid sequence that 1s at least 70% identical to SEQ ID NO: 227 and a

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

127, A polynucleotide comprising:

{3} a nucleic acid sequence that 13 at least 70% 1dentical to SEQ ID NQO: 261 and a nucleic
actd sequence that is at least 70% dentical to SEQ 1D NO: 267,

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

(¢} a nucleic acid sequence that is at least 70% identical to SEQ 1D NO: 263 and a nucleic

acid sequence that is at least 70% identical to SEQ 1D NO: 269

174
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128, An expression vector comprising any of the polvnucleotides of claims 120 to 127.

129, The expression vector of claim 128, wherein the expression vector is at least one of an
adeno-associated virus (AAV) vector, a lentiviral (LV) vector, a herpes simplex virus (HSV)

vector, and a retrovirus vector.

130, A method of adminustering 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
eanglion cells comprising administering a pharmaceutical composition comprising an effective
amount of the expression vector of claim 128 or claim 129, wherein administering the
pharmaceutical composition treats at least one symptom of glaucoma and/or a disease affecting

the optic nerve or retinal ganglion cells.

132, The antibody of claim 16 or ¢claim 17, wherein the antibody binds an epttope from an

ANGPTL7 polypeptide baving any amino acid sequence of SEQ 1D NOs: 370-374.

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

ANGPTLT polypeptide with a Kb of about 100 sM or lower.
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INTERNATIONAL SEARCH REPORT

International application No

PCT/US2023/020354

A. CLASSIFICATION OF SUBJECT MATTER

ADD.

INV. A61P27/06 A61K39/00 CO7K16/22

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

A61lK A61P CO7K

Minimum documentation searched (classification system followed by classification symbols)

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

EPO-Internal, BIOSIS, Sequence Search, EMBASE, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

Research Square,

XP055935846,

Retrieved from the Internet:

[retrieved on 2022-06-27]
figures 4,7

5 May 2011 (2011-05-05)
figures 2,3; example 1

8 September 2021 (2021-09-08),

DOI: 10.21203/rs.3.rs—-858876/v1

URL:https://assets.researchsquare.com/file
s/rs—-858876/vl_covered.pdf?c=1631878681

-/—

X Praveen Kavita ET AL: "Genetic and 1-133
Functional Characterization of ANGPTL7 as
a Therapeutic Target for Glaucoma",

X WO 2011/051276 Al (EXTERNAUTICS S P A 1-110,
[IT]; GRIFANTINI RENATA [IT] ET AL.) 120-129,

133

|__K| Further documents are listed in the continuation of Box C.

‘z‘ See patent family annex.

* Special categories of cited documents :

"A" document defining the general state of the art which is not considered
to be of particular relevance

"E" earlier application or patent but published on or after the international
filing date

"L" document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other
special reason (as specified)

"O" document referring to an oral disclosure, use, exhibition or other
means

"P" document published prior to the international filing date but later than
the priority date claimed

W

e

wyn

g

later document published after the international filing date or priority
date and not in conflict with the application but cited to understand
the principle or theory underlying the invention

document of particular relevance;; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

document of particular relevance;; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

document member of the same patent family

Date of the actual completion of the international search

16 August 2023

Date of mailing of the international search report

22/08/2023

Name and mailing address of the ISA/
European Patent Office, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk
Tel. (+31-70) 340-2040,
Fax: (+31-70) 340-3016

Authorized officer

Cilensek, Zoran
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DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

X

KUCHTEY JOHN ET AL: "Angiopoietin-like 7
secretion is induced by glaucoma stimuli
and its concentration is elevated in
glaucomatous aqueous humor",

INVESTIGATIVE OPHTHALMOLOGY & VISUAL
SCIENCE, ASSOCIATION FOR RESEARCH IN
VISION AND OPHTHALMOLOGY, US,

vol. 49, no. 8, 1 August 2008 (2008-08-01)
, pages 3438-3448, XP002618242,

ISSN: 0146-0404, DOI: 10.1167/I0VS.07-1347
figures 1-4,6,7

RENATA GRIFANTINI ET AL: "A novel
polyclonal antibody library for expression
profiling of poorly characterized,
membrane and secreted human proteins",
JOURNAL OF PROTEOMICS, ELSEVIER,
AMSTERDAM, NL,

vol. 75, no. 2,

23 August 2011 (2011-08-23), pages
532-547, XP028124879,

ISSN: 1874-3919, DOI:
10.1016/J.JPROT.2011.08.018

[retrieved on 2011-09-05]

table 1

XU TONG ET AL: "Angptl7 promotes insulin
resistance and type 2 diabetes mellitus by
multiple mechanisms including
SOCS3-mediated IRS1 degradation",

THE FASEB JOURNAL,

vol. 34, no. 10,

12 October 2020 (2020-10-12), pages
13548-13560, XP093072478,

us

ISSN: 0892-6638, DOI:
10.1096/£5.202000246RR

Retrieved from the Internet:
URL:https://onlinelibrary.wiley.com/doi/fu
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figures 1,4

Anonymous : "Mouse Angiopoietin-like
Protein 7/ANGPTL7 Antibody",

18 November 2021 (2021-11-18),
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Retrieved from the Internet:
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df?src=rnd&pdf=mab4960.pdf

[retrieved on 2023-08-09]
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Box No. | Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c¢ of the first sheet)
1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was

carried out on the basis of a sequence listing:

a. forming part of the international application as filed.

b. D furnished subsequent to the international filing date for the purposes of international search (Rule 13ier1(a)).

accompanied by a statement to the effect that the sequence listing does not go beyond the disclosure in the
international application as filed.

2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this report has been
established to the extent that a meaningful search could be carried out without a WIPO Standard ST.26 compliant
sequence listing.

3. Additional comments:
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INTERNATIONAL SEARCH REPORT
Box No.Ill Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. D Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. E Claims Nos.: 2-133 (partially)

because they relate to parts of the international application that do not comply with the prescribed requirements to such

an extent that no meaningful international search can be carried out, specifically:
see FURTHER INFORMATION sheet PCT/ISA/210

3. D Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. lll Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

1. As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
additional fees.

3. As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. D No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims;; it is covered by claims Nos.:

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee.
The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (April 2005)
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

Continuation of Box II.2

Claims Nos.: 2-133(partially)

The reasons for an incomplete search are provided on the separate sheet.

The applicant's attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1l(e) PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Guidelines C-IV, 7.2),
should the problems which led to the Article 17(2) PCT declaration be
overcome.
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