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CLAIMS:

1. A chumene, COR-grafled, humanmnized or recombinant human antibady, or antigen-binding fragmen! thereof, that
specifically binds to human PTKT and which comprises light and heavy chain variable regions, wherein:

(a) the light chain variable region comprises three CDRSs sel forth as residues 24-34 of SEQ 1D NO: 62 for V)
COR1, residues 50-56 of SEQ 1D MO 62 for V| CORZ, and residues B9-97 of SEQ 1D NO: 62 for V| COR3,
and the heavy chain vanable region comprses three CORs set forth as residues 371-35 of SEQ 1D NO: 63 for
Wy COR1, residues 50-65 of SEQ (D NC: 63 forVy CDR2, and residues B5-102 of SEC 10 MO: &3 for Vi COR3,
wherein the CDR numbering is according to Kabat;

(b} the light chain varable region comprises three CORS sel forth as residues 23-34 of SECQ 1D MO 62 for V)
COR1, resdues 50-56 of SEQ 1D MO 82 for V) CORZ, and residues 89-87 of SEQ 1D NO: 62 for V), COR3,
and the heavy chain vanable region comprises three CORs set forth as residues 26-32 of SEQ 1D MO 63 far
Wy COR1, residues 50-58 of SEQ (D NO: 63 for V CDR2, and residues 95-102 of SEQ 10 NO: &3 for Vi COR3,
wherein the CDR numbering iz according o Chothia; or

(e} the ight chain vanabla region comprises three CORs set forth as residues 20-36 of SEQ 1D NO: 62 for V)
CORA, residues 46-55 of SEQ D NO: 62 for V) CORZ, and residues 39-86 of SECQ 1D NO: 62 for Vi, COR3,
and the heavy chain vanable region comprises three CDRs set forth as residues 30-35 of SECQ 1D NO: 83 for
Wy CORA, residues 47-58 of SEQ (D NO: 63 for Vy CDR2, and residues 33-104 of SEQ 1D MO: 63 for Viy COR3,

wherein the COR numbenng s accarding o MacCallum,

2. A chimeric, COR-grafted, humanized or recombinant human antibody, or antigen-binding fragment therecf, that
specifically binds to human PTKT and which comprises light and heavy chain variable regions, whereain

(8] the light chain variable region comprses three CORs set forth as residues 24-34 of SEQ 1D NO: 64 for V|
CDR1, residues 50-56 of SEQ I3 NO: 64 for V| CORZ, and residues 85-57 of SEQ 1D NO: 64 for v COR3,
and the heavy chain varable ragion comprises three CDRs set forth as residues 31-35 of SEQ 1D NO: 65 for
Wy CORT, residues 50-65 of SEQ 1D NO: 65 for Wy CORZ, and residues 35-102 of SEQ 1D NOQ: 65 for Vi, COR3,
wherein the COR numbenng is according to Kabal;

(b} thie light chain variable region comprises three CORs set forth as residues 23-34 of SEQ 1D NO: 64 for V|
CORA, residues 50-56 of SEQ 1D NO: 64 for VW CORZ, and residues 83-97 of SEQ ID NO: 64 for V), COR3,
and the heavy chain varable region comprises three CDRs set forth as residues 26-32 of SEQ ID NO: 65 for
Wiy CORT, residues 50-58 of SEQ 1D MO 65 for Vy, CORE, and residues 85102 of SEQ 1D NOQ: 65 for vy COR3,;
wherein the COR numbering is according to Chothia; or

{c) the light chain variable region comprises three CORs set forth as residues 30-36 of SEQ 1D NO: 64 for V|
CORA, residuss 46-55 of SEQ 1D NO: 64 for W CORZ, and residues 83-96 of SEQ ID NO: 64 for V), CORJ;
and the heavy chain vanable region comprises three CDRs sel forth as residues 30-35 of SEQ 1D NO: 65 for
Wy CORT, residues 47-58 of SEQ 1D NOCGS for V, CORZE, and residues 53-101 of 3EQ 10 NO: 635 for Vy COR3,
wherein the COR numberning iz according to MacCallum.

3. The antibody or antigen-binding fragment therecf of claim 1 .or 2, comprising:

(a} a ght chain varable region having an amine acid sequence that is at lzast 0% identical o SEQ 1D NO; 2
and a heavy chain varizble region having an amino acid seguence that is al least 0% identical to SEQ 1D NO:
63; or

(b} a ght chain variable region having an aming acid sequence that is at l2ast 0% idantical to SEQ 1D NO: 64
and a heavy chain vanable region having an aming acid sequence thal is at keast 609 idenfical to SEQ 1D NO: 65,

4. The antibody or antigen-binding fragment thereof of claim 1, comprising a light chain vaniable region set forth as
SEQ 1D NO: 82, and a heavy chain variable region sal forth as SEQ 1D NO: 63,

9. The antibody or antigen-binding fragment thersof of claim 2, comprising a light chain vanable ragion sat forth as
SEQ 1D MO- 64, and a heavy chain variable region set forth as SEQ 1D MO: 65,

6. Theantibody or antigen-bindirg fragment therecf of any one of elaims 1-5, which iz a neutralizing, depleting antibody,
andlor intemalizing antibody.

7. The antibody or antigen-binding fragment thereof of any one of claims 1-6, which specifically binds to 2 PTHT isoform
selected from the group consisting of isoform a, isoform b, isoform ¢, and isoform d
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An antibody conjugate camprising the antibody or antigen-binding fragment thereof of any aone of claims 1-7, which
antibody is conjugated, linked, or otherwise asscciated with a cylotoxic agent.

& pharmaceutical composition comprising the antibody or antigen-binding fragment thereof of any one of claims
1-7, or the anbbody conjugate of claim 8

& nucleic acid encoding the heavy chain variable region andior the light chain variable region of the antibody or
antigen-binding fragment thereof of any ona of claims 1-7.

A vector or host call compnsing the nucleic acid of claim 10

& cell comprising an antibody that specifically binds to human PTKY, wherein the cell comprises one or more nucleic
acids encoding:

(&} & hght chain vanable region set forth as SEQ 1D MO 62 and a heavy chain vanable region set forth as SEQ
|0 NO: 63; or
(k) a light chain vanable region sei forth as SEQ 1D NO: 64 and a heavy chain vanable region set forth as SEQ

1D MO 65,

The antibody or antigen-binding fragment thereof of any cne of claims 1-7 or the antibody conjugate of claim & far
use as a pharmacautical product,

The anfibody or antigen-kinding fragment therecf of any one of claims 1-7 for wse in detecting, diagnosing, ar
menitoring @ PTKT-associated dizgorderin a subject, wherein the PTKT -assodated diserderis a proliferative disorder,
which is eptionally a neoplastic disorder comprising a sold lWwmor, such as breast cancer, ovanan cancer, colorectal
cancer, pancreatic cancer, lung cancer, or skin cancer

The antibody or anbgen-binding fragment thereof of any one of claims 1-7 or the antbody conjugate of claim 8 for
use in treating a PTRT -associated disorder, wherein the PTKY-associated disorder iz a proliferative disorder, which
iz optionally a neoplastic disorder comprizing a solid tumaor, such as breast cancar, ovarian cancer, colorectal cancer,
pancrealic cancer, lung cancer, or skin cancer.

The aniibody or antigen-binding fragment therecf of any cne of claims 1-7 or the antibody conjugate of claim 8 for
use in reducing the frequency of twmor initiating cells in a subjact.

The antiboedy or antigen-binding fragment theraot of any one af claims 1-7F Tor use inan e vvo method of detecting,
dizgnosing, or monitoring @ PTKT-associated disorder in a subject, wherein the PTKT-associated diserder is a
proliferative dizorder, which is opfionally a neoplastic disorder compriging a solid tumer, such as breast cancer,
ovanan cancer, colorectal cancer, pancreatic cancer, lung cancer, of skin cancer,

An i vifre method of defecting, disgnosing, or monitaring a PTKT-associated disorder using the antibody or antigen-
binding fragment therecf of any one of claims 1-7, wherein the PTKT-asscciated disorder is a proliferative disorder,
which is optionally a neoplastic disarder comprising a solid tumaor, such as breast cancer, ovarian cancer, colarectal
cancer, pancreatic cancer, lung cancer, or skin cancer

The antibody or antigen-binding fragment thereof for use according to any one of clams 14-15 or 17 or the antibedy
caonjugate for use accoerding to claim 15 or the methed of claim 18, wherein the PTKT-associated disorder is cancer.



