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An antigen—binding molecule that specifically binds ALPPL2 and/or ALPP but

not ALPL or ALPI, comprising:

a) a heavy chain variable region (Vu) comprising VHCDR1, VHCDR2 and
VHCDR3 amino acid sequences; and

b) a light chain variable region (Vi) comprising VLCDR1, VLCDR2 and
VLCDR3 amino acid sequences; wherein the combination of VHCDRI,
VHCDR2, VHCDR3, VLCDRI1, VLCDR2 and VLCDR3 amino acid

sequences are shown in any of the rows in Table 1.

The antigen-binding molecule of claim 1, wherein the antigen-binding molecule
specifically binds to ALPPL2 and/or ALPP or a cell expressing ALPPL2 and/or
ALPP with an affinity of between about 14 pm to about 10 nM or wherein the
antigen-binding molecule specifically binds to rhesus macaque ALPPL2/ALPP

ortholog.

The antigen-binding molecule of claim 1, wherein the antigen-binding molecule
comprises a) a heavy chain variable region (Vu) comprising SEQ ID NO: 115,
SEQ ID NO: 116 and SEQ ID NO: 117; and b) a light chain variable region (V1)
comprising SEQ ID NO: 118, SEQ ID NO: 119 and SEQ ID NO: 120.

The antigen-binding molecule of claim 1, wherein the antigen-binding molecule

comprises:

a) a Vuamino acid sequence having at least 90% (including at least 91% to
100% and all integer percentages therebetween) sequence identity to a Vu
amino acid sequence as shown in any of the rows in Table 2 or Table 3, and

b) a VL amino acid sequence having at least 90% sequence identity (including
at least 91% to 100% and all integer percentages therebetween) to a Vr
amino acid sequence as shown in the same row as the Vy amino acid

sequence in Table 2 or Table 3.
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The antigen-binding molecule of claim 1, wherein the antigen-binding molecule
comprises:

a) a VH amino acid sequence having at least 90% (including at least 91% to
100% and all integer percentages therebetween) sequence identity to SEQ ID
NO: 291, and

b) a VL amino acid sequence having at least 90% sequence identity (including
at least 91% to 100% and all integer percentages therebetween) to SEQ ID NO:
292.

The antigen binding molecule of claim 1, wherein the antigen-binding molecule
is an antibody or antigen-binding fragment thereof or a chimeric antigen receptor
(CAR), optionally wherein the antibody or antigen-binding fragment thereof is
humanized or chimerized, or wherein the antibody or antigen-binding fragment
thereof is a full-length antibody, a substantially intact antibody, a Fab fragment,
scFab, Fab’, a single chain variable fragment (scFv) or a one-armed antibody, or

wherein the antibody is a bispecific or trispecific antibody.

The antigen-binding molecule of claim 6, wherein the antibody is a bispecific or
trispecific antibody, optionally wherein the bispecific antibody comprises a first
antigen-binding site that specifically binds ALPPL2 and a second antigen-
binding site that specifically binds CD3.

A chimeric molecule comprising an antigen-binding molecule according to any

one of claim 1 to 7 and a heterologous moiety.

The chimeric molecule of claim 8, wherein the heterologous moiety is a
detectable moiety, a half-life extending moiety, or a therapeutic moiety,
optionally wherein the therapeutic moiety is monomethyl auristatin F (MMAF)

or monomethyl auristatin E (MMAE).

An isolated polynucleotide comprising a nucleic acid sequence encoding the
antigen-binding molecule according to any one of claims 1 to 7, or the chimeric

molecule of claim 8 or 9.

A construct comprising a nucleic acid sequence encoding the antigen-binding
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molecule according to any one of claims 1 to 7, or the chimeric molecule of

claim 8 or 9 in operable connection with one or more control sequences.

A host cell that contains the construct of claim 11.

A pharmaceutical composition comprising the antigen-binding molecule
according to any one of claims 1 to 7, or the chimeric molecule of claim 8 or 9,

and a pharmaceutically acceptable carrier.

An antigen-binding molecule according to any one of claim 1 to 7 or a chimeric

molecule of claim 8 or 9 for use in the treatment of cancer.

Use of an antigen-binding molecule according to any one of claims 1 to 7 or a
chimeric molecule of claim 8 or 9 in the manufacture of a medicament for the

treatment of cancer.

A kit for detecting cancer, the kit comprising an antigen-binding molecule

according to any one of claims 1 to 7 or a chimeric molecule of claim 8 or 9.

A method of determining the likelihood of a cancer in a subject, wherein the
method comprises detecting ALPPL2 in a sample obtained from the subject,
wherein an increased level of ALPPL2 in the sample as compared to a reference

indicates the likelihood of cancer in the subject.

The method of claim 17, wherein the method comprises detecting ALPPL2 with
an antigen-binding molecule according to any one of claims 1 to 7 or a chimeric

molecule of claim 8 or 9.

A method of identifying a subject who is likely to be responsive to treatment
with an anti-ALPPL2 antibody, the method comprising detecting ALPPL2 in a
sample obtained from the subject, wherein an increased level of ALPPL2
indicates that the subject is likely to be responsive to treatment with the ALPPL2

antibody.

The method of claim 19, wherein the method comprises detecting ALPPL2 with
an antigen-binding molecule according to any one of claims 1 to 7 or a chimeric

molecule of claim 8 or 9.



