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Polypeptide constructs selectively binding to CLDN6 and CD3

[1] The present mmvention relates to polypeptides/polypeptide constructs comprising a domain
comprising a paratope which binds to Claudin 6 (CLDN6) and another domain which comprises a
paratope that binds to CD3. Morcover, the invention provides polynucleotides encoding the
polypeptides/polypeptide constructs, vectors comprising said polynucleotides and host cells transformed
or transfected with said polynucleotides or vectors. Furthermore, the mnvention provides processes for
producing the polypeptides/polypeptide constructs of the mvention, medical uses of said

polypeptides/polypeptide constructs and kits comprising said constructs.
Background of the invention

[2] Claudins are key structural and functional components of epithelial tight junctions located
between two adjacent cells, which regulate cell-cell permeability, maintain 1on homeostasis, and support
ccll adhesion and polarity. Claudins are tetraspan transmembrane proteins of 22-27 kDa that multimerize
within or across ccll membranes to form a protective barrier. The 24 claudin proteins that have been
reported differ in terms of their tissue localization and expression and by their interactions with other

proteins.

[3] Claudin 6 (CLDN6) was mitially i1dentified in a similarity search for further genes and proteins
that belong to the Claudin family of genes and proteins (Morita et al., Proc. Natl. Acad. Sci. USA, Vol.
96, pp. 511-5316, 1999). Claudin 6 mRNA expression was not detected m adult tissues, but only 1n
embryonic tissues. Subsequently, mRNA and protein expression were detected 1n various tumors and
tumor cell lines. Consistent with this finding, Claudin-6 1s regarded as a carcimmo-embryonic
transmembrane protein, which 1s absent from normal adult human tissuec. CLDN6 expression 1s
abberantly activated 1n various cancer types, such as ovarian, lung, gastric, breast, germ cell, and pediatric
cancers (Stadler et al., Onocoimmunology 2016, Vol.5, No. 3, €1091555 and theremn cited reference, ¢.g.,
Micke et al, Int. J. Cancer 2014:2206-14; Renddn-Huerta et al., J. Gastrointest. Cancer 2010; 41: 52-39;
Ushiku et al., Histopathology 2012, 61:1043-56); Ben-David et al., Nat. Commun. 2013; 4:1992; Birks et
al., BRAIN PATHOL. 2010; 20:140-50), Sullivan et al., Am. J. Surg. Pathol. 2012; 36:73-80).

[4] CLDNG6 1s a 220 amino acid protein with two extracellular loops (ECL), which has substantial
sequence 1dentity to CLDN9 with only three amino acid residues that are different i the two ECLs.

[5] The expression of CLDN6 1n multiple tumor types, with normal tissue expression restricted to
fetal development, has led to the consideration of CLDN6 as a therapeutic target in various types of

cancer, for example, 1n ovarian and non-small cell lung cancer (NSCLC) and other indications.
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[6] Ovarian and NSCLC cancers remain indications with high unmet medical need.

[7] Ovarian cancer 18 the seventh most-common cancer worldwide. In 2018 there were 295,414 new
cases and 184,799 deaths worldwide, with a higher mortality in countries of the Northern hemisphere than
in Asia or Africa. (Bray et al., CA Cancer J Clin 2018). Typical first-line treatment involves surgery and
combination chemotherapy that includes platinum and paclitaxel or docetaxel. More recently, the anti-
VEGF antibody bevacizumab and PARP inhibitors have been approved as maintenance therapy following
first-linc chemotherapy. However, despite mmitial response, up to 70% of patients experience discase
recurrence due to development of chemoresistance and/or tumor immune evasion. Ovarian tumors are
characterized by a highly immunosuppressive tumor microenvironment; while there 1s evidence that
ovarian tumors can be immunogenic, immune checkpoint therapies that have changed the standard of care
in other solid tumor types have shown limited durability in ovanan cancer (Rodrniguez et al., Cancers
2018). Despite the advancement of multiple novel therapies and combinations to clinical testing 1n
ovarian cancer, the S-year survival rate remains low and there remains an urgent need for therapies that

can cnable durable response.

[8] Lung cancer 1s one of the most common cancers worldwide, with over 2 million new cases and
1.7 million deaths reported 1n 2018 (Bray et al., CA: A Cancer Journal for Clinicians 2018). Non-small
cell lung cancer (NSCLC) comprises the majority (85%) of lung cancer cases and 1s often associated with
smoking and environmental exposures such as asbestos (Zappa and Mousa, Transl Lung Cancer Res
2016). The recommended first-line treatment for NSCLC 1s immune checkpomnt blockade with platinum
doublet chemotherapy for patients whose tumors express PD-L1, although targeted therapy may be
preferred for initial treatment of tumors with driver mutations (Ettinger et al., INCCN, 2019). While these
advances are promising and 1n the case of immune checkpoint blockade have enabled long-term durable
response for some patients (Santim and Hellman, Cancer J 2018), further evaluation of immunotherapy

combinations and the advancement of additional, new therapies are needed for treatment of most patients.

[9] New therapies with the potential to provide durable response to a larger patient population are
therefore still needed for the treatment of ovarian cancer and/or NSCLC, and particularly to any type of
cancer that expresses CLDN6, more particularly for the treatment of cancer patients in second line
treatment or higher, such as patients that have previously received chemotherapy or immunotherapy and

who have relapsing discase.

[10] Bispecific (and multispecific) constructs comprising one antigen-binding (more precisely, an
epitope-binding) domain that binds to CD3 on a T cell and one antigen-binding (more precisely, an
epitope-binding) domain that binds to a protein expressed on a target cell directly connect T cells to target

cells to induce T cell redirected lysis. This mechanism of action 1s distinct from chemotherapy, targeted
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therapy and other immunotherapy 1n that 1t can work with any CD3-positive T cell, independent of a

costimulatory activating signal (Klinger et al., Immunol Reviews 2016).

[11] The expression of CLDN6 on the cell surface of germ cell tumors, ovarian cancer, and non-small
cell lung cancer provides a basis for targeting these tumor types with CLDN6 x CD3
polypeptides/polypeptide constructs. Furthermore, CLDN6 x CD3 polypeptides/polypeptide constructs
has the potential to target additional tumor types that express CLDNG6, and particularly to any type of
cancer that expresses CLDN6, more particularly for the trcatment of cancer patients in second line
treatment or higher, such as patients that have previously received chemotherapy or immunotherapy and

who have relapsing discase.

Detailed description of the invention

[12] The present invention provides new polypeptides/polypeptide construct as compounds that
selectively and, preferably, specifically bind to CLDN6 (SEQ ID NO: 1) or any 1soforms thercof,
compositions comprising such compounds, methods of treatment and prevention of neoplastic discases
using the herein disclosed products, kits comprising the heremn disclosed products, products for the use as
a medicament, particularly for the use in the treatment and prevention of neoplastic discases. The amino
acid sequence of human CLDNG6 and related information may be found in the UniProt database under

accession number P56747 .

Compounds of the mvention

[13] In onc aspect, the present invention provides a polypeptide/polypeptide construct comprising, or
consisting of, a domain, which binds to CLDN6 (SEQ ID NO: 1 or a fragment thercof or a variant of the
amino acid sequence) on the surface of a target cell and a domain, which binds to CD3 on the surface of a
T cell, the binding to both, CLDN6 and CD3, allow the T cell’s activation. The binding of the polypeptide
construct according to the invention engages T cells, 1.¢., binds to CD3, and brings a T cell and the target
cell nto close contact to allow activated T cells to induce cytotoxic/cytolytic mechanisms resulting n the

destruction of the target cell (T cell-dependent cytotoxicity).

[14] Further, the present invention provides a polypeptide/polypeptide construct comprising, or
consisting of, a domain, which comprises a paratope (1.€., an antigen-binding domain, more particularly
an cpitope-binding structure), which binds to CLDN6, wherein optionally the domain comprising a
paratope (1.€., an antigen-binding (epitope-binding) structure) of the polypeptides/polypeptide constructs
of the invention 1s capable of binding CLDNG6 on the surface of a cell that expresses CLDN6 binds to the
EIA and/or the E2B regions of CLDN6 (SEQ ID NO: 1). Thus, the present invention provides a
polypeptide/polypeptide construct comprising, or consisting of, a domain which binds to CLDNG6,

wherein optionally the domain 1s capable of binding CLDN6 on the surface of a cell that expresses
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CLDNG6 binds to the E1A and/or the E2B regions the sequence corresponding to the E1A and/or E2B
regions of these loops that are depicted in SEQ ID NOS: 9 and 10.

[15] In embodiments of the invention the polypeptide/polypeptide construct comprising, or consisting
of, a domain, which comprises a paratope (1.€., an antigen-binding domain, more particularly an epitope-
binding structure), which binds to CLDN6, wherein optionally the domain comprising a paratope (1.€., an
antigen-binding (epitope-binding) structure) of the polypeptides/polypeptide constructs of the invention 1s
capable of binding CLDNG6 on the surface of a cell that expresses CLDN6 binds to the E1IA and/or the
E2B regions of CLDN6 (SEQ ID NO: 1) does not bind to amino acids 138 — 150 of CLDNG6 as depicted
in SEQ ID NO: 1. In further embodiments of the mmvention the polypeptide/polypeptide construct

comprising, or consisting of, a domain, which binds to CLDN6 binds to the E1A and/or the E2B regions
of CLDN6 (SEQ ID NO: 1) does not bind to amino acids 138 — 150 of CLDN6 as depicted in SEQ 1D

NO: 1.

[16] Accordingly, the present invention provides polypeptides/polypeptide constructs comprising, or
consisting of, a domain, which comprises a paratope (1.¢. an antigen-binding domain, more particularly an
epitope-binding structure), which binds to an epitope region comprising amino acids of the extracellular
loop 1 (ECL1) of CLDN®6, preferably one comprising amino acids 29-39 of SEQ ID NO: 1 and/or
comprising amino acids of the extracellular loop 2 (ECL2) of CLDNG6 corresponding to amino acids 151-
160 of SEQ ID NO: 1 on the surface of a target cell. Thus, the present mmvention provides
polypeptides/polypeptide constructs comprising, or consisting of, a domain, which binds to an epitope
region comprising amino acids of the extracellular loop 1 (ECL1) of CLDNG6, preferably one comprising
amino acids 29-39 of SEQ ID NO: 1 and/or comprising amino acids of the extracellular loop 2 (ECL2) of
CLDNG®6 corresponding to amino acids 151-160 of SEQ ID NO: 1 on the surtace of a target cell.

[17] Accordingly, the present invention provides polypeptides/polypeptide constructs as defined in
any onc of the preceding paragraphs comprising another domain, which comprises a paratope (1.€. an
antigen-binding structure (epitope-binding structure)) that recognizes and/or binds to an extracellular
epitope of the CD3¢e cham (preferably, the human and the Macaca CD3¢ chain), and a domaimn which
extends the halt-lite (HLE domain) of the polypeptide after administration to an individual, which
optionally comprises two polypeptide monomers, cach comprising a hinge, a CH2 domain and a CH3
domam. Thus, the present invention provides polypeptides/polypeptide constructs as defined 1n any one
of the preceding paragraphs comprising another domain, which recognizes and/or binds to an
extracellular epitope of the CD3e chain (preferably, the human and the Macaca CD3e chain), and a
domain which extends the half-life (HLE domain) of the polypeptide after administration to an individual,

which optionally comprises two polypeptide monomers, each comprising a hinge, a CH2 domain and a

CH3 domain.
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[18] According to the mvention, polypeptides/polypeptide constructs are provided, wherein a domain
of the construct binds immunoselectively to an epitope of CLDNG6 recognized and/or bound by a paratope
(an antigen-binding or epitope-binding structure) comprised 1n any one of the sequences referred to mn 1n

a) to s) below, a) to d), n) and s) being preferred, a) to ¢), €) and s) being much preferred):

a) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 13, a CDR-H2 depicted in SEQ ID
NO: 14, and a CDR-H3 depicted in SEQ 1D NO: 15, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 16, a CDR-L2 depicted in SEQ ID NO: 17 and a CDR-L3 depicted in SEQ ID NO: 18;

b) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 27, a CDR-H2 depicted in SEQ ID
NO: 28, and a CDR-H3 depicted in SEQ ID NO: 29, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 30, a CDR-L2 depicted in SEQ ID NO: 31 and a CDR-L3 depicted m SEQ ID NO: 32;

¢c) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 41, a CDR-H2 depicted in SEQ ID
NO: 42, and a CDR-H3 depicted in SEQ ID NO: 43, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 44, a CDR-L2 depicted in SEQ ID NO: 45 and a CDR-L3 depicted in SEQ ID NO: 46;

d) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 55, a CDR-H2 depicted in SEQ ID
NO: 56, and a CDR-H3 depicted in SEQ ID NO: 57, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 58, a CDR-L2 depicted in SEQ ID NO: 59 and a CDR-L3 depicted in SEQ ID NO: 60;

¢) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 69, a CDR-H2 depicted in SEQ ID
NO: 70, and a CDR-H3 depicted in SEQ ID NO: 71, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 72, a CDR-L2 depicted in SEQ ID NO: 73 and a CDR-L3 depicted m SEQ ID NO: 74;

f) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 83, a CDR-H2 depicted in SEQ ID
NO: 84, and a CDR-H3 depicted in SEQ ID NO: 85, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 86, a CDR-L2 depicted in SEQ ID NO: 87 and a CDR-L3 depicted in SEQ ID NO: 83;

o) a VH region comprising a CDR-HI1 depicted mm SEQ ID NO: 97, a CDR-H2 depicted in SEQ ID
NO: 98, and a CDR-H3 depicted in SEQ ID NO: 99, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 100, a CDR-L2 depicted in SEQ ID NO: 101 and a CDR-L3 depicted in SEQ ID NO: 102;

h) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 111, a CDR-H2 depicted in SEQ ID
NO: 112, and a CDR-H3 depicted in SEQ ID NO: 113, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 114, a CDR-L2 depicted in SEQID NO: 115 and a CDR-L3 depicted 1n
SEQ ID NO: 116;

1) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 125, a CDR-H2 depicted m SEQ ID
NO: 126, and a CDR-H3 depicted in SEQ ID NO: 127, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 128, a CDR-L2 depicted in SEQID NO: 129 and a CDR-L3 depicted 1n
SEQ ID NO: 130;

1) a VH region comprising a CDR-HI depicted in SEQ ID NO: 139, a CDR-H2 depicted m SEQ ID
NO: 140, and a CDR-H3 depicted in SEQ ID NO: 141, and a VL region comprising a CDR-L1 depicted



10

15

20

25

30

WO 2022/096700 PCT/EP2021/080863

in SEQID NO: 142, a CDR-L2 depicted in SEQID NO: 143 and a CDR-L3 depicted 1n
SEQ ID NO: 144;

k) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 153, a CDR-H2 depicted in SEQ ID
NO: 154, and a CDR-H3 depicted in SEQ ID NO: 153, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 156, a CDR-L2 depicted in SEQID NO: 157 and a CDR-L3 depicted 1n
SEQ ID NO: 138;

1) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 167, a CDR-H2 depicted m SEQ ID
NO: 168, and a CDR-H3 depicted in SEQ ID NO: 169, and a VL region comprising a CDR-L1 depicted
n SEQID NO: 170, a CDR-L2 depicted m SEQID NO: 171 and a CDR-L3 depicted 1n
SEQ ID NO: 172;

m) a VH region comprising a CDR-H1 depicted n SEQ ID NO: 181, a CDR-H2 depicted in SEQ ID
NO: 182, and a CDR-H3 depicted in SEQ ID NO: 183, and a VL region comprising a CDR-L1 depicted
m SEQID NO: 184, a CDR-L2 depicted m SEQID NO: 185 and a CDR-L3 depicted 1n
SEQ ID NO: 136;

n) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 195, a CDR-H2 depicted in SEQ ID
NO: 196, and a CDR-H3 depicted in SEQ ID NO: 197, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 198, a CDR-L2 depicted in SEQID NO: 199 and a CDR-L3 depicted 1n
SEQ ID NO: 200;

0) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 209, a CDR-H2 depicted in SEQ ID
NO: 210, and a CDR-H3 depicted in SEQ ID NO: 211, and a VL region comprising a CDR-L1 depicted
m SEQID NO: 212, a CDR-L2 depicted m SEQID NO: 213 and a CDR-L3 depicted 1n
SEQ ID NO: 214;

p) a VH region comprising a CDR-H1 depicted n SEQ ID NO: 223, a CDR-H2 depicted in SEQ ID
NO: 224, and a CDR-H3 depicted in SEQ ID NO: 225, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 226, a CDR-L2 depicted in SEQID NO: 227 and a CDR-L3 depicted 1n
SEQ ID NO: 228;

q) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 237, a CDR-H2 depicted in SEQ ID
NO: 238, and a CDR-H3 depicted in SEQ ID NO: 239, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 240, a CDR-L2 depicted m SEQID NO:241 and a CDR-L3 depicted 1n
SEQ ID NO: 242;

r) a VH region comprising a CDR-HI depicted in SEQ ID NO: 251, a CDR-H2 depicted in SEQ ID
NO: 252, and a CDR-H3 depicted in SEQ ID NO: 253, and a VL region comprising a CDR-L1 depicted
in SEQ ID NO: 254, a CDR-L2 depicted in SEQID NO: 255 and a CDR-L3 as depicted 1n
SEQ ID NO: 256,
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s) a VH region comprising a CDR-HI depicted in SEQ ID NO: 265, a CDR-H2 depicted in SEQ ID
NO: 266, and a CDR-H3 depicted in SEQ ID NO: 267, and a VL region comprising a CDR-L1 depicted
in SEQ ID NO: 268, a CDR-L2 depicted in SEQ ID NO: 269, and a CDR-L3 as depicted in SEQ ID NO:
270, and

t) a VH region comprising a CDR-HI depicted in SEQ ID NO: 680, a CDR-H2 depicted in any one of
SEQ ID NOs: 681, 682 or 683, and a CDR-H3 depicted in any one of SEQ ID NOs: 684, 685, 686 or 687,
and a VL region comprising a CDR-L1 depicted in any one of SEQ ID NOs: 688 or 689, a CDR-L2
depicted m SEQ ID NO: 690, and a CDR-L3 as depicted in any one of SEQ ID NOs: 691, 692, 693 or
694, and any possible combination to the herein described CDR of the heavy and light chains.

[19] The constructs of the preceding paragraph accordingly preferably comprise at least one domain
comprising a paratope binding CLDN6 as defined i sections (a) to (s), optionally further comprising a
domam comprising a domamn to CD3, ¢.g., the constructs of the preceding paragraph accordingly
preferably binding CLDN6 and having the VL and or VH regions comprising the CDRs as defined 1n

sections (a) to (s), optionally further comprising a domain comprising a domain to CD3.

[20] According to the nvention, polypeptides/polypeptide constructs are provided comprising a
domain comprising a paratope (an antigen-binding (epitope-binding) structure)) that binds
(immunoselectively) to an epitope recognized by a domain comprising a VH region comprising a CDR-
H1 depicted in SEQ ID NO: 13, a CDR-H2 depicted n SEQ ID NO: 14, and a CDR-H3 depicted 1n
SEQ ID NO: 13, and a VL region comprising a CDR-L1 depicted in SEQ ID NO: 16, a CDR-L2 depicted
in SEQ ID NO: 17 and a CDR-L3 depicted in SEQ ID NO: 18. Therefore, according to the invention,
polypeptides/polypeptide constructs are provided comprising a domain that binds (immunoselectively) to
an ¢pitope recognized by a domain comprising a VH region comprising a CDR-HI1 depicted in SEQ 1D
NO: 13, a CDR-H2 depicted in SEQ ID NO: 14, and a CDR-H3 depicted m SEQ 1D NO: 15, and a VL
region comprising a CDR-L1 depicted in SEQ ID NO: 16, a CDR-L2 depicted in SEQ ID NO: 17 and a
CDR-L3 depicted in SEQ ID NO: 18.

[21] According to the mvention, polypeptides/polypeptide constructs are provided comprising a
domain comprising a paratope (an antigen-binding (epitope-binding) structure)) that binds
(immunoselectively) to an epitope recognized by a domain comprising a VH region comprising a CDR-
HI1 depicted in SEQ ID NO: 27, a CDR-H2 depicted m SEQ ID NO: 28, and a CDR-H3 depicted 1n
SEQ ID NO: 29, and a VL region comprising a CDR-L1 depicted in SEQ ID NO: 30, a CDR-L2 depicted
in SEQ ID NO: 31 and a CDR-L3 depicted in SEQ ID NO: 32. In other words, according to the invention,
polypeptides/polypeptide constructs are provided comprising a domain that binds (immunoselectively) to
an epitope recognized by a domain comprising a VH region comprising a CDR-HI1 depicted in SEQ ID
NO: 27, a CDR-H2 depicted in SEQ ID NO: 28, and a CDR-H3 depicted m SEQ 1D NO: 29, and a VL
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region comprising a CDR-L1 depicted in SEQ ID NO: 30, a CDR-L2 depicted in SEQ ID NO: 31 and a
CDR-L3 depicted in SEQ ID NO: 32.

[22] According to the nvention, polypeptides/polypeptide constructs are provided comprising a
domain comprising a paratope (an antigen-binding (epitope-binding) structure)) that binds
(immunoselectively) to an epitope recognized by a domain comprising a VH region comprising a CDR-
HI1 depicted in SEQ ID NO: 41, a CDR-H2 depicted m SEQ ID NO: 42, and a CDR-H3 depicted 1n
SEQ ID NO: 43, and a VL region comprising a CDR-L1 depicted in SEQ ID NO: 44, a CDR-L2 depicted
in SEQ ID NO: 45 and a CDR-L3 depicted in SEQ ID NO: 46. Therefore, according to the invention,
polypeptides/polypeptide constructs are provided comprising a domain that binds (immunoselectively) to
an epitope recognized by a domain comprising a VH region comprising a CDR-HI1 depicted in SEQ ID
NO: 41, a CDR-H2 depicted in SEQ ID NO: 42, and a CDR-H3 depicted m SEQ 1D NO: 43, and a VL
region comprising a CDR-L1 depicted in SEQ ID NO: 44, a CDR-L2 depicted in SEQ ID NO: 45 and a
CDR-L3 depicted in SEQ ID NO: 46.

[23] According to the invention, polypeptides/polypeptide constructs are provided comprising a
domain comprising a paratope (an antigen-binding (epitope-binding) structure)) that binds
(immunoselectively) to an epitope recognized by a domain comprising a VH region comprising a CDR-
H1 depicted in SEQ ID NO: 69, a CDR-H2 depicted m SEQ ID NO: 70, and a CDR-H3 depicted 1n
SEQ ID NO: 71, and a VL region comprising a CDR-L1 depicted in SEQ ID NO: 72, a CDR-L2 depicted
in SEQ ID NO: 73 and a CDR-L3 depicted in SEQ ID NO: 74. Therefore, according to the invention,
polypeptides/polypeptide constructs are provided comprising a domain that binds (immunoselectively) to
an epitope recognized by a domain comprising a VH region comprising a CDR-HI1 depicted in SEQ ID
NO: 69, a CDR-H2 depicted in SEQ ID NO: 70, and a CDR-H3 depicted m SEQ 1D NO: 71, and a VL
region comprising a CDR-L1 depicted in SEQ ID NO: 72, a CDR-L2 depicted in SEQ ID NO: 73 and a
CDR-L3 depicted in SEQ ID NO: 74

[24] According to the mmvention, polypeptides/polypeptide constructs are provided comprising a
domain comprsing a paratope (an antigen-binding (epitope-binding) structure)) that binds
(immunoselectively) to an epitope recognized by a domain comprising a VH region comprising a CDR-
HI1 depicted in SEQ ID NO: 195, a CDR-H2 depicted in SEQ ID NO: 196, and a CDR-H3 depicted 1n
SEQ ID NO: 197, and a VL region comprising a CDR-L1 depicted in SEQ ID NO: 198, a CDR-L2
depicted in SEQ ID NO: 199 and a CDR-L3 depicted in SEQ ID NO: 200. Therefore, according to the
invention, polypeptides/polypeptide constructs are provided comprising a domain that binds

(immunoselectively) to an epitope recognized by a domain comprising a VH region comprising a CDR-

H1 depicted in SEQ ID NO: 195, a CDR-H2 depicted in SEQ ID NO: 196, and a CDR-H3 depicted 1n
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SEQ ID NO: 197, and a VL region comprising a CDR-L1 depicted in SEQ ID NO: 198, a CDR-L2
depicted in SEQ ID NO: 199 and a CDR-L3 depicted in SEQ ID NO: 200.

[25] According to the nvention, polypeptides/polypeptide constructs are provided comprising a
domain comprising a paratope (an antigen-binding (epitope-binding) structure)) that binds
(immunoselectively) to an epitope recognized by a domain comprising a VH region comprising a CDR-
HI1 depicted in SEQ ID NO: 237, a CDR-H2 depicted in SEQ ID NO: 238, and a CDR-H3 depicted in
SEQ ID NO: 239, and a VL region comprising a CDR-L1 depicted in SEQ ID NO: 240, a CDR-L2
depicted in SEQ ID NO: 241, and a CDR-L3 as depicted in SEQ ID NO: 242. Therefore, according to the
invention, polypeptides/polypeptide constructs are provided comprising a domain that binds

(immunose¢lectively) to an epitope recognized by a domain comprising a VH region comprising a CDR-

H1 depicted in SEQ ID NO: 237, a CDR-H2 depicted m SEQ ID NO: 238, and a CDR-H3 depicted 1n
SEQ ID NO: 239, and a VL region comprising a CDR-L1 depicted in SEQ ID NO: 240, a CDR-L2
depicted in SEQ ID NO: 241, and a CDR-L3 as depicted in SEQ ID NO: 242,

[26] According to the invention, polypeptides/polypeptide constructs are provided, wherein

(1) a domam comprises a paratope (an antigen-binding (epitope-binding) structure) that binds
(immunoselectively) to an epitope region that comprises amino acids of the first extracellular loop of
CLDNG®6 (as depticed m SEQ ID NO: 1), also referred to as extracellular loop 1 (ECL1); said epitope
region being depicted in SEQ ID NO: 9, and optionally comprises any one of the sequences referred
to 1n a) to s) below, and/or

(1) a domam comprises a paratope (an antigen-binding (epitope-binding) structure) that binds
(immunoseclectively) to an epitope region that comprises amino acids of the second extracellular loop
of CLDNG6 (as depticed m SEQ ID NO: 1), also referred to as extracellular loop 2 (ECL2); said
epitope region being depicted in SEQ ID NO: 10, and optionally comprises any one of the sequences
referred to 1n a) to s) below:; and/or

(1) a domain comprises a paratope (an antigen-binding (epitope-binding) structurc) that binds
(immunoseclectively) to an epitope region comprising amino acids of ECL1 and ECL2 of CLDNB6,
preferably those comprising amino acids of the epitope region comprising SEQ 1D NOs: 9 and 10,
and which optionally comprises any one¢ of the structures referred to 1n a) to s) below; and/or

(tv) a domam comprises a paratope (an antigen-binding (epitope-binding) structure) that binds
(immunoselectively) to the same epitope of CLDN6 as an antibody or polypeptide construct
comprising a paratope which binds to CLDNG6 on the surface of a target cell and which comprises

any onc of the sequences referred to 1n a) to s) below:
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a) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 13, a CDR-H2 depicted in SEQ ID
NO: 14, and a CDR-H3 depicted in SEQ ID NO: 15, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 16, a CDR-L2 depicted in SEQ ID NO: 17 and a CDR-L3 depicted in SEQ ID NO: 18;

b) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 27, a CDR-H2 depicted in SEQ ID
NO: 28, and a CDR-H3 depicted in SEQ ID NO: 29, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 30, a CDR-L2 depicted in SEQ ID NO: 31 and a CDR-L3 depicted in SEQ ID NO: 32;

c) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 41, a CDR-H2 depicted in SEQ ID
NO: 42, and a CDR-H3 depicted in SEQ ID NO: 43, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 44, a CDR-L2 depicted in SEQ ID NO: 45 and a CDR-L3 depicted in SEQ ID NO: 46;

d) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 55, a CDR-H2 depicted in SEQ ID
NO: 56, and a CDR-H3 depicted in SEQ ID NO: 57, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 38, a CDR-L2 depicted in SEQ ID NO: 59 and a CDR-L3 depicted m SEQ 1D NO: 60;

¢) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 69, a CDR-H2 depicted in SEQ ID
NO: 70, and a CDR-H3 depicted in SEQ ID NO: 71, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 72, a CDR-L2 depicted in SEQ ID NO: 73 and a CDR-L3 depicted in SEQ ID NO: 74;

f) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 83, a CDR-H2 depicted in SEQ ID
NO: 84, and a CDR-H3 depicted in SEQ 1D NO: 85, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 86, a CDR-L2 depicted in SEQ ID NO: 87 and a CDR-L3 depicted in SEQ ID NO: 83;

o) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 97, a CDR-H2 depicted in SEQ ID
NO: 98, and a CDR-H3 depicted in SEQ ID NO: 99, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 100, a CDR-L2 depicted in SEQ ID NO: 101 and a CDR-L3 depicted in SEQ ID NO: 102;

h) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 111, a CDR-H2 depicted in SEQ ID
NO: 112, and a CDR-H3 depicted in SEQ ID NO: 113, and a VL region comprising a CDR-L1 depicted
n SEQID NO: 114, a CDR-L2 depicted im SEQID NO: 115 and a CDR-L3 depicted 1n
SEQ ID NO: 116;

1) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 125, a CDR-H2 depicted m SEQ ID
NO: 126, and a CDR-H3 depicted in SEQ ID NO: 127, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 128, a CDR-L2 depicted im SEQID NO: 129 and a CDR-L3 depicted 1n
SEQ ID NO: 130;

1) a VH region comprising a CDR-HI depicted in SEQ ID NO: 139, a CDR-H2 depicted m SEQ ID
NO: 140, and a CDR-H3 depicted in SEQ ID NO: 141, and a VL region comprising a CDR-L1 depicted
m SEQID NO: 142, a CDR-L2 depicted m SEQID NO: 143 and a CDR-L3 depicted 1n
SEQ ID NO: 144;

k) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 153, a CDR-H2 depicted in SEQ ID
NO: 154, and a CDR-H3 depicted in SEQ ID NO: 155, and a VL region comprising a CDR-L1 depicted

10
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in SEQID NO: 156, a CDR-L2 depicted in SEQID NO: 157 and a CDR-L3 depicted 1n
SEQ ID NO: 158;

1) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 167, a CDR-H2 depicted m SEQ ID

NO: 168, and a CDR-H3 depicted in SEQ ID NO: 169, and a VL region comprising a CDR-L1 depicted

> in SEQID NO: 170, a CDR-L2 depicted m SEQID NO: 171 and a CDR-L3 depicted in
SEQ ID NO: 172;

m) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 181, a CDR-H2 depicted in SEQ ID

NO: 182, and a CDR-H3 depicted in SEQ ID NO: 183, and a VL region comprising a CDR-L1 depicted

n SEQID NO: 184, a CDR-L2 depicted im SEQID NO: 185 and a CDR-L3 depicted 1n

10 SEQ ID NO: 186;

n) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 195, a CDR-H2 depicted in SEQ ID
NO: 196, and a CDR-H3 depicted in SEQ ID NO: 197, and a VL region comprising a CDR-L1 depicted
m SEQID NO: 198, a CDR-L2 depicted m SEQID NO: 199 and a CDR-L3 depicted 1n
SEQ ID NO: 200;

15 0) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 209, a CDR-H2 depicted in SEQ ID
NO: 210, and a CDR-H3 depicted in SEQ ID NO: 211, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 212, a CDR-L2 depicted im SEQID NO: 213 and a CDR-L3 depicted 1n
SEQ ID NO: 214;

p) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 223, a CDR-H2 depicted in SEQ ID

20 NO: 224, and a CDR-H3 depicted in SEQ ID NO: 2235, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 226, a CDR-L2 depicted m SEQID NO: 227 and a CDR-L3 depicted 1n
SEQ ID NO: 228;

q) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 237, a CDR-H2 depicted in SEQ ID
NO: 238, and a CDR-H3 depicted in SEQ ID NO: 239, and a VL region comprising a CDR-L1 depicted

25 m SEQID NO: 240, a CDR-L2 depicted in SEQID NO:241 and a CDR-L3 depicted 1n
SEQ ID NO: 242;

r) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 251, a CDR-H2 depicted in SEQ ID
NO: 252, and a CDR-H3 depicted in SEQ ID NO: 253, and a VL region comprising a CDR-L1 depicted
in SEQ ID NO: 254, a CDR-L2 depicted in SEQ ID NO: 255 and a CDR-L3 as depicted 1n

30  SEQ ID NO: 256, and

s) a VH region comprising a CDR-HI depicted in SEQ ID NO: 265, a CDR-H2 depicted in SEQ ID
NO: 266, and a CDR-H3 depicted in SEQ ID NO: 267, and a VL region comprising a CDR-L1 depicted

in SEQ ID NO: 268, a CDR-L2 depicted in SEQ ID NO: 269, and a CDR-L3 as depicted in SEQ ID NO:
270.

35 [27] Therefore, according to the invention, polypeptides/polypeptide constructs are provided, wherein
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(1) a domain that binds (immunoseclectively) to an epitope region that comprises amino acids of the first
extracellular loop of CLDNG6 (as depticed m SEQ ID NO: 1), also referred to as extracellular loop 1
(ECL1); said epitope region being depicted in SEQ ID NO: 9, and optionally comprises any one of
the sequences referred to 1 a) to s) below, and/or

(1) a domain that binds (immunoselectively) to an epitope region that comprises amino acids of the
second extracellular loop of CLDNG6 (as depticed in SEQ ID NO: 1), also referred to as extracellular
loop 2 (ECL2); said epitope region being depicted in SEQ ID NO: 10, and optionally comprises any
on¢ of the sequences referred to 1n a) to s) below; and/or

(111) a domain that binds (immunoselectively) to an epitope region comprising amino acids of ECL1 and
ECL2 of CLDNG®6, preferably those comprising amino acids of the epitope region comprising SEQ 1D
NOs: 9 and 10, and which optionally comprises any on¢ of the structures reterred to 1n a) to s)
below; and/or

(1v) a domain that binds (immunosclectively) to the same epitope of CLDN6 as an antibody or
polypeptide construct comprising a paratope which binds to CLDN6 on the surface of a target cell
and which comprises any one of the sequences referred to 1n a) to s) below:

a) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 13, a CDR-H2 depicted in SEQ ID
NO: 14, and a CDR-H3 depicted in SEQ 1D NO: 15, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 16, a CDR-L2 depicted in SEQ ID NO: 17 and a CDR-L3 depicted in SEQ ID NO: 18;

b) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 27, a CDR-H2 depicted in SEQ ID
NO: 28, and a CDR-H3 depicted in SEQ ID NO: 29, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 30, a CDR-L2 depicted in SEQ ID NO: 31 and a CDR-L3 depicted in SEQ ID NO: 32;

c) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 41, a CDR-H2 depicted in SEQ ID
NO: 42, and a CDR-H3 depicted in SEQ ID NO: 43, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 44, a CDR-L2 depicted in SEQ ID NO: 45 and a CDR-L3 depicted in SEQ ID NO: 46;

d) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 55, a CDR-H2 depicted in SEQ ID
NO: 56, and a CDR-H3 depicted in SEQ ID NO: 57, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 58, a CDR-L2 depicted in SEQ ID NO: 59 and a CDR-L3 depicted in SEQ ID NO: 60;

¢) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 69, a CDR-H2 depicted in SEQ ID
NO: 70, and a CDR-H3 depicted in SEQ ID NO: 71, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 72, a CDR-L2 depicted in SEQ ID NO: 73 and a CDR-L3 depicted m SEQ ID NO: 74;

f) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 83, a CDR-H2 depicted in SEQ ID
NO: 84, and a CDR-H3 depicted in SEQ ID NO: 85, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 86, a CDR-L2 depicted in SEQ ID NO: 87 and a CDR-L3 depicted in SEQ ID NO: 83;

12
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o) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 97, a CDR-H2 depicted in SEQ ID
NO: 98, and a CDR-H3 depicted in SEQ ID NO: 99, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 100, a CDR-L2 depicted in SEQ ID NO: 101 and a CDR-L3 depicted in SEQ ID NO: 102;

h) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 111, a CDR-H2 depicted in SEQ ID
NO: 112, and a CDR-H3 depicted in SEQ ID NO: 113, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 114, a CDR-L2 depicted im SEQID NO: 115 and a CDR-L3 depicted 1n
SEQ ID NO: 116;

1) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 125, a CDR-H2 depicted m SEQ ID
NO: 126, and a CDR-H3 depicted in SEQ ID NO: 127, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 128, a CDR-L2 depicted im SEQID NO: 129 and a CDR-L3 depicted 1n
SEQ ID NO: 130;

1) a VH region comprising a CDR-HI depicted in SEQ ID NO: 139, a CDR-H2 depicted m SEQ ID
NO: 140, and a CDR-H3 depicted in SEQ ID NO: 141, and a VL region comprising a CDR-L1 depicted
m SEQID NO: 142, a CDR-L2 depicted m SEQID NO: 143 and a CDR-L3 depicted 1n
SEQ ID NO: 144;

k) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 153, a CDR-H2 depicted in SEQ ID
NO: 154, and a CDR-H3 depicted in SEQ ID NO: 155, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 156, a CDR-L2 depicted m SEQID NO: 157 and a CDR-L3 depicted 1n
SEQ ID NO: 138;

1) a VH region comprising a CDR-HI1 depicted mm SEQ ID NO: 167, a CDR-H2 depicted in SEQ ID
NO: 168, and a CDR-H3 depicted in SEQ ID NO: 169, and a VL region comprising a CDR-L1 depicted
m SEQID NO: 170, a CDR-L2 depicted m SEQID NO: 171 and a CDR-L3 depicted 1n
SEQ ID NO: 172;

m) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 181, a CDR-H2 depicted in SEQ ID
NO: 182, and a CDR-H3 depicted in SEQ ID NO: 183, and a VL region comprising a CDR-L1 depicted
n SEQID NO: 184, a CDR-L2 depicted im SEQID NO: 185 and a CDR-L3 depicted 1n
SEQ ID NO: 186;

n) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 195, a CDR-H2 depicted in SEQ ID
NO: 196, and a CDR-H3 depicted in SEQ ID NO: 197, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 198, a CDR-L2 depicted in SEQID NO: 199 and a CDR-L3 depicted 1n
SEQ ID NO: 200;

0) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 209, a CDR-H2 depicted in SEQ ID
NO: 210, and a CDR-H3 depicted in SEQ ID NO: 211, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 212, a CDR-L2 depicted im SEQID NO: 213 and a CDR-L3 depicted 1n
SEQ ID NO: 214;
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p) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 223, a CDR-H2 depicted in SEQ ID
NO: 224, and a CDR-H3 depicted in SEQ ID NO: 225, and a VL region comprising a CDR-L1 depicted
n SEQID NO: 226, a CDR-L2 depicted m SEQID NO: 227 and a CDR-L3 depicted 1n
SEQ ID NO: 2238;

q) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 237, a CDR-H2 depicted in SEQ ID
NO: 238, and a CDR-H3 depicted in SEQ ID NO: 239, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 240, a CDR-L2 depicted im SEQID NO:241 and a CDR-L3 depicted 1n
SEQ ID NO: 242;

r) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 251, a CDR-H2 depicted in SEQ ID
NO: 252, and a CDR-H3 depicted in SEQ ID NO: 253, and a VL region comprising a CDR-L1 depicted
in SEQ ID NO: 254, a CDR-L2 depicted in SEQ ID NO: 255 and a CDR-L3 as depicted 1n
SEQ ID NO: 256, and

s) a VH region comprising a CDR-HI depicted m SEQ ID NO: 265, a CDR-H2 depicted in SEQ ID
NO: 266, and a CDR-H3 depicted in SEQ ID NO: 267, and a VL region comprising a CDR-L1 depicted
in SEQ ID NO: 268, a CDR-L2 depicted in SEQ ID NO: 269, and a CDR-L3 as depicted in SEQ ID NO:
270.

[28] According to the invention, polypeptides/polypeptide constructs are provided, wherein:

(1) a domain comprises a paratope (an antigen-binding (epitope-binding) structure)) that binds
(immunoselectively) to an epitope region that comprises amino acids of the first extracellular loop of
CLDNG®6 (as depticed m SEQ ID NO: 1), also referred to as extracellular loop 1 (ECL1); said epitope
region being depicted in SEQ ID NO: 9, and optionally comprises any one of the sequences referred
to 1n a-1) to s-1) below, and/or

(1) a domain comprises a paratope (an antigen-binding (epitope-binding) structure)) that binds
(immunoselectively) to an epitope region that comprises amino acids of the second extracellular loop
of CLDNG6 (as depticed m SEQ ID NO: 1), also referred to as extracellular loop 2 (ECL2); said
epitope region being depicted in SEQ ID NO: 10, and optionally comprises any one of the sequences
reterred to 1n a-1) to s-1) below; and/or

(1) a domain comprises a paratope (an antigen-binding (epitope-binding) structure)) that binds
(immunoseclectively) to an epitope region comprising amino acids of ECL1 and ECL2 of CLDNB6,
preferably those comprising amino acids of the epitope region comprising SEQ ID NOs: 9 and 10,
and which optionally comprises any one¢ of the structures referred to 1n a-1) to s-1) below; and/or

(iv) a domain comprises a paratope (an antigen-binding (epitope-binding) structure)) that binds

(immunoselectively) to the same epitope of CLDN6 as an antibody or polypeptide construct
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comprising a paratope which binds to CLDN6 on the surface of a target cell and which comprises

any on¢ of the sequences referred to mn a-1) to s-1) below:
a-1) a VH region as depicted in SEQ ID NO: 11, and/or a VL region as depicted in SEQ ID NO: 12;
b-1) a VH region as depicted in SEQ ID NO: 235, and/or a VL region as depicted in SEQ ID NO: 26;
c-1) a VH region as depicted in SEQ ID NO: 39, and/or a VL region as depicted in SEQ ID NO: 40;
d-1) a VH region as depicted in SEQ ID NO: 53, and/or a VL region as depicted in SEQ ID NO: 54;
¢-1) a VH region as depicted in SEQ ID NO: 67, and/or a VL region as depicted in SEQ ID NO: 68;
f-1) a VH region as depicted in SEQ ID NO: 81, and/or a VL region as depicted in SEQ ID NO: 82;
o-1) a VH region as depicted in SEQ ID NO: 95, and/or a VL region as depicted in SEQ ID NO: 96;
h-1) a VH region as depicted in SEQ ID NO: 109, and/or a VL region as depicted in SEQ ID NO: 110;
1-1) a VH region as depicted in SEQ ID NO: 123, and/or a VL region as depicted in SEQ ID NO: 124;
1-1) a VH region as depicted in SEQ ID NO: 137, and/or a VL region as depicted in SEQ ID NO: 138;
k-1) a VH region as depicted in SEQ ID NO: 151, and/or a VL region as depicted in SEQ ID NO: 152;
I-1) a VH region as depicted in SEQ ID NO: 165, and/or a VL region as depicted in SEQ ID NO: 166;
m-1) a VH region as depicted in SEQID NO: 179, and/or a VL region as depicted 1n
Q ID NO: 180;
n-1) a VH region as depicted in SEQ ID NO: 193, and/or a VL region as depicted in SEQ ID NO: 194;
o-1) a VH region as depicted in SEQ ID NO: 207, and/or a VL region as depicted in SEQ ID NO: 208;
p-1) a VH region as depicted in SEQ ID NO: 221, and/or a VL region as depicted in SEQ ID NO: 222;
q-1) a VH region as depicted in SEQ ID NO: 233, and/or a VL region as depicted in SEQ ID NO: 236;
r-1) a VH region as depicted in SEQ ID NO: 249, and/or a VL region as depicted in SEQ ID NO: 250;

and

s-1) a VH region as depicted i SEQ ID NO: 263, and/or a VL region as depicted in SEQ ID NO: 264

[29] Thercfore, according to the invention, polypeptides/polypeptide constructs are provided, wherein:

(1)

(11)

a domain that binds (immunoselectively) to an epitope region that comprises amino acids of the first
extracellular loop of CLDNG6 (as depticed m SEQ ID NO: 1), also referred to as extracellular loop 1
(ECL1); said epitope region being depicted in SEQ ID NO: 9, and optionally comprises any one of
the sequences referred to 1n a-1) to s-1) below, and/or

a domain that binds (immunoseclectively) to an epitope region that comprises amino acids of the
second extracellular loop of CLDNG6 (as depticed in SEQ ID NO: 1), also referred to as extracellular
loop 2 (ECL2); said epitope region being depicted in SEQ ID NO: 10, and optionally comprises any

on¢ of the sequences referred to 1 a-1) to s-1) below; and/or

(111) a domain that binds (immunoselectively) to an epitope region comprising amino acids of ECL1 and

ECL2 of CLDNG®6, preferably those comprising amino acids of the epitope region comprising SEQ ID
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NOs: 9 and 10, and which optionally comprises any one of the structures reterred to i a-1) to s-1)
below; and/or
(1v) a domain that binds (immunosclectively) to the same epitope of CLDN6 as an antibody or
polypeptide construct comprising a paratope which binds to CLDN6 on the surface of a target cell
S and which comprises any one of the sequences referred to 1n a-1) to s-1) below:
a-1) a VH region as depicted in SEQ ID NO: 11, and/or a VL region as depicted in SEQ ID NO: 12;
b-1) a VH region as depicted in SEQ ID NO: 25, and/or a VL region as depicted in SEQ ID NO: 26;
c-1) a VH region as depicted in SEQ ID NO: 39, and/or a VL region as depicted in SEQ ID NO: 40;
d-1) a VH region as depicted in SEQ ID NO: 53, and/or a VL region as depicted in SEQ ID NO: 54;
10 ¢-1) a VH region as depicted in SEQ ID NO: 67, and/or a VL region as depicted in SEQ ID NO: 68;
f-1) a VH region as depicted in SEQ ID NO: 81, and/or a VL region as depicted in SEQ ID NO: 82;
o-1) a VH region as depicted in SEQ ID NO: 95, and/or a VL region as depicted in SEQ ID NO: 96;
h-1) a VH region as depicted in SEQ ID NO: 109, and/or a VL region as depicted in SEQ ID NO: 110;
1-1) a VH region as depicted in SEQ ID NO: 123, and/or a VL region as depicted in SEQ ID NO: 124;
15 1-1) a VH region as depicted in SEQ ID NO: 137, and/or a VL region as depicted in SEQ ID NO: 138;
k-1) a VH region as depicted in SEQ ID NO: 151, and/or a VL region as depicted in SEQ ID NO: 152;
I-1) a VH region as depicted in SEQ ID NO: 165, and/or a VL region as depicted in SEQ ID NO: 166;
m-1) a VH region as depicted m SEQID NO: 179, and/or a VL region as depicted 1n
SEQ ID NO: 180;
20 n-1) a VH region as depicted in SEQ ID NO: 193, and/or a VL region as depicted in SEQ ID NO: 194;
o-1) a VH region as depicted in SEQ ID NO: 207, and/or a VL region as depicted in SEQ ID NO: 208;
p-1) a VH region as depicted in SEQ ID NO: 221, and/or a VL region as depicted in SEQ ID NO: 222;
q-1) a VH region as depicted in SEQ ID NO: 235, and/or a VL region as depicted in SEQ ID NO: 236;
r-1) a VH region as depicted in SEQ ID NO: 249, and/or a VL region as depicted in SEQ ID NO: 250;
25 and
s-1) a VH region as depicted m SEQ ID NO: 263, and/or a VL region as depicted in SEQ ID NO: 264

[30] According to the invention, polypeptides/polypeptide constructs are provided that compete for
binding with a polypeptide construct comprising, or consisting of, a domain:

30 (1) a domain comprises a paratope (an antigen-binding (epitope-binding) structure)) that binds
(immunoselectively) to an epitope region that comprises amino acids of the first extracellular loop
of CLDNG6 (as depticed in SEQ ID NO: 1), also referred to as extracellular loop 1 (ECL1); said
epitope region being depicted m SEQ 1D NO: 9, and optionally comprises any one of the sequences

reterred to 1n a-1) to s-1) below, and/or
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a domain comprises a paratope (an antigen-binding (cpitope-binding) structure)) that binds
(immunoselectively) to an epitope region that comprises amino acids of the second extracellular
loop of CLDNG6 (as depticed in SEQ ID NO: 1), also referred to as extracellular loop 2 (ECL2);
said epitope region being depicted m SEQ ID NO:10, and optionally comprises any one of the

sequences referred to 1n a-1) to s-1) below; and/or

(m1) a domam comprises a paratope (an antigen-binding (epitope-binding) structure)) that binds

(immunoselectively) to an epitope region comprising amino acids of ECL1 and ECL2 of CLDNG6,
preferably those comprising amino acids of the epitope region comprising SEQ 1D NOs: 9 and 10,

and which optionally comprises any on¢ of the structures referred to in a-1) to s-1) below; and/or

(iv) a domain comprises a paratope (an antigen-binding (epitope-binding) structurc)) that binds

(immunoselectively) to the same epitope of CLDN6 as an antibody or polypeptide construct
comprising a paratope which binds to CLDN6 on the surface of a target cell and which comprises

any on¢ of the sequences referred to 1 a-1) to s-1) below:

a-1) a VH region as depicted in SEQ ID NO: 11, and/or a VL region as depicted in SEQ ID NO: 12;
b-1) a VH region as depicted in SEQ ID NO: 25, and/or a VL region as depicted in SEQ ID NO: 26;
c-1) a VH region as depicted mm SEQ ID NO: 39, and/or a VL region as depicted in SEQ ID NO: 40;
d-1) a VH region as depicted in SEQ ID NO: 53, and/or a VL region as depicted in SEQ 1D NO: 54;
e-1) a VH region as depicted in SEQ ID NO: 67, and/or a VL region as depicted in SEQ ID NO: 68;
f-1) a VH region as depicted in SEQ ID NO: 81, and/or a VL region as depicted in SEQ ID NO: 82;
o-1) a VH region as depicted in SEQ ID NO: 95, and/or a VL region as depicted in SEQ ID NO: 96;
h-1) a VH region as depicted in SEQ ID NO: 109, and/or a VL region as depicted in SEQ ID NO: 110;
1-1) a VH region as depicted in SEQ ID NO: 123, and/or a VL region as depicted in SEQ ID NO: 124;

1-1) a VH region as depicted in SEQ ID NO: 137, and/or a VL region as depicted in SEQ ID NO: 138;

k-1) a VH region as depicted in SEQ ID NO: 151, and/or a VL region as depicted in SEQ ID NO: 152;
I-1) a VH region as depicted in SEQ ID NO: 165, and/or a VL region as depicted in SEQ ID NO: 166;
m-1) a VH region as depicted m SEQID NO: 179, and/or a VL region as depicted 1n

SEQ ID NO: 180:

n-1) a VH region as depicted in SEQ ID NO: 193, and/or a VL region as depicted in SEQ ID NO: 194;
o-1) a VH region as depicted in SEQ ID NO: 207, and/or a VL region as depicted in SEQ ID NO: 208;
p-1) a VH region as depicted im SEQ ID NO: 221, and/or a VL region as depicted in SEQ ID NO: 222;
q-1) a VH region as depicted in SEQ ID NO: 235, and/or a VL region as depicted mm SEQ ID NO: 236;
r-1) a VH region as depicted in SEQ ID NO: 249, and/or a VL region as depicted in SEQ ID NO: 250;

and

s-1) a VH region as depicted mm SEQ ID NO: 263, and/or a VL region as depicted in SEQ ID NO: 264
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[31] Therefore, according to the invention, polypeptides/polypeptide constructs are provided that
compete for binding with a polypeptide construct comprising, or consisting of, a domain:

(1) a domain that binds (immunoselectively) to an epitope region that comprises amino acids of the
first extracellular loop of CLDNG6 (as depticed in SEQ ID NO: 1), also referred to as extracellular
loop 1 (ECL1); said epitope region being depicted in SEQ ID NO: 9, and optionally comprises any
on¢ of the sequences referred to 1n a-1) to s-1) below, and/or

(1) a domain that binds (immunoselectively) to an epitope region that comprises amino acids of the
second extracellular loop of CLDN6 (as depticed in SEQ ID NO: 1), also referred to as
extracellular loop 2 (ECL2); said epitope region being depicted in SEQ ID NO: 10, and optionally
compriscs any on¢ of the sequences referred to 1n a-1) to s-1) below; and/or

(1) a domain that binds immunoselectively) to an epitope region comprising amino acids of ECL1
and ECL2 of CLDNS6, preferably those comprising amino acids of the epitope region comprising
SEQ ID NOs: 9 and 10, and which optionally comprises any on¢ of the structures referred to 1in a-1)
to s-1) below; and/or

(tv) a domain that binds (immunoselectively) to the same epitope of CLDN6 as an antibody or
polypeptide construct comprising a paratope which binds to CLDN6 on the surface of a target cell
and which comprises any on¢ of the sequences referred to 1n a-1) to s-1) below:

a-1) a VH region as depicted in SEQ ID NO: 11, and/or a VL region as depicted in SEQ ID NO: 12;
b-1) a VH region as depicted in SEQ ID NO: 25, and/or a VL region as depicted in SEQ ID NO: 26;
c-1) a VH region as depicted in SEQ ID NO: 39, and/or a VL region as depicted in SEQ ID NO: 40;
d-1) a VH region as depicted in SEQ ID NO: 53, and/or a VL region as depicted in SEQ ID NO: 34;
¢-1) a VH region as depicted in SEQ ID NO: 67, and/or a VL region as depicted in SEQ ID NO: 68;
f-1) a VH region as depicted in SEQ ID NO: 81, and/or a VL region as depicted in SEQ ID NO: 82;
o-1) a VH region as depicted in SEQ ID NO: 95, and/or a VL region as depicted in SEQ ID NO: 96;
h-1) a VH region as depicted in SEQ ID NO: 109, and/or a VL region as depicted in SEQ ID NO: 110;
1-1) a VH region as depicted in SEQ ID NO: 123, and/or a VL region as depicted in SEQ ID NO: 124;
1-1) a VH region as depicted in SEQ ID NO: 137, and/or a VL region as depicted in SEQ ID NO: 138;
k-1) a VH region as depicted in SEQ ID NO: 151, and/or a VL region as depicted in SEQ ID NO: 152;
I-1) a VH region as depicted in SEQ ID NO: 165, and/or a VL region as depicted in SEQ ID NO: 166;
m-1) a VH region as depicted m SEQID NO: 179, and/or a VL region as depicted 1n

SEQ ID NO: 180;

n-1) a VH region as depicted in SEQ ID NO: 193, and/or a VL region as depicted in SEQ ID NO: 194;
0-1) a VH region as depicted in SEQ ID NO: 207, and/or a VL region as depicted in SEQ ID NO: 208;
p-1) a VH region as depicted im SEQ ID NO: 221, and/or a VL region as depicted in SEQ ID NO: 222:
q-1) a VH region as depicted in SEQ ID NO: 235, and/or a VL region as depicted in SEQ ID NO: 236;

13



10

15

20

25

30

WO 2022/096700 PCT/EP2021/080863

r-1) a VH region as depicted in SEQ ID NO: 249, and/or a VL region as depicted in SEQ ID NO: 250;
and

s-1) a VH region as depicted mm SEQ ID NO: 263, and/or a VL region as depicted in SEQ ID NO: 264

[32] Further, the polypeptide construct of the invention competes for binding with a construct
comprising a domain which selectively binds to CLDN6 on the surface of a target cell and which
comprises any on¢ of the group of sequences referred to 1n 1n a) to s) below, a) to d), n) and s) being
preferred, a) to ¢), €) and s) being particularly preferred), and , a polypeptide construct of the imnvention
competes for binding with a construct comprising a domain comprising a paratope (1.€., an antigen-
binding (epitope-binding) structure) which selectively binds to CLDN6 on the surface of a target cell and
which comprises any one of the group of sequences referred to 1n 1 a) to s) below, a) to d), n) and s)
being preferred, a) to ¢), €) and s) bemg particularly preferred):

a) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 13, a CDR-H2 depicted in SEQ ID
NO: 14, and a CDR-H3 depicted in SEQ ID NO: 15, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 16, a CDR-L2 depicted in SEQ ID NO: 17 and a CDR-L3 depicted in SEQ ID NO: 18;

b) a VH region comprising a CDR-HI1 depicted im SEQ ID NO: 27, a CDR-H2 depicted in SEQ ID
NO: 28, and a CDR-H3 depicted in SEQ 1D NO: 29, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 30, a CDR-L2 depicted in SEQ ID NO: 31 and a CDR-L3 depicted in SEQ ID NO: 32;

¢c) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 41, a CDR-H2 depicted in SEQ ID
NO: 42, and a CDR-H3 depicted in SEQ ID NO: 43, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 44, a CDR-L2 depicted in SEQ ID NO: 45 and a CDR-L3 depicted in SEQ ID NO: 46;

d) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 535, a CDR-H2 depicted in SEQ ID
NO: 56, and a CDR-H3 depicted in SEQ ID NO: 57, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 38, a CDR-L2 depicted in SEQ ID NO: 59 and a CDR-L3 depicted in SEQ ID NO: 60:;

¢) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 69, a CDR-H2 depicted in SEQ ID
NO: 70, and a CDR-H3 depicted in SEQ ID NO: 71, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 72, a CDR-L2 depicted in SEQ ID NO: 73 and a CDR-L3 depicted in SEQ ID NO: 74;

f) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 83, a CDR-H2 depicted in SEQ ID
NO: 84, and a CDR-H3 depicted in SEQ ID NO: 85, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 86, a CDR-L2 depicted in SEQ ID NO: 87 and a CDR-L3 depicted in SEQ 1D NO: 83;

o) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 97, a CDR-H2 depicted in SEQ ID
NO: 98, and a CDR-H3 depicted in SEQ ID NO: 99, and a VL region comprising a CDR-L1 depicted 1n
SEQ ID NO: 100, a CDR-L2 depicted in SEQ ID NO: 101 and a CDR-L3 depicted in SEQ ID NO: 102;

h) a VH region comprising a CDR-HI1 depicted m SEQ ID NO: 111, a CDR-H2 depicted in SEQ ID
NO: 112, and a CDR-H3 depicted in SEQ ID NO: 113, and a VL region comprising a CDR-L1 depicted
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in SEQID NO: 114, a CDR-L2 depicted in SEQID NO: 115 and a CDR-L3 depicted 1n
SEQ ID NO: 116;

1) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 125, a CDR-H2 depicted m SEQ ID
NO: 126, and a CDR-H3 depicted in SEQ ID NO: 127, and a VL region comprising a CDR-L1 depicted
n SEQID NO: 128, a CDR-L2 depicted in SEQID NO: 129 and a CDR-L3 depicted 1n
SEQ ID NO: 130;

1) a VH region comprising a CDR-HI depicted in SEQ ID NO: 139, a CDR-H2 depicted m SEQ ID
NO: 140, and a CDR-H3 depicted in SEQ ID NO: 141, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 142, a CDR-L2 depicted m SEQID NO: 143 and a CDR-L3 depicted 1n
SEQ ID NO: 144;

k) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 153, a CDR-H2 depicted in SEQ ID
NO: 154, and a CDR-H3 depicted in SEQ ID NO: 155, and a VL region comprising a CDR-L1 depicted
m SEQID NO: 156, a CDR-L2 depicted m SEQID NO: 157 and a CDR-L3 depicted 1n
SEQ ID NO: 138;

1) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 167, a CDR-H2 depicted m SEQ ID
NO: 168, and a CDR-H3 depicted in SEQ ID NO: 169, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 170, a CDR-L2 depicted im SEQID NO: 171 and a CDR-L3 depicted 1n
SEQ ID NO: 172;

m) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 181, a CDR-H2 depicted in SEQ ID
NO: 182, and a CDR-H3 depicted in SEQ ID NO: 183, and a VL region comprising a CDR-L1 depicted
m SEQID NO: 184, a CDR-L2 depicted m SEQID NO: 185 and a CDR-L3 depicted 1n
SEQ ID NO: 186;

n) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 195, a CDR-H2 depicted in SEQ ID
NO: 196, and a CDR-H3 depicted in SEQ ID NO: 197, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 198, a CDR-L2 depicted in SEQID NO: 199 and a CDR-L3 depicted 1n
SEQ ID NO: 200;

0) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 209, a CDR-H2 depicted in SEQ ID
NO: 210, and a CDR-H3 depicted in SEQ ID NO: 211, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 212, a CDR-L2 depicted im SEQID NO: 213 and a CDR-L3 depicted 1n
SEQ ID NO: 214;

p) a VH region comprising a CDR-HI1 depicted in SEQ ID NO: 223, a CDR-H2 depicted in SEQ ID
NO: 224, and a CDR-H3 depicted in SEQ ID NO: 225, and a VL region comprising a CDR-L1 depicted
in SEQID NO: 226, a CDR-L2 depicted in SEQID NO: 227 and a CDR-L3 depicted 1n
SEQ ID NO: 228;
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q) a VH region comprising a CDR-H1 depicted in SEQ ID NO: 237, a CDR-H2 depicted in SEQ ID
NO: 238, and a CDR-H3 depicted in SEQ ID NO: 239, and a VL region comprising a CDR-L1 depicted
nm SEQID NO: 240, a CDR-L2 depicted m SEQID NO:241 and a CDR-L3 depicted 1n
SEQ ID NO: 242;

r) a VH region comprising a CDR-HI depicted in SEQ ID NO: 251, a CDR-H2 depicted in SEQ ID
NO: 252, and a CDR-H3 depicted in SEQ ID NO: 253, and a VL region comprising a CDR-L1 depicted
in SEQ ID NO: 254, a CDR-L2 depicted in SEQ ID NO: 255 and a CDR-L3 as depicted 1n
SEQ ID NO: 256, and

s) a VH region comprising a CDR-HI depicted mm SEQ ID NO: 265, a CDR-H2 depicted in SEQ 1D
NO: 266, and a CDR-H3 depicted in SEQ ID NO: 267, and a VL region comprising a CDR-L1 depicted

in SEQ ID NO: 268, a CDR-L2 depicted in SEQ ID NO: 269, and a CDR-L3 as depicted in SEQ ID NO:
270.

[33] Further, the polypeptide construct of the invention binds to or competes for binding with an
antibody or a polypeptide construct comprising a paratope (1.€., an antigen-binding or epitope-binding
structurc), which (immunoselectively) binds to CLDN6 on the surface of a target cell and which
comprises any on¢ of the group of sequences, and a polypeptide construct of the invention binds to or
competes for binding with an antibody or a polypeptide construct which (immunoselectively) binds to
CLDNG6 on the surface of a target cell and which comprises any one of the group of sequences:
a-1) a VH region as depicted in SEQ ID NO: 11, and/or a VL region as depicted in SEQ ID NO: 12;
b-1) a VH region as depicted mm SEQ ID NO: 23<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>