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DOSAGE REGIMEN OF AN ANTI-CDH6 ANTIBODY-DRUG CONJUGATE 

Statement Regarding Sequence Listing 

[0001] The instant application contains a Sequence Listing 

which has been submitted electronically in XML format and is 

hereby incorporated by reference in its entirety. Said XML 

copy, created on May 23, 2023, is named 098065-0328.xml and is 

118 kb in size.  

Technical Field 

[0001.1] The present disclosure relates to the field of 

pharmaceutical preparations, dosage regimens, and 

administration of an antibody-drug conjugate (ADC). More 

specifically, the ADC is composed of an anti-cadherin-6 (CDH6) 

antibody connected via a linker to a topoisomerase I inhibitor, 

such as a derivative of exatecan.  

Background 

[0002] Cadherins are glycoproteins present on the surface of 

cell membranes and function as cell-cell adhesion molecules 

through the calcium ion-dependent binding of their N-terminal 

extracellular domains, or as signal molecules responsible for 

cell-cell interaction. Classic cadherins are in the cadherin 

superfamily and are single-pass transmembrane proteins 

composed of five extracellular domains (EC domains), one 

transmembrane region, and an intracellular domain. The classic 

cadherins are classified into the type I family typified by E

cadherin and N-cadherin, and the type II family according to 

the homologies of their amino acid sequences.
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[0003] Cadherin-6 (CDH6) is a single-pass transmembrane protein 

composed of 790 amino acids, which is classified into the type 

II cadherin family, and this protein has N-terminal 

extracellular and C-terminal intracellular domains. The human 

CDH6 gene was cloned for the first time in 1995 (Non Patent 

Literature 1), and its sequence can be referred to under, for 

example, accession Nos. NM_004932 and NP_004923 (NCBI).  

[0004] CDH6 is specifically expressed in the brain or the 

kidney at the stage of development and has been reported to 

play an important role in the circuit formation of the central 

nervous system (Non Patent Literature 2 and 3) and nephron 

development in the kidney (Non Patent Literature 4 and 5). The 

expression of CDH6 in the normal tissues of adult humans is 

localized to the tubules of the kidney, bile duct epithelial 

cells, and the like.  

[0005] Meanwhile, it is known that CDH6 is specifically 

overexpressed at tumor sites in some types of human adult 

cancers. The correlation of CDH6 expression with poor 

prognosis and its applicability as a tumor marker has been 

reported with respect to human renal cell carcinoma, 

particularly, renal clear cell carcinoma (Non Patent 

Literature 6 and 7). The high expression of CDH6 has also been 

reported with respect to human ovarian cancer (Non Patent 

Literature 8). It has also been reported that CDH6 is involved 

in the epithelial-mesenchymal transition of human thyroid 

cancer (Non Patent Literature 9). Furthermore, it has been 

reported that CDH6 is also expressed in human bile duct cancer 

and human small-cell lung cancer (Non Patent Literature 12 and 

13).
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[0006] Cancers rank high in causes of death. Although the 

number of cancer patients is expected to increase with aging 

of the population, treatment needs have not yet been 

sufficiently satisfied. The problems of conventional 

chemotherapeutics are that: due to their low selectivity, 

these chemotherapeutics are toxic not only to tumor cells but 

also to normal cells and thereby have adverse reactions; and 

the chemotherapeutics cannot be administered in sufficient 

amounts and thus cannot produce their effects sufficiently.  

Hence, in recent years, more highly selective molecular target 

drugs or antibody drugs have been developed, which target 

molecules that exhibit mutations or a high expression 

characteristic in cancer cells, or specific molecules involved 

in malignant transformation of cells.  

[0007] Antibodies are highly stable in blood, and specifically 

bind to their target antigens. For these reasons, a reduction 

in adverse reaction is expected, and a large number of 

antibody drugs have been developed for molecules highly 

expressed on the surface of cancer cells. One of the 

techniques relying on the antigen-specific binding ability of 

antibodies is to use an antibody-drug conjugate (ADC). ADC is 

a conjugate in which an antibody that binds to an antigen 

expressed on the surface of cancer cells and can internalize 

the antigen into the cell through the binding is conjugated to 

a drug having cytotoxic activity. ADC can efficiently deliver 

the drug to cancer cells, and can thereby be expected to kill 

the cancer cells by accumulating the drug in the cancer cells 

(Non Patent Literature 10 and Patent Literature 1 and 2). With 

regard to ADC, for example, Adcetris(TM) (brentuximab vedotin)
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comprising an anti-CD30 monoclonal antibody conjugated to 

monomethyl auristatin E has been approved as a therapeutic 

drug for Hodgkin's lymphoma and anaplastic large cell lymphoma.  

Also, Kadcyla(TM) (trastuzumab emtansine) comprising an anti

HER2 monoclonal antibody conjugated to emtansine is used in 

the treatment of HER2-positive progressive or recurrent breast 

cancer.  

[0008] The features of a target antigen suitable for ADC as an 

antitumor drug are that: the antigen is specifically highly 

expressed on the surface of cancer cells but has low 

expression or is not expressed in normal cells; the antigen 

can be internalized into cells; the antigen is not secreted 

from the cell surface; etc. The internalization ability of the 

antibody depends on the properties of both the target antigen 

and the antibody. It is difficult to predict an antigen

binding site suitable for internalization from the molecular 

structure of a target or to predict an antibody having high 

internalization ability from binding strength, physical 

properties, and the like of the antibody. Hence, an important 

challenge in developing ADC having high efficacy is obtaining 

an antibody having high internalization ability against the 

target antigen (Non Patent Literature 11).  

[0009] ADC comprising DM4 conjugated to an anti-CDH6 antibody 

specifically binding to EC domain 5 (EC5) of CDH6 are known as 

ADC targeting CDH6 (Patent Literature 3, Non Patent Literature 

14 and 15). ADC comprising a derivative of exatecan conjugated 

to an anti-CDH6 antibody specifically binding to EC domain 3 

(EC3) of CDH6 is known (Patent Literature 4 and 5).
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Summary 

The present disclosure provides a method for treating a cancer 

in a subject in need thereof, comprising administering a 

specific anti-CDH6 antibody-drug conjugate to the subject 

according to a specific dosage regimen and a pharmaceutical 

composition for use in treating a cancer according to the 

dosage regimen. The present disclosure also provides a method 

for treating renal cell carcinoma or ovarian cancer in a 

subject in need thereof, comprising administering a specific 

anti-CDH6 antibody-drug conjugate to the subject and a 

pharmaceutical composition for use in treating renal cell 

carcinoma or ovarian cancer, comprising the anti-CDH6 

antibody-drug conjugate.  

[0012] The present disclosure includes the following aspects: 

[1] An anti-CDH6 antibody-drug conjugate for use in treating 

or preventing cancer, the antibody-drug conjugate comprising
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an anti-CDH6 antibody and an antitumor compound connected by a 

linker, wherein the linker and the antitumor compound are 

represented by the following formula: 

- (Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C (=O) -GGFG-NH-CH 2 -0-CH 2

C(=O)- (NH-DX) 

wherein -(Succinimid-3-yl-N)- has a structure represented by 

the following formula: 

0 

N

o 

which is connected to the antibody at position 3 thereof and 

is connected to a methylene group in the linker structure 

containing this structure on the nitrogen atom at position 1, 

and (NH-DX) represents a group represented by the following 

formula: 

H 

Me O 
|N 

F N 

H o0 
Me 

wherein the nitrogen atom of the amino group at position 1 is 

the connecting position, wherein the anti-CDH6 antibody 

comprises CDRH1 consisting of the amino acid sequence of SEQ 

ID NO: 17, CDRH2 consisting of the amino acid sequence of SEQ 

ID NO: 60 and CDRH3 consisting of the amino acid sequence of 

SEQ ID NO: 19 in its heavy chain variable region and CDRL1 

consisting of the amino acid sequence of SEQ ID NO: 12, CDRL2 

consisting of the amino acid sequence of SEQ ID NO: 13 and
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CDRL3 consisting of the amino acid sequence of SEQ ID NO: 14 

in its light chain variable region.  

[2] The antibody-drug conjugate according to [1], wherein the 

antibody comprises a heavy chain variable region comprising 

amino acids sequence of SEQ ID NO: 71 and a light chain 

variable region comprising amino acids sequence of SEQ ID NO: 

63.  

[3] The antibody-drug conjugate according to [1] or [2], which 

has a structure represented by the following formula: 

Ab 

H H 

Me N 
F N 

OHO 

wherein Ab is an antibody comprising a heavy chain variable 

region comprising SEQ ID NO: 71 and a light chain variable 

region comprising SEQ ID NO: 63, and n represents the average 

number of units of the drug-linker structure conjugated to the 

antibody per antibody, wherein the average number of units of 

the selected drug-linker structure conjugated per antibody is 

in the range of from 1 to 10.  

[4] The antibody-drug conjugate according to any one of [1] to 

[3], wherein the antibody comprises a heavy chain comprising 

the amino acid sequence at positions 20 to 471 in SEQ ID NO: 

69 and a light chain comprising the amino acid sequence at 

positions 21 to 233 in SEQ ID NO: 61.
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[5] The antibody-drug conjugate according to any one of [1] to 

[4], wherein the heavy chain or the light chain has undergone 

one or two or more modifications selected from the group 

consisting of N-linked glycosylation, O-linked glycosylation, 

N-terminal processing, C-terminal processing, deamidation, 

isomerization of aspartic acid, oxidation of methionine, 

addition of a methionine residue to the N-terminus, amidation 

of a proline residue, conversion of N-terminal glutamine or N

terminal glutamic acid to pyroglutamic acid, and a deletion of 

one or two amino acids from the carboxyl terminus.  

[6] The antibody-drug conjugate according to any one of [1] to 

[5], wherein the anti-CDH6 antibody lacks a lysine residue at 

the carboxyl terminus of the heavy chain.  

[7] The antibody-drug conjugate according to any one of [1] to 

[6], wherein an average number of units of the antitumor 

compound conjugated per antibody is in a range of from 2 to 8.  

[8] The antibody-drug conjugate according to any one of [1] to 

[7], wherein an average number of units of the antitumor 

compound conjugated per antibody is 7 to 8.  

[9] The antibody-drug conjugate according to any one of [1] to 

[8], wherein a dose of the antibody-drug conjugate in a range 

of 1.6 mg/kg to 9.6 mg/kg is administered to a subject with 

cancer.  

[10] The antibody-drug conjugate according to any one of [1] 

to [8], wherein a dose of the antibody-drug conjugate in a 

range of 3.2 mg/kg to 9.6 mg/kg is administered to a subject 

with cancer.  

[11] The antibody-drug conjugate according to any one of [1] 

to [8], wherein a dose of the antibody-drug conjugate in a
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range of 4.8 mg/kg to 9.6 mg/kg is administered to a subject 

with cancer.  

[12] The antibody-drug conjugate according to any one of [1] 

to [8], wherein a dose of the antibody-drug conjugate in a 

range of 3.2 mg/kg to 8.0 mg/kg is administered to a subject 

with cancer.  

[13] The antibody-drug conjugate according to any one of [1] 

to [8], wherein a dose of the antibody-drug conjugate in a 

range of 3.2 mg/kg to 6.4 mg/kg is administered to a subject 

with cancer.  

[14] The antibody-drug conjugate according to any one of [1] 

to [8], wherein a dose of the antibody-drug conjugate in a 

range of 4.8 mg/kg to 8.0 mg/kg is administered to a subject 

with cancer.  

[15] The antibody-drug conjugate according to any one of [1] 

to [8], wherein a dose of the antibody-drug conjugate in a 

range of 4.8 mg/kg to 6.4 mg/kg is administered to a subject 

with cancer.  

[16] The antibody-drug conjugate according to any one of [1] 

to [8], wherein a dose of the antibody-drug conjugate of about 

3.2 mg/kg, about 4.8 mg/kg, about 5.4 mg/kg, about 5.6 mg/kg, 

about 6.4 mg/kg or about 8.0 mg/kg is administered to a 

subject with cancer.  

[17] The antibody-drug conjugate according to any one of [1] 

to [8], wherein a dose of the antibody-drug conjugate of about 

3.2 mg/kg is administered to a subject with cancer.  

[18] The antibody-drug conjugate according to any one of [1] 

to [8], wherein a dose of the antibody-drug conjugate of about 

4.8 mg/kg is administered to a subject with cancer.
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[19] The antibody-drug conjugate according to any one of [1] 

to [8], wherein a dose of the antibody-drug conjugate of about 

5.4 mg/kg is administered to a subject with cancer.  

[20] The antibody-drug conjugate according to any one of [1] 

to [8], wherein a dose of the antibody-drug conjugate of about 

5.6 mg/kg is administered to a subject with cancer.  

[21] The antibody-drug conjugate according to any one of [1] 

to [8], wherein a dose of the antibody-drug conjugate of about 

6.4 mg/kg is administered to a subject with cancer.  

[22] The antibody-drug conjugate according to any one of [1] 

to [8], wherein a dose of the antibody-drug conjugate of about 

8.0 mg/kg is administered to a subject with cancer.  

[23] The antibody-drug conjugate according to any one of [1] 

to [8], wherein a dose of the antibody-drug conjugate of 3.2 

mg/kg, 3.3 mg/kg, 3.4 mg/kg, 3.5 mg/kg, 3.6 mg/kg, 3.7 mg/kg, 

3.8 mg/kg, 3.9 mg/kg, 4.0 mg/kg, 4.1 mg/kg, 4.2 mg/kg, 4.3 

mg/kg, 4.4 mg/kg, 4.5 mg/kg, 4.6 mg/kg, 4.7 mg/kg, 4.8 mg/kg, 

4.9 mg/kg, 5.0 mg/kg, 5.1 mg/kg, 5.2 mg/kg, 5.3 mg/kg, 5.4 

mg/kg, 5.5 mg/kg, 5.6 mg/kg, 5.7 mg/kg, 5.8 mg/kg, 5.9 mg/kg, 

6.0 mg/kg, 6.1 mg/kg, 6.2 mg/kg, 6.3 mg/kg or 6.4 mg/kg is 

administered to a subject with cancer.  

[24] The antibody-drug conjugate according to any one of [1] 

to [23], wherein the antibody-drug conjugate is administered 

by intravenous administration.  

[25] The antibody-drug conjugate according to any one of [1] 

to [24], wherein the antibody-drug conjugate is administered 

once every 3 weeks.  

[26] The antibody-drug conjugate according to any one of [1] 

to [25], wherein the cancer is selected from the group



WO 2023/228095 PCT/IB2023/055316 
12 

consisting of renal cell carcinoma, renal clear cell carcinoma, 

papillary renal cell carcinoma, ovarian cancer, ovarian serous 

adenocarcinoma, clear cell carcinoma of ovary, endometrioid 

carcinoma of ovary, ovarian mucinous tumor, thyroid cancer, 

bile duct cancer, lung cancer, non-small cell lung cancer, 

cervix cancer, brain tumor, head and neck cancer, sarcoma, 

osteosarcoma, small cell lung cancer, glioblastoma, 

mesothelioma, uterine cancer, pancreatic cancer, Wilms' tumor, 

neuroblastoma, colorectal cancer, gastric cancer, endometrial 

cancer, nasopharyngeal cancer, prostate cancer or cancers 

associated with von Hippel-Lindau disease.  

[27] The antibody-drug conjugate according to [26], wherein 

the cancer is renal cell carcinoma, renal clear cell carcinoma 

or papillary renal cell carcinoma.  

[28] The antibody-drug conjugate according to [26], wherein 

the cancer is ovarian cancer.  

[29] The antibody-drug conjugate according to [28], wherein 

the ovarian cancer is selected from the group consisting of 

epithelial ovarian cancer, fallopian tube cancer, or primary 

peritoneal cancer.  

[30] The antibody-drug conjugate according to any one of [1] 

to [29], wherein the cancer is metastatic.  

[31] The antibody-drug conjugate according to any one of [1] 

to [30], wherein the cancer is resistant or refractory.  

[32] The antibody-drug conjugate according to [31], wherein 

the resistance or refractoriness is resistance or 

refractoriness acquired by the cancer due to treatment with an 

anticancer drug.
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[33] The antibody-drug conjugate according to [32], wherein 

the anticancer drug is a platinum-based chemotherapeutic, a 

chemotherapeutic, a PARP inhibitor, an immune checkpoint 

inhibitor, an angiogenic inhibitor or a VEGFR-TKI.  

[34] The antibody-drug conjugate according to any one of [1] 

to [33], wherein the subject has a history of treatment with 

one or two or more anticancer drugs selected from the group 

consisting of a platinum-based chemotherapeutic, a 

chemotherapeutic, a PARP inhibitor, an immune checkpoint 

inhibitor, an angiogenic inhibitor and a VEGFR-TKI.  

[35] The antibody-drug conjugate according to [32], wherein 

the anticancer drug is a platinum-based chemotherapeutic.  

[36] The antibody-drug conjugate according to [35], wherein 

the platinum-based chemotherapeutic comprises a platinum-based 

drug and a taxane.  

[37] The antibody-drug conjugate according to any one of [1] 

to [36], wherein the cancer is a CDH6-expressing cancer.  

[38] The antibody-drug conjugate according to [37], wherein 

the CDH6-expressing cancer is CDH6-overexpressing cancer.  

[39] The antibody-drug conjugate according to any one of [1] 

to [38], wherein the cancer is an inoperable or recurrent 

cancer.  

[40] The antibody-drug conjugate according to any one of [1] 

to [39], wherein the subject exhibits a recurrence of the 

cancer prior to administration of the antibody-drug conjugate.  

[41] The antibody-drug conjugate according to [40], wherein 

the recurrence of the cancer occurs in less than or within 

about six months of completion of a chemotherapy regimen 

comprising a platinum-based drug.
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[42] The antibody-drug conjugate according to [40], wherein 

the recurrence of the cancer occurs in less than or within 

about six months of completion of a chemotherapy regimen 

comprising a platinum-based drug and a taxane.  

[43] The antibody-drug conjugate according to [40], wherein 

the recurrence of the cancer occurs in or after about six 

months of completion of a chemotherapy regimen comprising a 

platinum-based drug.  

[44] The antibody-drug conjugate according to [40], wherein 

the recurrence of the cancer occurs in or after about six 

months of completion of a chemotherapy regimen comprising a 

platinum-based drug and a taxane.  

[45] The antibody-drug conjugate according to any one of [1] 

to [44], wherein the objective response rate of a subject is 

at least about 20%.  

[46] The antibody-drug conjugate according to any one of [1] 

to [44], wherein the objective response rate of a subject is 

at least about 30%.  

[47] The antibody-drug conjugate according to any one of [1] 

to [46], wherein the progression free survival of a subject is 

at least 5 months after administration of the antibody-drug 

conjugate.  

[48] The antibody-drug conjugate according to any one of [1] 

to [46], wherein the progression free survival of a subject is 

at least 5.5 months after administration of the antibody-drug 

conjugate.  

[49] The antibody-drug conjugate according to any one of [1] 

to [48], wherein the antibody-drug conjugate is administered 

as monotherapy.



WO 2023/228095 PCT/IB2023/055316 
15 

[50] The antibody-drug conjugate according to any one of [1] 

to [48], wherein a subject is administered the antibody-drug 

conjugate with a second drug.  

[51] The antibody-drug conjugate according to [50], wherein 

the antibody-drug conjugate is administered prior to, after, 

or concurrently with the second drug.  

[52] The antibody-drug conjugate according to any one of [1] 

to [44], wherein the antibody-drug conjugate is administered 

as maintenance therapy.  

[53] The antibody-drug conjugate according to any one of [1] 

to [44], wherein the antibody-drug conjugate is administered 

as adjuvant therapy.  

[54] The antibody-drug conjugate according to any one of [1] 

to [44], wherein the antibody-drug conjugate is administered 

after surgical resection of the tumor.  

[55] The antibody-drug conjugate according to any one of [1] 

to [44], wherein the antibody-drug conjugate is administered 

as neoadjuvant therapy.  

[56] The antibody-drug conjugate according to any one of [1] 

to [44], wherein the antibody-drug conjugate is administered 

prior to surgical resection of the tumor.  

[57] An anti-CDH6 antibody-drug conjugate for use in treating 

or preventing cancer, the anti-CDH6 antibody-drug conjugate 

having the structure represented by the following formula:
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H 0 H   H 

ABe 

0 
N 

FN N 

MO n 

wherein AB represents an anti-CDH6 antibody or the functional 

fragment of the antibody, n represents the average number of 

units of the drug-linker structure conjugated to the antibody 

per antibody, and the antibody is connected to the linker via 

a sulfhydryl group derived from the antibody; and wherein the 

anti-CDH6 antibody-drug conjugate is a salt thereof or a 

hydrate of the anti-CDH6 antibody-drug conjugate or the salt, 

wherein the average number of units of the drug-linker 

structure conjugated per antibody is 7 to 8, wherein the 

antibody comprises: the heavy chain amino acid sequence 

represented by SEQ ID NO: 87 or an amino acid sequence derived 

from the amino acid sequence represented by SEQ ID NO: 87 in 

which one or two amino acids are deleted from the carboxyl 

terminus thereof; and the light chain amino acid sequence 

represented by SEQ ID NO: 88, wherein a dose of the antibody

drug conjugate is in a range of 1.6 mg/kg to 9.6 mg/kg, 

wherein the antibody-drug conjugate is administered by 

intravenous administration, wherein the antibody-drug 

conjugate is administered once every 3 weeks.  

[58] A pharmaceutical composition containing the antibody-drug 

conjugate according to any one of [1] to [57] or a salt
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thereof as an active component, and a pharmaceutically 

acceptable formulation component.  

[59] A method of treating or preventing cancer in a subject, 

comprising administering to a subject with cancer an anti-CDH6 

antibody-drug conjugate comprising an anti-CDH6 antibody and 

an antitumor compound connected by a linker, wherein the 

linker and the antitumor compound are represented by the 

following formula: 

- (Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C (=O) -GGFG-NH-CH2-0-CH2

C(=O)- (NH-DX) 

wherein -(Succinimid-3-yl-N)- has a structure represented by 

the following formula: 

O 

N

o 

which is connected to the antibody at position 3 thereof and 

is connected to a methylene group in the linker structure 

containing this structure on the nitrogen atom at position 1, 

and (NH-DX) represents a group represented by the following 

formula: 

H 

N 

F N \ 

H O0 

Me 

wherein the nitrogen atom of the amino group at position 1 is 

the connecting position, wherein the anti-CDH6 antibody 

comprises CDRH1 consisting of the amino acid sequence of SEQ
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ID NO: 17, CDRH2 consisting of the amino acid sequence of SEQ 

ID NO: 60 and CDRH3 consisting of the amino acid sequence of 

SEQ ID NO: 19 in its heavy chain variable region and CDRL1 

consisting of the amino acid sequence of SEQ ID NO: 12, CDRL2 

consisting of the amino acid sequence of SEQ ID NO: 13 and 

CDRL3 consisting of the amino acid sequence of SEQ ID NO: 14 

in its light chain variable region.  

[60] The method according to [59], wherein the antibody 

comprises a heavy chain variable region comprising amino acids 

sequence of SEQ ID NO: 71 and a light chain variable region 

comprising amino acids sequence of SEQ ID NO: 63.  

[61] The method according to [59] or [60], wherein the 

antibody-drug conjugate has a structure represented by the 

following formula: 

00 
Ab N) NNO 

H H 

Me*, 

OH0 

wherein Ab is an antibody comprising a heavy chain variable 

region comprising SEQ ID NO: 71 and a light chain variable 

region comprising SEQ ID NO: 63, and n represents the average 

number of units of the drug-linker structure conjugated to the 

antibody per antibody, wherein the average number of units of 

the selected drug-linker structure conjugated per antibody is 

in the range of from 1 to 10.
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[62] The method according to any one of [59] to [61], wherein 

the antibody comprises a heavy chain comprising the amino acid 

sequence at positions 20 to 471 in SEQ ID NO: 69 and a light 

chain comprising the amino acid sequence at positions 21 to 

233 in SEQ ID NO: 61.  

[63] The method according to any one of [59] to [62], wherein 

the heavy chain or the light chain has undergone one or two or 

more modifications selected from the group consisting of N

linked glycosylation, 0-linked glycosylation, N-terminal 

processing, C-terminal processing, deamidation, isomerization 

of aspartic acid, oxidation of methionine, addition of a 

methionine residue to the N-terminus, amidation of a proline 

residue, conversion of N-terminal glutamine or N-terminal 

glutamic acid to pyroglutamic acid, and a deletion of one or 

two amino acids from the carboxyl terminus.  

[64] The method according to any one of [59] to [63], wherein 

the anti-CDH6 antibody lacks a lysine residue at the carboxyl 

terminus of the heavy chain.  

[65] The method according to any one of [59] to [64], wherein 

an average number of units of the antitumor compound 

conjugated per antibody is in a range of from 2 to 8.  

[66] The method according to any one of [59] to [65], wherein 

an average number of units of the antitumor compound 

conjugated per antibody is 7 to 8.  

[67] The method according to any one of [59] to [66], wherein 

a dose of the antibody-drug conjugate in a range of 1.6 mg/kg 

to 9.6 mg/kg is administered to a subject with cancer.
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[68] The method according to any one of [59] to [66], wherein 

a dose of the antibody-drug conjugate in a range of 3.2 mg/kg 

to 9.6 mg/kg is administered to a subject with cancer.  

[69] The method according to any one of [59] to [66], wherein 

a dose of the antibody-drug conjugate in a range of 4.8 mg/kg 

to 9.6 mg/kg is administered to a subject with cancer.  

[70] The method according to any one of [59] to [66], wherein 

a dose of the antibody-drug conjugate in a range of 3.2 mg/kg 

to 8.0 mg/kg is administered to a subject with cancer.  

[71] The method according to any one of [59] to [66], wherein 

a dose of the antibody-drug conjugate in a range of 3.2 mg/kg 

to 6.4 mg/kg is administered to a subject with cancer.  

[72] The method according to any one of [59] to [66], wherein 

a dose of the antibody-drug conjugate in a range of 4.8 mg/kg 

to 8.0 mg/kg is administered to a subject with cancer.  

[73] The method according to any one of [59] to [66], wherein 

a dose of the antibody-drug conjugate in a range of 4.8 mg/kg 

to 6.4 mg/kg is administered to a subject with cancer.  

[74] The method according to any one of [59] to [66], wherein 

a dose of the antibody-drug conjugate of about 3.2 mg/kg, 

about 4.8 mg/kg, about 5.4 mg/kg, about 5.6 mg/kg, about 6.4 

mg/kg or about 8.0 mg/kg is administered to a subject with 

cancer.  

[75] The method according to any one of [59] to [66], wherein 

a dose of the antibody-drug conjugate of about 3.2 mg/kg is 

administered to a subject with cancer.  

[76] The method according to any one of [59] to [66], wherein 

a dose of the antibody-drug conjugate of about 4.8 mg/kg is 

administered to a subject with cancer.
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[77] The method according to any one of [59] to [66], wherein 

a dose of the antibody-drug conjugate of about 5.4 mg/kg is 

administered to a subject with cancer.  

[78] The method according to any one of [59] to [66], wherein 

a dose of the antibody-drug conjugate of about 5.6 mg/kg is 

administered to a subject with cancer.  

[79] The method according to any one of [59] to [66], wherein 

a dose of the antibody-drug conjugate of about 6.4 mg/kg is 

administered to a subject with cancer.  

[80] The method according to any one of [59] to [66], wherein 

a dose of the antibody-drug conjugate of about 8.0 mg/kg is 

administered to a subject with cancer.  

[81] The method according to any one of [59] to [66], wherein 

a dose of the antibody-drug conjugate of 3.2 mg/kg, 3.3 mg/kg, 

3.4 mg/kg, 3.5 mg/kg, 3.6 mg/kg, 3.7 mg/kg, 3.8 mg/kg, 3.9 

mg/kg, 4.0 mg/kg, 4.1 mg/kg, 4.2 mg/kg, 4.3 mg/kg, 4.4 mg/kg, 

4.5 mg/kg, 4.6 mg/kg, 4.7 mg/kg, 4.8 mg/kg, 4.9 mg/kg, 5.0 

mg/kg, 5.1 mg/kg, 5.2 mg/kg, 5.3 mg/kg, 5.4 mg/kg, 5.5 mg/kg, 

5.6 mg/kg, 5.7 mg/kg, 5.8 mg/kg, 5.9 mg/kg, 6.0 mg/kg, 6.1 

mg/kg, 6.2 mg/kg, 6.3 mg/kg or 6.4 mg/kg is administered to a 

subject with cancer.  

[82] The method according to any one of [59] to [81], wherein 

the antibody-drug conjugate is administered by intravenous 

administration.  

[83] The method according to any one of [59] to [82], wherein 

the antibody-drug conjugate is administered once every 3 weeks.  

[84] The method according to any one of [59] to [83], wherein 

the cancer is selected from the group consisting of renal cell 

carcinoma, renal clear cell carcinoma, papillary renal cell
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carcinoma, ovarian cancer, ovarian serous adenocarcinoma, 

clear cell carcinoma of ovary, endometrioid carcinoma of ovary, 

ovarian mucinous tumor, thyroid cancer, bile duct cancer, lung 

cancer, non-small cell lung cancer, cervix cancer, brain tumor, 

head and neck cancer, sarcoma, osteosarcoma, small cell lung 

cancer, glioblastoma, mesothelioma, uterine cancer, pancreatic 

cancer, Wilms' tumor, neuroblastoma, colorectal cancer, 

gastric cancer, endometrial cancer, nasopharyngeal cancer, 

prostate cancer or cancers associated with von Hippel-Lindau 

disease.  

[85] The method according to [84], wherein the cancer is renal 

cell carcinoma, renal clear cell carcinoma or papillary renal 

cell carcinoma.  

[86] The method according to [84], wherein the cancer is 

ovarian cancer.  

[87] The method according to [86], wherein the ovarian cancer 

is selected from the group consisting of epithelial ovarian 

cancer, fallopian tube cancer, or primary peritoneal cancer.  

[88] The antibody-drug conjugate according to any one of [59] 

to [87], wherein the cancer is metastatic.  

[89] The method according to any one of [59] to [88], wherein 

the cancer is resistant or refractory.  

[90] The method according to [89], wherein the resistance or 

refractoriness is resistance or refractoriness acquired by the 

cancer due to treatment with an anticancer drug.  

[91] The method according to [90], wherein the anticancer drug 

is a platinum-based chemotherapeutic, a chemotherapeutic, a 

PARP inhibitor, an immune checkpoint inhibitor, an angiogenic 

inhibitor or a VEGFR-TKI.
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[92] The method according to any one of [59] to [91], wherein 

the subject has a history of treatment with one or two or more 

anticancer drugs selected from the group consisting of a 

platinum-based chemotherapeutic, a chemotherapeutic, a PARP 

inhibitor, an immune checkpoint inhibitor, an angiogenic 

inhibitor and a VEGFR-TKI.  

[93] The method according to [90], wherein the anticancer drug 

is a platinum-based chemotherapeutic.  

[94] The method according to [93], wherein the platinum-based 

chemotherapeutic comprises a platinum-based drug and a taxane.  

[95] The method according to any one of [59] to [94], wherein 

the cancer is a CDH6-expressing caner.  

[96] The method according to [95], wherein the CDH6-expressing 

cancer is CDH6-overexpressing cancer.  

[97] The method according to any one of [59] to [96], wherein 

the cancer is an inoperable or recurrent cancer.  

[98] The method according to any one of [59] to [97], wherein 

the subject exhibits a recurrence of the cancer prior to 

administration of the antibody-drug conjugate.  

[99] The method according to [98], wherein the recurrence of 

the cancer occurs in less than or within about six months of 

completion of a chemotherapy regimen comprising a platinum

based drug.  

[100] The method according to [98], wherein the recurrence of 

the cancer occurs in less than or within about six months of 

completion of a chemotherapy regimen comprising a platinum

based drug and a taxane.
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[101] The method according to [98], wherein the recurrence of 

the cancer occurs in or after about six months of completion 

of a chemotherapy regimen comprising a platinum-based drug.  

[102] The method according to [98], wherein the recurrence of 

the cancer occurs in or after about six months of completion 

of a chemotherapy regimen comprising a platinum-based drug and 

a taxane.  

[103] The method according to any one of [59] to [102], 

wherein the objective response rate of a subject is at least 

about 20%.  

[104] The method according to any one of [59] to [102], 

wherein the objective response rate of a subject is at least 

about 30%.  

[105] The method according to any one of [59] to [104], 

wherein the progression free survival of a subject is at least 

5 months after administration of the antibody-drug conjugate.  

[106] The method according to any one of [59] to [104], 

wherein the progression free survival of a subject is at least 

5.5 months after administration of the antibody-drug conjugate.  

[107] The method according to any one of [59] to [106], 

wherein the antibody-drug conjugate is administered as 

monotherapy.  

[108] The method according to any one of [59] to [106], 

wherein a subject is administered the antibody-drug conjugate 

with a second drug.  

[109] The method according to [108], wherein the antibody-drug 

conjugate is administered prior to, after, or concurrently 

with the second drug.
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[110] The method according to any one of [59] to [102], 

wherein the antibody-drug conjugate is administered as 

maintenance therapy.  

[111] The method according to any one of [59] to [102], 

wherein the antibody-drug conjugate is administered as 

adjuvant therapy.  

[112] The method according to any one of [59] to [102], 

wherein the antibody-drug conjugate is administered after 

surgical resection of the tumor.  

[113] The method according to any one of [59] to [102], 

wherein the antibody-drug conjugate is administered as 

neoadjuvant therapy.  

[114] The method according to any one of [59] to [102], 

wherein the antibody-drug conjugate is administered prior to 

surgical resection of the tumor.  

[115] A method of treating or preventing cancer in a subject, 

comprising administering to a subject with cancer an anti-CDH6 

antibody-drug conjugate having the structure represented by 

the following formula: 

0N 
t_10 H 0  H 0~ N 

N 0 
N 

F N" 

0 

OHO |n 

wherein AB represents an anti-CDH6 antibody or the functional 

fragment of the antibody, n represents the average number of
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units of the drug-linker structure conjugated to the antibody 

per antibody, and the antibody is connected to the linker via 

a sulfhydryl group derived from the antibody; and wherein the 

anti-CDH6 antibody-drug conjugate is a salt thereof or a 

hydrate of the anti-CDH6 antibody-drug conjugate or the salt, 

wherein the average number of units of the drug-linker 

structure conjugated per antibody is 7 to 8, wherein the 

antibody comprises: the heavy chain amino acid sequence 

represented by SEQ ID NO: 87 or an amino acid sequence derived 

from the amino acid sequence represented by SEQ ID NO: 87 in 

which one or two amino acids are deleted from the carboxyl 

terminus thereof; and the light chain amino acid sequence 

represented by SEQ ID NO: 88, wherein a dose of the antibody

drug conjugate is in a range of 1.6 mg/kg to 9.6 mg/kg, 

wherein the antibody-drug conjugate is administered by 

intravenous administration, wherein the antibody-drug 

conjugate is administered once every 3 weeks.  

[116] The method according to any one of [59] to [115], 

wherein the antibody-drug conjugate is administered in a 

pharmaceutical composition comprising at least one 

pharmaceutically acceptable formulation component.  

[117] Use of an anti-CDH6 antibody-drug conjugate in the 

manufacture of a medicament for treating or preventing cancer, 

the antibody-drug conjugate comprising an anti-CDH6 antibody 

and an antitumor compound connected by a linker, wherein the 

linker and the antitumor compound are represented by the 

following formula: 

- (Succinimid-3-yl-N)-CH 2 CH2 CH2 CH2 CH 2 -C(=O)-GGFG-NH-CH 2 -0-CH 2

C(=O)-(NH-DX)



WO 2023/228095 PCT/IB2023/055316 
27 

wherein -(Succinimid-3-yl-N)- has a structure represented by 

the following formula: 

0 

N

o 

which is connected to the antibody at position 3 thereof and 

is connected to a methylene group in the linker structure 

containing this structure on the nitrogen atom at position 1, 

and (NH-DX) represents a group represented by the following 

formula: 

H 

Me O 
|N 

F N 

0 

H O0 

Me 

wherein the nitrogen atom of the amino group at position 1 is 

the connecting position, wherein the anti-CDH6 antibody 

comprises CDRH1 consisting of the amino acid sequence of SEQ 

ID NO: 17, CDRH2 consisting of the amino acid sequence of SEQ 

ID NO: 60 and CDRH3 consisting of the amino acid sequence of 

SEQ ID NO: 19 in its heavy chain variable region and CDRL1 

consisting of the amino acid sequence of SEQ ID NO: 12, CDRL2 

consisting of the amino acid sequence of SEQ ID NO: 13 and 

CDRL3 consisting of the amino acid sequence of SEQ ID NO: 14 

in its light chain variable region.  

[118] The use according to [117], wherein the antibody 

comprises a heavy chain variable region comprising amino acids
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sequence of SEQ ID NO: 71 and a light chain variable region 

comprising amino acids sequence of SEQ ID NO: 63.  

[119] The use according to [117] or [118], wherein the 

antibody-drug conjugate has a structure represented by the 

following formula: 

Ab: N N 

0 H H N H 

N 

OHO 

wherein Ab is an antibody comprising a heavy chain variable 

region comprising SEQ ID NO: 71 and a light chain variable 

region comprising SEQ ID NO: 63, and n represents the average 

number of units of the drug-linker structure conjugated to the 

antibody per antibody, wherein the average number of units of 

the selected drug-linker structure conjugated per antibody is 

in the range of from 1 to 10.  

[120] The use according to any one of [117] to [119], wherein 

the antibody comprises a heavy chain comprising the amino acid 

sequence at positions 20 to 471 in SEQ ID NO: 69 and a light 

chain comprising the amino acid sequence at positions 21 to 

233 in SEQ ID NO: 61.  

[121] The use according to any one of [117] to [120], wherein 

the heavy chain or the light chain has undergone one or two or 

more modifications selected from the group consisting of N

linked glycosylation, 0-linked glycosylation, N-terminal
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processing, C-terminal processing, deamidation, isomerization 

of aspartic acid, oxidation of methionine, addition of a 

methionine residue to the N-terminus, amidation of a proline 

residue, conversion of N-terminal glutamine or N-terminal 

glutamic acid to pyroglutamic acid, and a deletion of one or 

two amino acids from the carboxyl terminus.  

[122] The use according to any one of [117] to [121], wherein 

the anti-CDH6 antibody lacks a lysine residue at the carboxyl 

terminus of the heavy chain.  

[123] The use according to any one of [117] to [122], wherein 

an average number of units of the antitumor compound 

conjugated per antibody is in a range of from 2 to 8.  

[124] The use according to any one of [117] to [123], wherein 

an average number of units of the antitumor compound 

conjugated per antibody is 7 to 8.  

[125] The use according to any one of [117] to [124], wherein 

a dose of the antibody-drug conjugate in a range of 1.6 mg/kg 

to 9.6 mg/kg is administered to a subject with cancer.  

[126] The use according to any one of [117] to [124], wherein 

a dose of the antibody-drug conjugate in a range of 3.2 mg/kg 

to 9.6 mg/kg is administered to a subject with cancer.  

[127] The use according to any one of [117] to [124], wherein 

a dose of the antibody-drug conjugate in a range of 4.8 mg/kg 

to 9.6 mg/kg is administered to a subject with cancer.  

[128] The use according to any one of [117] to [124], wherein 

a dose of the antibody-drug conjugate in a range of 3.2 mg/kg 

to 8.0 mg/kg is administered to a subject with cancer.
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[129] The use according to any one of [117] to [124], wherein 

a dose of the antibody-drug conjugate in a range of 3.2 mg/kg 

to 6.4 mg/kg is administered to a subject with cancer.  

[130] The use according to any one of [117] to [124], wherein 

a dose of the antibody-drug conjugate in a range of 4.8 mg/kg 

to 8.0 mg/kg is administered to a subject with cancer.  

[131] The use according to any one of [117] to [124], wherein 

a dose of the antibody-drug conjugate in a range of 4.8 mg/kg 

to 6.4 mg/kg is administered to a subject with cancer.  

[132] The use according to any one of [117] to [124], wherein 

a dose of the antibody-drug conjugate of about 3.2 mg/kg, 

about 4.8 mg/kg, about 5.4 mg/kg, about 5.6 mg/kg, about 6.4 

mg/kg or about 8.0 mg/kg is administered to a subject with 

cancer.  

[133] The use according to any one of [117] to [124], wherein 

a dose of the antibody-drug conjugate of about 3.2 mg/kg is 

administered to a subject with cancer.  

[134] The use according to any one of [117] to [124], wherein 

a dose of the antibody-drug conjugate of about 4.8 mg/kg is 

administered to a subject with cancer.  

[135] The use according to any one of [117] to [124], wherein 

a dose of the antibody-drug conjugate of about 5.4 mg/kg is 

administered to a subject with cancer.  

[136] The use according to any one of [117] to [124], wherein 

a dose of the antibody-drug conjugate of about 5.6 mg/kg is 

administered to a subject with cancer.  

[137] The use according to any one of [117] to [124], wherein 

a dose of the antibody-drug conjugate of about 6.4 mg/kg is 

administered to a subject with cancer.
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[138] The use according to any one of [117] to [124], wherein 

a dose of the antibody-drug conjugate of about 8.0 mg/kg is 

administered to a subject with cancer.  

[139] The use according to any one of [117] to [124], wherein 

a dose of the antibody-drug conjugate of 3.2 mg/kg, 3.3 mg/kg, 

3.4 mg/kg, 3.5 mg/kg, 3.6 mg/kg, 3.7 mg/kg, 3.8 mg/kg, 3.9 

mg/kg, 4.0 mg/kg, 4.1 mg/kg, 4.2 mg/kg, 4.3 mg/kg, 4.4 mg/kg, 

4.5 mg/kg, 4.6 mg/kg, 4.7 mg/kg, 4.8 mg/kg, 4.9 mg/kg, 5.0 

mg/kg, 5.1 mg/kg, 5.2 mg/kg, 5.3 mg/kg, 5.4 mg/kg, 5.5 mg/kg, 

5.6 mg/kg, 5.7 mg/kg, 5.8 mg/kg, 5.9 mg/kg, 6.0 mg/kg, 6.1 

mg/kg, 6.2 mg/kg, 6.3 mg/kg or 6.4 mg/kg is administered to a 

subject with cancer.  

[140] The use according to any one of [117] to [139], wherein 

the antibody-drug conjugate is administered by intravenous 

administration.  

[141] The use according to any one of [117] to [140], wherein 

the antibody-drug conjugate is administered once every 3 weeks.  

[142] The use according to any one of [117] to [141], wherein 

the cancer is selected from the group consisting of renal cell 

carcinoma, renal clear cell carcinoma, papillary renal cell 

carcinoma, ovarian cancer, ovarian serous adenocarcinoma, 

clear cell carcinoma of ovary, endometrioid carcinoma of ovary, 

ovarian mucinous tumor, thyroid cancer, bile duct cancer, lung 

cancer, non-small cell lung cancer, cervix cancer, brain tumor, 

head and neck cancer, sarcoma, osteosarcoma, small cell lung 

cancer, glioblastoma, mesothelioma, uterine cancer, pancreatic 

cancer, Wilms' tumor, neuroblastoma, colorectal cancer, 

gastric cancer, endometrial cancer, nasopharyngeal cancer,
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prostate cancer or cancers associated with von Hippel-Lindau 

disease.  

[143] The use according to [142], wherein the cancer is renal 

cell carcinoma, renal clear cell carcinoma or papillary renal 

cell carcinoma.  

[144] The use according to [142], wherein the cancer is 

ovarian cancer.  

[145] The use according to [144], wherein the ovarian cancer 

is selected from the group consisting of epithelial ovarian 

cancer, fallopian tube cancer, or primary peritoneal cancer.  

[146] The use according to any one of [117] to [145], wherein 

the cancer is metastatic.  

[147] The use according to any one of [117] to [146], wherein 

the cancer is resistant or refractory.  

[148] The use according to [147], wherein the resistance or 

refractoriness is resistance or refractoriness acquired by the 

cancer due to treatment with an anticancer drug.  

[149] The use according to [148], wherein the anticancer drug 

is a platinum-based chemotherapeutic, a chemotherapeutic, a 

PARP inhibitor, an immune checkpoint inhibitor, an angiogenic 

inhibitor or a VEGFR-TKI.  

[150] The use according to any one of [117] to [149], wherein 

the subject has a history of treatment with one or two or more 

anticancer drugs selected from the group consisting of a 

platinum-based chemotherapeutic, a chemotherapeutic, a PARP 

inhibitor, an immune checkpoint inhibitor, an angiogenic 

inhibitor and a VEGFR-TKI.  

[151] The use according to [148], wherein the anticancer drug 

is a platinum-based chemotherapeutic.
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[152] The use according to [151], wherein the platinum-based 

chemotherapeutic comprises a platinum-based drug and a taxane.  

[153] The use according to any one of [117] to [152], wherein 

the cancer is a CDH6-expressing caner.  

[154] The use according to [153], wherein the CDH6-expressing 

cancer is CDH6-overexpressing cancer.  

[155] The use according to any one of [117] to [154], wherein 

the cancer is an inoperable or recurrent cancer.  

[156] The use according to any one of [117] to [155], wherein 

the subject exhibits a recurrence of the cancer prior to 

administration of the antibody-drug conjugate.  

[157] The use according to [156], wherein the recurrence of 

the cancer occurs in less than or within about six months of 

completion of a chemotherapy regimen comprising a platinum

based drug.  

[158] The use according to [156], wherein the recurrence of 

the cancer occurs in less than or within about six months of 

completion of a chemotherapy regimen comprising a platinum

based drug and a taxane.  

[159] The use according to [156], wherein the recurrence of 

the cancer occurs in or after about six months of completion 

of a chemotherapy regimen comprising a platinum-based drug.  

[160] The use according to [156], wherein the recurrence of 

the cancer occurs in or after about six months of completion 

of a chemotherapy regimen comprising a platinum-based drug and 

a taxane.  

[161] The use according to any one of [117] to [160], wherein 

the objective response rate of a subject is at least about 20%.
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[162] The use according to any one of [117] to [160], wherein 

the objective response rate of a subject is at least about 30%.  

[163] The use according to any one of [117] to [162], wherein 

the progression free survival of a subject is at least 5 

months after administration of the antibody-drug conjugate.  

[164] The use according to any one of [117] to [162], wherein 

the progression free survival of a subject is at least 5.5 

months after administration of the antibody-drug conjugate.  

[165] The use according to any one of [117] to [164], wherein 

the antibody-drug conjugate is administered as monotherapy.  

[166] The use according to any one of [117] to [164], wherein 

a subject is administered the antibody-drug conjugate with a 

second drug.  

[167] The use according to [166], wherein the antibody-drug 

conjugate is administered prior to, after, or concurrently 

with the second drug.  

[168] The use according to any one of [117] to [160], wherein 

the antibody-drug conjugate is administered as maintenance 

therapy.  

[169] The use according to any one of [117] to [160], wherein 

the antibody-drug conjugate is administered as adjuvant 

therapy.  

[170] The use according to any one of [117] to [160], wherein 

the antibody-drug conjugate is administered after surgical 

resection of the tumor.  

[171] The use according to any one of [117] to [160], wherein 

the antibody-drug conjugate is administered as neoadjuvant 

therapy.
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[172] The use according to any one of [117] to [160], wherein 

the antibody-drug conjugate is administered prior to surgical 

resection of the tumor.  

[173] Use of an anti-CDH6 antibody-drug conjugate in the 

manufacture of a medicament for treating or preventing cancer, 

the anti-CDH6 antibody-drug conjugate having the structure 

represented by the following formula: 

'0 H 0  H 0  H N 

N' 
FNN 

wherein AB represents an anti-CDH6 antibody or the functional 

fragment of the antibody, n represents the average number of 

units of the drug-linker structure conjugated to the antibody 

per antibody, and the antibody is connected to the linker via 

a sulfhydryl group derived from the antibody; and wherein the 

anti-CDH6 antibody-drug conjugate is a salt thereof or a 

hydrate of the anti-CDH6 antibody-drug conjugate or the salt, 

wherein the average number of units of the drug-linker 

structure conjugated per antibody is 7 to 8, wherein the 

antibody comprises: the heavy chain amino acid sequence 

represented by SEQ ID NO: 87 or an amino acid sequence derived 

from the amino acid sequence represented by SEQ ID NO: 87 in 

which one or two amino acids are deleted from the carboxyl 

terminus thereof; and the light chain amino acid sequence
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represented by SEQ ID NO: 88, wherein a dose of the antibody

drug conjugate is in a range of 1.6 mg/kg to 9.6 mg/kg, 

wherein the antibody-drug conjugate is administered by 

intravenous administration, wherein the antibody-drug 

conjugate is administered once every 3 weeks.  

[174] The use according to any one of [117] to [173], wherein 

the antibody-drug conjugate is administered in a 

pharmaceutical composition comprising at least one 

pharmaceutically acceptable formulation component.  

The present invention also includes the following aspects 

of the invention: 

[1A] An anti-CDH6 antibody-drug conjugate for use in treating 

or preventing cancer, the antibody-drug conjugate comprising 

an anti-CDH6 antibody and an antitumor compound connected by a 

linker, wherein the linker and the antitumor compound are 

represented by the following formula: 

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=O)-GGFG-NH-CH2-0-CH2

C(=O)-(NH-DX) 

wherein -(Succinimid-3-yl-N)- has a structure represented by 

the following formula: 

[Formula 1] 

0 

N

o 

which is connected to the antibody at position 3 thereof and 

is connected to a methylene group in the linker structure 

containing this structure on the nitrogen atom at position 1,
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and (NH-DX) represents a group represented by the following 

formula: 

[Formula 2] 

H 

Me0 

|N 
F N 

0 
HO0 

/ 0 
Me 

wherein the nitrogen atom of the amino group at position 1 is 

the connecting position, wherein the anti-CDH6 antibody 

comprises CDRH1 consisting of the amino acid sequence of SEQ 

ID NO: 17, CDRH2 consisting of the amino acid sequence of SEQ 

ID NO: 60 and CDRH3 consisting of the amino acid sequence of 

SEQ ID NO: 19 in its heavy chain variable region and CDRL1 

consisting of the amino acid sequence of SEQ ID NO: 12, CDRL2 

consisting of the amino acid sequence of SEQ ID NO: 13 and 

CDRL3 consisting of the amino acid sequence of SEQ ID NO: 14 

in its light chain variable region.  

[2A] The antibody-drug conjugate according to [1A], wherein 

the antibody comprises a heavy chain variable region 

comprising amino acids sequence of SEQ ID NO: 71 and a light 

chain variable region comprising amino acids sequence of SEQ 

ID NO: 63.  

[3A] The antibody-drug conjugate according to [1A] or [2A], 

which has a structure represented by the following formula: 

[Formula 3]
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9- H 

N N 

OHO 

wherein Ab is an antibody comprising a heavy chain variable 

region comprising SEQ ID NO: 71 and a light chain variable 

region comprising SEQ ID NO: 63, and n represents the average 

number of units of the drug-linker structure conjugated to the 

antibody per antibody, wherein the average number of units of 

the selected drug-linker structure conjugated per antibody is 

in the range of from 1 to 10.  

[4A] The antibody-drug conjugate according to any one of [1A] 

to [3A], wherein the antibody comprises a heavy chain 

comprising the amino acid sequence at positions 20 to 471 in 

SEQ ID NO: 69 and a light chain comprising the amino acid 

sequence at positions 21 to 233 in SEQ ID NO: 61.  

[5A] The antibody-drug conjugate according to any one of [1A] 

to [4A], wherein the heavy chain or the light chain has 

undergone one or two or more modifications selected from the 

group consisting of N-linked glycosylation, O-linked 

glycosylation, N-terminal processing, C-terminal processing, 

deamidation, isomerization of aspartic acid, oxidation of 

methionine, addition of a methionine residue to the N-terminus, 

amidation of a proline residue, conversion of N-terminal 

glutamine or N-terminal glutamic acid to pyroglutamic acid,
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and a deletion of one or two amino acids from the carboxyl 

terminus.  

[6A] The antibody-drug conjugate according to any one of [1A] 

to [5A], wherein the anti-CDH6 antibody lacks a lysine residue 

at the carboxyl terminus of the heavy chain.  

[7A] The antibody-drug conjugate according to any one of [1A] 

to [6A], wherein an average number of units of the antitumor 

compound conjugated per antibody is in a range of from 2 to 8.  

[8A] The antibody-drug conjugate according to any one of [1A] 

to [7A], wherein an average number of units of the antitumor 

compound conjugated per antibody is 7 to 8.  

[9A] The antibody-drug conjugate according to any one of [1A] 

to [8A], wherein a dose of the antibody-drug conjugate is in a 

range of 1.6 mg/kg to 9.6 mg/kg is administered to a subject 

with cancer.  

[10A] The antibody-drug conjugate according to any one of [1A] 

to [9A], wherein a dose of the antibody-drug conjugate of 

about 3.2 mg/kg is administered to a subject with cancer.  

[11A] The antibody-drug conjugate according to any one of [1A] 

to [9A], wherein a dose of the antibody-drug conjugate of 

about 4.8 mg/kg is administered to a subject with cancer.  

[12A] The antibody-drug conjugate according to any one of [1A] 

to [9A], wherein a dose of the antibody-drug conjugate of 

about 6.4 mg/kg is administered to a subject with cancer.  

[13A] The antibody-drug conjugate according to any one of [1A] 

to [9A], wherein a dose of the antibody-drug conjugate of 

about 8.0 mg/kg is administered to a subject with cancer.
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[14A] The antibody-drug conjugate according to any one of [1A] 

to [13A], wherein the antibody-drug conjugate is administered 

by intravenous administration.  

[15A] The antibody-drug conjugate according to any one of [1A] 

to [14A], wherein the antibody-drug conjugate is administered 

once every 3 weeks.  

[16A] The antibody-drug conjugate according to any one of [1A] 

to [15A], wherein the cancer is selected from the group 

consisting of renal cell carcinoma, renal clear cell carcinoma, 

papillary renal cell carcinoma, ovarian cancer, ovarian serous 

adenocarcinoma, thyroid cancer, bile duct cancer, lung cancer, 

small-cell lung cancer, glioblastoma, mesothelioma, uterine 

cancer, pancreatic cancer, Wilms' tumor or neuroblastoma.  

[17A] The antibody-drug conjugate according to [16A], wherein 

the cancer is renal cell carcinoma.  

[18A] The antibody-drug conjugate according to [16A], wherein 

the cancer is ovarian cancer.  

[19A] The antibody-drug conjugate according to any one of [1A] 

to [18A], wherein the cancer is resistant or refractory.  

[20A] The antibody-drug conjugate according to [19A], wherein 

the resistance or refractoriness is resistance or 

refractoriness acquired by the cancer due to treatment with an 

anticancer drug.  

[21A] The antibody-drug conjugate according to [20A], wherein 

the anticancer drug is a platinum-based chemotherapeutic, a 

chemotherapy, a PARP inhibitor, an immune checkpoint inhibitor, 

an angiogenic inhibitor or a VEGFR-TKI.  

[22A] The antibody-drug conjugate according to [20A], wherein 

the anticancer drug is a platinum-based chemotherapeutic.



WO 2023/228095 PCT/IB2023/055316 
41 

[23A] The antibody-drug conjugate according to [22A], wherein 

the platinum-based chemotherapeutic comprises a platinum-based 

drug and a taxane.  

[24A] The antibody-drug conjugate according to any one of [1A] 

to [23A], wherein the cancer is a CDH6-expressing cancer.  

[25A] The antibody-drug conjugate according to [24A], wherein 

the CDH6-expressing cancer is CDH6-overexpressing cancer.  

[26A] The antibody-drug conjugate according to any one of [1A] 

to [25A], wherein the cancer is an inoperable or recurrent 

cancer.  

[27A] A pharmaceutical composition containing the antibody

drug conjugate according to any one of [1A] to [26A] or a salt 

thereof as an active component, and a pharmaceutically 

acceptable formulation component.  

[28A] A method of treating or preventing cancer in a subject, 

comprising administering to a subject with cancer an anti-CDH6 

antibody-drug conjugate comprising an anti-CDH6 antibody and 

an antitumor compound connected by a linker, wherein the 

linker and the antitumor compound are represented by the 

following formula: 

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=O)-GGFG-NH-CH2-0-CH2

C(=O)-(NH-DX) 

wherein -(Succinimid-3-yl-N)- has a structure represented by 

the following formula: 

[Formula 4] 

0 

N

o
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which is connected to the antibody at position 3 thereof and 

is connected to a methylene group in the linker structure 

containing this structure on the nitrogen atom at position 1, 

and (NH-DX) represents a group represented by the following 

formula: 

[Formula 5] 

H 

Me O 
|N 

FH N0 

HO 0 

Me 

wherein the nitrogen atom of the amino group at position 1 is 

the connecting position, wherein the anti-CDH6 antibody 

comprises CDRH1 consisting of the amino acid sequence of SEQ 

ID NO: 17, CDRH2 consisting of the amino acid sequence of SEQ 

ID NO: 60 and CDRH3 consisting of the amino acid sequence of 

SEQ ID NO: 19 in its heavy chain variable region and CDRL1 

consisting of the amino acid sequence of SEQ ID NO: 12, CDRL2 

consisting of the amino acid sequence of SEQ ID NO: 13 and 

CDRL3 consisting of the amino acid sequence of SEQ ID NO: 14 

in its light chain variable region.  

[29A] The method according to [28A], wherein the antibody 

comprises a heavy chain variable region comprising amino acids 

sequence of SEQ ID NO: 71 and a light chain variable region 

comprising amino acids sequence of SEQ ID NO: 63.  

[30A] The method according to [28A] or [29A], wherein the 

antibody-drug conjugate has a structure represented by the 

following formula:
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[Formula 6] 

0 0 

HH 
0~ 0 NH 

wherein Ab is an antibody comprising a heavy chain variable 

region comprising SEQ ID NO: 71 and a light chain variable 

region comprising SEQ ID NO: 63, and n represents the average 

number of units of the drug-linker structure conjugated to the 

antibody per antibody, wherein the average number of units of 

the selected drug-linker structure conjugated per antibody is 

in the range of from 1 to 10.  

[31A] The method according to any one of [28A] to [30A], 

wherein the antibody comprises a heavy chain comprising the 

amino acid sequence at positions 20 to 471 in SEQ ID NO: 69 

and a light chain comprising the amino acid sequence at 

positions 21 to 233 in SEQ ID NO: 61.  

[32A] The method according to any one of [28A] to [31A], 

wherein the heavy chain or the light chain has undergone one 

or two or more modifications selected from the group 

consisting of N-linked glycosylation, O-linked glycosylation, 

N-terminal processing, C-terminal processing, deamidation, 

isomerization of aspartic acid, oxidation of methionine, 

addition of a methionine residue to the N-terminus, amidation 

of a proline residue, conversion of N-terminal glutamine or N-
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terminal glutamic acid to pyroglutamic acid, and a deletion of 

one or two amino acids from the carboxyl terminus.  

[33A] The method according to any one of [28A] to [32A], 

wherein the anti-CDH6 antibody lacks a lysine residue at the 

carboxyl terminus of the heavy chain.  

[34A] The method according to any one of [28A] to [33A], 

wherein an average number of units of the antitumor compound 

conjugated per antibody is in a range of from 2 to 8.  

[35A] The method according to any one of [28A] to [33A], 

wherein an average number of units of the antitumor compound 

conjugated per antibody is 7 to 8.  

[36A] The method according to any one of [28A] to [35A], 

wherein a dose of the antibody-drug conjugate is in a range of 

1.6 mg/kg to 9.6 mg/kg is administered to a subject with 

cancer.  

[37A] The method according to any one of [28A] to [35A], 

wherein a dose of the antibody-drug conjugate of about 3.2 

mg/kg is administered to a subject with cancer.  

[38A] The method according to any one of [28A] to [35A], 

wherein a dose of the antibody-drug conjugate of about 4.8 

mg/kg is administered to a subject with cancer.  

[39A] The method according to any one of [28A] to [35A], 

wherein a dose of the antibody-drug conjugate of about 6.4 

mg/kg is administered to a subject with cancer.  

[40A] The method according to any one of [28A] to [35A], 

wherein a dose of the antibody-drug conjugate of about 8.0 

mg/kg is administered to a subject with cancer.
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[41A] The method according to any one of [28A] to [40A], 

wherein the antibody-drug conjugate is administered by 

intravenous administration.  

[42A] The method according to any one of [28A] to [41A], 

wherein the antibody-drug conjugate is administered once every 

3 weeks.  

[43A] The method according to any one of [28A] to [42A], 

wherein the cancer is selected from the group consisting of 

renal cell carcinoma, renal clear cell carcinoma, papillary 

renal cell carcinoma, ovarian cancer, ovarian serous 

adenocarcinoma, thyroid cancer, bile duct cancer, lung cancer, 

small-cell lung cancer, glioblastoma, mesothelioma, uterine 

cancer, pancreatic cancer, Wilms' tumor or neuroblastoma.  

[44A] The method according to [43A], wherein the cancer is 

renal cell carcinoma.  

[45A] The method according to [43A], wherein the cancer is 

ovarian cancer.  

[46A] The method according to any one of [28A] to [45A], 

wherein the cancer is resistant or refractory.  

[47A] The method according to [46A], wherein the resistance or 

refractoriness is resistance or refractoriness acquired by the 

cancer due to treatment with an anticancer drug.  

[48A] The method according to [47A], wherein the anticancer 

drug is a platinum-based chemotherapeutic, a chemotherapy, a 

PARP inhibitor, an immune checkpoint inhibitor, an angiogenic 

inhibitor or a VEGFR-TKI.  

[49A] The method according to [47A], wherein the anticancer 

drug is a platinum-based chemotherapeutic.



WO 2023/228095 PCT/IB2023/055316 
46 

[50A] The method according to [49A], wherein the platinum

based chemotherapeutic comprises a platinum-based drug and a 

taxane.  

[51A] The method according to any one of [28A] to [50A], 

wherein the cancer is a CDH6-expressing caner.  

[52A] The method according to [51A], wherein the CDH6

expressing cancer is CDH6-overexpressing cancer.  

[53A] The method according to any one of [28A] to [52A], 

wherein the cancer is an inoperable or recurrent cancer.  

[54A] The method according to any one of [28A] to [53A], 

wherein the antibody-drug conjugate is administered in a 

pharmaceutical composition comprising at least one 

pharmaceutically acceptable formulation component.  

[55A] Use of an anti-CDH6 antibody-drug conjugate in the 

manufacture of a medicament for treating or preventing cancer, 

the antibody-drug conjugate comprising an anti-CDH6 antibody 

and an antitumor compound connected by a linker, wherein the 

linker and the antitumor compound are represented by the 

following formula: 

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=O)-GGFG-NH-CH2-0-CH2

C(=O)-(NH-DX) 

wherein -(Succinimid-3-yl-N)- has a structure represented by 

the following formula: 

[Formula 7] 

0 

N

o 

which is connected to the antibody at position 3 thereof and 

is connected to a methylene group in the linker structure
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containing this structure on the nitrogen atom at position 1, 

and (NH-DX) represents a group represented by the following 

formula: 

[Formula 8] 

H 

Me O 
|N 

H o0 
Me 

wherein the nitrogen atom of the amino group at position 1 is 

the connecting position, wherein the anti-CDH6 antibody 

comprises CDRH1 consisting of the amino acid sequence of SEQ 

ID NO: 17, CDRH2 consisting of the amino acid sequence of SEQ 

ID NO: 60 and CDRH3 consisting of the amino acid sequence of 

SEQ ID NO: 19 in its heavy chain variable region and CDRL1 

consisting of the amino acid sequence of SEQ ID NO: 12, CDRL2 

consisting of the amino acid sequence of SEQ ID NO: 13 and 

CDRL3 consisting of the amino acid sequence of SEQ ID NO: 14 

in its light chain variable region.  

[56A] The use according to [55A], wherein the antibody 

comprises a heavy chain variable region comprising amino acids 

sequence of SEQ ID NO: 71 and a light chain variable region 

comprising amino acids sequence of SEQ ID NO: 63.  

[57A] The use according to [55A] or [56A], wherein the 

antibody-drug conjugate has a structure represented by the 

following formula: 

[Formula 9]
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9- H 

N N 

OHO 

wherein Ab is an antibody comprising a heavy chain variable 

region comprising SEQ ID NO: 71 and a light chain variable 

region comprising SEQ ID NO: 63, and n represents the average 

number of units of the drug-linker structure conjugated to the 

antibody per antibody, wherein the average number of units of 

the selected drug-linker structure conjugated per antibody is 

in the range of from 1 to 10.  

[58A] The use according to any one of [55A] to [57A], wherein 

the antibody comprises a heavy chain comprising the amino acid 

sequence at positions 20 to 471 in SEQ ID NO: 69 and a light 

chain comprising the amino acid sequence at positions 21 to 

233 in SEQ ID NO: 61.  

[59A] The use according to any one of [55A] to [58A], wherein 

the heavy chain or the light chain has undergone one or two or 

more modifications selected from the group consisting of N

linked glycosylation, 0-linked glycosylation, N-terminal 

processing, C-terminal processing, deamidation, isomerization 

of aspartic acid, oxidation of methionine, addition of a 

methionine residue to the N-terminus, amidation of a proline 

residue, conversion of N-terminal glutamine or N-terminal
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glutamic acid to pyroglutamic acid, and a deletion of one or 

two amino acids from the carboxyl terminus.  

[60A] The use according to any one of [55A] to [59A], wherein 

the anti-CDH6 antibody lacks a lysine residue at the carboxyl 

terminus of the heavy chain.  

[61A] The use according to any one of [55A] to [60A], wherein 

an average number of units of the antitumor compound 

conjugated per antibody is in a range of from 2 to 8.  

[62A] The use according to any one of [55A] to [61A], wherein 

an average number of units of the antitumor compound 

conjugated per antibody is 7 to 8.  

[63A] The use according to any one of [55A] to [62A], wherein 

a dose of the antibody-drug conjugate is in a range of 1.6 

mg/kg to 9.6 mg/kg is administered to a subject with cancer.  

[64A] The use according to any one of [55A] to [63A], wherein 

a dose of the antibody-drug conjugate of about 3.2 mg/kg is 

administered to a subject with cancer.  

[65A] The use according to any one of [55A] to [63A], wherein 

a dose of the antibody-drug conjugate of about 4.8 mg/kg is 

administered to a subject with cancer.  

[66A] The use according to any one of [55A] to [63A], wherein 

a dose of the antibody-drug conjugate of about 6.4 mg/kg is 

administered to a subject with cancer.  

[67A] The use according to any one of [55A] to [63A], wherein 

a dose of the antibody-drug conjugate of about 8.0 mg/kg is 

administered to a subject with cancer.  

[68A] The use according to any one of [55A] to [67A], wherein 

the antibody-drug conjugate is administered by intravenous 

administration.
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[69A] The use according to any one of [55A] to [68A], wherein 

the antibody-drug conjugate is administered once every 3 weeks.  

[70A] The use according to any one of [55A] to [69A], wherein 

the cancer is selected from the group consisting of renal cell 

carcinoma, renal clear cell carcinoma, papillary renal cell 

carcinoma, ovarian cancer, ovarian serous adenocarcinoma, 

thyroid cancer, bile duct cancer, lung cancer, small-cell lung 

cancer, glioblastoma, mesothelioma, uterine cancer, pancreatic 

cancer, Wilms' tumor or neuroblastoma.  

[71A] The use according to [70A], wherein the cancer is renal 

cell carcinoma.  

[72A] The antibody-drug conjugate according to [70A], wherein 

the cancer is ovarian cancer.  

[73A] The use according to any one of [55A] to [72A], wherein 

the cancer is resistant or refractory.  

[74A] The use according to [73A], wherein the resistance or 

refractoriness is resistance or refractoriness acquired by the 

cancer due to treatment with an anticancer drug.  

[75A] The use according to [74A], wherein the anticancer drug 

is a platinum-based chemotherapeutic, a chemotherapy, a PARP 

inhibitor, an immune checkpoint inhibitor, an angiogenic 

inhibitor or a VEGFR-TKI.  

[76A] The use according to [74A], wherein the anticancer drug 

is a platinum-based chemotherapeutic.  

[77A] The use according to [76A], wherein the platinum-based 

chemotherapeutic comprises a platinum-based drug and a taxane.  

[78A] The use according to any one of [55A] to [77A], wherein 

the cancer is a CDH6-expressing caner.
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[79A] The use according to [78A], wherein the CDH6-expressing 

cancer is CDH6-overexpressing cancer.  

[80A] The use according to any one of [55A] to [79A], wherein 

the cancer is an inoperable or recurrent cancer.  

[81A] The use according to any one of [55A] to [80A], wherein 

the antibody-drug conjugate is administered in a 

pharmaceutical composition comprising at least one 

pharmaceutically acceptable formulation component.  

In some aspects, the present disclosure provides an anti

CDH6 antibody-drug conjugate for use in treating or preventing 

cancer, the antibody-drug conjugate comprising an anti-CDH6 

antibody and an antitumor compound connected by a linker.  

In some aspects, the present disclosure provides a method 

of treating or preventing cancer in a subject, comprising 

administering to a subject with cancer an anti-CDH6 antibody

drug conjugate comprising an anti-CDH6 antibody and an 

antitumor compound connected by a linker.  

In some aspect, the present disclosure provides a use of 

an anti-CDH6 antibody-drug conjugate in the manufacture of a 

medicament for treating or preventing cancer, the antibody

drug conjugate comprising an anti-CDH6 antibody and an 

antitumor compound connected by a linker.  

In some aspect, the present disclosure provides a 

pharmaceutical composition for treating or preventing cancer, 

comprising an anti-CDH6 antibody-drug conjugate as an active 

ingredient, the antibody-drug conjugate comprising an anti

CDH6 antibody and an antitumor compound connected by a linker.
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In some embodiments, the linker and the antitumor 

compound are represented by the following formula: 

- (Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C (=O) -GGFG-NH-CH 2 -0-CH 2

C(=O)- (NH-DX) 

wherein -(Succinimid-3-yl-N)- has a structure represented by 

the following formula: 

[Formula 10] 

0 

N

o 

which is connected to the antibody at position 3 thereof and 

is connected to a methylene group in the linker structure 

containing this structure on the nitrogen atom at position 1, 

and (NH-DX) represents a group represented by the following 

formula: 

[Formula 11] 

H 

Me O 
|N 

HO0 

/ O 
Me 

wherein the nitrogen atom of the amino group at position 

1 is the connecting position.  

In some aspects, the anti-CDH6 antibody comprises CDRH1 

consisting of the amino acid sequence of SEQ ID NO: 17, CDRH2 

consisting of the amino acid sequence of SEQ ID NO: 60 and
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CDRH3 consisting of the amino acid sequence of SEQ ID NO: 19 

in its heavy chain variable region and CDRL1 consisting of the 

amino acid sequence of SEQ ID NO: 12, CDRL2 consisting of the 

amino acid sequence of SEQ ID NO: 13 and CDRL3 consisting of 

the amino acid sequence of SEQ ID NO: 14 in its light chain 

variable region.  

In some aspects, the anti-CDH6 antibody comprises a heavy 

chain variable region comprising amino acids sequence of SEQ 

ID NO: 71 and a light chain variable region comprising amino 

acids sequence of SEQ ID NO: 63.  

In some aspects, the antibody-drug conjugate has a 

structure represented by the following formula: 

[Formula 12] 

00 
Ab NNNO 

H H H H 0 0 ~ NH 

F N 

A 

OHO 

wherein Ab is an antibody comprising a heavy chain variable 

region comprising SEQ ID NO: 71 and a light chain variable 

region comprising SEQ ID NO: 63, and n represents the average 

number of units of the drug-linker structure conjugated to the 

antibody per antibody, wherein the average number of units of 

the selected drug-linker structure conjugated per antibody is 

in the range of from 1 to 10.
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In some aspects, the anti-CDH6 antibody comprises a heavy 

chain comprising the amino acid sequence at positions 20 to 

471 in SEQ ID NO: 69 and a light chain comprising the amino 

acid sequence at positions 21 to 233 in SEQ ID NO: 61.  

In some aspects, the heavy chain or the light chain has 

undergone two or more modifications selected from the group 

consisting of N-linked glycosylation, O-linked glycosylation, 

N-terminal processing, C-terminal processing, deamidation, 

isomerization of aspartic acid, oxidation of methionine, 

addition of a methionine residue to the N-terminus, amidation 

of a proline residue, conversion of N-terminal glutamine or N

terminal glutamic acid to pyroglutamic acid, and a deletion of 

one or two amino acids from the carboxyl terminus.  

In some aspects, the anti-CDH6 antibody lacks a lysine 

residue at the carboxyl terminus of the heavy chain.  

In some aspects, the average number of units of the 

selected drug-linker structure conjugated per antibody is in 

the range of from 1 to 10. In some aspects, the average number 

of units of the selected drug-linker structure conjugated per 

antibody is in the range of from 2 to 8. In some aspects, the 

average number of units of the selected drug-linker structure 

conjugated per antibody is in the range of from 5 to 8. In 

some aspects, the average number of units of the selected 

drug-linker structure conjugated per antibody is in the range 

of from 7 to 8.  

In some aspects, a dose of the antibody-drug conjugate in 

a range of 1.6 mg/kg to 9.6 mg/kg is administered to a subject 

with cancer. In some aspects, a dose of the antibody-drug 

conjugate in a range of 3.2 mg/kg to 9.6 mg/kg is administered
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to a subject with cancer. In some aspects, a dose of the 

antibody-drug conjugate in a range of 4.8 mg/kg to 9.6 mg/kg 

is administered to a subject with cancer. In some aspects, a 

dose of the antibody-drug conjugate in a range of 3.2 mg/kg to 

8.0 mg/kg is administered to a subject with cancer. In some 

aspects, a dose of the antibody-drug conjugate in a range of 

3.2 mg/kg to 6.4 mg/kg is administered to a subject with 

cancer. In some aspects, a dose of the antibody-drug conjugate 

in a range of 4.8 mg/kg to 8.0 mg/kg is administered to a 

subject with cancer. In some aspects, a dose of the antibody

drug conjugate in a range of 4.8 mg/kg to 6.4 mg/kg is 

administered to a subject with cancer. In some aspects, a dose 

of the antibody-drug conjugate of about 3.2 mg/kg is 

administered to a subject with cancer. In some aspects, a dose 

of the antibody-drug conjugate of about 4.8 mg/kg is 

administered to a subject with cancer. In some aspects, a dose 

of the antibody-drug conjugate of about 5.4 mg/kg is 

administered to a subject with cancer. In some aspects, a dose 

of the antibody-drug conjugate of about 5.6 mg/kg is 

administered to a subject with cancer. In some aspects, a dose 

of the antibody-drug conjugate of about 6.4 mg/kg is 

administered to a subject with cancer. In some aspects, a dose 

of the antibody-drug conjugate of about 8.0 mg/kg is 

administered to a subject with cancer. In some aspects, a dose 

of the antibody-drug conjugate of about 9.6 mg/kg is 

administered to a subject with cancer.  

In some aspects, a dose of the antibody-drug conjugate of 

3.2 mg/kg, 3.3 mg/kg, 3.4 mg/kg, 3.5 mg/kg, 3.6 mg/kg, 3.7 

mg/kg, 3.8 mg/kg, 3.9 mg/kg, 4.0 mg/kg, 4.1 mg/kg, 4.2 mg/kg,
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4.3 mg/kg, 4.4 mg/kg, 4.5 mg/kg, 4.6 mg/kg, 4.7 mg/kg, 4.8 

mg/kg, 4.9 mg/kg, 5.0 mg/kg, 5.1 mg/kg, 5.2 mg/kg, 5.3 mg/kg, 

5.4 mg/kg, 5.5 mg/kg, 5.6 mg/kg, 5.7 mg/kg, 5.8 mg/kg, 5.9 

mg/kg, 6.0 mg/kg, 6.1 mg/kg, 6.2 mg/kg, 6.3 mg/kg or 6.4 mg/kg 

is administered to a subject with cancer.  

In some aspects, the antibody-drug conjugate is 

administered by intravenous administration.  

In some aspects, the antibody-drug conjugate is 

administered once every 3 weeks.  

In some aspects, the cancer is selected from the group 

consisting of renal cell carcinoma, renal clear cell 

carcinoma, papillary renal cell carcinoma, ovarian cancer, 

ovarian serous adenocarcinoma, clear cell carcinoma of ovary, 

endometrioid carcinoma of ovary, ovarian mucinous tumor, 

thyroid cancer, bile duct cancer, lung cancer, non-small cell 

lung cancer, cervix cancer, brain tumor, head and neck cancer, 

sarcoma, osteosarcoma, small cell lung cancer, glioblastoma, 

mesothelioma, uterine cancer, pancreatic cancer, Wilms' tumor, 

neuroblastoma, colorectal cancer, gastric cancer, endometrial 

cancer, nasopharyngeal cancer, prostate cancer or cancers 

associated with von Hippel-Lindau disease. In some aspects, 

the cancer is selected from the group consisting of renal cell 

carcinoma, renal clear cell carcinoma, papillary renal cell 

carcinoma, ovarian cancer, ovarian serous adenocarcinoma, 

thyroid cancer, bile duct cancer, lung cancer, small-cell lung 

cancer, glioblastoma, mesothelioma, uterine cancer, pancreatic 

cancer, Wilms' tumor and neuroblastoma. In some aspects, the 

cancer is ovarian cancer. In some aspects, the ovarian cancer 

is epithelial ovarian cancer, fallopian tube cancer, or



WO 2023/228095 PCT/IB2023/055316 
57 

primary peritoneal cancer. In some aspects, the cancer is 

metastatic. In some aspects, the cancer is renal cell 

carcinoma, renal clear cell carcinoma or papillary renal cell 

carcinoma. In some aspects, the cancer is renal cell carcinoma.  

In some aspects, the cancer is resistant or refractory.  

In some aspects, the resistance or refractoriness is 

resistance or refractoriness acquired by the cancer due to 

treatment with an anticancer drug. In some aspects, the 

anticancer drug is a platinum-based chemotherapeutic, a 

chemotherapeutic, a poly ADP-ribose polymerase (PARP) 

inhibitor, an immune checkpoint inhibitor (ICI), an angiogenic 

inhibitor or a vascular endothelial growth factor - tyrosine 

kinase inhibitor (VEGFR-TKI). In some aspects, the anticancer 

drug is a platinum-based chemotherapeutic. In some aspects, 

the platinum-based chemotherapeutic comprises a platinum-based 

drug and a taxane.  

In some aspects, the subject has a cancer that is 

resistant to platinum-based chemotherapy. In some aspects, the 

subject exhibits a recurrence of the cancer prior to 

administration of the ADC. In some aspects, the subject has a 

cancer that is resistant or refractory to a chemotherapeutic 

regimen comprising a platinum-based drug and a taxane.  

In some aspects, the recurrence of the cancer occurs in 

less than or within about six months of completion of a 

chemotherapy regimen comprising a platinum-based drug. In some 

aspects, the recurrence of the cancer occurs in less than 

about six months of completion of a chemotherapy regimen 

comprising a platinum-based drug. In some aspects, the 

recurrence of the cancer occurs within about six months of
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completion of a chemotherapy regimen comprising a platinum

based drug.  

In some aspects, the recurrence of the cancer occurs in 

less than or within about six months of completion of a 

chemotherapy regimen comprising a platinum-based drug and a 

taxane. In some aspects, the recurrence of the cancer occurs 

in less than about six months of completion of a chemotherapy 

regimen comprising a platinum-based drug and a taxane. In some 

aspects, the recurrence of the cancer occurs within about six 

months of completion of a chemotherapy regimen comprising a 

platinum-based drug and a taxane.  

In some aspects, the recurrence of the cancer occurs in 

or after about six months of completion of a chemotherapy 

regimen comprising a platinum-based drug. In some aspects, the 

recurrence of the cancer occurs in about six months of 

completion of a chemotherapy regimen comprising a platinum

based drug. In some aspects, the recurrence of the cancer 

occurs after about six months of completion of a chemotherapy 

regimen comprising a platinum-based drug.  

In some aspects, the recurrence of the cancer occurs in 

or after about six months of completion of a chemotherapy 

regimen comprising a platinum-based drug and a taxane. In some 

aspects, the recurrence of the cancer occurs in about six 

months of completion of a chemotherapy regimen comprising a 

platinum-based drug and a taxane. In some aspects, the 

recurrence of the cancer occurs after about six months of 

completion of a chemotherapy regimen comprising a platinum

based drug and a taxane.
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In some aspects, the recurrence of the cancer occurs in 

less than or within six months of completion of a chemotherapy 

regimen comprising a platinum-based drug. In some aspects, the 

recurrence of the cancer occurs in less than six months of 

completion of a chemotherapy regimen comprising a platinum

based drug. In some aspects, the recurrence of the cancer 

occurs within six months of completion of a chemotherapy 

regimen comprising a platinum-based drug.  

In some aspects, the recurrence of the cancer occurs in 

less than or within six months of completion of a chemotherapy 

regimen comprising a platinum-based drug and a taxane. In some 

aspects, the recurrence of the cancer occurs in less than six 

months of completion of a chemotherapy regimen comprising a 

platinum-based drug and a taxane. In some aspects, the 

recurrence of the cancer occurs within six months of 

completion of a chemotherapy regimen comprising a platinum

based drug and a taxane.  

In some aspects, the recurrence of the cancer occurs in 

or after six months of completion of a chemotherapy regimen 

comprising a platinum-based drug. In some aspects, the 

recurrence of the cancer occurs in six months of completion of 

a chemotherapy regimen comprising a platinum-based drug. In 

some aspects, the recurrence of the cancer occurs after six 

months of completion of a chemotherapy regimen comprising a 

platinum-based drug.  

In some aspects, the recurrence of the cancer occurs in 

or after six months of completion of a chemotherapy regimen 

comprising a platinum-based drug and a taxane. In some aspects, 

the recurrence of the cancer occurs in six months of
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completion of a chemotherapy regimen comprising a platinum

based drug and a taxane. In some aspects, the recurrence of 

the cancer occurs after six months of completion of a 

chemotherapy regimen comprising a platinum-based drug and a 

taxane.  

In some aspects, the subject has a cancer that is 

resistant or refractory to poly ADP-ribose polymerase (PARP) 

inhibitors. In some aspects, the subject has a cancer that is 

resistant or refractory to immune checkpoint inhibitors (ICIs).  

In some aspects, the subject has a cancer that is resistant or 

refractory to angiogenic inhibitors. In some aspects, the 

subject has a cancer that is resistant or refractory to 

vascular endothelial growth factor - tyrosine kinase 

inhibitors (VEGFR-TKIs).  

In some aspects, the subject has a history of treatment 

with one or two or more anticancer drugs selected from the 

group consisting of a platinum-based chemotherapeutic, a 

chemotherapeutic, a PARP inhibitor, an immune checkpoint 

inhibitor, an angiogenic inhibitor and a VEGFR-TKI.  

In some aspects, the cancer comprises one or more tumors 

expressing CDH6. In some aspects, the CDH6-expressing cancer 

is CDH6-overexpressing cancer. In some aspects, the CDH6

overexpressing cancer is cancer given a high score for the 

expression of CDH6 in an immunohistochemical method. In some 

aspects, the CDH6-overexpressing cancer is cancer given a high 

score for the expression of CDH6 in an in situ hybridization 

method. In some aspects, the CDH6-overexpressing cancer is 

cancer given a high score for the expression of CDH6 in a next 

generation sequencing method.
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In some aspects, the cancer is an inoperable or recurrent 

cancer.  

In some aspects, the objective response rate of a subject 

administered a therapeutically effective amount of the ADC is 

at least about 20%. In some aspects, the objective response 

rate of a subject administered a therapeutically effective 

amount of the ADC is at least about 30%. In some aspects, the 

objective response rate of a subject administered a 

therapeutically effective amount of the ADC is at least about 

40%. In some aspects, the objective response rate of a subject 

administered a therapeutically effective amount of the ADC is 

at least about 50%. In some aspects, the objective response 

rate of a subject administered a therapeutically effective 

amount of the ADC is at least about 60%.  

In some aspects, the progression free survival of a 

subject administered a therapeutically effective amount of the 

ADC is at least about 5 months. In some aspects, the 

progression free survival of a subject administered a 

therapeutically effective amount of the ADC is at least about 

5.5 months. In some aspects, the progression free survival of 

a subject administered a therapeutically effective amount of 

the ADC is at least about 5.6 months. In some aspects, the 

progression free survival of a subject administered a 

therapeutically effective amount of the ADC is at least about 

5.8 months. In some aspects, the progression free survival of 

a subject administered a therapeutically effective amount of 

the ADC is at least about 6.0 months. In some aspects, the 

progression free survival of a subject administered a 

therapeutically effective amount of the ADC is at least about
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7.0 months. In some aspects, the progression free survival of 

a subject administered a therapeutically effective amount of 

the ADC is at least about 7.9 months. In some aspects, the 

progression free survival of a subject administered a 

therapeutically effective amount of the ADC is at least about 

8 months. In some aspects, the progression free survival of a 

subject administered a therapeutically effective amount of the 

ADC is at least about 9 months. In some aspects, the 

progression free survival of a subject administered a 

therapeutically effective amount of the ADC is at least about 

10 months. In some aspects, the progression free survival of a 

subject administered a therapeutically effective amount of the 

ADC is at least about 11 months. In some aspects, the 

progression free survival of a subject administered a 

therapeutically effective amount of the ADC is at least about 

12 months. In some aspects, the progression free survival of a 

subject administered a therapeutically effective amount of the 

ADC is at least about 13 months. In some aspects, the 

progression free survival of a subject administered a 

therapeutically effective amount of the ADC is at least about 

13.9 months.  

In some aspects, the median progression free survival of 

a subject administered a therapeutically effective amount of 

the ADC is at least about 5 months. In some aspects, the 

median progression free survival of a subject administered a 

therapeutically effective amount of the ADC is at least about 

5.5 months. In some aspects, the median progression free 

survival of a subject administered a therapeutically effective 

amount of the ADC is at least about 5.6 months. In some



WO 2023/228095 PCT/IB2023/055316 
63 

aspects, the median progression free survival of a subject 

administered a therapeutically effective amount of the ADC is 

at least about 5.8 months. In some aspects, the median 

progression free survival of a subject administered a 

therapeutically effective amount of the ADC is at least about 

6.0 months. In some aspects, the median progression free 

survival of a subject administered a therapeutically effective 

amount of the ADC is at least about 7.0 months. In some 

aspects, the median progression free survival of a subject 

administered a therapeutically effective amount of the ADC is 

at least about 7.9 months. In some aspects, the median 

progression free survival of a subject administered a 

therapeutically effective amount of the ADC is at least about 

8 months. In some aspects, the median progression free 

survival of a subject administered a therapeutically effective 

amount of the ADC is at least about 9 months. In some aspects, 

the median progression free survival of a subject administered 

a therapeutically effective amount of the ADC is at least 

about 10 months. In some aspects, the median progression free 

survival of a subject administered a therapeutically effective 

amount of the ADC is at least about 11 months. In some aspects, 

the median progression free survival of a subject administered 

a therapeutically effective amount of the ADC is at least 

about 12 months. In some aspects, the median progression free 

survival of a subject administered a therapeutically effective 

amount of the ADC is at least about 13 months. In some aspects, 

the median progression free survival of a subject administered 

a therapeutically effective amount of the ADC is at least 

about 13.9 months.
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In some aspects, the ADC is administered to the subject 

as monotherapy.  

In some aspects, the subject is administered the ADC with 

a second drug. In some aspects, the ADC is administered 

prior to the second drug. In some aspects, the ADC is 

administered after the second drug. In some aspects, the ADC 

is administered concurrently with the second drug.  

In some aspects, the ADC is administered to the subject 

as a maintenance therapy.  

In some aspects, the ADC is administered to the subject 

as adjuvant therapy. In some aspects, the ADC is administered 

to the subject after surgical resection of the tumor.  

In some aspects, the ADC is administered to the subject 

as neoadjuvant therapy. In some aspects, the ADC is 

administered to the subject prior to surgical resection of the 

tumor.  

In some aspects, the disclosure is generally drawn to an 

anti-CDH6 antibody-drug conjugate (ADC) for use in treating or 

preventing cancer, the ADC having the structure represented by 

the following formula: 

0 H H 0 

AS NHH NH 

N 

OH
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wherein AB represents an anti-CDH6 antibody or the 

functional fragment of the antibody, n represents the average 

number of units of the drug-linker structure conjugated to the 

antibody per antibody, and the antibody is connected to the 

linker via a sulfhydryl group derived from the antibody; and 

wherein the ADC is a salt thereof or a hydrate of the ADC or 

the salt, wherein the average number of units of the drug

linker structure conjugated per antibody is 7 to 8, wherein 

the antibody comprises: the heavy chain amino acid sequence 

represented by SEQ ID NO: 87 or an amino acid sequence derived 

from the amino acid sequence represented by SEQ ID NO: 87 in 

which one or two amino acids are deleted from the carboxyl 

terminus thereof; and the light chain amino acid sequence 

represented by SEQ ID NO: 88, wherein a dose of the antibody

drug conjugate is in a range of 1.6 mg/kg to 8.0 mg/kg, 

wherein the antibody-drug conjugate is administered by 

intravenous administration, wherein the antibody-drug 

conjugate is administered once every 3 weeks.  

Also provided herein are pharmaceutical compositions 

containing the antibody-drug conjugate according to any one of 

the foregoing aspects or embodiments or a salt thereof as an 

active component, and a pharmaceutically acceptable 

formulation component.  

The foregoing general description and following detailed 

description are exemplary and explanatory and are intended to 

provide further explanation of the disclosure as claimed.  

Other objects, advantages, and novel features will be readily 

apparent to those skilled in the art from the following brief
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description of the drawings and detailed description of the 

disclosure.  

Brief Description of Drawings 

[0013] 

[Figure 1] Figure 1 shows a Phase 1 study design for treating 

renal cell carcinoma (RCC) and ovarian cancer (OVC).  

[Figure 2] Figure 2 shows patient demographics and baseline 

characteristics for the dose escalation part of the Phase 1 

study.  

[Figure 3] Figure 3 shows the number of patients in the dose 

escalation part of the Phase 1 study with treatment-emergent 

adverse events (TEAEs), which occurred in 10% of patients, 

regardless of causality.  

[Figure 4] Figure 4 shows the number of patients in the dose 

escalation part of the Phase 1 study with treatment-emergent 

adverse events (TEAEs), which occurred in 10% of patients, 

related to DS-6000a.  

[Figure 5] Figure 5 shows the tumor response for the subjects 

(n=24) in the dose escalation part of the Phase 1 study.  

[Figure 6] Figure 6 shows the percent change in sum of target 

lesion from baseline in the dose escalation part of the Phase 

1 study. The top panel shows a spider plot including all 

dosing group. The bottom panels show a spider plot divided 

into each dosing group.  

[Figure 7] Figure 7 shows CA-125 response for the OVC subjects 

(n=17) in the dose escalation part of the Phase 1 study.



WO 2023/228095 PCT/IB2023/055316 
67 

[Figure 8] Figure 8 shows the percent change of CA-125 from 

baseline in the dose escalation part of the Phase 1 study. The 

top panel shows a spider plot including all dosing group. The 

bottom panels show a spider plot divided into each dosing 

group.  

[Figure 9] Figure 9 shows a reduction in the size of target 

lesions in RCC patient treated with 3.2 mg/kg of DS-6000a.  

[Figure 10] Figure 10 shows a reduction in the size of target 

lesions in OVC patient treated with 6.4 mg/kg of DS-6000a.  

[Figure 11] Figure 11 shows the best percent change in sum of 

longest dimensions from baseline in the dose escalation part 

of the Phase 1 study.  

[Figure 12] Figure 12 shows the updated Phase 1 study design 

for treating RCC and OVC.  

[Figure 13] Figure 13 shows patient demographics and base line 

characteristics in dose escalation and expansion parts of the 

Phase 1 study.  

[Figure 14] Figure 14 shows the number of patients in the dose 

escalation and expansion parts of the Phase 1 study with TEAE, 

which occurred in 15% of patients, regardless of causality.  

[Figure 15] Figure 15 shows the best percent change in sum of 

longest dimensions from baseline for OVC subjects in dose 

escalation and expansion parts of the Phase 1 study.  

[Figure 16] Figure 16 shows the percent change in sum of 

target lesion from baseline for OVC subjects in the dose 

escalation and expansion parts of the Phase 1 study. The top 

panel shows a spider plot including all dosing group. The 

bottom panels show a spider plot divided into each dosing 

group.
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[Figure 17] Figure 17 shows the best overall tumor response 

for the OVC subjects (n=44) in the dose escalation and 

expansion parts of the Phase 1 study.  

[Figure 18] Figure 18 shows the percent change of CA-125 from 

baseline for OVC subjects in the dose escalation and expansion 

parts of the Phase 1 study. The top panel shows a spider plot 

including all dosing group. The bottom panels show a spider 

plot divided into each dosing group.  

[Figure 19] Figure 19 shows the best percent change in CA-125 

from baseline for OVC subjects in the dose escalation and 

expansion parts of the Phase 1 study.  

[Figure 20] Figure 20 shows the progression-free survival for 

OVC subjects in the dose escalation and expansion parts of the 

Phase 1 study.  

[Figure 21] Figure 21 shows the objective response rate for 

OVC subjects in the dose escalation and expansion parts of the 

Phase 1 study.  

Description of Embodiments 

[0014] Hereinafter, the preferred embodiments for carrying out 

the disclosed methods and uses will be described with 

reference to the drawings. It is to be noted that the 

embodiments described below merely illustrate the 

representative embodiments, and the scope of the present 

disclosure shall not be narrowly interpreted due to these 

examples.  

[0015] It is to be understood that methods are not limited to 

the particular embodiments described, and as such may vary. It 

is also to be understood that the terminology used herein is
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for the purpose of describing particular embodiments only, and 

is not intended to be limiting. The scope of the present 

technology will be limited only by the appended claims.  

[0016] Unless defined otherwise, all technical and scientific 

terms used herein have the same meaning as commonly understood 

by one of ordinary skill in the art. Although any methods and 

materials similar or equivalent to those described herein can 

also be used in the practice or testing of the disclosed 

methods and uses, representative illustrative methods and 

materials are now described.  

[0017] Where a range of values is provided, it is understood 

that each intervening value, to the tenth of the unit of the 

lower limit unless the context clearly dictates otherwise, 

between the upper and lower limit of that range and any other 

stated or intervening value in that stated range, is 

encompassed within the disclosure. The upper and lower limits 

of these smaller ranges may independently be included in the 

smaller ranges and are also encompassed within the disclosure, 

subject to any specifically excluded limit in the stated range.  

Where the stated range includes one or both of the limits, 

ranges excluding either or both of those included limits are 

also included in the disclosure.  

[0018] As used in the specification and claims, the singular 

form "a," "an" and "the" include singular and plural 

references unless the context clearly dictates otherwise.  

[0019] As used herein, the term "comprising" is intended to 

mean that the compositions and methods include the recited 

elements, but not excluding others. "Consisting essentially of" 

when used to define compositions and methods, shall mean
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excluding other elements of any essential significance to the 

composition or method. "Consisting of" shall mean excluding 

more than trace elements of other ingredients for claimed 

compositions and substantial method steps. Embodiments defined 

by each of these transition terms are within the scope of this 

disclosure. Accordingly, it is intended that the methods and 

compositions can include additional steps and components 

(comprising) or alternatively including steps and compositions 

of no significance (consisting essentially of) or 

alternatively, intending only the stated method steps or 

compositions (consisting of).  

[0020] As used herein, "about" means plus or minus 10% as well 

as the specified number. For example, "about 10" should be 

understood as both "10" and "9-11." 

[0021] As used herein, "optional" or "optionally" means that 

the subsequently described event or circumstance may or may 

not occur, and that the description includes instances where 

said event or circumstance occurs and instances where it does 

not.  

[0022] The terms "individual," "subject," and "patient" are 

used interchangeably herein, and refer to any individual 

mammal, e.g., bovine, canine, feline, equine, simian, porcine, 

camelid, bat, or human, being treated according to the 

disclosed methods or uses. In preferred embodiments, the 

subject is a human.  

[0023] As used herein, the phrases "effective amount," 

"therapeutically effective amount," and "therapeutic level" 

mean the dosage or concentration in a subject that provides 

the specific pharmacological effect for which the ADC is
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administered in a subject in need of such treatment, i.e. to 

treat or prevent a cancer (e.g., renal cell carcinoma, a 

ovarian cancer, CDH6-expressing cancer, or a resistant or 

refractory cancer). It is emphasized that a therapeutically 

effective amount or therapeutic level of an ADC will not 

always be effective in treating the cancers described herein, 

even though such dosage is deemed to be a therapeutically 

effective amount by those of skill in the art. For 

convenience only, exemplary dosages, drug delivery amounts, 

therapeutically effective amounts, and therapeutic levels are 

provided below. Those skilled in the art can adjust such the 

amount in accordance with standard practices as needed to 

treat a specific subject and/or condition. The therapeutically 

effective amount may vary based on the route of administration 

and dosage form, the age and weight of the subject, and/or the 

subject's condition, including the type and severity of the 

cancer.  

[0024] The terms "treatment" or "treating" as used herein with 

reference to a cancer refer to reducing, suppressing, or 

eliminating the cancer; reducing, suppressing, or eliminating 

cancer cell growth; reducing, suppressing, or eliminating 

spread of the cancer; or causing a tumor or metastasis to 

regress or die. Treatment and treating may also, optionally, 

mean improving quality of life or overall survival of a 

subject, even if cancer cell growth is not inhibited and/or 

the cancer does not die.  

[0025] The terms "prevent" or "preventing" as used herein with 

reference to a cancer refer to delaying or preventing the 

occurrence of metastasis (i.e., growth of cancer in secondary
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sites where the cancer is not present at the commencement of 

treatment), as well as delaying or preventing recurrence of a 

cancer if a subject achieves remission or a cancer/tumor is 

completely destroyed or killed.  

[0026] As used herein, the term "pharmaceutical composition" 

refers to the combination of an active agent with a carrier, 

inert or active, making the composition especially suitable 

for diagnostic or therapeutic use in vivo or ex vivo.  

[0027] As used herein, the term "pharmaceutically acceptable 

carrier" refers to any of the standard pharmaceutical carriers, 

such as a phosphate buffered saline solution, water, emulsions 

(e.g., such as an oil/water or water/oil emulsions), and 

various types of wetting agents. The compositions also can 

include stabilizers and preservatives. For examples of 

carriers, stabilizers and adjuvants, see, for example, Martin, 

Remington's Pharmaceutical Sciences, 15th Ed., Mack Publ. Co., 

Easton, PA [1975].  

[0028] The phrases "parenteral administration" and 

"administered parenterally" as used herein means modes of 

administration other than enteral and topical administration, 

usually by injection, and includes, without limitation, 

intravenous, intramuscular, intraarterial, intrathecal, 

intracapsular, intraorbital, intracardiac, intradermal, 

intraperitoneal, transtracheal, subcutaneous, subcuticular, 

intraarticular, subcapsular, subarachnoid, intraspinal and 

intrasternal injection and infusion.  

[0029] The phrases "systemic administration," "administered 

systemically," "peripheral administration" and "administered 

peripherally" as used herein mean the administration of a
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compound, drug or other material other than directly into the 

central nervous system, such that it enters the patient's 

system and, thus, is subject to metabolism and other like 

processes, for example, subcutaneous administration.  

[0030] In the present description, the term "cancer" is used to 

have the same meaning as that of the term "tumor".  

[0031] In the present description, the term "gene" is used to 

include not only DNA but also its mRNA and cDNA, and cRNA 

thereof.  

[0032] In the present description, the term "polynucleotide" or 

"nucleotide" is used to have the same meaning as that of a 

nucleic acid, and also includes DNA, RNA, a probe, an 

oligonucleotide, and a primer. In the present description, the 

terms "polynucleotide" and "nucleotide" can be used 

interchangeably with each other unless otherwise specified.  

[0033] In the present description, the terms "polypeptide" and 

"protein" can be used interchangeably with each other.  

[0034] In the present description, the term "cell" includes 

cells in an individual animal, and cultured cells.  

[0035] In the present description, the term "CDH6" can be used 

to have the same meaning as that of the CDH6 protein. In the 

present description, human CDH6 is also referred to as "hCDH6".  

[0036] In the present description, the term "cytotoxic 

activity" is used to mean that a pathologic change is caused 

to cells in any given way. The term not only means a direct 

trauma, but also means all types of structural or functional 

damage caused to cells, such as DNA cleavage, formation of a 

base dimer, chromosomal cleavage, damage to cell mitotic



WO 2023/228095 PCT/IB2023/055316 
74 

apparatus, and a reduction in the activities of various types 

of enzymes.  

[0037] In the present description, the phrase "exerting 

toxicity in cells" is used to mean that toxicity is exhibited 

in cells in any given way. The term not only means a direct 

trauma, but also means all types of structural, functional, or 

metabolic influences caused to cells, such as DNA cleavage, 

formation of a base dimer, chromosomal cleavage, damage to 

cell mitotic apparatus, a reduction in the activities of 

various types of enzymes, and suppression of effects of cell 

growth factors.  

[0038] In the present description, the term "functional 

fragment of an antibody", also called "antigen-binding 

fragment of an antibody", is used to mean a partial fragment 

of the antibody having binding activity against an antigen, 

and includes Fab, F(ab')2, scFv, a diabody, a linear antibody 

and a multispecific antibody formed from antibody fragments, 

and the like. Fab', which is a monovalent fragment of antibody 

variable regions obtained by treating F(ab')2 under reducing 

conditions, is also included in the antigen-binding fragment 

of an antibody. However, the antigen-binding fragment of an 

antibody is not limited to these molecules, as long as the 

antigen-binding fragment has antigen-binding ability. These 

antigen-binding fragments include not only those obtained by 

treating a full-length molecule of an antibody protein with an 

appropriate enzyme, but proteins produced in appropriate host 

cells using a genetically engineered antibody gene.  

[0039] In the present description, the term "epitope" is used 

to mean the partial peptide or partial three-dimensional
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structure of CDH6, to which a specific anti-CDH6 antibody 

binds. Such an epitope, which is the above-described partial 

peptide of CDH6, can be determined by a method well known to a 

person skilled in the art, such as an immunoassay. First, 

various partial structures of an antigen are produced. As 

regards production of such partial structures, a known 

oligopeptide synthesis technique can be applied. For example, 

a series of polypeptides, in which CDH6 has been successively 

truncated at an appropriate length from the C-terminus or N

terminus thereof, are produced by a genetic recombination 

technique well known to a person skilled in the art.  

Thereafter, the reactivity of an antibody to such polypeptides 

is studied, and recognition sites are roughly determined.  

Thereafter, further shorter peptides are synthesized, and the 

reactivity thereof to these peptides can then be studied, so 

as to determine an epitope. When an antibody binding to a 

membrane protein having a plurality of extracellular domains 

is directed to a three-dimensional structure composed of a 

plurality of domains as an epitope, the domain to which the 

antibody binds can be determined by modifying the amino acid 

sequence of a specific extracellular domain, and thereby 

modifying the three-dimensional structure. The epitope, which 

is a partial three-dimensional structure of an antigen that 

binds to a specific antibody, can also be determined by 

specifying the amino acid residues of an antigen adjacent to 

the antibody by X-ray structural analysis.  

[0040] In the present description, the phrase "antibodies 

binding to the same epitope" is used to mean antibodies that 

bind to a common epitope. If a second antibody binds to a
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partial peptide or a partial three-dimensional structure to 

which a first antibody binds, it can be determined that the 

first antibody and the second antibody bind to the same 

epitope. Alternatively, by confirming that a second antibody 

competes with a first antibody for the binding of the first 

antibody to an antigen (i.e., a second antibody interferes 

with the binding of a first antibody to an antigen), it can be 

determined that the first antibody and the second antibody 

bind to the same epitope, even if the specific sequence or 

structure of the epitope has not been determined. In the 

present description, the phrase "binding to the same epitope" 

refers to the case where it is determined that the first 

antibody and the second antibody bind to a common epitope by 

any one or both of these determination methods. When a first 

antibody and a second antibody bind to the same epitope and 

further, the first antibody has special effects such as 

antitumor activity or internalization activity, the second 

antibody can be expected to have the same activity as that of 

the first antibody.  

[0041] In the present description, the term "CDR" is used to 

mean a complementarity determining region. It is known that 

the heavy chain and light chain of an antibody molecule each 

have three CDRs. Such a CDR is also referred to as a 

hypervariable region, and is located in the variable regions 

of the heavy chain and light chain of an antibody. These 

regions have a particularly highly variable primary structure 

and are separated into three sites on the primary structure of 

the polypeptide chain in each of the heavy chain and light 

chain. In the present description, with regard to the CDR of
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an antibody, the CDRs of a heavy chain are referred to as 

CDRH1, CDRH2 and CDRH3, respectively, from the amino-terminal 

side of the amino acid sequence of the heavy chain, whereas 

the CDRs of a light chain are referred to as CDRL1, CDRL2 and 

CDRL3, respectively, from the amino-terminal side of the amino 

acid sequence of the light chain. These sites are located 

close to one another on the three-dimensional structure, and 

determine the specificity of the antibody to an antigen to 

which the antibody binds.  

[0042] In the present disclosure, the phrase "hybridizing under 

stringent conditions" is used to mean that hybridization is 

carried out in the commercially available hybridization 

solution ExpressHyb Hybridization Solution (manufactured by 

Clontech Laboratories, Inc.) at 68°C, or that hybridization is 

carried out under conditions in which hybridization is carried 

out using a DNA-immobilized filter in the presence of 0.7 to 

1.0 M NaCl at 680 C, and the resultant is then washed at 680C 

with a 0.1- to 2-fold concentration of SSC solution (wherein 

1-fold concentration of SSC consists of 150 mM NaCl and 15 mM 

sodium citrate) for identification, or conditions equivalent 

thereto.  

[0043] In the present description, the term "one to several" is 

used to mean 1 to 10, 1 to 9, 1 to 8, 1 to 7, 1 to 6, 1 to 5, 

1 to 4, 1 to 3, or 1 or 2.  

[0044] In the present description, the term "anticancer drug" 

is used to mean a drug for the purpose of suppressing, 

preventing, inhibiting and/or slowing the proliferation, the 

growth and/or the spread of cancer cells or tumor cells. In 

the present description, the term "anticancer drug" have the
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same meaning as that of the term "anticancer agent", 

"antitumor agent" or "antitumor drug".  

[0045] In the present description, the term "resistant" is 

used to mean having non-response to treatment with an 

anticancer drug. The term can also be expressed as 

"refractory", "non-responsive", or "unresponsive". Furthermore, 

the term can also be expressed as "intolerant" because tumor 

growth cannot be prevented due to the non-responsive property.  

In the present description, the term "resistant" may also be 

used when cancer of a subject exhibits low sensitivity to 

treatment with an anticancer drug, cancer cells do not 

disappear or shrink, CR or PR is not achieved, and/or cancer 

cells progressed earlier (for example, in less than or within 

6 months regarding ovarian cancer) after treatment with the 

anticancer drug.  

[0046] In the present description, the term "resistant" may be 

"having resistance acquired by the cancer due to treatment 

with an anticancer drug" or may be "having resistance 

intrinsic to the cancer independently of treatment with an 

anticancer drug".  

[0047] In the present description, the term "chemotherapy" is 

used to mean a therapy using one or more chemotherapeutics 

used to treat cancer.  

[0048] In the present description, the term "chemotherapeutic" 

is used to mean a chemotherapeutic agent used to treat cancer.  

Chemotherapeutic includes but are not limited to: alkylating 

agents (for example, mechlorethamine, cyclophosphamide, 

ifosfamide, melphalan, chlorambucil, hexamethylmelamine, 

thiotepa, busulfan, carmustine, lomustine, semustine,
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streptozocin, dacarbazine), antimetabolites (for example, 

gemcitabine, methotrexate, fluorouracil, doxifluridine, 

capecitabine, floxuridine, cytarabine, mercaptopurine, 

thioguanine, pentostatin), vinca alkaloids (for example, 

vinblastine, vincristine), epipodophyllotoxins (for example, 

etoposide, teniposide), antibiotics (for example, dactinomycin, 

daunorubicin, doxorubicin, bleomycin, plicamycin, mitomycin), 

platinum complexes (for example, cisplatin, carboplatin, 

oxaliplatin), taxanes (for example, paclitaxel, docetaxel), 

anthracenediones (for example, mitoxantrone), substituted 

ureas (for example, hydroxyurea), methylhydrazines (for 

example, procarbazine hydrochloride), vitamin A metabolite 

(for example, tretinoin), and pharmacologically acceptable 

salts thereof.  

[0049] In the present description, the term "platinum-based 

chemotherapy" is used to mean a cancer therapy using one or 

more platinum-based drug with/without other one or more 

chemotherapeutics.  

[0050] In the present description, the term "platinum-based 

chemotherapeutic" is used to mean a platinum-based drug or a 

set of drugs used in platinum-based chemotherapy.  

[0051] In the present description, the term "platinum-based 

drug" is used to mean platinum complexes used to treat cancer.  

Platinum-based drug includes but are not limited to: cisplatin, 

carboplatin and oxaliplatin.  

[0052] In the present description, the term "PARP inhibitor" 

is used to mean a drug that has the function of inhibiting 

PARP (poly[adenosine-5'-diphosphate (ADP)-ribose]polymerase), 

and thus preventing single-strand break repair (Benafif S, et
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al., Onco. Targets Ther. (2015) 8, 519-528.) (Fong PC, et al., 

N. Engl. J. Med. (2009) 361, 123-134.) (Gelmon KA, et al., 

Lancet Oncol. (2011) 12, 852-861.). PARP includes multiple 

subtypes, but the PARP inhibitor in the present invention 

preferably inhibits PARP-1 and PARP-2. The PARP inhibitor 

includes but are not limited to: olaparib (Menear KA, et al., 

J. Med. Chem. (2008) 51, 6581-6591.), rucaparib (Gillmore AT, 

et al., Org. Process Res. Dev. (2012) 16, 1897-1904.), 

niraparib (Jones P, et al., J. Med. Chem. (2009) 52, 7170

7185.), talazoparib (Shen Y, et al., Clin. Cancer Res. (2013) 

19 (18), 5003-5015.), veliparib, pamiparib, and fluzoparib, 

and pharmacologically acceptable salts thereof. Olaparib, 

rucaparib, niraparib, talazoparib, and veliparib, and 

pharmacologically acceptable salts thereof can be preferably 

exemplified.  

[0053] In the present description, the term "immune checkpoint 

inhibitor" is used to mean an agent which inhibits the immune 

suppression system to activate tumor immunity. The immune 

checkpoint inhibitor includes but are not limited to: an anti

PD-1 antibody, an anti-PD-Li antibody, and an anti-CTLA-4 

antibody. An anti-PD-1 antibody and an anti-PD-L1 antibody can 

be preferably exemplified.  

[0054] In the present description, the term "anti-PD-1 

antibody" is used to mean to an antibody which specifically 

binds to PD-1 (Programmed cell death-1; CD279; PDCD1), or a 

functional fragment of the antibody, wherein the antibody has 

an activity of reducing, inhibiting, and/or interfering with 

signal transduction caused by interaction between PD-1 and PD

Li or PD-L2 as a binding partner. The anti-PD-1 antibody
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includes but are not limited to: nivolumab (International 

Publication No. WO 2006/121168, etc.), pembrolizumab 

(International Publication No. WO 2008/156712, etc.), 

tislelizumab, sintilimab, spartalizumab and cemiplimab.  

[0055] In the present description, the term "anti-PD-Li 

antibody" is used to mean an antibody which specifically binds 

to PD-L1 (Programmed cell death ligand 1; CD274; B7-Hi), or a 

functional fragment of the antibody, wherein the antibody has 

an activity of reducing, inhibiting, and/or interfering with 

signal transduction caused by interaction between PD-L1 and 

PD-1 or B7.1 (CD80) as a binding partner. The anti-PD-L1 

antibody includes but not are limited: atezolizumab 

(International Publication No. WO 2010/077634, etc.), 

durvalumab (International Publication No. WO 2011/066389, 

etc.), and avelumab (International Publication No. WO 

2013/079174, etc.).  

[0056] In the present description, the term "anti-CTLA-4 

antibody" is used to mean an antibody which specifically binds 

to CTLA-4 (Cytotoxic T-lymphocyte-associated protein 4; CD152), 

or a functional fragment of the antibody, wherein the antibody 

has an activity of reducing, inhibiting, and/or interfering 

with signal transduction caused by interaction between CTLA-4 

and B7.1 (CD80) or B7.2 (CD86) as a binding partner. The anti

CTLA-4 antibody includes but not are limited to: ipilimumab 

(International Publication No. WO 2001/014424, etc.) and 

tremelimumab (International Publication No. WO 2000/037504, 

etc.).  

[0057] In the present description, the term "angiogenic 

inhibitor" is used to mean an agent which inhibits the
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formation and/or growth of new blood vessels, either directly 

or indirectly, regardless of mechanism. A VEGF (Vascular 

Endothelial Growth Factor) inhibitor can be preferably 

exemplified.  

[0058] In the present description, the term "VEGF inhibitor" 

is used to mean an agent which inhibits an interaction between 

VEGF and VEGF receptor. The VEGF inhibitor includes but not 

limited to: an anti-VEGF antibody, an anti-VEGF receptor 

antibody, a fusion protein comprising an extracellular domain 

of a VEGF receptor and a multispecific antibody having a 

binding specificity for VEGF.  

[0059] In the present description, the term "an anti-VEGF 

antibody" is used to mean an antibody which specifically binds 

to VEGF, or a functional fragment of the antibody. The anti

VEGF antibody includes but are not limited to: bevacizumab and 

sevacizumab. Bevacizumab can be preferably exemplified.  

[0060] In the present description, the term "an anti-VEGF 

receptor antibody" is used to mean an antibody which 

specifically binds to VEGF receptor, or a functional fragment 

of the antibody. The anti-VEGF receptor antibody includes but 

are not limited to: ramucirumab.  

[0061] In the present description, the term "a fusion protein 

comprising an extracellular domain of a VEGF receptor" is used 

to mean a fusion protein comprising a binding domain to VEGF, 

wherein the binding domain is derived from an extracellular 

domain of a VEGF receptor. The fusion protein comprising an 

extracellular domain of a VEGF receptor includes but not 

limited to: aflibercept.
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[0062] In the present description, the term "a multispecific 

antibody having a binding specificity for VEGF" is used to 

mean an antibody comprising binding specificities for at least 

two different sites, wherein one of the binding specificities 

is for VEGF and the other or others is/are for any other 

antigen. The multispecific antibody having a binding 

specificity for VEGF includes but are not limited to: 

ivonescimab (Esfandiari et al., Nat. Rev. Drug Discov. (2022) 

21(6): 411-412.), CTX-009 (also referred as ABL-001, Xu et al., 

Cancer Lett. (2022) 538: 215699.), BI836880 (Clin. Exp.  

Metastasis (2020) 37(6): 637-648.), navicixizumab (Esfandiari 

et al., Nat. Rev. Drug Discov. (2022) 21(6): 411-412) and 

vanucizumab (Xu et al., Cancer Lett. (2022) 538: 215699.).  

[0063] In the present description, the term "VEGFR-TKI" is 

used to mean an agent that inhibits tyrosine kinase of a 

vascular endothelial growth factor receptor (VEGFR). The 

VEGFR-TKI may have an effect of inhibiting a kinase other than 

VEGFR tyrosine kinase.  

The VEGFR-TKI includes but not are limited: regorafenib, 

sorafenib, vandetanib (U.S. Patent No. 7173038), sunitinib 

(U.S. Patent No. 6573293), axitinib (U.S. Patent No. 6534524), 

pazopanib (U.S. Patent No. 7105530), lenvatinib (U.S. Patent 

No. 7253286), nintedanib (hereinafter, also referred to as 

"BIBF1120") (U.S. Patent No. 6762180), cabozantinib (U.S.  

Patent No. 7579473), tivozanib (International Publication No.  

WO 2002/088110), brivanib (International Publication No. WO 

2004/009784), linifanib (International Publication No. WO 

2014/022975), lucitanib (International Publication No. WO
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2008/112408), ilorasertib, and ENMD-2076, and 

pharmacologically acceptable salts thereof.  

[0064] In the present description, the term "recurrence of the 

cancer" is used to mean coming back of the cancer to the same 

place as the primary tumor or to another place in the body, 

after a period of time during which the cancer could not be 

detected. The term is defined on the basis of "recurrence" in 

the following reference.  

NCI Dictionaries, "recurrence", NCI Dictionary of Cancer Terms 

[online]. National Cancer Institute [retrieved on 2022-09-06].  

Retrieved from < cancer.gov/publications/dictionaries/cancer

terms/def/recurrence>.  

[0065] In the present description, the term "a chemotherapy 

regimen" is used to mean a treatment plan for chemotherapy 

which defines drug(s), dosage, frequency, and so on.  

[0066] In the present description, the term "complete response 

(CR)" is used to mean that all signs of cancer disappeared in 

response to treatment. "complete response (CR)" does not 

always mean the cancer has been cured. The term can also be 

expressed as "complete remission". The term is defined on the 

basis of "complete response" in the following reference.  

NCI Dictionaries, "complete response", NCI Dictionary of 

Cancer Terms [online]. National Cancer Institute [retrieved on 

2022-09-06]. Retrieved from < 

cancer.gov/publications/dictionaries/cancer

terms/def/complete-response>.  

[0067] In the present description, the term "partial response 

(PR)" is used to mean that the size of a tumor or the extent 

of cancer in the body decreases in response to treatment. The
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term can also be expressed as "partial remission". The term is 

defined on the basis of "partial response" in the following 

reference.  

NCI Dictionaries, "partial response", NCI Dictionary of Cancer 

Terms [online]. National Cancer Institute [retrieved on 2022

09-06]. Retrieved from < 

cancer.gov/publications/dictionaries/cancer-terms/def/partial

response>.  

[0068] In the present description, the term "stable disease 

(SD)" is used to mean that cancer is neither decreasing nor 

increasing in extent or severity. The term is defined on the 

basis of "stable disease" in the following reference.  

NCI Dictionaries, "stable disease", NCI Dictionary of Cancer 

Terms [online]. National Cancer Institute [retrieved on 2022

09-06]. Retrieved from < 

cancer.gov/publications/dictionaries/cancer-terms/def/stable

disease>.  

[0069] In the present description, the term "progressive 

disease" or "PD" is used to mean cancer that is growing, 

spreading, or getting worse. The term is defined on the basis 

of "progressive disease" in the following reference.  

NCI Dictionaries, "progressive disease", NCI Dictionary of 

Cancer Terms [online]. National Cancer Institute [retrieved on 

2023-04-02]. Retrieved from < 

cancer.gov/publications/dictionaries/cancer

terms/def/progressive-disease>.  

[0070] In the present description, the term "objective 

response rate" or "ORR" is used to mean the percentage of 

people in a study or treatment group who have a partial
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response (PR) or complete response (CR) to the treatment 

within a certain period of time. The term is defined on the 

basis of "ORR" in the following reference.  

NCI Dictionaries, "ORR", NCI Dictionary of Cancer Terms 

[online]. National Cancer Institute [retrieved on 2023-04-02].  

Retrieved from <cancer.gov/publications/dictionaries/cancer

terms/def/orr>.  

[0071] In the present description, the term "progression free 

survival" or "PFS" is used to mean the length of time during 

and after the treatment of a disease, such as cancer, that a 

patient lives with the disease but it does not get worse. The 

term is defined on the basis of "PFS" in the following 

reference.  

NCI Dictionaries, "PFS", NCI Dictionary of Cancer Terms 

[online]. National Cancer Institute [retrieved on 2023-04-02].  

Retrieved from < cancer.gov/publications/dictionaries/cancer

terms/def/pfs>.  

[0072] In the present description, the term "maintenance 

therapy" is used to mean treatment that is given to help keep 

cancer from coming back after it has disappeared following the 

initial therapy. The term is defined on the basis of 

"maintenance therapy" in the following reference.  

NCI Dictionaries, "maintenance therapy", NCI Dictionary of 

Cancer Terms [online]. National Cancer Institute [retrieved on 

2023-04-10]. Retrieved from < 

cancer.gov/publications/dictionaries/cancer

terms/def/maintenance-therapy>.  

[0073] In the present description, the term "adjuvant therapy" 

is used to mean additional cancer treatment given after the
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primary treatment to lower the risk that the cancer will come 

back. The term is defined on the basis of "adjuvant therapy" 

in the following reference.  

NCI Dictionaries, "adjuvant therapy", NCI Dictionary of Cancer 

Terms [online]. National Cancer Institute [retrieved on 2023

04-10]. Retrieved from < 

cancer.gov/publications/dictionaries/cancer

terms/def/adjuvant-therapy>.  

[0074] In the present description, the term "neoadjuvant 

therapy" is used to mean treatment given as a first step to 

shrink a tumor before the main treatment such as surgery is 

given. The term is defined on the basis of "neoadjuvant 

therapy" in the following reference.  

NCI Dictionaries, "neoadjuvant therapy", NCI Dictionary of 

Cancer Terms [online]. National Cancer Institute [retrieved on 

2023-04-10]. Retrieved from < 

cancer.gov/publications/dictionaries/cancer

terms/def/neoadjuvant-therapy>.  

[0075] As the amino acid substitution in this specification, a 

conservative amino acid substitution is preferred. The 

conservative amino acid substitution refers to a substitution 

occurring within a group of amino acids related to amino acid 

side chains. Preferred amino acid groups are as follows: an 

acidic group (aspartic acid and glutamic acid); a basic group 

(lysine, arginine, and histidine); a non-polar group (alanine, 

valine, leucine, isoleucine, proline, phenylalanine, 

methionine, and tryptophan); and an uncharged polar family 

(glycine, asparagine, glutamine, cysteine, serine, threonine, 

and tyrosine). More preferred amino acid groups are as
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follows: an aliphatic hydroxyl group (serine and threonine); 

an amide-containing group (asparagine and glutamine); an 

aliphatic group (alanine, valine, leucine, and isoleucine); 

and an aromatic group (phenylalanine, tryptophan, and 

tyrosine). Such an amino acid substitution is preferably 

performed within a range which does not impair the properties 

of a substance having the original amino acid sequence.  

[0076] Throughout the description, where compositions are 

described as having, including, or comprising specific 

components, or where processes and methods are described as 

having, including, or comprising specific steps, it is 

contemplated that, additionally, there are compositions of the 

present disclosure that consist essentially of, or consist of, 

the recited components, and that there are processes and 

methods according to the present disclosure that consist 

essentially of, or consist of, the recited processing steps.  

[0077] As a general matter, compositions specifying a 

percentage are by weight unless otherwise specified. Further, 

if a variable is not accompanied by a definition, then the 

previous definition of the variable controls.  

[0078] 1. CDH6 

Cadherins are glycoproteins present on the surface of 

cell membranes and function as cell-cell adhesion molecules 

through the calcium ion-dependent binding of their N-terminal 

extracellular domains, or as signal molecules responsible for 

cell-cell interaction. Classic cadherins are in the cadherin 

superfamily and are single-pass transmembrane proteins 

composed of five extracellular domains (EC domains), one 

transmembrane region, and an intracellular domain.
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[0079] CDH6 (cadherin-6) is a single-pass transmembrane protein 

composed of 790 amino acids, which is classified into the type 

II cadherin family, and this protein has N-terminal 

extracellular and C-terminal intracellular domains. The human 

CDH6 gene was cloned for the first time in 1995 (Non Patent 

Literature 1), and its sequence can be referred to under, for 

example, accession Nos. NM_004932 and NP_004923 (NCBI).  

[0080] The CDH6 protein used in the present disclosure can be 

directly purified from the CDH6-expressing cells of a human or 

a non-human mammal (e.g., a rat, a mouse or a monkey) and can 

then be used, or a cell membrane fraction of the 

aforementioned cells can be prepared and can be used as the 

CDH6 protein. Alternatively, CDH6 can also be obtained by 

synthesizing it in vitro, or by allowing host cells to produce 

CDH6 by genetic manipulation. According to such genetic 

manipulation, the CDH6 protein can be obtained, specifically, 

by incorporating CDH6 cDNA into a vector capable of expressing 

the CDH6 cDNA, and then synthesizing CDH6 in a solution 

containing enzymes, substrate and energetic materials 

necessary for transcription and translation, or by 

transforming the host cells of other prokaryotes or eukaryotes, 

so as to allow them to express CDH6. Also, CDH6-expressing 

cells based on the above-described genetic manipulation, or a 

cell line expressing CDH6 may be used to present the CDH6 

protein. Alternatively, the expression vector into which CDH6 

cDNA has been incorporated can be directly administered to an 

animal to be immunized, and CDH6 can be expressed in the body 

of the animal thus immunized.
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[0081] Moreover, a protein which consists of an amino acid 

sequence comprising a substitution, deletion and/or addition 

of one or several amino acids in the above-described amino 

acid sequence of CDH6, and has a biological activity 

equivalent to that of the CDH6 protein, is also included 

within the term "CDH6".  

[0082] The human CDH6 protein has the amino acid sequence shown 

in SEQ ID NO: 1. The extracellular region of the human CDH6 

protein is composed of extracellular domain 1 (in the present 

description, also referred to as EC1) having the amino acid 

sequence at positions 54 to 159 in the amino acid sequence 

shown in SEQ ID NO: 1, extracellular domain 2 (in the present 

description, also referred to as EC2) having the amino acid 

sequence at positions 160 to 268 in the amino acid sequence 

shown in SEQ ID NO: 1, extracellular domain 3 (in the present 

description, also referred to as EC3) having the amino acid 

sequence at positions 269 to 383 in the amino acid sequence 

shown in SEQ ID NO: 1, extracellular domain 4 (in the present 

description, also referred to as EC4) having the amino acid 

sequence at positions 384 to 486 in the amino acid sequence 

shown in SEQ ID NO: 1, and extracellular domain 5 (in the 

present description, also referred to as EC5) having the amino 

acid sequence at positions 487 to 608 in the amino acid 

sequence shown in SEQ ID NO: 1. The amino acid sequences of 

EC1 to EC5 are shown in SEQ ID NOs: 2 to 6, respectively 

(Table 1).  

[0083] 2. Production of anti-CDH6 antibody 

One example of the anti-CDH6 antibody of the present 

disclosure can include an anti-CDH6 antibody which recognizes
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an amino acid sequence comprising the amino acid sequence 

shown in SEQ ID NO: 4, and has internalization activity. One 

example of the anti-CDH6 antibody of the present disclosure 

can include an anti-CDH6 antibody which specifically 

recognizes an amino acid sequence comprising the amino acid 

sequence shown in SEQ ID NO: 4, and has internalization 

activity. One example of the anti-CDH6 antibody of the present 

disclosure can include an anti-CDH6 antibody which recognizes 

an amino acid sequence consisting of the amino acid sequence 

shown in SEQ ID NO: 4, and has internalization activity. One 

example of the anti-CDH6 antibody of the present disclosure 

can include an anti-CDH6 antibody which specifically 

recognizes an amino acid sequence consisting of the amino acid 

sequence shown in SEQ ID NO: 4, and has internalization 

activity. The phrase "specifically recognize an amino acid 

sequence comprising the amino acid sequence shown in SEQ ID 

NO: 4" or "specifically recognize an EC3 domain" as applied to 

an antibody is used to mean that the antibody strongly 

recognizes or strongly binds to the EC3 domain of CDH6 

compared with the other extracellular domains of CDH6.  

[0084] The anti-CDH6 antibody of the present disclosure may be 

derived from any species. Preferred examples of the species 

can include humans, monkeys, rats, mice and rabbits. When the 

anti-CDH6 antibody of the present disclosure is derived from a 

species other than humans, it is preferred to chimerize or 

humanize the anti-CDH6 antibody by a well-known technique. The 

antibody of the present disclosure may be a polyclonal 

antibody or may be a monoclonal antibody, and a monoclonal 

antibody is preferred.
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[0085] The anti-CDH6 antibody of the present disclosure is an 

antibody that can target tumor cells. Specifically, the anti

CDH6 antibody of the present disclosure possesses the property 

of being able to recognize tumor cells, the property of being 

able to bind to tumor cells, and/or the property of being 

internalized into tumor cells by cellular uptake, and the like.  

Accordingly, the anti-CDH6 antibody of the present disclosure 

can be conjugated to a compound having antitumor activity via 

a linker to prepare an antibody-drug conjugate.  

[0086] The binding activity of an antibody against tumor cells 

can be confirmed by flow cytometry. The uptake of an antibody 

into tumor cells can be confirmed by (1) an assay of 

visualizing a cellularly taken-up antibody under a fluorescent 

microscope using a secondary antibody (fluorescently labeled) 

binding to the antibody (Cell Death and Differentiation, 2008, 

15, 751-761), (2) an assay of measuring the amount of 

cellularly taken-up fluorescence using a secondary antibody 

(fluorescently labeled) binding to the antibody (Molecular 

Biology of the Cell Vol. 15, 5268-5282, December 2004) or (3) 

a Mab-ZAP assay using an immunotoxin binding to the antibody, 

wherein the toxin is released upon cellular uptake, so as to 

suppress cell growth (Bio Techniques 28: 162-165, January 

2000). A recombinant conjugated protein of a catalytic region 

of diphtheria toxin and protein G may be used as the 

immunotoxin.  

[0087] In the present description, the term "high 

internalization ability" is used to mean that the survival 

rate (which is indicated by a ratio relative to a cell 

survival rate without antibody addition defined as 100%) of
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CDH6-expressing cells to which the aforementioned antibody and 

a saporin-labeled anti-rat IgG antibody have been administered 

is preferably 70% or less, and more preferably 60% or less.  

[0088] The antitumor antibody-drug conjugate of the present 

disclosure comprises a conjugated compound exerting an 

antitumor effect. Therefore, it is preferred, but not 

essential, that the antibody itself should have an antitumor 

effect. For the purpose of specifically and/or selectively 

exerting the cytotoxicity of the antitumor compound in tumor 

cells, it is important and preferred that the antibody should 

have a property of being internalized and transferred into 

tumor cells.  

[0089] The anti-CDH6 antibody can be obtained by immunizing an 

animal with a polypeptide serving as an antigen by a method 

usually performed in this field, and then collecting and 

purifying an antibody produced in a living body thereof. It is 

preferred to use CDH6 retaining a three-dimensional structure 

as an antigen. Examples of such a method can include a DNA 

immunization method.  

[0090] The origin of the antigen is not limited to a human, and 

thus, an animal can also be immunized with an antigen derived 

from a non-human animal such as a mouse or a rat. In this case, 

an antibody applicable to the disease of a human can be 

selected by examining the cross-reactivity of the obtained 

antibody binding to the heterologous antigen with the human 

antigen.  

[0091] Furthermore, antibody-producing cells that produce an 

antibody against the antigen can be fused with myeloma cells 

according to a known method (e.g., Kohler and Milstein, Nature
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(1975) 256, 495-497; and Kennet, R. ed., Monoclonal Antibodies, 

365-367, Plenum Press, N. Y. (1980)) to establish hybridomas, 

so as to obtain a monoclonal antibody.  

[0092] Hereinafter, the method for obtaining an antibody 

against CDH6 will be specifically described.  

[0093] (1) Preparation of antigen 

The antigen can be obtained by allowing host cells to 

produce a gene encoding the antigen protein according to 

genetic manipulation. Specifically, a vector capable of 

expressing the antigen gene is produced, and the vector is 

then introduced into host cells, so that the gene is expressed 

therein, and thereafter, the expressed antigen may be purified.  

The antibody can also be obtained by a method of immunizing an 

animal with the antigen-expressing cells based on the above

described genetic manipulation, or a cell line expressing the 

antigen.  

[0094] Alternatively, the antibody can also be obtained, 

without the use of the antigen protein, by incorporating cDNA 

of the antigen protein into an expression vector, then 

administering the expression vector to an animal to be 

immunized, and expressing the antigen protein in the body of 

the animal thus immunized, so that an antibody against the 

antigen protein is produced therein.  

[0095] (2) Production of anti-CDH6 monoclonal antibody 

The anti-CDH6 antibody used in the present disclosure is not 

particularly limited. For example, an antibody specified by an 

amino acid sequence shown in the sequence listing of the 

present application can be suitably used. The anti-CDH6
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antibody used in the present disclosure is desirably an 

antibody having the following properties: 

(1) an antibody having the following properties: 

(a) specifically binding to CDH6, and 

(b) having the activity of being internalized into CDH6

expressing cells by binding to CDH6; 

(2) the antibody according to the above (1), wherein the 

CDH6 is human CDH6; or 

(3) the antibody according to the above (1) or (2), 

wherein the antibody specifically recognizes EC3 of human CDH6, 

and has internalization activity.  

The method for obtaining the antibody against CDH6 of the 

present disclosure is not particularly limited as long as an 

anti-CDH6 antibody can be obtained. It is preferred to use 

CDH6 retaining its conformation as an antigen.  

[0096] One preferred example of the method for obtaining the 

antibody can include a DNA immunization method. The DNA 

immunization method is an approach which involves transfecting 

an animal (e.g., mouse or rat) individual with an antigen 

expression plasmid, and then expressing the antigen in the 

individual to induce immunity against the antigen. The 

transfection approach includes a method of directly injecting 

the plasmid to the muscle, a method of injecting a 

transfection reagent such as a liposome or polyethylenimine to 

the vein, an approach using a viral vector, an approach of 

injecting gold particles attached with the plasmid using a 

gene gun, a hydrodynamic method of rapidly injecting a plasmid 

solution in a large amount to the vein, and the like. With 

regard to the transfection method of injecting the expression
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plasmid to the muscle, a technique called in vivo 

electroporation, which involves applying electroporation to 

the intramuscular injection site of the plasmid, is known as 

an approach for improving expression levels (Aihara H, 

Miyazaki J. Nat Biotechnol. 1998 Sep; 16 (9): 867-70 or Mir LM, 

Bureau MF, Gehl J, Rangara R, Rouy D, Caillaud JM, Delaere P, 

Branellec D, Schwartz B, Scherman D. Proc Natl Acad Sci U S A.  

1999 Apr 13; 96 (8): 4262-7). This approach further improves 

the expression level by treating the muscle with hyaluronidase 

before the intramuscular injection of the plasmid (McMahon JM1, 

Signori E, Wells KE, Fazio VM, Wells DJ., Gene Ther. 2001 Aug; 

8 (16): 1264-70). Furthermore, the hybridoma production can be 

performed by a known method, and can also be performed using, 

for example, a Hybrimune Hybridoma Production System (Cyto 

Pulse Sciences, Inc.).  

[0097] Specific examples of obtaining a monoclonal antibody can 

include the following procedures: 

(a) immune response can be induced by incorporating CDH6 cDNA 

into an expression vector (e.g., pcDNA3.1; Thermo Fisher 

Scientific Inc.), and directly administering the vector to an 

animal (e.g., a rat or a mouse) to be immunized by a method 

such as electroporation or a gene gun, so as to express CDH6 

in the body of the animal. The administration of the vector by 

electroporation or the like may be performed one or more times, 

preferably a plurality of times, if necessary for enhancing 

antibody titer; 

(b) collection of tissue (e.g., a lymph node) containing 

antibody-producing cells from the aforementioned animal in 

which the immune response has been induced;
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(c) preparation of myeloma cells (hereinafter, referred to as 

"myelomas") (e.g., mouse myeloma SP2/0-ag14 cells); 

(d) cell fusion between the antibody-producing cells and the 

myelomas; 

(e) selection of a hybridoma group producing an antibody of 

interest; 

(f) division into single cell clones (cloning); 

(g) optionally, the culture of hybridomas for the mass 

production of monoclonal antibodies, or the breeding of 

animals into which the hybridomas are inoculated; and/or 

(h) study of the physiological activity (internalization 

activity) and binding specificity of the monoclonal antibody 

thus produced, or examination of the properties of the 

antibody as a labeling reagent.  

[0098] Examples of the method for measuring the antibody titer 

used herein can include, but are not limited to, flow 

cytometry and Cell-ELISA.  

[0099] Examples of the hybridoma strain thus established can 

include anti-CDH6 antibody-producing hybridomas rG019, rG055, 

rG056 and rG061. It is to be noted that, in the present 

description, an antibody produced by the anti-CDH6 antibody

producing hybridoma rG019 is referred to as a "rG019 antibody" 

or simply "rG019", an antibody produced by the hybridoma rG055 

is referred to as a "rG055 antibody" or simply "rG055", an 

antibody produced by the hybridoma rG056 is referred to as a 

"rG056 antibody" or simply "rG056", and an antibody produced 

by the hybridoma rG061 is referred to as a "rG061 antibody" or 

simply "rG061".
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[0100] The light chain variable region of the rG019 antibody 

consists of the amino acid sequence shown in SEQ ID NO: 10.  

The amino acid sequence of the light chain variable region of 

the rG019 antibody is encoded by the nucleotide sequence shown 

in SEQ ID NO: 11. The light chain variable region of the rG019 

antibody has CDRL1 consisting of the amino acid sequence shown 

in SEQ ID NO: 12, CDRL2 consisting of the amino acid sequence 

shown in SEQ ID NO: 13, and CDRL3 consisting of the amino acid 

sequence shown in SEQ ID NO: 14. The heavy chain variable 

region of the rG019 antibody consists of the amino acid 

sequence shown in SEQ ID NO: 15. The amino acid sequence of 

the heavy chain variable region of the rG019 antibody is 

encoded by the nucleotide sequence shown in SEQ ID NO: 16. The 

heavy chain variable region of the rG019 antibody has CDRH1 

consisting of the amino acid sequence shown in SEQ ID NO: 17, 

CDRH2 consisting of the amino acid sequence shown in SEQ ID 

NO: 18, and CDRH3 consisting of the amino acid sequence shown 

in SEQ ID NO: 19. The sequence of the rG019 antibody is shown 

in Table 1.  

[0101] The light chain variable region of the rG055 antibody 

consists of the amino acid sequence shown in SEQ ID NO: 20.  

The amino acid sequence of the light chain variable region of 

the rG055 antibody is encoded by the nucleotide sequence shown 

in SEQ ID NO: 21. The light chain variable region of the rG055 

antibody has CDRL1 consisting of the amino acid sequence shown 

in SEQ ID NO: 22, CDRL2 consisting of the amino acid sequence 

shown in SEQ ID NO: 23, and CDRL3 consisting of the amino acid 

sequence shown in SEQ ID NO: 24. The heavy chain variable 

region of the rG055 antibody consists of the amino acid
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sequence shown in SEQ ID NO: 25. The amino acid sequence of 

the heavy chain variable region of the rG055 antibody is 

encoded by the nucleotide sequence shown in SEQ ID NO: 26. The 

heavy chain variable region of the rG055 antibody has CDRH1 

consisting of the amino acid sequence shown in SEQ ID NO: 27, 

CDRH2 consisting of the amino acid sequence shown in SEQ ID 

NO: 28, and CDRH3 consisting of the amino acid sequence shown 

in SEQ ID NO: 29. The sequence of the rG055 antibody is shown 

in Table 1.  

[0102] The light chain variable region of the rG056 antibody 

consists of the amino acid sequence shown in SEQ ID NO: 30.  

The amino acid sequence of the light chain variable region of 

the rG056 antibody is encoded by the nucleotide sequence shown 

in SEQ ID NO: 31. The light chain variable region of the rG056 

antibody has CDRL1 consisting of the amino acid sequence shown 

in SEQ ID NO: 32, CDRL2 consisting of the amino acid sequence 

shown in SEQ ID NO: 33, and CDRL3 consisting of the amino acid 

sequence shown in SEQ ID NO: 34. The heavy chain variable 

region of the rG056 antibody consists of the amino acid 

sequence shown in SEQ ID NO: 35. The amino acid sequence of 

the heavy chain variable region of the rG056 antibody is 

encoded by the nucleotide sequence shown in SEQ ID NO: 36. The 

heavy chain variable region of the rG056 antibody has CDRH1 

consisting of the amino acid sequence shown in SEQ ID NO: 37, 

CDRH2 consisting of the amino acid sequence shown in SEQ ID 

NO: 38, and CDRH3 consisting of the amino acid sequence shown 

in SEQ ID NO: 39. The sequence of the rG056 antibody is shown 

in Table 1.
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[0103] The light chain variable region of the rG061 antibody 

consists of the amino acid sequence shown in SEQ ID NO: 40.  

The amino acid sequence of the light chain variable region of 

the rG061 antibody is encoded by the nucleotide sequence shown 

in SEQ ID NO: 41. The light chain variable region of the rG061 

antibody has CDRL1 consisting of the amino acid sequence shown 

in SEQ ID NO: 42, CDRL2 consisting of the amino acid sequence 

shown in SEQ ID NO: 43, and CDRL3 consisting of the amino acid 

sequence shown in SEQ ID NO: 44. The heavy chain variable 

region of the rG061 antibody consists of the amino acid 

sequence shown in SEQ ID NO: 45. The amino acid sequence of 

the heavy chain variable region of the rG061 antibody is 

encoded by the nucleotide sequence shown in SEQ ID NO: 46. The 

heavy chain variable region of the rG061 antibody has CDRH1 

consisting of the amino acid sequence shown in SEQ ID NO: 47, 

CDRH2 consisting of the amino acid sequence shown in SEQ ID 

NO: 48, and CDRH3 consisting of the amino acid sequence shown 

in SEQ ID NO: 49. The sequence of the rG061 antibody is shown 

in Table 1.  

[0104] Furthermore, in the case where the steps (a) to (h) in 

the above "2. Production of anti-CDH6 antibody" are carried 

out again to obtain independently a monoclonal antibody 

separately and also in the case where a monoclonal antibody is 

obtained separately by other methods, an antibody having 

internalization activity equivalent to that of the rGO19 

antibody, the rG055 antibody, the rG056 antibody or the rG061 

antibody can be obtained. One example of such an antibody can 

include an antibody binding to the same epitope to which the 

rGO19 antibody, the rG055 antibody, the rG056 antibody or the
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rG061 antibody binds. If a newly prepared monoclonal antibody 

binds to a partial peptide or a partial three-dimensional 

structure to which the rGO19 antibody, the rG055 antibody, the 

rG056 antibody or the rG061 antibody binds, it can be 

determined that the monoclonal antibody binds to the same 

epitope to which the rGO19 antibody, the rG055 antibody, the 

rG056 antibody or the rG061 antibody binds. Moreover, by 

confirming that the monoclonal antibody competes with the 

rGO19 antibody, the rG055 antibody, the rG056 antibody or the 

rG061 antibody in the binding of the antibody to CDH6 (i.e., 

the monoclonal antibody interferes with the binding of the 

rGO19 antibody, the rG055 antibody, the rG056 antibody or the 

rG061 antibody to CDH6), it can be determined that the 

monoclonal antibody binds to the same epitope to which the 

anti-CDH6 antibody binds, even if the specific sequence or 

structure of the epitope has not been determined. When it is 

confirmed that the monoclonal antibody binds to the same 

epitope to which the rGO19 antibody, the rG055 antibody, the 

rG056 antibody or the rG061 antibody binds, then it is 

strongly expected that the monoclonal antibody should have 

antigen-binding ability, biological activity and/or 

internalization activity equivalent to that of the rGO19 

antibody, the rG055 antibody, the rG056 antibody or the rG061 

antibody.  

[0105] (3) Other antibodies 

The antibody of the present disclosure also includes 

genetically recombinant antibodies that have been artificially 

modified for the purpose of reducing heterogenetic 

antigenicity to humans, such as a chimeric antibody, a
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humanized antibody and a human antibody, as well as the above

described monoclonal antibody against CDH6. These antibodies 

can be produced by known methods.  

[0106] Example of the chimeric antibody can include antibodies 

in which a variable region and a constant region are 

heterologous to each other, such as a chimeric antibody formed 

by conjugating the variable region of a mouse- or rat-derived 

antibody to a human-derived constant region (see Proc. Natl.  

Acad. Sci. U.S.A., 81, 6851-6855, (1984)).  

[0107] Examples of the chimeric antibody derived from the rat 

anti-human CDH6 antibody include an antibody consisting of a 

light chain comprising the light chain variable region of each 

rat anti-human CDH6 antibody described in the present 

description (e.g., the rG019 antibody, the rG055 antibody, the 

rG056 antibody or the rG061 antibody) and a human-derived 

constant region, and a heavy chain comprising the heavy chain 

variable region thereof and a human-derived constant region.  

[0108] Other examples of the chimeric antibody derived from the 

rat anti-human CDH6 antibody include an antibody consisting of 

a light chain comprising a light chain variable region having 

a substitution of one to several residues, 1 to 3 residues, 1 

or 2 residues, preferably 1 residue, of amino acids in the 

light chain variable region of each rat anti-human CDH6 

antibody described in the present description (e.g., the rG019 

antibody, the rG055 antibody, the rG056 antibody or the rG061 

antibody) with other amino acid residues, and a heavy chain 

comprising a heavy chain variable region having a substitution 

of one to several residues, 1 to 3 residues, 1 or 2 residues, 

preferably 1 residue, of amino acids in the heavy chain
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variable region thereof with other amino acid residues. This 

antibody may have any given human-derived constant region.  

[0109] Other examples of the chimeric antibody derived from the 

rat anti-human CDH6 antibody include an antibody consisting of 

a light chain comprising a light chain variable region having 

a substitution of 1 or 2 residues, preferably 1 residue, of 

amino acids in any 1 to 3 CDRs in the light chain variable 

region of each rat anti-human CDH6 antibody described in the 

present description (e.g., the rG019 antibody, the rG055 

antibody, the rG056 antibody or the rG061 antibody) with other 

amino acid residues, and a heavy chain comprising a heavy 

chain variable region having a substitution of 1 or 2 residues, 

preferably 1 residue, of amino acids in any 1 to 3 CDRs in the 

heavy chain variable region thereof with other amino acid 

residues. This antibody may have any given human-derived 

constant region.  

[0110] Examples of the chimeric antibody derived from the rG019 

antibody include an antibody consisting of a light chain 

comprising a light chain variable region consisting of the 

amino acid sequence shown in SEQ ID NO: 10, and a heavy chain 

comprising a heavy chain variable region consisting of the 

amino acid sequence shown in SEQ ID NO: 15. This antibody may 

have any given human-derived constant region.  

[0111] Other examples of the chimeric antibody derived from the 

rG019 antibody include an antibody consisting of a light chain 

comprising a light chain variable region having a substitution 

of one to several residues, 1 to 3 residues, 1 or 2 residues, 

preferably 1 residue, of amino acids in the light chain 

variable region consisting of the amino acid sequence shown in



WO 2023/228095 PCT/IB2023/055316 
104 

SEQ ID NO: 10 with other amino acid residues, and a heavy 

chain comprising a heavy chain variable region having a 

substitution of one to several residues, 1 to 3 residues, 1 or 

2 residues, preferably 1 residue, of amino acids in the heavy 

chain variable region consisting of the amino acid sequence 

shown in SEQ ID NO: 15 with other amino acid residues. This 

antibody may have any given human-derived constant region.  

[0112] Other examples of the chimeric antibody derived from the 

rGO19 antibody include an antibody consisting of a light chain 

comprising a light chain variable region having a substitution 

of 1 or 2 residues (preferably 1 residue) of amino acids in 

any 1 to 3 CDRs in the light chain variable region consisting 

of the amino acid sequence shown in SEQ ID NO: 10 with other 

amino acid residues, and a heavy chain comprising a heavy 

chain variable region having a substitution of 1 or 2 residues 

(preferably 1 residue) of amino acids in any 1 to 3 CDRs in 

the heavy chain variable region consisting of the amino acid 

sequence shown in SEQ ID NO: 15 with other amino acid residues.  

This antibody may have any given human-derived constant region.  

[0113] Other examples of the chimeric antibody derived from the 

rGO19 antibody include an antibody consisting of a light chain 

comprising a light chain variable region consisting of the 

amino acid sequence shown in SEQ ID NO: 10, and a heavy chain 

comprising a heavy chain variable region consisting of the 

amino acid sequence shown in SEQ ID NO: 58. This antibody may 

have any given human-derived constant region. The amino acid 

sequence shown in SEQ ID NO: 58 is a sequence with a cysteine 

residue substituted with a proline residue in CDRH2 in the 

amino acid sequence shown in SEQ ID NO: 15.
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[0114] Specific examples of the chimeric antibody derived from 

the rG019 antibody include an antibody consisting of a light 

chain consisting of the light chain full-length amino acid 

sequence shown in SEQ ID NO: 53, and a heavy chain consisting 

of the heavy chain full-length amino acid sequence shown in 

SEQ ID NO: 56. In the present description, this chimeric anti

human CDH6 antibody is referred to as a "chimeric G019 

antibody", a "chG019 antibody" or "chG019". The light chain 

full-length amino acid sequence of the chGO19 antibody is 

encoded by the nucleotide sequence shown in SEQ ID NO: 54, and 

the heavy chain full-length amino acid sequence of the chGO19 

antibody is encoded by the nucleotide sequence shown in SEQ ID 

NO: 57.  

[0115] The amino acid sequence of the light chain variable 

region of the chGO19 antibody is identical to the amino acid 

sequence of the light chain variable region of the rG019 

antibody, and consists of the amino acid sequence shown in SEQ 

ID NO: 10. The light chain of the chGO19 antibody has CDRL1 

consisting of the amino acid sequence shown in SEQ ID NO: 12, 

CDRL2 consisting of the amino acid sequence shown in SEQ ID 

NO: 13, and CDRL3 consisting of the amino acid sequence shown 

in SEQ ID NO: 14, which are identical to the light chain CDRL1, 

CDRL2 and CDRL3, respectively, of rG019. The amino acid 

sequence of the light chain variable region of the chGO19 

antibody is encoded by the nucleotide sequence shown in SEQ ID 

NO: 55.  

[0116] The amino acid sequence of the heavy chain variable 

region of the chG019 antibody consists of the amino acid 

sequence shown in SEQ ID NO: 58. The heavy chain of the chG019
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antibody has CDRH1 consisting of the amino acid sequence shown 

in SEQ ID NO: 17, CDRH2 consisting of the amino acid sequence 

shown in SEQ ID NO: 60, and CDRH3 consisting of the amino acid 

sequence shown in SEQ ID NO: 19. The amino acid sequence shown 

in SEQ ID NO: 58 is a sequence with a cysteine residue 

substituted with a proline residue in CDRH2 in the amino acid 

sequence shown in SEQ ID NO: 15. The CDRH2 consisting of the 

amino acid sequence shown in SEQ ID NO: 60 is a sequence with 

a cysteine residue substituted with a proline residue in the 

rG019 CDRH2 shown in SEQ ID NO: 18. The amino acid sequence of 

the heavy chain variable region of the chG019 antibody is 

encoded by the nucleotide sequence shown in SEQ ID NO: 59.  

[0117] The sequence of the chG019 antibody is shown in Table 1.  

[0118] Examples of the chimeric antibody derived from the rat 

anti-human CDH6 antibody rG055 antibody include a chimeric 

antibody consisting of a light chain comprising a light chain 

variable region consisting of the amino acid sequence shown in 

SEQ ID NO: 20, and a heavy chain comprising a heavy chain 

variable region consisting of the amino acid sequence shown in 

SEQ ID NO: 25. This antibody may have any given human-derived 

constant region.  

[0119] Examples of the chimeric antibody derived from the rat 

anti-human CDH6 antibody rG056 antibody include a chimeric 

antibody consisting of a light chain comprising a light chain 

variable region consisting of the amino acid sequence shown in 

SEQ ID NO: 30, and a heavy chain comprising a heavy chain 

variable region consisting of the amino acid sequence shown in 

SEQ ID NO: 35. This antibody may have any given human-derived 

constant region.
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[0120] Examples of the chimeric antibody derived from the rat 

anti-human CDH6 antibody rG061 antibody include a chimeric 

antibody consisting of a light chain comprising a light chain 

variable region consisting of the amino acid sequence shown in 

SEQ ID NO: 40, and a heavy chain comprising a heavy chain 

variable region consisting of the amino acid sequence shown in 

SEQ ID NO: 45. This antibody may have any given human-derived 

constant region.  

[0121] Examples of the humanized antibody can include an 

antibody formed by incorporating only complementarity 

determining regions (CDRs) into a human-derived antibody (see 

Nature (1986) 321, p. 522-525), an antibody formed by 

incorporating the amino acid residues from some frameworks, as 

well as CDR sequences, into a human antibody according to a 

CDR grafting method (International Publication No. W090/07861), 

and an antibody formed by modifying the amino acid sequences 

of some CDRs while maintaining antigen-binding ability.  

[0122] In the present description, the humanized antibody 

derived from the rG019 antibody, the rG055 antibody, the rG056 

antibody, the rG061 antibody or the chGO19 antibody is not 

limited to a specific humanized antibody as long as the 

humanized antibody retains all 6 CDR sequences unique to the 

rG019 antibody, the rG055 antibody, the rG056 antibody, the 

rG061 antibody or the chG019 antibody and has internalization 

activity. The amino acid sequences of some CDRs of this 

humanized antibody may be further modified as long as it has 

internalization activity.  

[0123] Concrete examples of the humanized antibody of the 

chG019 antibody can include any given combination of: a light
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chain comprising a light chain variable region consisting of 

any one amino acid sequence selected from the group consisting 

of (1) the amino acid sequence shown in SEQ ID NO: 63 or 67, 

(2) an amino acid sequence having an identity of at least 95% 

or more (preferably an amino acid sequence having a sequence 

identity of at least 95% or more to the sequence of a 

framework region other than at each CDR sequence) to the 

above-described amino acid sequence (1), and (3) an amino acid 

sequence comprising a deletion, substitution or addition of 

one or several amino acids in the above-described amino acid 

sequence (1); and a heavy chain comprising a heavy chain 

variable region consisting of any one amino acid sequence 

selected from the group consisting of (4) the amino acid 

sequence shown in SEQ ID NO: 71, 75 or 79, (5) an amino acid 

sequence having an identity of at least 95% or more 

(preferably an amino acid sequence having a sequence identity 

of at least 95% or more to the sequence of a framework region 

other than at each CDR sequence) to the above-described amino 

acid sequence (4), and (6) an amino acid sequence comprising a 

deletion, substitution or addition of one or several amino 

acids in the above-described amino acid sequence (4).  

[0124] Alternatively, an antibody having a humanized heavy 

chain or light chain and the other chain derived from a rat 

antibody or a chimeric antibody can also be used. Examples of 

such an antibody can include any given combination of: a light 

chain comprising a light chain variable region consisting of 

any one amino acid sequence selected from the group consisting 

of (1) the amino acid sequence shown in SEQ ID NO: 63 or 67, 

(2) an amino acid sequence having an identity of at least 95%
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or more (preferably an amino acid sequence having a sequence 

identity of at least 95% or more to the sequence of a 

framework region other than at each CDR sequence) to the 

above-described amino acid sequence (1), and (3) an amino acid 

sequence comprising a deletion, substitution or addition of 

one or several amino acids in the above-described amino acid 

sequence (1); and a heavy chain comprising a heavy chain 

variable region consisting of any one amino acid sequence 

selected from the group consisting of (4) the amino acid 

sequence shown in SEQ ID NO: 15, 25, 35, 45 or 58, (5) an 

amino acid sequence having an identity of at least 95% or more 

(preferably an amino acid sequence having a sequence identity 

of at least 95% or more to the sequence of a framework region 

other than at each CDR sequence) to the above-described amino 

acid sequence (4), and (6) an amino acid sequence comprising a 

deletion, substitution or addition of one or several amino 

acids in the above-described amino acid sequence (4) Other 

examples of such an antibody can include any given combination 

of: a light chain comprising a light chain variable region 

consisting of any one amino acid sequence selected from the 

group consisting of (1) the amino acid sequence shown in SEQ 

ID NO: 10, 20, 30 or 40, (2) an amino acid sequence having an 

identity of at least 95% or more (preferably an amino acid 

sequence having a sequence identity of at least 95% or more to 

the sequence of a framework region other than at each CDR 

sequence) to the above-described amino acid sequence (1), and 

(3) an amino acid sequence comprising a deletion, substitution 

or addition of one or several amino acids in the above

described amino acid sequence (1); and a heavy chain
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comprising a heavy chain variable region consisting of any one 

amino acid sequence selected from the group consisting of (4) 

the amino acid sequence shown in SEQ ID NO: 71, 75 or 79, (5) 

an amino acid sequence having an identity of at least 95% or 

more (preferably an amino acid sequence having a sequence 

identity of at least 95% or more to the sequence of a 

framework region other than at each CDR sequence) to the 

above-described amino acid sequence (4), and (6) an amino acid 

sequence comprising a deletion, substitution or addition of 

one or several amino acids in the above-described amino acid 

sequence (4).  

[0125] The amino acid substitution in the present description 

is preferably a conservative amino acid substitution. The 

conservative amino acid substitution is a substitution 

occurring within an amino acid group associated with certain 

amino acid side chains. Preferred amino acid groups are the 

following: acidic group = aspartic acid and glutamic acid; 

basic group = lysine, arginine, and histidine; non-polar group 

= alanine, valine, leucine, isoleucine, proline, phenylalanine, 

methionine, and tryptophan; and uncharged polar family = 

glycine, asparagine, glutamine, cysteine, serine, threonine, 

and tyrosine. Other preferred amino acid groups are the 

following: aliphatic hydroxy group = serine and threonine; 

amide-containing group = asparagine and glutamine; aliphatic 

group = alanine, valine, leucine and isoleucine; and aromatic 

group = phenylalanine, tryptophan and tyrosine. Such amino 

acid substitution is preferably carried out without impairing 

the properties of a substance having the original amino acid 

sequence.
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[0126] Examples of the antibody having a preferred combination 

of the above-described light chains and heavy chains include 

an antibody consisting of a light chain having the light chain 

variable region amino acid sequence shown in SEQ ID NO: 63 (in 

the present description, also referred to as a hLO2 light 

chain variable region amino acid sequence) or a light chain 

having the light chain variable region amino acid sequence 

shown in SEQ ID NO: 67 (in the present description, also 

referred to as a hLO3 light chain variable region amino acid 

sequence), and a heavy chain having the heavy chain variable 

region amino acid sequence shown in SEQ ID NO: 71 (in the 

present description, also referred to as a hH01 heavy chain 

variable region amino acid sequence), a heavy chain having the 

heavy chain variable region amino acid sequence shown in SEQ 

ID NO: 75 (in the present description, also referred to as a 

hHO2 heavy chain variable region amino acid sequence) or a 

heavy chain having the heavy chain variable region amino acid 

sequence shown in SEQ ID NO: 79 (in the present description, 

also referred to as a hHO4 heavy chain variable region amino 

acid sequence). Preferred examples thereof include: an 

antibody consisting of a light chain having the light chain 

variable region amino acid sequence shown in SEQ ID NO: 63 and 

a heavy chain having the heavy chain variable region amino 

acid sequence shown in SEQ ID NO: 71; an antibody consisting 

of a light chain having the light chain variable region amino 

acid sequence shown in SEQ ID NO: 63 and a heavy chain having 

the heavy chain variable region amino acid sequence shown in 

SEQ ID NO: 75; an antibody consisting of a light chain having 

the light chain variable region amino acid sequence shown in
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SEQ ID NO: 63 and a heavy chain having the heavy chain 

variable region amino acid sequence shown in SEQ ID NO: 79; an 

antibody consisting of a light chain having the light chain 

variable region amino acid sequence shown in SEQ ID NO: 67 and 

a heavy chain having the heavy chain variable region amino 

acid sequence shown in SEQ ID NO: 71; an antibody consisting 

of a light chain having the light chain variable region amino 

acid sequence shown in SEQ ID NO: 67 and a heavy chain having 

the heavy chain variable region amino acid sequence shown in 

SEQ ID NO: 75; and an antibody consisting of a light chain 

having the light chain variable region amino acid sequence 

shown in SEQ ID NO: 67 and a heavy chain having the heavy 

chain variable region amino acid sequence shown in SEQ ID NO: 

79. More preferred examples thereof include: an antibody 

consisting of a light chain having the light chain variable 

region amino acid sequence shown in SEQ ID NO: 63 and a heavy 

chain having the heavy chain variable region amino acid 

sequence shown in SEQ ID NO: 71; an antibody consisting of a 

light chain having the light chain variable region amino acid 

sequence shown in SEQ ID NO: 63 and a heavy chain having the 

heavy chain variable region amino acid sequence shown in SEQ 

ID NO: 75; an antibody consisting of a light chain having the 

light chain variable region amino acid sequence shown in SEQ 

ID NO: 63 and a heavy chain having the heavy chain variable 

region amino acid sequence shown in SEQ ID NO: 79; and an 

antibody consisting of a light chain having the light chain 

variable region amino acid sequence shown in SEQ ID NO: 67 and 

a heavy chain having the heavy chain variable region amino 

acid sequence shown in SEQ ID NO: 75.
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[0127] Other examples of the antibody having a preferred 

combination of the above-described light chains and heavy 

chains include an antibody consisting of a light chain 

consisting of the amino acid sequence at positions 21 to 233 

in the light chain full-length amino acid sequence shown in 

SEQ ID NO: 61 (in the present description, also referred to as 

the hL02 light chain full-length amino acid sequence) or a 

light chain consisting of the amino acid sequence at positions 

21 to 233 in the light chain full-length amino acid sequence 

shown in SEQ ID NO: 65 (in the present description, also 

referred to as the hLO3 light chain full-length amino acid 

sequence), and a heavy chain consisting of the amino acid 

sequence at positions 20 to 471 in the heavy chain full-length 

amino acid sequence shown in SEQ ID NO: 69 (in the present 

description, also referred to as the hH01 heavy chain full

length amino acid sequence), a heavy chain consisting of the 

amino acid sequence at positions 20 to 471 in the heavy chain 

full-length amino acid sequence shown in SEQ ID NO: 73 (in the 

present description, also referred to as the hH02 heavy chain 

full-length amino acid sequence) or a heavy chain consisting 

of the amino acid sequence at positions 20 to 471 in the heavy 

chain full-length amino acid sequence shown in SEQ ID NO: 77 

(in the present description, also referred to as the hH04 

heavy chain full-length amino acid sequence). Preferred 

examples thereof include: an antibody consisting of a light 

chain consisting of the amino acid sequence at positions 21 to 

233 in the light chain full-length amino acid sequence shown 

in SEQ ID NO: 61 and a heavy chain consisting of the amino 

acid sequence at positions 20 to 471 in the heavy chain full-
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length amino acid sequence shown in SEQ ID NO: 69; an antibody 

consisting of a light chain consisting of the amino acid 

sequence at positions 21 to 233 in the light chain full-length 

amino acid sequence shown in SEQ ID NO: 61 and a heavy chain 

consisting of the amino acid sequence at positions 20 to 471 

in the heavy chain full-length amino acid sequence shown in 

SEQ ID NO: 73; an antibody consisting of a light chain 

consisting of the amino acid sequence at positions 21 to 233 

in the light chain full-length amino acid sequence shown in 

SEQ ID NO: 61 and a heavy chain consisting of the amino acid 

sequence at positions 20 to 471 in the heavy chain full-length 

amino acid sequence shown in SEQ ID NO: 77; an antibody 

consisting of a light chain consisting of the amino acid 

sequence at positions 21 to 233 in the light chain full-length 

amino acid sequence shown in SEQ ID NO: 65 and a heavy chain 

consisting of the amino acid sequence at positions 20 to 471 

in the heavy chain full-length amino acid sequence shown in 

SEQ ID NO: 69; an antibody consisting of a light chain 

consisting of the amino acid sequence at positions 21 to 233 

in the light chain full-length amino acid sequence shown in 

SEQ ID NO: 65 and a heavy chain consisting of the amino acid 

sequence at positions 20 to 471 in the heavy chain full-length 

amino acid sequence shown in SEQ ID NO: 73; and an antibody 

consisting of a light chain consisting of the amino acid 

sequence at positions 21 to 233 in the light chain full-length 

amino acid sequence shown in SEQ ID NO: 65 and a heavy chain 

consisting of the amino acid sequence at positions 20 to 471 

in the heavy chain full-length amino acid sequence shown in 

SEQ ID NO: 77. More preferred examples thereof include: an



WO 2023/228095 PCT/IB2023/055316 
115 

antibody consisting of a light chain consisting of the amino 

acid sequence at positions 21 to 233 in the light chain full

length amino acid sequence shown in SEQ ID NO: 61 and a heavy 

chain consisting of the amino acid sequence at positions 20 to 

471 in the heavy chain full-length amino acid sequence shown 

in SEQ ID NO: 69 (in the present description, also referred to 

as the "H01L02 antibody" or "H01LO2"); an antibody consisting 

of a light chain consisting of the amino acid sequence at 

positions 21 to 233 in the light chain full-length amino acid 

sequence shown in SEQ ID NO: 61 and a heavy chain consisting 

of the amino acid sequence at positions 20 to 471 in the heavy 

chain full-length amino acid sequence shown in SEQ ID NO: 73 

(in the present description, also referred to as the "H02LO2 

antibody" or "H02LO2"); an antibody consisting of a light 

chain consisting of the amino acid sequence at positions 21 to 

233 in the light chain full-length amino acid sequence shown 

in SEQ ID NO: 61 and a heavy chain consisting of the amino 

acid sequence at positions 20 to 471 in the heavy chain full

length amino acid sequence shown in SEQ ID NO: 77 (in the 

present description, also referred to as the "H04LO2 antibody" 

or "H04LO2"); and an antibody consisting of a light chain 

consisting of the amino acid sequence at positions 21 to 233 

in the light chain full-length amino acid sequence shown in 

SEQ ID NO: 65 and a heavy chain consisting of the amino acid 

sequence at positions 20 to 471 in the heavy chain full-length 

amino acid sequence shown in SEQ ID NO: 73 (in the present 

description, also referred to as the "H02LO3 antibody" or 

"H02LO3"). The sequences of the H01L02 antibody, the H02LO2
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antibody, the H02LO3 antibody or the H04LO2 antibody are shown 

in Table 1.  

[0128] By combining together sequences showing a high identity 

to the above-described heavy chain amino acid sequences and 

light chain amino acid sequences, it is possible to select an 

antibody having a biological activity equivalent to that of 

each of the above-described antibodies. Such an identity is an 

identity of generally 80% or more, preferably 90% or more, 

more preferably 95% or more, and most preferably 99% or more.  

Moreover, also by combining amino acid sequences of a heavy 

chain and a light chain comprising a substitution, deletion or 

addition of one or several amino acid residues thereof with 

respect to the amino acid sequence of a heavy chain or a light 

chain, it is possible to select an antibody having a 

biological activity equivalent to that of each of the above

described antibodies.  

[0129] The identity between two types of amino acid sequences 

can be determined by aligning the sequences using the default 

parameters of Clustal W version 2 (Larkin MA, Blackshields G, 

Brown NP, Chenna R, McGettigan PA, McWilliam H, Valentin F, 

Wallace IM, Wilm A, Lopez R, Thompson JD, Gibson TJ and 

Higgins DG (2007),"Clustal W and Clustal X version 2.0", 

Bioinformatics. 23 (21): 2947-2948).  

[0130] It is to be noted that, in the hL02 light chain full

length amino acid sequence shown in SEQ ID NO: 61, the amino 

acid sequence consisting of the amino acid residues at 

positions 1 to 20 is the signal sequence, the amino acid 

sequence consisting of the amino acid residues at positions 21 

to 128 is the variable region, and the amino acid sequence
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consisting of the amino acid residues at positions 129 to 233 

is the constant region. In the hLO2 light chain full-length 

nucleotide sequence shown in SEQ ID NO: 62, the nucleotide 

sequence consisting of the nucleotides at positions 1 to 60 

encodes the signal sequence, the nucleotide sequence 

consisting of the nucleotides at positions 61 to 384 encodes 

the variable region, and the nucleotide sequence consisting of 

the nucleotides at positions 385 to 699 encodes the constant 

region.  

[0131] In the hLO3 light chain full-length amino acid sequence 

shown in SEQ ID NO: 65, the amino acid sequence consisting of 

the amino acid residues at positions 1 to 20 is the signal 

sequence, the amino acid sequence consisting of the amino acid 

residues at positions 21 to 128 is the variable region, and 

the amino acid sequence consisting of the amino acid residues 

at positions 129 to 233 is the constant region. In the hLO3 

light chain full-length nucleotide sequence shown in SEQ ID 

NO: 66, the nucleotide sequence consisting of the nucleotides 

at positions 1 to 60 encodes the signal sequence, the 

nucleotide sequence consisting of the nucleotides at positions 

61 to 384 encodes the variable region, and the nucleotide 

sequence consisting of the nucleotides at positions 385 to 699 

encodes the constant region.  

[0132] In the hH01 heavy chain full-length amino acid sequence 

shown in SEQ ID NO: 69, the amino acid sequence consisting of 

the amino acid residues at positions 1 to 19 is the signal 

sequence, the amino acid sequence consisting of the amino acid 

residues at positions 20 to 141 is the variable region, and 

the amino acid sequence consisting of the amino acid residues
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at positions 142 to 471 is the constant region. In the hH01 

heavy chain full-length nucleotide sequence shown in SEQ ID 

NO: 70, the nucleotide sequence consisting of the nucleotides 

at positions 1 to 57 encodes the signal sequence, the 

nucleotide sequence consisting of the nucleotides at positions 

58 to 423 encodes the variable region, and the nucleotide 

sequence consisting of the nucleotides at positions 424 to 

1413 encodes the constant region.  

[0133] In the hH02 heavy chain full-length amino acid sequence 

shown in SEQ ID NO: 73, the amino acid sequence consisting of 

the amino acid residues at positions 1 to 19 is the signal 

sequence, the amino acid sequence consisting of the amino acid 

residues at positions 20 to 141 is the variable region, and 

the amino acid sequence consisting of the amino acid residues 

at positions 142 to 471 is the constant region. In the hH02 

heavy chain full-length nucleotide sequence shown in SEQ ID 

NO: 74, the nucleotide sequence consisting of the nucleotides 

at positions 1 to 57 encodes the signal sequence, the 

nucleotide sequence consisting of the nucleotides at positions 

58 to 423 encodes the variable region, and the nucleotide 

sequence consisting of the nucleotides at positions 424 to 

1413 encodes the constant region.  

[0134] In the hH04 heavy chain full-length amino acid sequence 

shown in SEQ ID NO: 77, the amino acid sequence consisting of 

the amino acid residues at positions 1 to 19 is the signal 

sequence, the amino acid sequence consisting of the amino acid 

residues at positions 20 to 141 is the variable region, and 

the amino acid sequence consisting of the amino acid residues 

at positions 142 to 471 is the constant region. In the hH04
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heavy chain full-length nucleotide sequence shown in SEQ ID 

NO: 78, the nucleotide sequence consisting of the nucleotides 

at positions 1 to 57 encodes the signal sequence, the 

nucleotide sequence consisting of the nucleotides at positions 

58 to 423 encodes the variable region, and the nucleotide 

sequence consisting of the nucleotides at positions 424 to 

1413 encodes the constant region.  

[0135]
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[Table 1-1] 

SEQ SEQ Sequence 
ID NO 

1 Aminoacid MRTYRYFLLLFWVGQPYPTLSTPLSKRTSGFPAKKRALELSGNSKNELNRSKRSWMW 
sequence of NOFFLLEEYTGSDYQYVGKLHSDODRGDGSLKYILSGDGAGDLFIINENTGDIQATK 
human CDH6 RLDREEKPVYILRAQAINRRTGRPVEPESEFIIKIHDINDNEPIFTKEVYTATVPEM 
ORF SDVGTFVVGVTATDADDPTYGNSAKVVYSILOGOPYFSVESETGIIKTALLNMDREN 

REQYQVVIOAKDMGGOMGGLSGTTTVNITLTDVNDNPPRFPQSTYQFKTPESSPPGT 
P]GRIKASDADVGENAEIEYSITDGEGLDMFDVITDOETQEGI]TVKKLLDFEKKKV 
YTLKVEASNPYVEPRFLYLGPFKDSATVRIVVEDVDEPPVFSKLAYILQIREDAQIN 
TTIGSVTAODPDAARNPVKYSVDRHTDMDRIFNIDSGNGSIFTSKLLDRETLLWHNI 
TVIATEINNPKOSSRVPLYIKVLDVNDNAPEFAEFYETFVCEKAKADOLIQTLHAVD 
KDDPYSGHOFSFSLAPEAASGSNFTIODNKDNTAGILTRKNGYNRHEMSTYLLPVVI 
SDNDYPVOSSTGTVTVRVCACDHHGNMOSCHAEALIHPTGLSTGALVAILLCIVILL 
VTVVLFAALRRQRKKEPL]ISKEDIRDNIVSYNDEGGGEEDTOAFDIGTLRNPEAIE 
DNKLRRDIVPEALFLPRRTPTARDNTDVRDFINORLKENDTDPTAPPYDSLATYAYE 
GTGSVADSLSSLESVTTDADQDYDYLSDWGPRFKKLADMYGGVDSDKDS 

2 Human CDH6 SWMWNFFLLEEYTGSDYOYVGKLHSDODRGDGSLKYILSGDGAGDLFIINENTGDI 
EC1 OATKRLDREEKPVYILRAQAINRRTGRPVEPESEFIIKIHDINDNEPIF 

3 Human CDH6 TKEVYTATVPEMSDVGTFVVQVTATDADDPTYGNSAKVVYSILOGOPYFSVESETGI 
EC2 IKTALLNMDRENREQYOVVIQAKDMGGQMGGLSGTTTVNITLTDVNDNPPRF 

4 Human CDH6 POSTYQFKTPESSPPGTPIGRIKASDADVGENAEIEYSITDGEGLDMFDVITDOETQ 
EC3 EGIITVKKLLDFEKKKVYTLKVEASNPYVEPRFLYLGPFKDSATVRIVVEDVDEPPV 

F 
5 Human CDH6 SKLAYILQIREDAOINTTIGSVTAODPDAARNPVKYSVDRHTDMDRIFNIDSGNGSI 

EC4 FTSKLLDRETLLWHNITVIATEINNPKQSSRVPLYIKVLDVNDNAP 

6 Human CDH6 EFAEFYETFVCEKAKADOLIQTLHAVDKDDPYSGHOFSFSLAPEAASGSNFTIODNK 
EC5 DNTAGILTRKNGYNRHEMSTYLLPVVISDNDYPVOSSTGTVTVRVCACDHHGNMOSC 

HAEALIHP 
7 Aminoacid MRTYRYFLLLFWVGQPYPTFSNPLSKRTSGFPAKRKALELSANSRNELSRSKRSWMW 

sequence of NOFFLLEEYTGSDYQYVGKLHSDQDRGDGSLKYILSGDGAGDLFIINENTGDI0ATK 
mouse CDH6ORF RLDREEKPVYILRAAVNRRTGRPVEPESEFIIKIHDINDNEPIFTKDVYTATVPEM 

ADVGTFVVQVTATDADDPTYGNSAKVVYSILOGOPYFSVESETGIIKTALLNMDREN 
REQYQVVIOAKDMGGOMGGLSGTTTVNITLTDVNDNPPRFPQSTYOFKTPESSPPGT 
PIGRIKASDADVGENAEIEYSITDGEGHEMFDVITDOETOEGIITVKKLLDFEKKKV 
YTLKVEASNPHVEPRFLYLGPFKDSATVRIVVDDVDEPPVFSKLAYILOIREDARIN 
TTIGSVAAQDPDAARNPVKYSVDRHTDMDRIFNIDSGNGSIFTSKLLDRETLLWHNI 
TVIATEINNPKQSSRVPLYIKVLDVNDNAPEFAEFYETFVCEKAKADOLIQTLRAVD 
KDDPYSGHQFSFSLAPEAASSSNFTIODNKDNTAGILTRKNGYNRHEMSTYLLPVVI 
SDNDYPVOSSTGTVTVRVCACDHHGNMOSCHAEALIHPTGLSTGALVAILLCIVILL 
VTVVLFAALRRQRKKEPL]ISKEDIRDNIVSYNDEGGGEEDTQAFDIGTLRNPEAME 
DSKSRRDIVPEALFLPRRTPTARDNTDVRDFINORLKENDTDPTAPPYDSLATYAYE 
GTGSVADSLSSLESVTTDGDQDYDYLSDWGPRFKKLADMYGGMDSDKDS 

[0136]
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[Table 1-2] 

8 Aminoacid MRTYRYFLLLFWVGQPYPTFSNPLSKRTSGFPAKRRALELSANSRNELSRSKRSWMW 
sequence ofrat NOFFLLEEYTGSDYQYVGKLHSDODRGDGSLKYILSGDGAGDLFIINENTGDIQATK 
CDH60RF RLDREEKPVYILRAQAINRRTGRPVEPESEFIIKIHDINDNEPIFTKDVYTATVPEM 

ADVGTFVVQVTATDADDPTYGNSAKVVYSILOGOPYFSVESETGIIKTALLNMDREN 
REOYQVVIOAKDMGGOMGGLSGTTTVNITLTDVNDNPPRFPOSTYQFKTPESSPPGT 
PIGRIKASDADVGENAEIEYSITDGEGHDMFDVITDOETOEGIITVKKLLDFEKKRV 
YTLKVEASNPHIEPRFLYLGPFKDSATVRIVVDDVDEPPVFSKPAYLOIREDAQIN 
TTIGSVAAQDPDAARNPVKYSVDRHTDMDRIFNIDSGNGSIFTSKLLDRETLLWHNI 
TVIATEINNPKQSSRVPLYIKVLDVNDNAPEFAEFYETFVCEKAKADQLIOTLHAVD 
KDDPYSGHQFSFSLAPEAASGSNFTI0DNKDNTAGILTRKNGYNRHEMSTYLLPVVI 
SDNDYPVQSSTGTVTVRVCACDHHGNMOSCHAEALIHPTGLSTGALVAILLCIVILL 
VTVVLFAALRRORKKEPLIISKEDIRDNIVSYNDEGGGEEDTOAFDIGTLRNPKPWR 
00SRRDMVPEALFLPRRTPTARDNTDVRDFISQRLRKMNTDPTAPPYDSLATYAYEG 
TGSVADSLSSLESVTTDGDQDYGYLSDWGPRFKKLADMYGGMDSDKDS 

9 Aminoacid MRTYRYFLLLFWVGQPYPTLSTPLSKRTSGFPAKKRALELSGNSKNELNRSKRSWMW 
sequence of NQFFLLEEYTGSDYQYVGKLHSDQDRGDGSLKYILSGDGAGDLFIINENTGDIQATK 
cynomolgus RLDREEKPVYILRAQAINRRTGRPVEPESEFIIKIHDINDNEPIFTKEVYTATVPEM 
monkey CDH6 SDVGTFVVOVTATDADDPTYGNSAKVVYSILOGOPYFSVESETGIIKTALLNMDREN 
ORF REQYQVVIQAKDMGGOMGGLSGTTTVNITLTDVNDNPPRFPQSTYQFKTPESSPPGT 

PIGRIKASDADVGENAEIEYSITDGEGLDMFDVITDOETOEGIITVKKLLDFEKKKV 
YTLKVEASNPHVEPRFLYLGPFKDSATVRIVVEDVDEPPVFSKLAYILQIREDAIN 
TTIGSVTAODPDAARNPVKYSVDRHTDMDRIFNIDSGNGSIFTSKLLDRETLLWHNI 
TVIATEINNPKQSSRVPLY1KVLDVNDNAPEFAEFYETFVCEKAKADOLIQTLRAVD 
KDDPYSGHQFSFSLAPEAASGSNFTIODNKDNTAGILTRKNGYNRHEMSTYLLPVVI 
SDNDYPVOSSTGTVTVRVCACDHHGNMOSCHAEALIHPTGLSTGALVAILLCIVILL 
VTVVLFAALRRQRKKEPLIISKEDIRDNIVSYNDEGGGEEDTQAFDIGTLRNPEAIE 
DNKLRRDIVPEALFLPRRTPTARDNTDVRDFINORLKENDTDPTAPPYDSLATYAYE 
GTGSVADSLSSLESVTTDGDODYDYLSDWGPRFKKLADMYGGVDSDKDS 

10 rGO19lightchain DIQMTOSPSLLSASVGDRVTLNCKASQNIYKNLAWYQQKLGEGPKLLIYDANTLQTG 
variable region IPSRFSGSGSGSDFTLTISSLQPEDVATYFCQQYYSGWAFGGVTNLELKRA 
aminoacid 
sequence 

11 rGO19lightchain GACATCCAGATGACCCAGTCTCCTTCACTCCTGTCTGCATCTGTGGGAGACAGAGTC 
variable region ACTCTCAACTGCAAAGCAAGTCAGAATATTTATAAGAACTTAGCCTGGTATCAGCAA 
nucleotide AAGCTTGGAGAAGGTCCCAAACTCCTGATTTATGATGCAAACACTTTGCAAACGGGC 
sequence ATCCCATCAAGGTTCAGTGGCAGTGGATCTGGTTCAGATTTCACACTCACCATCAGC 

AGCCTGCAGCCTGAAGATGTTGCCACATATTTCTGCCAGCAGTACTATAGCGGGTGG 
GCGTTCGGTGGAGTCACCAACCTGGAATTGAAACGGGCT 

12 rGO19 CDRL1 KASQNIYKNLA 

13 rGO19 CDRL2 DANTLOT 
14 rGO19 CDRL3 QYYSGWA 

[0137]
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[Table 1-3] 

15 rG019heavy OVQLOQSGAELVKPGSSVKISCKASGYTFTRNFMHWIKQQPGNGLEWIGWIYCGDGE 
chainvariable TEYNOKFNGKATLTADRSSSTAYMELSRLTSEDSAVYFCARGVYGGFAGGYFDFWGQ 
region amino acid GVMVTVSS 
sequence 

16 rGO19heavy CAGGTACAGCTGCAGCAATCTGGGGCTGAACTGGTGAAGCCTGGGTCCTCAGTGAAA 
chainvariable ATTTCCTGCAAGGCTTCTGGCTACAOCTTCACCAGGAACTTTATGACTGGATAAAA 
region nucleotide CAGCAGCCTGGAAATGGCCTTGAGTGGATTGGGTGGATTTATTGTGGAGATGGTGAG 
sequence ACAGAGTACAATCAAAAGTTCAATGGGAAGGCAACACTCACTGCGGACAGATCCTCC 

AGCACAGCCTATATGGAGCTCAGCAGACTGACATCTGAGGACTCTGCAGTCTATTTC 
TGTGCAAGAGGGGTTTACGGAGGGTTTGCCGGGGGTACTTTGATTTTGGGGCCAA 
GGAGTCATGGTCACAGTCTCCTCA 

17 rG019 CDRH1 GYTFTRNFMH 

18 rG019 CDRH2 WIYCGDGETE 
19 rGO19 CDRH3 GVYGGFAGGYFDF 

20 rG055lightchain DVQMTHSPSYLAASPGESVSISCKTSKNISNYLVWYOOKPGEAYKLLIYSGSTLOSG 
variable region TPSRFSGSGSGTDFTLTIRSLEPEDFGLYFCOQYYEKPFTFGSGTKLEIKRA 
amino acid 
sequence 

21 rG055lightchain GATGTCCAGATGACCCACTCTCCGTCTTATCTTGCTGCGTCTCCTGGAGAAAGTGTT 
variable region TCCATCAGTTGCAAGACAAGTAAGAACATTAGTAATTATTTAGTCTGGTATCAACAG 
nucleotide AAACCTGGGGAAGCATATAAGCTTCTTATCTATTCTGGGTCAACTTTGCAATCTGGA 
sequence ACTCCATCAAGGTTCAGTGGCAGTGGATCTGGTACAGATTTCACTCTCACTATCAGA 

AGCCTGGAGCCTGAAGATTTTGGACTCTATTTCTGTCAACAGTATTATGAAAAACCA 
TTCACGTTCGGCTCAGGGACGAAGTTGGAAATAAAACGGGCT 

22 rGO55 CDRL1 KTSKNISNYLV 
23 rG055 CDRL2 SGSTLQS 
24 rGO55 CDRL3 QQYYEKPFT 

25 rG055heavy EVQLOESGPGLVRPSOSLSLSCSVTDYSITSNYWGWIRRFPGNKMEWMGYITYSGYT 
chainvariable SYNPSLQSRISITRDTSKNFFLOLNSVTAEDTATYYCARSINHGGYSYVVDAWGPG 
region amino acid ASVTVSS 
sequence 

26 rG055heavy GAGGTGCAACTTCAGGAGTCAGGACCTGGCCTTGTGAGAOCCTCACAGTCACTCTCC 
chainvariable CTCTCCTGTTCTGTCACTGATTACTCCATCACTAGTAATTACTGGGGCTGGATCCGG 
region nucleotide AGGTTCCCAGGAAATAAAATGGAGTGGATGGGATACATAACCTATAGTGGTTACACT 
sequence AGCTAGAACCOATCTCTCCAAAGTCGAATCTCCATTACTAGAGACACATCGAAGAAT 

CAGTTCTTCCTGCAGTTGAACTCTGTAACTGCTGAGGAGACAGCCACATATTACTGT 
GCAAGATCGATTAACCACGGAGGATATAGTTATGTTGTGGATGCCTGGGGTCCGGGA 
GCTTCAGTCACTGTCTCCTCA 

27 rG055 CDRH1 DYSITSNYWG 
28 rGO55 CDRH2 YITYSGYTS 
29 rG055 CDRH3 SINHGGYSYVVDA 
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30 rG056 lightchain DVQMTQSPSSLAASPGESVSISCRATKSIGIYLAWYQQKPGKTFKLLIYSGSTLOSG 
variable region TPSRFSGSGSGTDFTLTIRSLEPEDFGLYFCOOFYENPFTFGSGTKLEIRRA 
amino acid 
sequence 

31 rG056 lightchain GATGTCCAGATGACCCAGTCTCCGTCTTCTCTTGCTGCGTCTCCTGGAGAAAGTGTT 
variable region TCCATCAGTTGCAGGGCAACTAAGAGCATTGGTATTTATTTAGCCTGGTATCAACAG 
nucleotide AAACCTGGGAAAACATTTAAGCTTCTTATCTACTCTGGGTCAACTTTGCAATCTGGA 
sequence ACTCCATCAAGGTTCAGTGGCAGTGGGTCTGGTACAGATTTCACTCTCACCATCAGA 

AGCCTGGAGCCTGAAGATTTTGGACTCTATTTCTGTCAACAGTTTTATGAAAACCCA 
TTCACGTTCGGCTCAGGGACGAAGTTGGAAATAAGACGGGCT 

32 rGO56 CORL1 RATKSIGIYLA 
33 rGO56 CDRL2 SGSTLOS 
34 rGO56 CODRL3 00FYENPFT 

35 rG056 heavy EVOLOESGPGLVKPSOSLSLTCSVTDYSITTYFWGWIRKFPGNKMEWMGYMSYRGGT 
chainvariable SYNPSLKSRISITRDTSKNGFFLOLNSVTTEDTATYYCARCPNYGGHSLVFDYWGOG 
region amino acid VMVTVSS 
sequence 

36 rG056 heavy GAGGTGCAGOTTCAGGAGTCAGGACCTGGCCTTGTGAAACCCTCACAGTCACTCTCC 
chainvariable CTCACCTGTTOTGTCACTGATTACTCCATCACTACTTATTTCTGGGGCTGGATCCGG 
regionnucleotide AAGTTCCCAGGAAATAAAATGGAGTGGATGGGATACATGAGCTACCGTGGTGGCACT 
sequence TCCTACAACCCATCTCTCAAGAGTOGAATCTCCATTACTAGAGACACATCGAAGAAT 

CAGTTCTTCCTGCAGTTGAACTCTGTAACTACTGAGGACACAGCCACATATTACTGT 
GCAAGATGCCCTAACTACGGAGGGCATTCCCTTGTTTTTGATTACTGGGGCCAAGGA 
GTCATGGTCACAGTGTCCTCA 

37 rGO56 CDRH1 DYSITTYFWG 
38 rGO56 CDRH2 YMSYRGGTS 

39 rGO56 CDRH3 CPNYGGHSLVFDY 

40 rG061lightchain DVQMTOSPSYLAASPGESVSISCKATKSISNYLAWYOOKPGEAYKVLIYSGSTLOSG 
variable region TPSRFSGSGSGTDFTLTIRSLEPEDFGLYSCQQYYEKPLTFGSGTKLEIKRA 
amino acid 
sequence 

41 rG061lightchain GATGTCCAGATGACCCAGTCTCCGTCTTATCTTGCTGCGTCTCCTGGAGAAAGTGTT 
variable region TCCATCAGTTGCAAGGCAACTAAGAGCATTAGTAATTATTTAGCCTGGTATCAACAG 
nucleotide AAACCTGGGGAAGCATATAAGGTTCTTATCTATTCTGGGTOAACTTTGCAATCTGGA 
sequence ACTCCATCAAGGTTCAGTGGCAGTGGATCTGGTACAGATTTCACTCTCACCATCAGA 

AGCCTGGAGCCTGAAGATTTTGGACTCTATTCCTGTCAACAGTATTATGAAAAACCG 
CTCACGTTCGGTTCTGGGACCAAGCTGGAGATCAAACGGGCT 

42 rG061 CDRL1 KATKSISNYLA 

43 rGO61 CDRL2 SGSTLOS 
44 rGO61 CDRL3 00YYEKPLT 
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45 rG061heavy EVOLOESGPGLVKPSSLSLTCSVTGYSITTYYWGWIRKFPGNKMEWMGYISYSGRT 
chain variable SYNPSLKSRMSITRDASKNOFFLOLNSVTTDDTATYYCARSPINHGGYWYFDFWGPG 
region amino acid TMVTVSS 
sequence 

46 rG061heavy GAGGTGOAGCTTCAGGAGTCAGGACCTGGCCTTGTGAAACCCTCACAGTCACTCTCC 
chain variable CTCACCTGTTCTGTCACTGGTTACTCCATCACTACTTATTATGGGGCTGGATCCGG 
region nucleotide AAGTTCCCAGGAAATAAAATGGAGTGGATGGGGTACATAAGCTACAGTGGTCGCACT 
sequence AGTTATAACCCATCTCTCAAAAGTCGAATGTCCATTACTAGAGACGCATGAAGAAT 

CAGTTCTTCCTACAGTTGAACTCTGTAACTACTGACGACACAGCCACATATTACTGT 
GCAAGATCCCCAATTAACCACGGAGGGTACTGGTACTTTGACTTCTGGGGCCCAGGA 
ACCATGGTCACCGTGTCCTCA 

47 rGO61 CDRH1 GYSITTYYWG 

48 rG061 CDRH2 YISYSGRTS 
49 rGO61 CDRH3 SPINHGGYWYFDF 

50 DNAfragment gcctcoggactotagagoaccATGGTGCTGCAGACCCAGGTGTTCATCTCCCTGCT 
comprising DNA GCTGTGGATCTCCGGCGCGTACGGCGATATCGTGATGATTAAACGTACGGTGGCCGC 
sequence CCCCTCCGTGTTCATCTTCCCCCCCTCCGACGAGCAGCTGAAGTCCGGCACCGCCTC 
encoding human CGTGGTGTGCCTGCTGAATAACTTCTACCCAGAGAGGOAAGGTGCAGTGGAAGGT 
lightchainsignal GGACAACGCCCTGCAGTCCGGGAACTCCAGGAGAGCGTGACCGAGCAGGACAGCAA 
sequence and GGACAGCACCTACAGCCTGAGCAGCACCOTGACCCTGAGCAAAGCCGACTACGAGAA 
human Chain GCACAAGGTGTACGCCTGCGAGGTGACCCACCAGGGCCTGAGCTCCCCCGTCACCAA 
constantregion GAGCTTCAACAGGGGGGAGTGTtaggggccgtttaaacgggggaggcta 

[0140]



WO2023/228095 PCT/IB2023/055316 
125 

[Table 1-6] 

51 DNAfragment goctcoggactotagagocaccATGAAACACCTGTGGTTCTTCCTCOTGCTGGTGGC 
comprising DNA AGCTCCCAGATGGGTGCTGAGCCAGGTGCAATTGTGCAGGCGGTTAGCTCAGCCTCC 
sequence ACCAAGGGOCCAAGCGTCTTCCCTGGCACCCTCCTCCAAGAGCACCTCTGGCGGC 
encoding human ACAGCCGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCCGTGACCGTGAGC 
heavychainsignal TGGAACTCAGGCGCCTGACCAGCGGCGTGCACAOCTTCCCCGCTGTCCTGCAGTCC 
sequence and TCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCOCTCCAGCAGCTTGGGCACC 
humanIgG1 CAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAGA 
constantregion GTTGAGCCAAATCTTGTGACAAAACTCACACATGCCCACCCTGCCCAGCACCTGAA 

CTCCTGGGGGGACOCCTCAGTCTTCOTCTTCCCCCCAAAACOCAAGGACACCCTCATG 
ATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCT 
GAGGTCAAGTTCAACTGGTACGTGGACGGGGTGGAGGTGCATAATGCCAAGACAAAG 
CCCCGGGAGGAGCAGTACAACAGCACGTACCGGGTGGTCAGCGTCCTCACCGTCCTG 
CACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTC 
CCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGCCAGCCCCGGGAACCACAG 
GTGTACACCCTGCCCCCATGCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACC 
TGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGC 
CAGOCCGAGAACAACTACAAGACCACCOTCCCGTGCTGGACTCCGACGGCTCCTTC 
TTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGCAACGTCTTC 
TCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACCCAGAAGAGCCTCTCC 
CTGTCTCCCGGCAAAtgagatatogggcogtttaaacgggggaggota 

52 DNAfragment coagcotcoggactotagagcaccATGGGTGCAGACCAGGTGTTCATCAGCCT 
comprising DNA GCTGCTGTGGATCAGCGGCGCCTACGGCGACATCCAGATGACCOAGAGCCCTAGCCT 
sequence GCTGAGCGCCAGCGTGGGCGATAGAGTGACCCTGAACTGCAAGGCCAGCCAGAACAT 
encoding chGO19 CTACAAGAACCTGGCCTGGTATCAGCAGAAGCTGGGCGAGGGCCCCAAGCTGCTGAT 
lightchain CTACGACGCCAACACCCTGCAGACCGGCATCCCCAGCAGATTTTCTGGCAGCGGCAG 

CGGCTCCGACTTCACCCTGACAATCAGCAGCCTGCAGCCCGAGGACGTGGCCACCTA 
CTTTTGCCAGCAGTACTACAGCGGCTGGGCCTTCGGCGGCGTGACCAACCTGGAACT 
GAAGAGAGCCGTGGCCGCTCCCTCCGTGTTCATCTTCCCACCTAGCGACGAGCAGOT 
GAAGTCCGGCACAGCCTCTGTCGTGTGCCTGCTGAACAACTTCTACCCCCGCGAGGC 
CAAGGTGCAGTGGAAGGTGGACAATGCCOTGCAGTCTGGCAACAGCCAGGAAAGCGT 
GACCGAGCAGGACAGCAAGGACTCCACCTACAGCCTGAGCAGCACCCTGACCTGAG 
CAAGGCCGACTACGAGAAGCACAAGGTGTACGCCTGCGAAGTGACCCACCAGGGCCT 
GTCTAGCCCCGTGACCAAGAGCTTCAACCGGGGCGAGTGTtgagtttaaacggggga 
ggctaact 

53 chGO19lightchain MVLOTVFISLLLWISGAYGDIOMTOSPSLLSASVGDRVTLNCKASQNIYKNLAWYQ 
full-length amino OKLGEGPKLLIYDANTLQTGIPSRFSGSGSGSDFTLTISSLPEDVATYFCQYYSG 
acid sequence WAFGGVTNLELKRAVAAPSVFIFPPSDELKSGTASVVCLLNNFYPREAKVQWKVDN 

ALQSGNSOESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYAGEVTHOGLSSPVTKSF 
NRGEC 
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54 chGO19light ATGGTGCTGCAGACCCAGGTGTTCATCAGCCTGCTGCTGTGGATCAGCGGCGCCTAC 
chainfull-length GGCGACATCCAGATGACCCAGAGCCCTAGCCTGCTGAGCGCCAGCGTGGGCGATAGA 
nucleotide GTGACCCTGAACTGCAAGGCCAGCCAGAACATCTACAAGAACCTGGCCTGGTATCAG 
sequence CAGAAGCTGGGCGAGGGCCCCAAGCTGCTGATCTACGACGCCAACACCCTGCAGACC 

GGCATCCCCAGCAGATTTTCTGGCAGCGGCAGCGGCTCCGACTTCACCCTGACAATC 
AGCAGCCTGCAGCCCGAGGACGTGGCCACCTACTTTTGCCAGCAGTACTACAGCGGC 
TGGGCCTTCGGCGGCGTGACCAACCTGGAACTGAAGAGAGCCGTGGCCGCTCCCTCC 
GTGTTCATCTTCCCACCTAGCGACGAGCAGCTGAAGTCCGGCACAGCCTCTGTCGTG 
TGCCTGCTGAACAACTTCTACCCCCGCGAGGCCAAGGTGCAGTGGAAGGTGGACAAT 
GCCCTGCAGTCTGGCAACAGCCAGGAAAGCGTGACCGAGCAGGACAGCAAGGACTCC 
ACCTACAGCCTGAGCAGCACCCTGACCCTGAGCAAGGCCGACTACGAGAAGCACAAG 
GTGTACGCCTGCGAAGTGACCCACCAGGGCCTGTCTAGCCCCGTGACCAAGAGCTTC 
AACCGGGGCGAGTGT 

10 chGO19 light DIQMTQSPSLLSASVGDRVTLNCKASONIYKNLAWYOQKLGEGPKLLIYDANTLOTG 
chainvariable IPSRFSGSGSGSDFTLTISSLOPEDVATYFC0QYYSGWAFGGVTNLELKRA 
regionaminoacid 
sequence 

55 chGO19light GACATCCAGATGACCCAGAGCCTAGCCTGCTGAGCGCCAGCGTGGGCGATAGAGTG 
chainvariable ACCCTGAACTGCAAGGCCAGCCAGAACATCTACAAGAACOTGGOCTGGTATCAGCAG 
region nucleotide AAGCTGGGCGAGGGCCCCAAGCTGCTGATCTACGACGCCAACACCCTGCAGACCGGC 
sequence ATCCCCAGCAGATTTTCTGGCAGCGGCAGCGGCTCCGACTTCACCCTGACAATCAGC 

AGCCTGCAGCCCGAGGACGTGGCCACCTACTTTTGCOAGCAGTACTACAGCGGCTGG 
GCCTTCGGCGGCGTGACCAACCTGGAACTGAAGAGAGCC 

12 chGO19 CDRL1 KASONIYKNLA 

13 chG019 CDRL2 DANTLOT 
14 chGO19 CDRL3 00YYSGWA 

56 chGO19 heavy MKHLWFFLLLVAAPRWVLSOVOLQOSGAELVKPGSSVKISCKASGYTFTRNFMHWIK 
chainfull-length QQPGNGLEWIGWIYPGDGETEYNOKFNGKATLTADRSSSTAYMELSRLTSEDSAVYF 
aminoacid CARGVYGGFAGGYFDFWGQGVMVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVK 
sequence DYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTQTYICNVNH 

KPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC 
VVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKE 
YKCKVSNKALPAPIEKTISKAKGQPREPOVYTLPPSREEMTKNOVSLTCLVKGFYPS 
DIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVFSCSVMHEAL 
HNHYTOKSLSLSPGK 
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57 chGO19 heavy ATGAAACACCTGTGGTTCTTCCTCCTGCTGGTGGCAGCTCCCAGATGGGTGCTGAGC 
chainfull-length CAGGTGCAGCTGCAGCAGTCTGGCGCCGAGCTCGTGAAGCCTGGCAGCAGCGTGAAG 
nucleotide ATCAGCTGCAAGGCCAGCGGCTACACCTTCACCCGGAACTTCATGCACTGGATCAAG 
sequence CAGCAGCCCGGCAAGGGCCTGGAATGGATCGGCTGGATCTATCCCGGCGACGGCGAG 

ACAGAGTACAACCAGAAGTTCAACGGGCAAGGCCACCCTGACCGCCGACAGAAGCAGC 
TCCACCGCCTACATGGAACTGAGCCGGCTGACCAGCGAGGACAGCGCCGTGTACTTT 
TGCGCCAGAGGCGTGTACGGCGGCTTCGOTGGGGGCTACTTCGATTTTTGGGGCCAG 
GGCGTGATGGTCACCGTCAGCTCAGCCTCCACCAAGGGCCCAAGCGTCTTCCCCCTG 
GCACCCTCCTCCAAGAGCACCTCTGGCGGCACAGCCGCCCTGGGCTGCCTGGTCAAG 
GACTACTTCCCCGAACCCGTGACCGTGAGCTGGAACTCAGGGGCCCTGACCAGGGGC 
GTGCACACCTTCCCCGCTGTCCTGCAGTCCTCAGGACTCTACTCCCTCAGCAGCGTG 
GTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCAC 
AAGCCAGCAACACCAAGGTGGACAAGAGAGTTGAGOCCAAATCTTGTGAGAAAACT 
CACACATGCCCACCCTGCCCAGCACCTGAACTCCTGGGGGGACCCTCAGTCTTCCTC 
TTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGC 
GTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGAC 
GGCGTGGAGGTGCATAATGCCAAGACAAAGCCCCGGGAGGAGCAGTACAAGAGCACG 
TACCGGGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAG 
TACAAGTGCAAGGTCTCCAACAAAGCCCTCOCAGCCOCCATCGAGAAAACCATCTCC 
AAAGCCAAAGGCCAGCCCCGGGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAG 
GAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGC 
GACATCGCCGTGGAGTGGGAGAGCAATGGCCAGCOCCGAGAACAACTACAAGACCACC 
CCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGAC 
AAGAGCAGGTGGCAGCAGGGCAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTG 
CACAACCACTACACCCAGAAGAGCCTCTCCTGTCTCCCGGCAAA 

58 chGO19 heavy OVQLQQSGAELVKPGSSVKISCKASGYTFTRNFMHWIKOOPGNGLEWIGWIYPGDGE 
chainvariable TEYNOKFNGKATLTADRSSSTAYMELSRLTSEDSAVYFCARGVYGGFAGGYFDFWGO 
region amino acid GVMVTVSS 
sequence 

59 chGO19 heavy CAGGTGCAGCTGCAGCAGTCTGGCGCCGAGCTCGTGAAGCCTGGCAGCAGCGTGAAG 
chainvariable ATCAGCTGCAAGGCCAGCGGCTACACOTTCACCCGGAACTTCATGCACTGGATCAAG 
region nucleotide CAGCAGCCCGGCAACGGCCTGGAATGGATCGGCTGGATCTATCCCGGCGACGGCGAG 
sequence ACAGAGTACAACCAGAAGTTCAACGGCAAGGCCACCCTGACCGCCGACAGAAGCAGC 

TCCACCGCCTACATGGAACTGAGCCGGCTGACCAGCGAGGACAGCGCCGTGTACTTT 
TGCGCCAGAGGCGTGTACGGCGGCTTCGCTGGCGGCTACTTCGATTTTTGGGGCCAG 
GGCGTGATGGTCACCGTCAGCTCA 

17 chGO19 CDRH1 GYTFTRNFMH 

60 chGO19 CDRH2 WIYPGDGETE 

19 chGO19 CDRH3 GVYGGFAGGYFDF 
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61 hLO2lightchain MVLOTQVFISLLLWISGAYGDIOMTOSPSSLSASVGDRVTITCKASONIYKNLAWYQ 
full-length amino OKPGKAPKLLIYDANTLOTGVPSRFSGSGSGSDFTLTISSLQPEDFATYFCQYYSG 
acid sequence WAFGGTKVEIKRTVAAPSVFIFPPSDELKSGTASVVCLLNNFYPREAKVWKVDN 

ALQSGNSOESVTEODSKDSTYSLSSTLTLSKADYEKHKVYACEVTHOGLSSPVTKSF 
NRGEC 

62 hLO2lightchain ATGGTGCTGCAGACCCAGGTGTTCATCTCCCTGCTGCTGTGGATCTCCGGCGCGTAC 
full-length GGCGACATCCAGATGACCCAGAGCCCTAGCAGCGTGAGCGCCAGCGTGGGCGACAGA 
nucleotide GTGACCATCACATGCAAGGCCAGCCAGAACATCTACAAGAACCTGGCCTGGTATCAG 
sequence CAGAAGCCCGGCAAGGCCOCCAAGOTGCTGATCTACGACGOCAACACCOTGCAGACC 

GGCGTGCCCAGCAGATTTTCTGGCAGCGGCAGCGGCTCCGACTTCACCCTGACAATC 
AGCAGCCTGCAGCCCGAGGACTTCGCCACCTACTTTTGCCAGCAGTACTACAGCGGC 
TGGGCCTTCGGCCAGGGCACCAAGGTGGAAATCAAGGGTACGGTGGCCGCCCCTCC 
GTGTTCATCTTCCCCCCCTCCGACGAGCAGCTGAAGTCCGGCACCGCCTCCGTGGTG 
TGCCTGCTGAATAACTTCTACCCCAGAGAGGCCAAGGTGCAGTGGAAGGTGGACAAC 
GCCCTGCAGTCCGGGAACTCCCAGGAGAGGGTGACCGAGGAGGACAGCAAGGACAGC 
ACCTACAGCCTGAGCAGCACCCTGACCCTGAGCAAAGCCGACTACGAGAAGCACAAG 
GTGTACGCCTGCGAGGTGACCCACCAGGGCCTGAGCTCCCGTCACCAAGAGCTTC 
AACAGGGGGGAGTGT 

63 hLO2lightchain DIOMTQSPSSLSASVGDRVTITCKASONIYKNLAWYOOKPGKAPKLLIYDANTLOTG 
variable region VPSRFSGSGSGSDFTLTISSLOPEDFATYFC0YYSGWAFGOGTKVEIKRT 
amino acid 
sequence 

64 hLO2lightchain GACATCCAGATGACCCAGAGCCCTAGCAGCCTGAGCGCCAGCGTGGGCGACAGAGTG 
variable region ACCATCACATGCAAGGCCAGCCAGAACATCTACAAGAACCTGGCCTGGTATCAGCAG 
nucleotide AAGCCCGGCAAGGCCCCAAGCTGCTGATCTACGACGCCAACACCCTGCAGACCGGC 
sequence GTGCCAGCAGATTTTCTGGCAGCGGCAGCGGCTCCGACTTCACCTGACAATCAGC 

AGCCTGCAGCCCGAGGACTTCGCCACCTACTTTTGCCAGCAGTACTACAGCGGCTGG 
GCCTTCGGCCAGGGCACCAAGGTGGAAATCAAGCGTACG 

65 hLO3 light chain MVLOTQVFISLLLWISGAYGDIOMTOSPSSLSASVGDRVTITCKASONIYKNLAWYO 
full-length amino OKLGEGPKLLIYDANTLQTGVPSRFSGSGSGTDFTLTISSLPEDFATYYCOYYSG 
acid sequence WAFGQGTKVEIKRTVAAPSVFIFPPSDELKSGTASVVCLLNNFYPREAKVQWKVDN 

ALQSGNSOESVTEODSKDSTYSLSSTLTLSKADYEKHKVYACEVTHOGLSSPVTKSF 
NRGEC 
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66 hLO3lightchain ATGGTGCTGCAGACCCAGGTGTTCATCTCCCTGCTGCTGTGGATCTCCGGCGCGTAC 
full-length GGCGACATCCAGATGACCCAGAGCCCTAGCAGCCTGAGCGCCAGCGTGGGCGACAGA 
nucleotide GTGACCATCACATGCAAGGCCAGCCAGAACATCTACAAGAACCTGGCCTGGTATCAG 
sequence CAGAAGCTGGGCGAGGGCCCCAAGCTGCTGATCTACGACGCCAACACCCTGCAGACC 

GGCGTGCCCAGCAGATTTTCTGOAGCGGCTCOCG6CACCGACTTCACCCTGACAATC 
AGCAGCCTGCAGCCCGAGGACTTCGCCACCTACTACTGCCAGCAGTACTACAGGGGC 
TGGGCCTTTGGCCAGGGCACCAAGGTGGAAATCAAGCGTACGGTGGCCGCCCCTCC 
GTGTTCATCTTCCCCCCCTCCGACGAGCAGCTGAAGTCCGGCACCGCCTCCGTGGTG 
TGCCTGCTGAATAACTTCTACCCCAGAGAGGCCAAGGTGCAGTGGAAGGTGGACAAC 
GCCCTGCAGTCCGGGAACTOCCAGGAGAGCGTGACCGAGCAGGACAGCAAGGACAGC 
ACCTACAGCCTGAGCAGCACCCTGACCCTGAGCAAAGCCGACTACGAGAAGCACAAG 
GTGTACGCCTGCGAGGTGACCCACCAGGGCCTGAGCTCCCCCGTCACCAAGAGCTTC 
AACAGGGGGGAGTGT 

67 hLO3lightchain DIGMTQSPSSLSASVGDRVTITCKASQN1YKNLAWYOQKLGEGPKLLIYDANTLOTG 
variable region VPSRFSGSGSGTDFTLTISSLOPEDFATYYCO0YYSGWAFGQGTKVEIKRT 
aminoacid 
sequence 

68 hLO3lightchain GACATCCAGATGACCCAGAGCCCTAGCAGCCTGA6CGCCAGCGTGGGCGACAGAGTG 
variable region ACCATCACATGCAAGGCCAGCCAGAACATCTACAAGAACCTGGCCTGGTATCAGCAG 
nucleotide AAGCTGGGCGAGGGCCCCAAGCTGCTGATCTACGACGCCAACACCCTGCAGACCGGC 
sequence GTGCCCAGCAGATTTTCTGGCAGCGGCTCCGGCACCGACTTCACCCTGACAATCAGC 

AGCCTGCAGCCCGAGGACTTCGCCACCTACTACTGCCAGCAGTACTACAGGGGCTGG 
GCCTTTGGCCAGGGCACCAAGGTGGAAATCAAGCGTACG 

69 hHO1heavychain MKHLWFFLLLVAAPRWVLSEVLVOSGAEVKKPGASVKVSCKASGYTFTRNFMHWVR 
full-lengthamino OAPGQGLEWMGWIYPGDGETEYAQKFQGRVTITADTSTSTAYMELSSLRSEDTAVYY 
acid sequence CARGVYGGFAGGYFDFWGGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVK 

DYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTQTYICNVNH 
KPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC 
VVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKE 
YKCKVSNKALPAPIEKTISKAKGQPREPOVYTLPPSREEMTKNQVSLTCLVKGFYPS 
DIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVFSCSVMHEAL 
HNHYTOKSLSLSPGK 
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70 hHO1heavychain ATGAAACACCTGTGGTTCTTCCTCCTGCTGGTGGCAGCTCCCAGATGGGTGCTGAGC 
full-length GAAGTGCAGCTGGTGCAGTCTGGCGCCGAAGTGAAGAAACCAGGCGCCAGCGTGAAG 
nucleotide GTGTCCTGCAAGGCCAGCGGCTACACCTTTACCCGGAACTTCATGCACTGGGTGCGC 
sequence CAGGCTCCAGGCCAGGGACTGGAATGGATGGGCTGGATCTATCCCGGCGACGGCGAG 

ACAGAGTACGCCCAGAAATTCCAGGGCAGAGTGACCATCACCGCCGACACCAGCACC 
TCCACCGCCTACATGGAACTGAGCAGCCTGCGGAGCGAGGACACCGCCGTGTACTAT 
TGTGCCAGAGGCGTGTACGGCGGCTTCGCTGGCGGCTACTTCGATTTTTGGGGCCAG 
GGCACCCTCGTGACCGTCAGCTCAGCCTCCACCAAGGGCCCAAGCGTCTTCCCCCTG 
GCACCCTCCTCCAAGAGCACCTCTGGCGGCACAGCCGCCCTGGGCTGCCTGGTCAAG 
GACTACTTCCCCGAACCCGTGACCGTGAGCTGGAACTCAGGCGCCCTGACCAGCGGC 
GTGCACACCTTCCCCGCTGTCCTGCAGTCCTCAGGACTCTACTCCCTCAGCAGCGTG 
GTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCAC 
AAGCCCAGCAACACCAAGGTGGACAAGAGAGTTGAGCCCAAATCTTGTGACAAAACT 
CACACATGCCCACCCTGCCCAGCACCTGAACTCCTGGGGGGACCCTCAGTCTTCCTC 
TTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGC 
GTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGAC 
GGCGTGGAGGTGCATAATGCCAAGACAAAGCCCCGGGAGGAGCAGTACAACAGCACG 
TACCGGGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAG 
TACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCC 
AAAGCCAAAGGCCAGCCCCGGGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAG 
GAGATGACCAAGAACCAGGTCAGCCTGAOCTGCCTGGTCAAAGGCTTCTATCCCAGC 
GACATCGCCGTGGAGTGGGAGAGCAATGGCCAGCCCGAGAACAACTACAAGACCACC 
CCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGAC 
AAGAGCAGGTGGCAGCAGGGCAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTG 
CACAACCACTACACCCAGAAGAGCCTCTCCCTGTCTCCCGGCAAA 

71 hHO1heavychain EVOLVQSGAEVKKPGASVKVSCKASGYTFTRNFMHWVROAPGOGLEWMGWIYPGDGE 
variable region TEYAQKFOGRVTITADTSTSTAYMELSSLRSEDTAVYYCARGVYGGFAGGYFDFWGQ 
aminoacid GTLVTVSS 
sequence 

72 hHO1heavychain GAAGTGCAGCTGGTGCAGTCTGGCGCCGAAGTGAAGAAACCAGGCGCCAGCGTGAAG 
variable region GTGTCCTGCAAGGCCAGCGGCTACACCTTTACCCGGAACTTCATGCACTGGGTGCGC 
nucleotide CAGGCTCAGGCGAGGGACTGGAATGGATGGGCTGGATCTATCCCGGCGACGGCGAG 
sequence ACAGAGTACGCCCAGAAATTCCAGGGCAGAGTGACCATCACCGCCGACACCAGCACC 

TCCACCGCCTACATGGAACTGAGCAGCCTGCGGAGCGAGGACACCGCCGTGTACTAT 
TGTGCCAGAGGCGTGTACGGCGGCTTCGCTGGCGGCTACTTCGATTTTTGGGGCCAG 
GGCACCCTCGTGACCGTCAGCTCA 
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[Table 1-12] 

73 hH02 heavychain MKHLWFFLLLVAAPRWVLSEVOLVOSGAEVKKPGASVKVSCKASGYTFTRNFMHWVR 
full-lengthamino OAPGOGLEWMGWIYPGDGETEYNOKFQGRVTITADRSTSTAYMELSSLRSEDTAVYF 
acid sequence CARGVYGGFAGGYFDFWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVK 

DYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTOTYICNVNH 
KPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC 
VVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKE 
YKCKVSNKALPAPIEKTISKAKGQPREPOVYTLPPSREEMTKNOVSLTCLVKGFYPS 
DIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMHEAL 
HNHYTOKSLSLSPGK 

74 hH02 heavychain AGAAACACTGTGGTTCTTCCTCCTGCTGGTGGCAGCTCCCAGAGGGTGCTGAGC 
full-length GAAGTGCAGCTGGTGCAGTCTGGCGCCGAAGTGAAGAAACCAGGCGCCAGCGTGAAG 
nucleotide GTGTCCTGCAAGGCCAGCGGCTACACCTTTACCCGGAACTTCATGCACTGGGTGCGC 
sequence CAGGCTCCAGGCCAGGGACTGGAATGGATGGGCTGGATCTATCCCGGCGACGGCGAG 

ACAGAGTACAACCAGAAATTCCAGGGCAGAGTGACCATCACCGCCGACAGAAGCACC 
AGCACCGCCTACATGGAACTGAGCAGCCTGCGGAGCGAGGATACCGCCGTGTACTTC 
TGTGCCAGAGGCGTGTACGGCGGCTTCGCTGGCGGCTACTTCGATTTTTGGGGCCAG 
GGCACCCTCGTGACCGTCAGCTCAGCCTCCACCAAGGGCCCAAGCGTCTTCCCCCTG 
GCACCCTCCTCCAAGAGCACCTCTGGCGGCACAGCCGCCCTGGGCTGCCTGGTCAAG 
GACTACTTCCCCGAACCCGTGACCGTGAGCTGGAACTCAGGCGCCCTGACCAGCGGC 
GTGCACACCTTCCCCGCTGTCCTGCAGTOCTCAGGACTCTACTCCCTCAGCAGCGTG 
GTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCAC 
AAGCCCAGCAACACCAAGGTGGACAAGAGAGTTGAGCCCAAATCTTGTGACAAAACT 
CACACATGCCCACCCTGCCCAGCACCTGAACTCCTGGGGGGACCCTCAGTCTTCCTC 
TTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGC 
GTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGAC 
GGCGTGGAGGTGCATAATGCCAAGACAAAGCCCCGGGAGGAGCAGTACAACAGCACG 
TACCGGGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAG 
TACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCC 
AAAGCCAAAGGCCAGCCCCGGGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAG 
GAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGC 
GACATCGCCGTGGAGTGGGAGAGCAATGGCCAGCCCGAGAACAACTACAAGACCACC 
CCTCCCGTGCTGGACTCCGACGGCTCCTTCTTOCTCTACAGCAAGCTCACCGTGGAC 
AAGAGCAGGTGGCAGCAGGGCAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTG 
CACAACCACTACACCCAGAAGAGCCTCTOCCTGTCTCCCGGCAAA 

75 hH02heavychain EVOLVQSGAEVKKPGASVKVSCKASGYTFTRNFMHWVRAPGOGLEWMGWIYPGDGE 
variable region TEYNOKFQGRVTITADRSTSTAYMELSSLRSEDTAVYFCARGVYGGFAGGYFDFWGQ 
amino acid GTLVTVSS 
sequence 
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[Table 1-13] 

76 hH02heavychain GAAGTGCAGCTGGTGCAGTCTGGCGCGAAGTGAAGAAACCAGGCGCCAGCGTGAAG 
variable region GTGTCCTGCAAGGCCAGCGGCTACACCTTTACCCGGAACTTCATGCACTGGGTGCGC 
nucleotide CAGGCTCCAGGCCAGGGACTGGAATGGATGGGCTGGATCTATCCCGGCGACGGGGAG 
sequence ACAGAGTACAACCAGAAATTCCAGGGCAGAGTGACCATCACCGCCGACAGAAGCACC 

AGCACCGCCTACATGGAACTGAGCAGCCTGCGGAGCGAGGATACCGCCGTGTACTTC 
TGTGCCAGAGGCGTGTACGGCGGCTTCGCTGGCGGCTACTTCGATTTTTGGGGCCAG 
GGCACCCTCGTGACCGTCAGCTCA 

77 hHO4heavychain MKHLWFFLLLVAAPRWVLSOVLVOSGAEVKKPGASVKVSCKASGYTFTRNFMHWIR 
full-lengthamino OAPGOGLEWMGWIYPGDGETEYAQKFQGRVTLTADRSTSTAYMELSSLRSEDTAVYY 
acidsequence CARGVYGGFAGGYFDFWGGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVK 

DYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTQTYICNVNH 
KPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC 
VVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKE 
YKCKVSNKALPAPIEKTISKAKGQPREPOVYTLPPSREEMTKNQVSLTCLVKGFYPS 
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVFSCSVMHEAL 
HNHYTQKSLSLSPGK 

78 hHO4heavychain ATGAAACACCTGTGGTTCTTCCTCCTGCTGGTGGCAGCTCCCAGAGGGTGCTGAGC 
full-length CAGGTGCAGCTGGTGCAGTCTGGCGCCGAAGTGAAGAAACCAGGCGCCAGCGTGAAG 
nucleotide GTGTCCTGCAAGGCCAGCGGCTACACCTTTACCCGGAACTTCATGCACTGGATCCGG 
sequence CAGGCCCCTGGACAGGGCCTGGAATGGATGGGCTGGATCTATCCCGGCGACGGCGAG 

ACAGAGTACGCCCAGAAATTCCAGGGCAGAGTGACCCTGACCGCCGACAGAAGCACC 
AGCACCGCCTACATGGAACTGAGCAGCCTGCGGAGCGAGGACACCGCCGTGTACTAT 
TGTGCCAGAGGCGTGTACGGCGGCTTCGCTGGCGGCTACTTCGATTTTTGGGGCCAG 
GGCACCCTCGTGACCGTCAGCTCAGCCTCCACCAAGGGCCCAAGCGTCTTCCCCCTG 
GOACCCTOCTCCAAGAGCACCTCTGGCGGCACAGCCGCCCTGGGCTGCCTGGTCAAG 
GACTACTTCCCCGAACCCGTGACCGTGAGCTGGAACTCAGGCGCCCTGACCAGCGGC 
GTGCACACCTTCCCCGCTGTCCTGCAGTCCTCAGGACTCTACTCCCTCAGCAGCGTG 
GTGACCGTGCOCTCCAGCAGCTTGGGCACCAGACCTACATCTGCAACGTGAATCAC 
AAGCCCAGCAACACCAAGGTGGACAAGAGAGTTGAGCCCAAATCTTGTGACAAAACT 
CACACATGCCCACCCTGCCCAGCACCTGAACTCCTGGGGGGACCCTCAGTCTTCCTC 
TTCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGC 
GTGGTGGTGGACGTGAGCCACGAAGACCOTGAGGTCAAGTTCAACTGGTACGTGGAC 
GGCGTGGAGGTGCATAATGCCAAGACAAAGCCCCGGGAGGAGCAGTACAACAGCACG 
TACCGGGTGGTCAGCGTCCTCACCGTCOTGOACCAGGACTGGOTGAATGGCAAGGAG 
TACAAGTGCAAGGTCTCCAAAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCC 
AAAGCCAAAGGCCAGCCCCGGGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAG 
GAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGC 
GACATCGCCGTGGAGTGGGAGAGCAATGGCCAGCCCGAGAACAACTACAAGACCACC 
CCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGAC 
AAGAGCAGGTGGCAGCAGGGCAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTG 
CACAACCACTACACCCAGAAGAGCCTCTOCCTGTCTCCCGGCAAA 
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[Table 1-14] 

79 hHO4heavychain OVOLVOSGAEVKKPGASVKVSCKASGYTFTRNFMHWIRAPGGLEWMGWIYPGDGE 
variable region TEYAOKFOGRVTLTADRSTSTAYMELSSLRSEDTAVYYCARGVYGGFAGGYFDFWGQ 
amino acid GTLVTVSS 
sequence 

80 hHO4heavychain CAGGTGCAGCTGGTGCAGTCTGGCGCCGAAGTGAAGAAACCAGGGCCAGCGTGAAG 
variable region GTGTCCTGCAAGGCCAGCGGCTACACCTTTACCCGGAACTTCATGCACTGGATCCGG 
nucleotide CAGGCCCOTGGACAGGGCCTGGAATGGATGGGCTGGATCTATCCCGGCGACGGCGAG 
sequence ACAGAGTACGCCCAGAAATTCCAGGGCAGAGTGACCCTGACCGCCGACAGAAGCACC 

AGCACCGCCTACATGGAACTGAGCAGCCTGCGGAGCGAGGACACCGCCGTGTACTAT 
T6TGOCAGAGGCGTGTACGGCGGCTTCGCTGGCGGCTACTTCGATTTTTGGGGCCAG 
GGCACCCTCGTGACCGTCAGCTCA 

81 NOV0712 light MVLQTQVFISLLLWISGAYGDIOMTOSPSSLSASVGDRVTITCRASOSISSYLNWYQ 
chainfull-length OKPGKAPKLLIYAVSTLOSGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQOSGTF 
aminoacid PPTTFGQGTKVEIKRTVAAPSVFIFPPSDELKSGTASVVCLLNNFYPREAKVWKV 
sequence DNALQSGNSOESVTEODSKDSTYSLSSTLTLSKADYEKHKVYACEVTHOGLSSPVTK 

SFNRGEC 

82 NOV0712 light ATGGTGCTGCAGACCCAGGTGTTCATCTCCCTGCTGCTGTGGATCTCCGGCGCGTAC 
chainfull-length GGCGACATCCAGATGACCCAGAGCCCTAGCAGCCTGAGCGCCAGCGTGGGCGACAGA 
nucleotide GTGACCATCACCTGTAGAGCCAGCCAGAGCATCAGCAGCTACCTGAACTGGTATCAG 
sequence CAGAAGCCCGGCAAGGCCCCCAAACTGCTGATCTACGCCGTGTCCACACTGCAGAGC 

GGCGTGCCCAGCAGATTTTCTGGCAGCGGCTCCGGCACCGACTTCACCCTGACAATC 
AGCAGCCTGCAGCCCGAGGACTTCGCCACCTACTACTGTCAGCAGTCCGGCACCTTC 
CCCCCCACCACATTTGGCCAGGGCACCAAGGTGGAAATCAAGCGTACGGTGGCCGCC 
CCCTCCGTGTTCATCTTCCCCCCCTCCGACGAGGAGCTGAAGTCCGGCACCGCCTCC 
GTGGTGTGCCTGCTGAATAACTTCTACCCCAGAGAGGCCAAGGTGCAGTGGAAGGTG 
GACAACGCCCTGCAGTCCGGGAACTCCCAGGAGAGCGTGACCGAGCAGGACAGCAAG 
GACAGCACCTACAGCCTGAGCAGGACCCTGACCCTGAGCAAAGCCGACTACGAGAAG 
CACAAGGTGTACGCCTGCGAGGTGACCCACCAGGGCCTGAGCTCCCCCGTCACCAAG 
AGCTTCAACAGGGGGGAGTGT 

83 NOV0712 heavy MKHLWFFLLLVAAPRWVLSOVOLLESGGGLVQPGGSLRLSOAASGFTFSSHGMHWVR 
chainfull-length QAPGKGLEWVSVISGSGSNTGYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYY 
aminoacid CARQWGSYAFDSWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFP 
sequence EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTOTYICNVNHKPSN 

TKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVD 
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCK 
VSNKALPAPIEKTISKAKGOPREPOVYTLPPSREEMTKNOVSLTCLVKGFYPSDIAV 
EWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHEALHNHY 
TOKSLSLSPGK 
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[Table 1-15] 

84 NOV0712 heavy ATGAAACACCTGTGGTTCTTCCTOCTGCTGGTGGCAGCTCCCAGATGGGTGCTGAGC 
chain full-length CAGGTGCAGCTGCTGGAATCTGGCGGAGGACTGGTGCAGCCTGGCGGCTCTCTGAGA 
nucleotide CTGTCTTGTGCCGCCAGCGGCTTCACCTTCAGCAGCCACGGAATGCACTGGGTGCGC 
sequence CAGGCCCOTGGAAAGGGACTGGAATGGGTGTCCGTGATCAGCGGCAGCGGCTCCAAT 

ACCGGCTACGCCGATAGCGTGAAGGGCCGGTTCACCATCAGCCGGGACAACAGCAAG 
AACACCCTGTAGCTGCAGATGAAGAGCCTGCGGGCCGAGGACACCGCCGTGTACTAT 
TGTGCCAGACAGTGGGGCAGCTACGOCTTCGATTCTTGGGGCCAGGGCACCCTCGTG 
ACCGTCAGCTCAGCCTCCACCAAGGGCCCAAGCGTCTTCCCCCTGGCAOCCTCCTCC 
AAGAGCACCTCTGGCGGCACAGCCGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCC 
GAACCCGTGACCGTGAGCTGGAACTCAGGCGCCCTGACCAGCGGOGTGCACACCTTC 
CCCGCTGTCCTGCAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCC 
TCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAAC 
ACCAAGGTGGACAAGAGAGTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCCA 
CCCTGCCCAGCACCTGAACTCCTGGGGGGACCCTCAGTCTTCCTCTTCCCCCCAAAA 
CCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGAC 
GTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTG 
CATAATGCCAAGACAAAGCCCCGGGAGGAGCAGTACAACAGCACGTACCGGGTGGTC 
AGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAG 
GTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGC 
CAGCCOCGGGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAG 
AACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTG 
GAGTGGGAGAGCAATGGGCAGCCCGAGAACAACTACAAGACCACOCCTCCCGTGCTG 
GACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGG 
CAGCAGGGCAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTAC 
ACCCAGAAGAGCCTCTCCCTGTCTCCCGGOAAA 

[Table 1-16] 

EVOLVQSGAEVKKPGASVKVSCKASGYTFTRNFMHWVRQAPGOGLEWM 

Thremate GWIYPGDGETEYAQKFQGRVTITADTSTSTAYMELSSLRSEDTAVYYCAR 
ea mare GVYGGFAGGYFDFWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL 

heavy chaci GCLVKDYFPEPVTVSWNSGAL TSGVHTFPAVLQSSGLYSLSSVVTVPSSS 
amino acid LGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLF 

87 euence PPKPKDTLMISRPEVTVVVDVSHEDPEVK WYVDGVEVHNAKTKPRE 
hH r1 heavy EQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT1SKAKGQPR 
hanwthota EPQVYTLPPSREEMTKNOVSLTCLVKGFYPSDIAVEWESNGPENNYKTT 

signalsequence PPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLS 
PGK 

The matured light DQMTQSPSSLSASVGDRVTITCKASNIYKNLAWQQKPGKAPKLL YDA 
chain amno acid NTLOTGVPSRFSGSGSGSDFTLTiSSLQPEDFATYFCQQYYSGWAFGQGT 

88 sequence of KVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNA 
hLQi2bo t ran LQSGNSQESVT EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSS 

sequnce PVTKSFNRGEC sequetne 
1 

[0150] In the present description, Tables 1-1 to 1-16 are also 

collectively referred to as Table 1.  

Further examples of the antibody of the present 

disclosure can include a human antibody binding to CDH6. The
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anti-CDH6 human antibody means a human antibody having only 

the gene sequence of an antibody derived from human 

chromosomes. The anti-CDH6 human antibody can be obtained by a 

method using a human antibody-producing mouse having a human 

chromosomal fragment comprising the heavy chain and light 

chain genes of a human antibody (see Tomizuka, K. et al., 

Nature Genetics (1997) 16, p. 133-143; Kuroiwa, Y. et al., 

Nucl. Acids Res. (1998) 26, p. 3447-3448; Yoshida, H. et al., 

Animal Cell Technology: Basic and Applied Aspects vol. 10, p.  

69-73 (Kitagawa, Y., Matsuda, T. and Iijima, S. eds.), Kluwer 

Academic Publishers, 1999; Tomizuka, K. et al., Proc. Natl.  

Acad. Sci. USA (2000) 97, p. 722-727; etc.).  

[0151] Such a human antibody-producing mouse can be 

specifically produced by using a genetically modified animal, 

the gene loci of endogenous immunoglobulin heavy chain and 

light chain of which have been disrupted and instead the gene 

loci of human immunoglobulin heavy chain and light chain have 

been then introduced using a yeast artificial chromosome (YAC) 

vector or the like, then producing a knock-out animal and a 

transgenic animal from such a genetically modified animal, and 

then breeding such animals with one another.  

[0152] Otherwise, the anti-CDH6 human antibody can also be 

obtained by transforming eukaryotic cells with cDNA encoding 

each of the heavy chain and light chain of such a human 

antibody, or preferably with a vector comprising the cDNA, 

according to genetic recombination techniques, and then 

culturing the transformed cells producing a genetically 

modified human monoclonal antibody, so that the antibody can 

be obtained from the culture supernatant.
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[0153] In this context, eukaryotic cells, and preferably, 

mammalian cells such as CHO cells, lymphocytes or myelomas can, 

for example, be used as a host.  

[0154] Furthermore, a method of obtaining a phage display

derived human antibody that has been selected from a human 

antibody library (see Wormstone, I. M. et al., Investigative 

Ophthalmology & Visual Science. (2002) 43 (7), p. 2301-2308; 

Carmen, S. et al., Briefings in Functional Genomics and 

Proteomics (2002), 1 (2), p. 189-203; Siriwardena, D. et al., 

Ophthalmology (2002) 109 (3), p. 427-431; etc.) is also known.  

[0155] For example, a phage display method, which comprises 

allowing the variable regions of a human antibody to express 

as a single chain antibody (scFv) on the surface of phages, 

and then selecting a phage binding to an antigen, can be 

applied (Nature Biotechnology (2005), 23, (9), p. 1105-1116).  

[0156] By analyzing the phage gene that has been selected 

because of its binding ability to the antigen, DNA sequences 

encoding the variable regions of a human antibody binding to 

the antigen can be determined.  

[0157] Once the DNA sequence of scFv binding to the antigen is 

determined, an expression vector having the aforementioned 

sequence is produced, and the produced expression vector is 

then introduced into an appropriate host and can be allowed to 

express therein, thereby obtaining a human antibody 

(International Publication Nos. WO92/01047, WO92/20791, 

WO93/06213, WO93/11236, WO93/19172, WO95/01438, and WO95/15388, 

Annu. Rev. Immunol (1994) 12, p. 433-455, Nature Biotechnology 

(2005) 23 (9), p. 1105-1116).
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[0158] If a newly produced human antibody binds to a partial 

peptide or a partial three-dimensional structure to which any 

one rat anti-human CDH6 antibody, chimeric anti-human CDH6 

antibody or humanized anti-human CDH6 antibody described in 

the present description (e.g., the rGO19 antibody, the rG055 

antibody, the rG056 antibody, the rG061 antibody, the chGO19 

antibody, the H01LO2 antibody, the H02LO2 antibody, the H02LO3 

antibody or the H04LO2 antibody) binds, it can be determined 

that the human antibody binds to the same epitope to which the 

rat anti-human CDH6 antibody, the chimeric anti-human CDH6 

antibody or the humanized anti-human CDH6 antibody binds.  

Alternatively, by confirming that the human antibody competes 

with the rat anti-human CDH6 antibody, the chimeric anti-human 

CDH6 antibody or the humanized anti-human CDH6 antibody 

described in the present description (e.g., the rGO19 antibody, 

the rG055 antibody, the rG056 antibody, the rG061 antibody, 

the chGO19 antibody, the H01LO2 antibody, the H02LO2 antibody, 

the H02LO3 antibody or the H04LO2 antibody) in the binding of 

the antibody to CDH6 (e.g., the human antibody interferes with 

the binding of the rGO19 antibody, the rG055 antibody, the 

rG056 antibody, the rG061 antibody, the chGO19 antibody, the 

H01LO2 antibody, the H02LO2 antibody, the H02LO3 antibody or 

the H04LO2 antibody to CDH6, preferably EC3 of CDH6), it can 

be determined that the human antibody binds to the same 

epitope to which the rat anti-human CDH6 antibody, the 

chimeric anti-human CDH6 antibody or the humanized anti-human 

CDH6 antibody described in the present description binds, even 

if the specific sequence or structure of the epitope has not 

been determined. In the present description, when it is
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determined by at least one of these determination methods that 

the human antibody "binds to the same epitope", it is 

concluded that the newly prepared human antibody "binds to the 

same epitope" as that for the rat anti-human CDH6 antibody, 

the chimeric anti-human CDH6 antibody or the humanized anti

human CDH6 antibody described in the present description. When 

it is confirmed that the human antibody binds to the same 

epitope, then it is expected that the human antibody should 

have a biological activity equivalent to that of the rat anti

human CDH6 antibody, the chimeric anti-human CDH6 antibody or 

the humanized anti-human CDH6 antibody (e.g., the rGO19 

antibody, the rG055 antibody, the rG056 antibody, the rG061 

antibody, the chGO19 antibody, the H01LO2 antibody, the H02LO2 

antibody, the H02LO3 antibody or the H04LO2 antibody).  

[0159] The chimeric antibodies, the humanized antibodies, or 

the human antibodies obtained by the above-described methods 

are evaluated for their binding activity against the antigen 

according to a known method, etc., so that a preferred 

antibody can be selected.  

[0160] One example of another indicator for comparison of the 

properties of antibodies can include the stability of an 

antibody. A differential scanning calorimeter (DSC) is an 

apparatus capable of promptly and exactly measuring a thermal 

denaturation midpoint (Tm) serving as a good indicator for the 

relative structural stability of a protein. By using DSC to 

measure Tm values and making a comparison regarding the 

obtained values, differences in thermal stability can be 

compared. It is known that the preservation stability of an 

antibody has a certain correlation with the thermal stability
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of the antibody (Lori Burton, et al., Pharmaceutical 

Development and Technology (2007) 12, p. 265-273), and thus, a 

preferred antibody can be selected using thermal stability as 

an indicator. Other examples of the indicator for selection of 

an antibody can include high yield in suitable host cells and 

low agglutination in an aqueous solution. For example, since 

an antibody with the highest yield does not always exhibit the 

highest thermal stability, it is necessary to select an 

antibody most suitable for administration to a human by 

comprehensively determining it based on the aforementioned 

indicators.  

[0161] The antibody of the present disclosure also includes a 

modification of an antibody. The modification is used to mean 

the antibody of the present disclosure, which is chemically or 

biologically modified. Examples of such a chemical 

modification include the binding of a chemical moiety to an 

amino acid skeleton, and the chemical modification of an N

linked or O-linked carbohydrate chain. Examples of such a 

biological modification include antibodies which have 

undergone a posttranslational modification (e.g., N-linked or 

O-linked glycosylation, N-terminal or C-terminal processing, 

deamidation, isomerization of aspartic acid, oxidation of 

methionine, and conversion of N-terminal glutamine or N

terminal glutamic acid to pyroglutamic acid), and antibodies, 

to the N-terminus of which a methionine residue is added as a 

result of having been allowed to be expressed using prokaryote 

host cells. In addition, such a modification is also meant to 

include labeled antibodies for enabling detection or isolation 

of the antibody of the present disclosure or an antigen, for
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example, an enzymatically labeled antibody, a fluorescently 

labeled antibody, and an affinity-labeled antibody. Such a 

modification of the antibody of the present disclosure is 

useful for the improvement of the stability and retention in 

blood of an antibody; a reduction in antigenicity; detection 

or isolation of an antibody or an antigen; etc.  

[0162] Moreover, by regulating a sugar chain modification 

(glycosylation, de-fucosylation, etc.) that binds to the 

antibody of the present disclosure, antibody-dependent 

cellular cytotoxic activity can be enhanced. As techniques of 

regulating the sugar chain modification of an antibody, those 

described in International Publication Nos. WO1999/54342, 

W02000/61739, and W02002/31140, etc. are known, though the 

techniques are not limited thereto. The antibody of the 

present disclosure also includes antibodies in respect of 

which the aforementioned sugar chain modification has been 

regulated.  

[0163] Once an antibody gene is isolated, the gene can be 

introduced into an appropriate host to produce an antibody, 

using an appropriate combination of a host and an expression 

vector. A specific example of the antibody gene can be a 

combination of a gene encoding the heavy chain sequence of the 

antibody described in the present description and a gene 

encoding the light chain sequence of the antibody described 

therein. Upon transformation of host cells, such a heavy chain 

sequence gene and a light chain sequence gene may be inserted 

into a single expression vector, or these genes may instead 

each be inserted into different expression vectors.
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[0164] When eukaryotic cells are used as hosts, animal cells, 

plant cells or eukaryotic microorganisms can be used. In 

particular, examples of the animal cells can include mammalian 

cells such as COS cells which are monkey cells (Gluzman, Y., 

Cell (1981) 23, p. 175-182, ATCC CRL-1650), mouse fibroblasts 

NIH3T3 (ATCC No. CRL-1658), a dihydrofolate reductase

deficient cell line of Chinese hamster ovary cells (CHO cells, 

ATCC CCL-61) (Urlaub, G. and Chasin, L. A. Proc. Natl. Acad.  

Sci. U.S.A. (1980) 77, p. 4126-4220), and FreeStyle 293F cells 

(Invitrogen Corp.).  

[0165] When prokaryotic cells are used as hosts, Escherichia 

coli or Bacillus subtilis can be used, for example.  

[0166] An antibody gene of interest is introduced into these 

cells for transformation, and the transformed cells are then 

cultured in vitro to obtain an antibody. In the aforementioned 

culture, there are cases where yield is different depending on 

the sequence of the antibody, and thus, it is possible to 

select an antibody, which is produced as a medicament, from 

antibodies having equivalent binding activity, using the yield 

as an indicator. Accordingly, the antibody of the present 

disclosure also includes an antibody obtained by the above

described method for producing an antibody, which comprises a 

step of culturing the transformed host cells and a step of 

collecting an antibody of interest or a functional fragment of 

the antibody from the culture obtained in the aforementioned 

step.  

[0167] It is known that the lysine residue at the carboxyl 

terminus of the heavy chain of an antibody produced in 

cultured mammalian cells is deleted (Journal of Chromatography
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A, 705: 129-134 (1995)), and also, it is known that the two 

amino acid residues at the heavy chain carboxyl terminus, 

glycine and lysine, are deleted, and that the proline residue 

newly positioned at the carboxyl terminus is amidated 

(Analytical Biochemistry, 360: 75-83 (2007)). However, such 

deletion and modification of these heavy chain sequences does 

not have an influence on the antigen-binding activity and 

effector function (activation of complement, antibody

dependent cellular cytotoxicity, etc.) of an antibody.  

Accordingly, the antibody according to the present disclosure 

also includes an antibody that has undergone the 

aforementioned modification, and a functional fragment of the 

antibody, and specific examples of such an antibody include a 

deletion mutant comprising a deletion of 1 or 2 amino acids at 

the heavy chain carboxyl terminus, and a deletion mutant 

formed by amidating the aforementioned deletion mutant (e.g., 

a heavy chain in which the proline residue at the carboxyl

terminal site is amidated). However, deletion mutants 

involving a deletion at the carboxyl terminus of the heavy 

chain of the antibody according to the present disclosure are 

not limited to the above-described deletion mutants, as long 

as they retain antigen-binding activity and effector function.  

Two heavy chains constituting the antibody according to the 

present disclosure may be any one type of heavy chain selected 

from the group consisting of a full-length antibody and the 

above-described deletion mutants, or may be a combination of 

any two types selected from the aforementioned group. The 

ratio of individual deletion mutants can be influenced by the 

types of cultured mammalian cells that produce the antibody
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according to the present disclosure, and the culture 

conditions. Examples of the main ingredient of the antibody 

according to the present disclosure can include antibodies 

where one amino acid residue is deleted at each of the 

carboxyl termini of the two heavy chains.  

[0168] Examples of the isotype of the antibody of the present 

disclosure can include IgG (IgG1, IgG2, IgG3, and IgG4). Among 

others, IgG1 and IgG4 are preferable.  

[0169] Examples of the biological activity of an antibody can 

generally include antigen-binding activity, activity of being 

internalized into cells expressing an antigen by binding to 

the antigen, activity of neutralizing the activity of an 

antigen, activity of enhancing the activity of an antigen, 

antibody-dependent cellular cytotoxic (ADCC) activity, 

complement-dependent cytotoxic (CDC) activity, and antibody

dependent cellular phagocytosis (ADCP). The function of the 

antibody according to the present disclosure is binding 

activity against CDH6 and is preferably the activity of being 

internalized into CDH6-expressing cells by binding to CDH6.  

Moreover, the antibody of the present disclosure may have ADCC 

activity, CDC activity and/or ADCP activity, as well as 

cellular internalization activity.  

[0170] The obtained antibody can be purified to a homogenous 

state. For separation and purification of the antibody, 

separation and purification methods used for ordinary proteins 

may be used. For example, column chromatography, filtration, 

ultrafiltration, salting-out, dialysis, preparative 

polyacrylamide gel electrophoresis, and isoelectric focusing 

are appropriately selected and combined with one another, so
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that the antibody can be separated and purified (Strategies 

for Protein Purification and Characterization: A Laboratory 

Course Manual, Daniel R. Marshak et al. eds., Cold Spring 

Harbor Laboratory Press (1996); and Antibodies: A Laboratory 

Manual. Ed Harlow and David Lane, Cold Spring Harbor 

Laboratory (1988)), though examples of the separation and 

purification methods are not limited thereto.  

[0171] Examples of the chromatography can include affinity 

chromatography, ion exchange chromatography, hydrophobic 

chromatography, gel filtration chromatography, reverse phase 

chromatography, and absorption chromatography.  

[0172] These chromatographic techniques can be carried out 

using liquid chromatography such as HPLC or FPLC.  

[0173] Examples of the column used in the affinity 

chromatography can include a Protein A column and a Protein G 

column. Examples of the column involving the use of Protein A 

can include Hyper D, POROS, and Sepharose F. F. (Pharmacia).  

[0174] Also, using an antigen-immobilized carrier, the antibody 

can be purified by utilizing the binding activity of the 

antibody to the antigen.  

[0175] 3. Anti-CDH6 antibody-drug conjugate 

(1) Drug 

The anti-CDH6 antibody obtained in the above "2.  

Production of anti-CDH6 antibody" can be conjugated to a drug 

via a linker structure moiety to prepare an anti-CDH6 

antibody-drug conjugate. The drug is not particularly limited 

as long as it has a substituent or a partial structure that 

can be connected to a linker structure. The anti-CDH6 

antibody-drug conjugate can be used for various purposes
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according to the conjugated drug. Examples of such a drug can 

include substances having antitumor activity, substances 

effective for blood diseases, substances effective for 

autoimmune diseases, anti-inflammatory substances, 

antimicrobial substances, antifungal substances, antiparasitic 

substances, antiviral substances, and anti-anesthetic 

substances.  

[0176] (1)-1 Antitumor compound 

An example using an antitumor compound as a compound to 

be conjugated in the anti-CDH6 antibody-drug conjugate of the 

present disclosure will be described below. The antitumor 

compound is not particularly limited as long as the compound 

has an antitumor effect and has a substituent or a partial 

structure that can be connected to a linker structure. Upon 

cleavage of a part or the whole of the linker in tumor cells, 

the antitumor compound moiety is released so that the 

antitumor compound exhibits an antitumor effect. As the linker 

is cleaved at a connecting position with the drug, the 

antitumor compound is released in its original structure to 

exert its original antitumor effect.  

[0177] The anti-CDH6 antibody obtained in the above "2.  

Production of anti-CDH6 antibody" can be conjugated to the 

antitumor compound via a linker structure moiety to prepare an 

anti-CDH6 antibody-drug conjugate.  

[0178] As one example of the antitumor compound used in the 

present disclosure, exatecan, a camptothecin derivative 

((1S,9S)-1-amino-9-ethyl-5-fluoro-2,3-dihydro-9-hydroxy-4

methyl-1H,12H-benzo[de]pyrano[3',4':6,7]indolizino[1,2-
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b]quinoline-10,13(9H,15H)-dione represented by the following 

formula) can preferably be used.  

[0179] 

[Formula 13] 

NH 2 

Me O 

F 

10 
HO 

j 0 
Me 

[0180] The compound can be obtained by, for example, a method 

described in U.S. Patent Publication No. US2016/0297890 or 

other known methods, and the amino group at position 1 can be 

preferably used as a connecting position to the linker 

structure. Further, exatecan may be released in tumor cells 

while a part of the linker is still attached thereto. However, 

the compound exerts an excellent antitumor effect even in such 

a state.  

[0181] Since exatecan has a camptothecin structure, it is known 

that the equilibrium shifts to a structure with a formed 

lactone ring (closed ring) in an acidic aqueous medium (e.g., 

of the order of pH 3) whereas the equilibrium shifts to a 

structure with an opened lactone ring (open ring) in a basic 

aqueous medium (e.g., of the order of pH 10). A drug conjugate 

into which exatecan residues corresponding to such a closed 

ring structure and an open ring structure have been introduced 

is also expected to have an equivalent antitumor effect, and 

it is needless to say that any of such drug conjugate is 

included within the scope of the present disclosure.
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[0182] Other examples of the antitumor compound can include 

antitumor compounds described in the literature 

(Pharmacological Reviews, 68, p. 3-19, 2016). Specific 

examples thereof can include doxorubicin, calicheamicin, 

dolastatin 10, auristatins such as monomethyl auristatin E 

(MMAE) and monomethyl auristatin F (MMAF), maytansinoids such 

as DM1 and DM4, a pyrrolobenzodiazepine dimer SG2000 (SJG-136), 

a camptothecin derivative SN-38, duocarmycins such as CC-1065, 

amanitin, daunorubicin, mitomycin C, bleomycin, cyclocytidine, 

vincristine, vinblastine, methotrexate, platinum-based 

antitumor agents (cisplatin and derivatives thereof), and 

Taxol and derivatives thereof.  

[0183] In the antibody-drug conjugate, the number of conjugated 

drug molecules per antibody molecule is a key factor having an 

influence on the efficacy and safety thereof. The production 

of the antibody-drug conjugate is carried out by specifying 

reaction conditions such as the amounts of starting materials 

and reagents used for reaction, so as to attain a constant 

number of conjugated drug molecules. Unlike the chemical 

reaction of a low-molecular-weight compound, a mixture 

containing different numbers of conjugated drug molecules is 

usually obtained. The number of conjugated drug molecules per 

antibody molecule is defined and indicated as an average value, 

i.e., the average number of conjugated drug molecules. Unless 

otherwise specified, i.e., except in the case of representing 

an antibody-drug conjugate having a specific number of 

conjugated drug molecules that is included in an antibody-drug 

conjugate mixture having different numbers of conjugated drug 

molecules, the number of conjugated drug molecules according
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to the present disclosure also means an average value as a 

rule. The number of exatecan molecules conjugated to an 

antibody molecule is controllable, and as an average number of 

conjugated drug molecules per antibody, approximately 1 to 10 

exatecan molecules can be conjugated. The number of exatecan 

molecules is preferably 2 to 8, 3 to 8, 4 to 8, 5 to 8, 6 to 8, 

or 7 to 8, more preferably 5 to 8, further preferably 7 to 8, 

still further preferably 8. It is to be noted that a person 

skilled in the art can design a reaction for conjugating a 

required number of drug molecules to an antibody molecule 

based on the description of Examples of the present 

application, and can obtain an antibody-drug conjugate with a 

controlled number of conjugated exatecan molecules.  

[0184] (2) Linker structure 

The linker structure which conjugates the drug to the 

anti-CDH6 antibody in the anti-CDH6 antibody-drug conjugate of 

the present disclosure will be described.  

[0185] In the antibody-drug conjugate of the present 

application, the linker structure which conjugates the anti

CDH6 antibody to the drug is not particularly limited as long 

as the resulting antibody-drug conjugate can be used. The 

linker structure may be appropriately selected and used 

according to the purpose of use. One example of the linker 

structure can include a linker described in known literature 

(Pharmacol Rev 68: 3-19, January 2016, Protein Cell DOI 

10.1007/s13238-016-0323-0, etc.). Further specific examples 

thereof can include VC (valine-citrulline), MC 

(maleimidocaproyl), SMCC (succinimidyl 4-(N-maleimidomethyl) 

cyclohexane-1-carboxylate), SPP (N-succinimidyl 4-(2-
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pyridyldithio)pentanoate, SS (disulfide), SPDB (N-succinimidyl 

4-(2-pyridyldithio)butyrate, SS/hydrazone, hydrazone and 

carbonate.  

[0186] Another example can include a linker structure described 

in U.S. Patent Publication No. US2016/0297890 (as one example, 

those described in paragraphs [0260] to [0289] thereof). Any 

linker structure given below can preferably be used. It is to 

be noted that the left terminus of the structure is a 

connecting position to the antibody, and the right terminus 

thereof is a connecting position to the drug. Furthermore, 

GGFG(SEQ ID NO:89) in the linker structures given below 

represents an amino acid sequence consisting of glycine

glycine-phenylalanine-glycine (GGFG)(SEQ ID NO:89) linked 

through peptide bonds.  

- (Succinimid-3-yl-N)-CH2CH2-C (=O) -GGFG-NH-CH2CH2CH2-C (=O)-, 

- (Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C (=O) -GGFG-NH-CH2CH2CH2

C (=0) -, 

- (Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C (=O) -GGFG-NH-CH2-0-CH2

C (=0) -, 

- (Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C (=O) -GGFG-NH-CH2 CH2 -0-CH2

C (=0) -, 

- (Succinimid-3-yl-N)-CH2CH2-C (=O) -NH-CH2CH20-CH2CH20-CH2CH2

C(=O)-GGFG-NH-CH2CH2CH2-C (=O) -, and 

- (Succinimid-3-yl-N)-CH2CH2-C (=O) -NH-CH2CH20-CH2CH20-CH2CH20

CH2CH20-CH2CH2-C(=O)-GGFG-NH-CH2CH2CH2-C(=O)-.  

[0187] More preferred are the following: 

- (Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C (=O) -GGFG-NH-CH2-0-CH2

C (=0) -,
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- (Succinimid-3-yl-N) -CH 2 CH2 CH2 CH2 CH 2 -C(=O) -GGFG-NH-CH 2 CH2 -0-CH 2

C (=O) -, and 

- (Succinimid-3-yl-N) -CH 2 CH2 -C(=O) -NH-CH 2 CH2 0-CH 2 CH2 0-CH2 CH2

C(=O)-GGFG-NH-CH 2 CH2 CH2 -C(=O)-.  

Still more preferred are the following: 

- (Succinimid-3-yl-N) -CH 2 CH2 CH2 CH2 CH 2 -C(=O) -GGFG-NH-CH 2 -0-CH 2

C(=O)-, and 

- (Succinimid-3-yl-N) -CH 2 CH2 -C(=O) -NH-CH 2 CH2 0-CH 2 CH2 0-CH2 CH2

C(=O)-GGFG-NH-CH 2 CH2 CH2 -C(=O)-.  

[0188] The antibody is connected to the terminus 

of -(Succinimid-3-yl-N) (e.g., a terminus opposite (left 

terminus) to the terminus to which -CH 2 CH2 CH2 CH2 CH2 - is 

connected in "-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C (=O) -GGFG

NH-CH 2 -0-CH 2 -C(=O)-"), and the antitumor compound is connected 

to a terminus (the carbonyl group of CH2 -0-CH 2 -C(=O)- at the 

right terminus in the above-described example) opposite to the 

terminus to which the antibody is connected to -(Succinimid-3

yl-N). "- (Succinimid-3-yl-N)-" has a structure represented by 

the following formula: 

[0189] 

[Formula 14] 

0 

N

o 

[0190] Position 3 of this partial structure is the connecting 

position to the anti-CDH6 antibody. This connection to the 

antibody at position 3 is characterized by forming a thioether 

bond. The nitrogen atom at position 1 of this structure moiety
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is connected to the carbon atom of methylene which is present 

within the linker including the structure.  

[0191] In the antibody-drug conjugate of the present disclosure 

having exatecan as the drug, a drug-linker structure moiety 

having any structure given below is preferred for conjugation 

to the antibody. For these drug-linker structure moieties, the 

average number conjugated per antibody may be 1 to 10 and is 

preferably 2 to 8, more preferably 5 to 8, further preferably 

7 to 8, and still further preferably 8.  

- (Succinimid-3-yl-N) -CH 2 CH2 -C(=O) -GGFG-NH-CH 2 CH2 CH2 -C(=O) - (NH

DX), 

- (Succinimid-3-yl-N) -CH 2 CH2 CH2 CH2 CH 2 -C(=O) -GGFG-NH-CH 2 CH2 CH2

C(=O)- (NH-DX), 

- (Succinimid-3-yl-N) -CH 2 CH2 CH2 CH2 CH 2 -C(=O) -GGFG-NH-CH 2 -0-CH 2

C(=O)- (NH-DX), 

- (Succinimid-3-yl-N) -CH 2 CH2 CH2 CH2 CH 2 -C(=O) -GGFG-NH-CH 2 CH2 -0-CH 2

C(=O)- (NH-DX), 

- (Succinimid-3-yl-N) -CH 2 CH2 -C(=O) -NH-CH 2 CH2 0-CH 2 CH2 0-CH2 CH2

C(=O)-GGFG-NH-CH 2 CH2 CH2 -C(=O)- (NH-DX), and 

- (Succinimid-3-yl-N) -CH 2 CH2 -C(=O) -NH-CH 2 CH2 0-CH 2 CH2 0-CH2 CH20

CH2 CH2 0-CH 2 CH2 -C(=O)-GGFG-NH-CH 2 CH2 CH2 -C(=O)- (NH-DX).  

[0192] More preferred are the following: 

- (Succinimid-3-yl-N) -CH 2 CH2 CH2 CH2 CH 2 -C(=O) -GGFG-NH-CH 2 -0-CH 2

C(=O)- (NH-DX), 

- (Succinimid-3-yl-N) -CH 2 CH2 CH2 CH2 CH 2 -C(=O) -GGFG-NH-CH 2 CH2 -0-CH 2

C(=O)-(NH-DX), and 

- (Succinimid-3-yl-N) -CH 2 CH2 -C(=O) -NH-CH 2 CH2 0-CH 2 CH2 0-CH2 CH2

C (=O) -GGFG-NH-CH 2 CH2 CH2 -C (=O) - (NH-DX) .  

[0193] Still more preferred are the following:
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- (Succinimid-3-yl-N) -CH 2 CH2 CH2 CH2 CH 2 -C(=O) -GGFG-NH-CH 2 -0-CH 2

C(=O)-(NH-DX), and 

- (Succinimid-3-yl-N) -CH 2 CH2 -C(=O) -NH-CH 2 CH2 0-CH 2 CH2 0-CH2 CH2

C (=O) -GGFG-NH-CH 2 CH2 CH2 -C (=O) - (NH-DX) .  

[0194] -(NH-DX) has a structure represented by the following 

formula: 

[0195] 

[Formula 15] 

H 
N

Me O 
|N 

F N \' 

/0 
,7 0 

Me 

and it represents a group that is derived by removing one 

hydrogen atom from the amino group at position 1 of exatecan.  

[0196] (3) Method for producing antibody-drug conjugate 

The antibody that can be used in the antibody-drug 

conjugate of the present disclosure is not particularly 

limited as long as it is an anti-CDH6 antibody having 

internalization activity or a functional fragment of the 

antibody, as described in the above section "2. Production of 

anti-CDH6 antibody" and the Examples.  

[0197] Next, a typical method for producing the antibody-drug 

conjugate of the present disclosure will be described. It is 

to be noted that, in the description below, "compound No." 

shown in each reaction scheme is used to represent a compound.  

Specifically, each compound is referred to as a "compound of
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formula (1) ", "compound (1) ", or the like. The same holds true 

for the other compound Nos.  

[0198] (3)-1 Production method 1 

The antibody-drug conjugate represented by formula (1) 

given below in which the anti-CDH6 antibody is connected to 

the linker structure via a thioether can be produced by 

reacting an antibody having a sulfhydryl group converted from 

a disulfide bond by the reduction of the anti-CDH6 antibody, 

with the compound (2), the compound (2) being obtainable by a 

known method (e.g., obtainable by a method described in the 

patent publication literature US2016/297890 (e.g., a method 

described in the paragraphs [0336] to [0374])). This antibody

drug conjugate can be produced by the following method, for 

example.  

[0199] 

[Expression 1] 

AB 

(3a) 
1' x 1X 

L -Lx-(NH-DX) + AB-L -L -(NH-DX) 

(2) (1) 

[0200] 

wherein AB represents an antibody with a sulfhydryl group, 

wherein 

L' has a structure represented by -(Succinimid-3-yl-N)-, and 

L' represents a maleimidyl group represented by the following 

formula.  

[0201]
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[Formula 16] 

0 

-N 

0 

[0202] -Ll-Lx has a structure represented by any of the 

following formulas: 

- (Succinimid-3-yl-N) -CH 2 CH2 -C(=O) -GGFG-NH-CH 2 CH2 CH2 -C(=O)-, 

- (Succinimid-3-yl-N) -CH 2 CH2 CH2 CH2 CH 2 -C(=O) -GGFG-NH-CH 2 CH2 CH2

C (=0) -, 

- (Succinimid-3-yl-N) -CH 2 CH2 CH2 CH2 CH 2 -C(=O) -GGFG-NH-CH 2 -0-CH 2

C (=0) -, 

- (Succinimid-3-yl-N) -CH 2 CH2 CH2 CH2 CH 2 -C(=O) -GGFG-NH-CH 2 CH2 -0-CH 2

C (=0) -, 

- (Succinimid-3-yl-N) -CH 2 CH2 -C(=O) -NH-CH 2 CH2 0-CH 2 CH2 0-CH2 CH2

C (=O) -GGFG-NH-CH 2 CH2 CH2 -C (=O) -, and 

- (Succinimid-3-yl-N) -CH 2 CH2 -C(=O) -NH-CH 2 CH2 0-CH 2 CH2 0-CH2 CH20

CH2 CH2 0-CH 2 CH2 -C(=O)-GGFG-NH-CH 2 CH2 CH2 -C(=O)-.  

[0203] Among them, more preferred are the following: 

- (Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C (=O) -GGFG-NH-CH 2 -0-CH 2

C (=O) -, 

- (Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C (=O) -GGFG-NH-CH 2 CH2 -0-CH 2

C(=O)-, and 

- (Succinimid-3-yl-N)-CH2CH2-C (=O) -NH-CH 2 CH2 0-CH 2 CH2 0-CH2 CH2

C(=O)-GGFG-NH-CH 2 CH2 CH2 -C(=O)-.  

[0204] Further preferred are the following: 

- (Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C (=O) -GGFG-NH-CH 2 -0-CH 2

C(=O)-, and 

- (Succinimid-3-yl-N)-CH2CH2-C (=O) -NH-CH 2 CH2 0-CH 2 CH2 0-CH2 CH2

C(=O)-GGFG-NH-CH 2 CH2 CH2 -C(=O)-.
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[0205] In the above-described reaction scheme, the antibody

drug conjugate (1) can be understood as having a structure in 

which one structure moiety from the drug to the linker 

terminus is connected to one antibody. However, this 

description is given for the sake of convenience, and there 

are actually many cases in which a plurality of the 

aforementioned structure moieties is connected to one antibody 

molecule. The same holds true for the explanation of the 

production method described below.  

[0206] Specifically, the antibody-drug conjugate (1) can be 

produced by reacting the compound (2) obtainable by a known 

method (e.g., obtainable by a method described in the patent 

publication literature US2016/297890 (e.g., obtainable by a 

method described in the paragraphs [0336] to [0374])), with 

the antibody (3a) having a sulfhydryl group.  

[0207] The antibody (3a) having a sulfhydryl group can be 

obtained by a method well known to a person skilled in the art 

(Hermanson, G.T, Bioconjugate Techniques, pp. 56-136, pp. 456

493, Academic Press (1996)). Examples of the method can 

include, but are not limited to: Traut's reagent being reacted 

with the amino group of the antibody; N-succinimidyl S

acetylthioalkanoates being reacted with the amino group of the 

antibody followed by reaction with hydroxylamine; N

succinimidyl 3-(pyridyldithio)propionate being reacted with 

the antibody, followed by reaction with a reducing agent; the 

antibody being reacted with a reducing agent such as 

dithiothreitol, 2-mercaptoethanol, or tris(2

carboxyethyl)phosphine hydrochloride (TCEP) to reduce the
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interchain disulfide bond in the antibody, so as to form a 

sulfhydryl group.  

[0208] Specifically, an antibody with interchain disulfide 

bonds partially or completely reduced can be obtained by using 

0.3 to 3 molar equivalents of TCEP as a reducing agent per 

interchain disulfide bond in the antibody, and reacting the 

reducing agent with the antibody in a buffer solution 

containing a chelating agent. Examples of the chelating agent 

can include ethylenediaminetetraacetic acid (EDTA) and 

diethylenetriaminepentaacetic acid (DTPA). The chelating agent 

can be used at a concentration of 1 mM to 20 mM. A solution of 

sodium phosphate, sodium borate, sodium acetate, or the like 

can be used as the buffer solution. As a specific example, the 

antibody (3a) having partially or completely reduced 

sulfhydryl groups can be obtained by reacting the antibody 

with TCEP at 40C to 370C for 1 to 4 hours.  

[0209] It is to be noted that by carrying out an addition 

reaction of a sulfhydryl group to a drug-linker moiety, the 

drug-linker moiety can be conjugated by a thioether bond.  

[0210] Then, using 2 to 20 molar equivalents of the compound 

(2) per antibody (3a) having a sulfhydryl group, the antibody

drug conjugate (1) in which 2 to 8 drug molecules are 

conjugated per antibody can be produced. Specifically, a 

solution containing the compound (2) dissolved therein may be 

added to a buffer solution containing the antibody (3a) having 

a sulfhydryl group for the reaction. In this context, a sodium 

acetate solution, sodium phosphate, sodium borate, or the like 

can be used as the buffer solution. pH for the reaction is 5 

to 9, and more preferably, the reaction may be performed near
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pH 7. An organic solvent such as dimethyl sulfoxide (DMSO), 

dimethylformamide (DMF), dimethylacetamide (DMA), or N-methyl

2-pyrrolidone (NMP) can be used as a solvent for dissolving 

the compound (2). The reaction may be performed by adding the 

solution containing the compound (2) dissolved in the organic 

solvent at 1 to 20% v/v to a buffer solution containing the 

antibody (3a) having a sulfhydryl group. The reaction 

temperature is 0 to 370 C, more preferably 10 to 250 C, and the 

reaction time is 0.5 to 2 hours. The reaction can be 

terminated by deactivating the reactivity of unreacted 

compound (2) with a thiol-containing reagent. The thiol

containing reagent is, for example, cysteine or N-acetyl-L

cysteine (NAC). More specifically, the reaction can be 

terminated by adding 1 to 2 molar equivalents of NAC to the 

compound (2) used, and incubating the obtained mixture at room 

temperature for 10 to 30 minutes.  

[0211] (4) Identification of antibody-drug conjugate 

The produced antibody-drug conjugate (1) can be subjected 

to concentration, buffer exchange, purification, and 

measurement of antibody concentration and the average number 

of conjugated drug molecules per antibody molecule according 

to common procedures described below, to identify the 

antibody-drug conjugate (1).  

[0212] (4)-1 Common procedure A: Concentration of aqueous 

solution of antibody or antibody-drug conjugate 

To an Amicon Ultra (50,000 MWCO, Millipore Corporation) 

container, a solution of an antibody or an antibody-drug 

conjugate was added, and the solution of the antibody or the 

antibody-drug conjugate was concentrated by centrifugation
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(centrifugation at 2000 G to 3800 G for 5 to 20 minutes) using 

a centrifuge (Allegra X-15R, Beckman Coulter, Inc.) 

[0213] (4)-2 Common procedure B: Measurement of antibody 

concentration 

Using a UV detector (Nanodrop 1000, Thermo Fisher 

Scientific Inc.), measurement of the antibody concentration 

was carried out according to the method defined by the 

manufacturer. In this respect, 280 nm absorption coefficient 

differing among antibodies (1.3 mLmg-'cm-1 to 1.8 mLmg-cm-1) was 

used.  

[0214] (4)-3 Common procedure C: Buffer exchange for antibody 

A NAP-25 column (Cat. No. 17-0852-02, GE Healthcare Japan 

Corporation) using Sephadex G-25 carrier was equilibrated with 

a phosphate buffer (50 mM, pH 6.0) (referred to as PBS6.0/EDTA 

in the present description) containing sodium chloride (50 mM) 

and EDTA (2 mM) according to the method defined by the 

manufacturer. An aqueous solution of the antibody was applied 

in an amount of 2.5 mL per NAP-25 column, and thereafter, a 

fraction (3.5 mL) eluted with 3.5 mL of PBS6.0/EDTA was 

collected. This fraction was concentrated by common procedure 

A. After measurement of the concentration of the antibody 

using common procedure B, the antibody concentration was 

adjusted to 20 mg/mL using PBS6.0/EDTA.  

[0215] (4)-4 Common procedure D: Purification of antibody-drug 

conjugate 

A NAP-25 column was equilibrated with any commercially 

available buffer solution such as an acetate buffer containing 

sorbitol (5%) (10 mM, pH 5.5; referred to as ABS in the 

present description). An aqueous reaction solution of the
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antibody-drug conjugate (approximately 2.5 mL) was applied to 

the NAP-25 column, and thereafter, elution was carried out 

with the buffer solution in an amount defined by the 

manufacturer, so as to collect an antibody fraction. A gel 

filtration purification process, in which the collected 

fraction was applied again to the NAP-25 column, and elution 

was carried out with the buffer solution, was repeated a total 

of 2 or 3 times to obtain the antibody-drug conjugate 

excluding non-conjugated drug linker and low-molecular-weight 

compounds (tris(2-carboxyethyl)phosphine hydrochloride (TCEP), 

N-acetyl-L-cysteine (NAC), and dimethyl sulfoxide).  

[0216] (4)-5 Common procedure E: Measurement of antibody 

concentration in antibody-drug conjugate and average number of 

conjugated drug molecules per antibody molecule 

The conjugated drug concentration in the antibody-drug 

conjugate can be calculated by measuring UV absorbance of an 

aqueous solution of the antibody-drug conjugate at two 

wavelengths of 280 nm and 370 nm, and thereafter performing 

the calculation shown below.  

[0217] The total absorbance at any given wavelength is equal to 

the sum of the absorbance of all light-absorbing chemical 

species that are present in a system [additivity of 

absorbance]. Therefore, based on the hypothesis that the molar 

absorption coefficients of the antibody and the drug do not 

vary between before and after conjugation between the antibody 

and the drug, the antibody concentration and the drug 

concentration in the antibody-drug conjugate are represented 

by the following equations.  

A 2 8 0 = AD,280 + AA,280 = £D,280CD + £A,280CA Equation (1)
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A 3 7 0 = AD,37o + AA,370 = £D,370CD + £A,370CA Equation (2) 

In this context, A2 8 o represents the absorbance of an 

aqueous solution of the antibody-drug conjugate at 280 nm, A3 7 0 

represents the absorbance of an aqueous solution of the 

antibody-drug conjugate at 370 nm, AA,280 represents the 

absorbance of the antibody at 280 nm, AA,370 represents the 

absorbance of the antibody at 370 nm, AD,280 represents the 

absorbance of a conjugate precursor at 280 nm, AD,37o represents 

the absorbance of a conjugate precursor at 370 nm, EA,280 

represents the molar absorption coefficient of the antibody at 

280 nm, £A,370 represents the molar absorption coefficient of 

the antibody at 370 nm, £D,280 represents the molar absorption 

coefficient of a conjugate precursor at 280 nm, £D,370 

represents the molar absorption coefficient of a conjugate 

precursor at 370 nm, CA represents the antibody concentration 

in the antibody-drug conjugate, and CD represent the drug 

concentration in the antibody-drug conjugate.  

[0218] In this context, with regard to CA,280, CA,370, ED,280, and 

£D,370, preliminarily prepared values (estimated values based on 

calculation or measurement values obtained by UV measurement 

of the compound) are used. For example, EA,280 can be estimated 

from the amino acid sequence of the antibody by a known 

calculation method (Protein Science, 1995, vol. 4, 2411-2423).  

£A,370 is generally zero. ED,28o and FD,37o can be obtained 

according to Lambert-Beer's law (Absorbance = Molar 

concentration X Molar absorption coefficient x Cell path 

length) by measuring the absorbance of a solution in which the 

conjugate precursor used is dissolved at a certain molar 

concentration. CA and CD can be determined by measuring A2 80
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and A3 7 0 of an aqueous solution of the antibody-drug conjugate, 

and then solving the simultaneous equations (1) and (2) by 

substitution of these values. Further, by dividing CD by CA, 

the average number of conjugated drug molecules per antibody 

can be determined.  

[0219] (4)-6 Common procedure F: Measurement of average number 

of conjugated drug molecules per antibody molecule in 

antibody-drug conjugate - (2) 

The average number of conjugated drug molecules per 

antibody molecule in the antibody-drug conjugate can also be 

determined by high-performance liquid chromatography (HPLC) 

analysis using the following method, in addition to the 

aforementioned "(4)-5 Common procedure E". Hereinafter, the 

method for measuring the average number of conjugated drug 

molecules by HPLC when the antibody is conjugated to the drug 

linker by a disulfide bond will be described. A person skilled 

in the art is capable of appropriately measuring the average 

number of conjugated drug molecules by HPLC, depending on the 

connecting manner between the antibody and the drug linker, 

with reference to this method.  

[0220] F-1. Preparation of sample for HPLC analysis (Reduction 

of antibody-drug conjugate) 

An antibody-drug conjugate solution (approximately 1 

mg/mL, 60 [L) is mixed with an aqueous solution of 

dithiothreitol (DTT) (100 mM, 15 [L). By incubating the 

mixture at 370 C for 30 minutes, the disulfide bond between the 

light chain and heavy chain of the antibody-drug conjugate is 

cleaved. The resulting sample is used in HPLC analysis.  

[0221] F-2. HPLC analysis
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The HPLC analysis is carried out under the following 

measurement conditions.  

[0222] HPLC system: Agilent 1290 HPLC system (Agilent 

Technologies, Inc.) 

Detector: Ultraviolet absorption spectrometer 

(measurement wavelength: 280 nm) 

Column: ACQUITY UPLC BEH Phenyl (2.1 X 50 mm, 1.7 m, 130 

angstroms; Waters Corp., P/N 186002884) 

Column temperature: 80 0C 

Mobile phase A: Aqueous solution containing 0.10% 

trifluoroacetic acid (TFA) and 15% 2-propanol 

Mobile phase B: Acetonitrile solution containing 0.075% 

TFA and 15% 2-propanol 

Gradient program: 14%-36% (0 min-15 min), 36%-80% (15 

min-17 min), 80%-14% (17 min-17.01 min.), and 14% (17.01 min

25 min) 

Sample injection: 10 [L 

F-3. Data analysis 

F-3-1. Compared with non-conjugated antibody light (LO) 

and heavy (HO) chains, a light chain bound to drug molecule(s) 

(light chain bound to i drug molecule(s): Li) and a heavy chain 

bound to drug molecule(s) (heavy chain bound to i drug 

molecule(s): Hi) exhibit higher hydrophobicity in proportion to 

the number of conjugated drug molecules and thus have a larger 

retention time. These chains are therefore eluted in the order 

of, for example, LO and Li or HO, H1, H2, and H3. Detection 

peaks can be assigned to any of LO, L1, HO, H1, H2, and H3 by 

the comparison of retention times with LO and HO. The number 

of conjugated drug molecules can be defined by a person
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skilled in the art, but is preferably LO, L1, HO, H1, H2, and 

H3.  

[0223] F-3-2. Since the drug linker has UV absorption, peak 

area values are corrected in response to the number of 

conjugated drug linker molecules according to the following 

expression using the molar absorption coefficients of the 

light chain or heavy chain and the drug linker.  

[0224] 

[Expression 2] 

Corrected value of peak area of light chain bound to i drug molecule(s) (AL)= Peak area 

Molar absorption coefficient of light chain 
x 

Molar absorption coefficient of light chain + The number of conjugated drug molecules (i) 
xMolar absorption coefficient of drug linker 

[0225] 

[Expression 3] 

Corrected value of peak area of heavy chain bound to i drug molecule(s) (AHi) Peak area 

Molar absorption coefficient of heavy chain 
x 

Molar absorption coefficient of heavy chain + The number of conjugated drug molecules 
(i) x Molar absorption coefficient of drug linker 

[0226] In this context, a value estimated from the amino acid 

sequence of the light chain or heavy chain of each antibody by 

a known calculation method (Protein Science, 1995, vol. 4, 

2411-2423) can be used as the molar absorption coefficient 

(280 nm) of the light chain or heavy chain of the antibody. In 

the case of H01L02, a molar absorption coefficient of 31710 

and a molar absorption coefficient of 79990 were used as 

estimated values for the light chain and heavy chain, 

respectively, according to the amino acid sequence of the 

antibody. The actually measured molar absorption coefficient
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(280 nm) of a compound in which the maleimide group has been 

converted to succinimide thioether by the reaction of each 

drug linker with mercaptoethanol or N-acetylcysteine was used 

as the molar absorption coefficient (280 nm) of the drug 

linker. The wavelength for absorbance measurement can be 

appropriately set by a person skilled in the art, but is 

preferably a wavelength at which the peak of the antibody can 

be measured, and more preferably 280 nm.  

[0227] F-3-3. The peak area ratio (%) of each chain is 

calculated for the total of the corrected values of peak areas 

according to the following expression.  

[0228] 

[Expression 4] 

ALi 
Peak area ratio of light chain bound to i drug molecule(s) = X 1 0 0 

ALO--AL1 

Peak area ratio of heavy chain bound to i drug molecule(s) = AHi X100 
A HO+AH1I AH2 AH3 

An and AHi: Corrected values of peak areas of Li and Hi, respectively 

[0229] F-3-4. The average number of conjugated drug molecules 

per antibody molecule in the antibody-drug conjugate is 

calculated according to the following expression.  

[0230] Average number of conjugated drug molecules = (Lo peak 

area ratio x 0 + Li peak area ratio x 1 + Ho peak area ratio x 

0 + Hi peak area ratio x 1 + H2 peak area ratio x 2 + H3 peak 

area ratio x 3) / 100 x 2 

It is to be noted that, in order to secure the amount of 

the antibody-drug conjugate, a plurality of antibody-drug 

conjugates having almost the same average number of conjugated 

drug molecules (e.g., on the order of ±1), which have been
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produced under similar conditions, can be mixed to prepare a 

new lot. In this case, the average number of drug molecules of 

the new lot falls between the average numbers of drug 

molecules before the mixing.  

[0231] One specific example of the antibody-drug conjugate of 

the present disclosure can include an antibody-drug conjugate 

having a structure represented by the following formula: 

[0232] 

[Formula 17] 

0 00 H 0  H0 o O O N 0 
XNQ~N rcrQIrNY 4  NIkN--N&--O 

AB H H 

00 

n 

[0233] 

or the following formula: 

[0234] 

[Formula 18] 

0 H HO 

0 H 0  Ht   H \\N H 

N N 

0 

OHO 

[0235]
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[0236] In this context, AB represents the anti-CDH6 antibody 

disclosed in the present description, and the antibody is 

conjugated to the drug linker via a sulfhydryl group stemming 

from the antibody. In this context, n has the same meaning as 

that of the so-called DAR (drug-to-antibody Ratio), and 

represents a drug-to-antibody ratio per antibody. Specifically, 

n represents the number of conjugated drug molecules per 

antibody molecule, which is a numeric value defined and 

indicated as an average value, i.e., the average number of 

conjugated drug molecules. In the case of the antibody-drug 

conjugate represented by [Formula 17] or [Formula 18] of the 

present disclosure, n can be 2 to 8 and is preferably 5 to 8, 

more preferably 7 to 8, and still more preferably 8, in 

measurement by common procedure F.  

[0237] One example of the antibody-drug conjugate of the 

present disclosure can include an antibody-drug conjugate 

having a structure represented by the above-described formula 

[Formula 17] or [Formula 18] wherein the antibody represented 

by AB comprises any one antibody selected from the group 

consisting of the following antibodies (a) to (g), or a 

functional fragment of the antibody, or a pharmacologically 

acceptable salt of the antibody-drug conjugate: 

(a) an antibody consisting of a light chain consisting of the 

amino acid sequence at positions 21 to 233 in the light chain 

full-length amino acid sequence shown in SEQ ID NO: 61 and a 

heavy chain consisting of the amino acid sequence at positions 

20 to 471 in the heavy chain full-length amino acid sequence 

shown in SEQ ID NO: 69;
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(b) an antibody consisting of a light chain consisting of the 

amino acid sequence at positions 21 to 233 in the light chain 

full-length amino acid sequence shown in SEQ ID NO: 61 and a 

heavy chain consisting of the amino acid sequence at positions 

20 to 471 in the heavy chain full-length amino acid sequence 

shown in SEQ ID NO: 73; 

(c) an antibody consisting of a light chain consisting of the 

amino acid sequence at positions 21 to 233 in the light chain 

full-length amino acid sequence shown in SEQ ID NO: 61 and a 

heavy chain consisting of the amino acid sequence at positions 

20 to 471 in the heavy chain full-length amino acid sequence 

shown in SEQ ID NO: 77; 

(d) an antibody consisting of a light chain consisting of the 

amino acid sequence at positions 21 to 233 in the light chain 

full-length amino acid sequence shown in SEQ ID NO: 65 and a 

heavy chain consisting of the amino acid sequence at positions 

20 to 471 in the heavy chain full-length amino acid sequence 

shown in SEQ ID NO: 69; 

(e) an antibody consisting of a light chain consisting of the 

amino acid sequence at positions 21 to 233 in the light chain 

full-length amino acid sequence shown in SEQ ID NO: 65 and a 

heavy chain consisting of the amino acid sequence at positions 

20 to 471 in the heavy chain full-length amino acid sequence 

shown in SEQ ID NO: 73; 

(f) an antibody consisting of a light chain consisting of the 

amino acid sequence at positions 21 to 233 in the light chain 

full-length amino acid sequence shown in SEQ ID NO: 65 and a 

heavy chain consisting of the amino acid sequence at positions
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20 to 471 in the heavy chain full-length amino acid sequence 

shown in SEQ ID NO: 77; and 

(g) any one antibody selected from the group consisting of the 

antibodies (a) to (f), wherein the heavy chain or the light 

chain comprises one or two or more modifications selected from 

the group consisting of posttranslational modifications 

typified by N-linked glycosylation, O-linked glycosylation, N

terminal processing, C-terminal processing, deamidation, 

isomerization of aspartic acid, oxidation of methionine, 

addition of a methionine residue to the N-terminus, amidation 

of a proline residue, and conversion of N-terminal glutamine 

or N-terminal glutamic acid to pyroglutamic acid, and a 

deletion of one or two amino acids at the carboxyl terminus 

[0238] 4. Medicament 

Since the anti-CDH6 antibody of the present disclosure or 

the functional fragment of the antibody described in the above 

section "2. Production of anti-CDH6 antibody" and the Examples 

binds to CDH6 on the surface of tumor cells and has 

internalization activity, it can be used as a medicament, and 

in particular, as a therapeutic agent for cancer such as renal 

cell tumor or ovarian tumor, for example, renal cell carcinoma, 

renal clear cell carcinoma, papillary renal cell carcinoma, 

ovarian cancer, ovarian serous adenocarcinoma, thyroid cancer, 

bile duct cancer, lung cancer (e.g., small-cell lung cancer or 

non-small cell lung cancer), glioblastoma, mesothelioma, 

uterine cancer, pancreatic cancer, Wilms' tumor or 

neuroblastoma, either alone or in combination with an 

additional drug.
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[0239] Furthermore, the anti-CDH6 antibody of the present 

disclosure or the functional fragment of the antibody can be 

used in the detection of cells expressing CDH6.  

[0240] Moreover, since the anti-CDH6 antibody of the present 

disclosure or the functional fragment of the antibody has 

internalization activity, it can be applied as the antibody in 

an antibody-drug conjugate.  

[0241] When a drug having antitumor activity such as cytotoxic 

activity is used as the drug, the anti-CDH6 antibody-drug 

conjugate of the present disclosure described in the above 

section "3. Anti-CDH6 antibody-drug conjugate" and the 

Examples is a conjugate of the anti-CDH6 antibody and/or the 

functional fragment of the antibody having internalization 

activity, and the drug having antitumor activity such as 

cytotoxic activity. Since this anti-CDH6 antibody-drug 

conjugate exhibits antitumor activity against cancer cells 

expressing CDH6, it can be used as a medicament, and in 

particular, as a therapeutic agent and/or a prophylactic agent 

for cancer.  

[0242] The anti-CDH6 antibody-drug conjugate of the present 

disclosure may absorb moisture or have adsorption water, for 

example, to turn into a hydrate when it is left in air or 

subjected to recrystallization or purification procedures.  

Such a compound or a pharmacologically acceptable salt 

containing water is also included in the present disclosure.  

[0243] When the anti-CDH6 antibody-drug conjugate of the 

present disclosure has a basic group such as an amino group, 

it can form a pharmacologically acceptable acid-addition salt, 

if desired. Examples of such an acid-addition salt can
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include: hydrohalides such as hydrofluoride, hydrochloride, 

hydrobromide, and hydroiodide; inorganic acid salts such as 

nitrate, perchlorate, sulfate, and phosphate; lower 

alkanesulfonates such as methanesulfonate, 

trifluoromethanesulfonate, and ethanesulfonate; arylsulfonates 

such as benzenesulfonate and p-toluenesulfonate; organic acid 

salts such as formate, acetate, trifluoroacetate, malate, 

fumarate, succinate, citrate, tartrate, oxalate, and maleate; 

and amino acid salts such as ornithine salt, glutamate, and 

aspartate.  

[0244] When the anti-CDH6 antibody-drug conjugate of the 

present disclosure has an acidic group such as a carboxy group, 

it can form a pharmacologically acceptable base-addition salt, 

if desired. Examples of such a base-addition salt can include: 

alkali metal salts such as a sodium salt, a potassium salt, 

and lithium salt; alkaline earth metal salts such as a calcium 

salt and a magnesium salt; inorganic salts such as an ammonium 

salt; and organic amine salts such as a dibenzylamine salt, a 

morpholine salt, a phenylglycine alkyl ester salt, an 

ethylenediamine salt, an N-methylglucamine salt, a 

diethylamine salt, a triethylamine salt, a cyclohexylamine 

salt, a dicyclohexylamine salt, an N,N'

dibenzylethylenediamine salt, a diethanolamine salt, an N

benzyl-N-(2-phenylethoxy)amine salt, a piperazine salt, 

tetramethylammonium salt, and a 

tris(hydroxymethyl)aminomethane salt.  

[0245] The present disclosure can also include an anti-CDH6 

antibody-drug conjugate in which one or more atoms 

constituting the antibody-drug conjugate are replaced with
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isotopes of the atoms. There exist two types of isotopes: 

radioisotopes and stable isotopes. Examples of the isotope can 

include isotypes of hydrogen (2H and 3H), isotopes of carbon 

(11C, 13C and 14C), isotopes of nitrogen (13N and 15N), 

isotopes of oxygen (150, 170 and 180), and isotopes of 

fluorine (18F). A composition comprising the antibody-drug 

conjugate labeled with such an isotope is useful as, for 

example, a therapeutic agent, a prophylactic agent, a research 

reagent, an assay reagent, a diagnostic agent, and an in vivo 

diagnostic imaging agent. Each and every antibody-drug 

conjugate labeled with an isotope, and mixtures of antibody

drug conjugates labeled with an isotope at any given ratio are 

included in the present disclosure. The antibody-drug 

conjugate labeled with an isotope can be produced, for example, 

by using a starting material labeled with an isotope, instead 

of a starting material for the production method of the 

present disclosure mentioned later, according to a method 

known in the art.  

[0246] In vitro cytotoxicity can be measured based on the 

activity of suppressing the proliferative responses of cells, 

for example. For example, a cancer cell line overexpressing 

CDH6 is cultured, and the anti-CDH6 antibody-drug conjugate is 

added at different concentrations to the culture system.  

Thereafter, its suppressive activity against focus formation, 

colony formation and spheroid growth can be measured. In this 

context, for example, by using a renal cell tumor- or ovarian 

tumor-derived cancer cell line, cell growth inhibition 

activity against renal cell tumor or ovarian tumor can be 

examined.
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[0247] In vivo therapeutic effects on cancer in an experimental 

animal can be measured, for example, by administering the 

anti-CDH6 antibody-drug conjugate to a nude mouse into which a 

tumor cell line highly expressing CDH6 has been inoculated, 

and then measuring a change in the cancer cells. In this 

context, for example, by using an animal model derived from an 

immunodeficient mouse by the inoculation of renal cell 

carcinoma-, renal clear cell carcinoma-, papillary renal cell 

carcinoma-, ovarian cancer-, ovarian serous adenocarcinoma- or 

thyroid cancer-derived cells, therapeutic effects on renal 

cell carcinoma, renal clear cell carcinoma, papillary renal 

cell carcinoma, ovarian cancer, ovarian serous adenocarcinoma 

or thyroid cancer can be measured.  

[0248] The type of cancer to which the anti-CDH6 antibody-drug 

conjugate of the present disclosure is applied is not 

particularly limited as long as the cancer expresses CDH6 in 

cancer cells to be treated. Examples thereof can include renal 

cell carcinoma (e.g., renal clear cell carcinoma or papillary 

renal cell carcinoma), ovarian cancer, ovarian serous 

adenocarcinoma, thyroid cancer, bile duct cancer, lung cancer 

(e.g., small-cell lung cancer or non-small cell lung cancer), 

glioblastoma, mesothelioma, uterine cancer, pancreatic cancer, 

Wilms' tumor and neuroblastoma, though the cancer is not 

limited thereto as long as the cancer expresses CDH6. Examples 

thereof can also include renal cell carcinoma, renal clear 

cell carcinoma, papillary renal cell carcinoma, ovarian 

cancer, ovarian serous adenocarcinoma, clear cell carcinoma of 

ovary, endometrioid carcinoma of ovary, ovarian mucinous 

tumor, thyroid cancer, bile duct cancer, lung cancer, non-
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small cell lung cancer, cervix cancer, brain tumor, head and 

neck cancer, sarcoma, osteosarcoma, small cell lung cancer, 

glioblastoma, mesothelioma, uterine cancer, pancreatic cancer, 

Wilms' tumor, neuroblastoma, colorectal cancer, gastric 

cancer, endometrial cancer, nasopharyngeal cancer, prostate 

cancer or cancers associated with von Hippel-Lindau disease.  

Preferred examples thereof can include renal cell carcinoma, 

renal clear cell carcinoma, papillary renal cell carcinoma, 

ovarian cancer, ovarian serous adenocarcinoma, clear cell 

carcinoma of ovary, endometrioid carcinoma of ovary, ovarian 

mucinous tumor, thyroid cancer, bile duct cancer, lung cancer, 

non-small cell lung cancer, cervix cancer, brain tumor, head 

and neck cancer, sarcoma, osteosarcoma, small cell lung 

cancer, glioblastoma, mesothelioma, uterine cancer, pancreatic 

cancer, Wilms' tumor and neuroblastoma. More preferred 

examples of the cancer can include renal cell carcinoma (e.g., 

renal clear cell carcinoma and papillary renal cell carcinoma) 

and ovarian cancer. Furthermore preferred examples of the 

cancer can include ovarian cancer (e.g., epithelial ovarian 

cancer, fallopian tube cancer, and primary peritoneal cancer).  

The cancer may be metastatic.  

[0249] The anti-CDH6 antibody-drug conjugate of the present 

disclosure can preferably be administered to a mammal, and 

more preferably to a human.  

Pharmaceutical Compositions and Modes of Administration 

[0250] A substance used in a pharmaceutical composition 

comprising the anti-CDH6 antibody-drug conjugate of the 

present disclosure can be appropriately selected from 

pharmaceutical additives and others usually used in this field,
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in terms of the applied dose or the applied concentration, and 

then used.  

[0251] The anti-CDH6 antibody-drug conjugate of the present 

disclosure can be administered as a pharmaceutical composition 

comprising one or more pharmaceutically compatible components.  

For example, the pharmaceutical composition typically 

comprises one or more pharmaceutical carriers (e.g., 

sterilized liquids (e.g., water and oil (including petroleum 

oil and oil of animal origin, plant origin, or synthetic 

origin (e.g., peanut oil, soybean oil, mineral oil, and sesame 

oil))). Water is a more typical carrier when the 

pharmaceutical composition is intravenously administered. An 

aqueous saline solution, an aqueous dextrose solution, and an 

aqueous glycerol solution can also be used as a liquid carrier, 

in particular, for an injection solution. Suitable 

pharmaceutical vehicles are known in the art. If desired, the 

composition may also comprise a trace amount of a moisturizing 

agent, an emulsifying agent, or a pH buffering agent. Examples 

of suitable pharmaceutical carriers are disclosed in 

"Remington's Pharmaceutical Sciences" by E. W. Martin. The 

prescription corresponds to an administration mode.  

[0252] In some aspects, the antibody-drug conjugate (ADC) 

comprises formula 3. In some aspects, the ADC comprising 

formula 3 is administered to patients exhibiting resistance to 

platinum based cancer-treatments. In some aspects, the ADC 

comprising formula 3 is administered to platinum-resistant 

cancer patients having a recurrence of cancer within 2, 3, 4, 

5, 6, 7, 8, 9, 10, 11, or 12 months of completion of a 

platinum-based cancer treatment. In some aspects, the ADC
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comprising formula 3 is administered for platinum-resistant 

cancer patients having a disease recurrence within at least 2, 

3, 4, 5, 6, 7, 8, 9, 10, 11, or 12 months of completion of a 

platinum-based cancer treatment. In some aspects, the ADC 

comprising formula 3 is administered for platinum-resistant 

cancer patients having a disease recurrence within at least 2, 

3, 4, 5, 6, 7, 8, 9, 10, 11, or 12 months of completion of a 

carboplatin and/or paclitaxel regimen.  

[0253] In some aspects, the ADC comprising formula 3 is 

administered after treatment with a platinum/taxane 

chemotherapy, such as carboplatin/docetaxel, 

cisplatin/paclitaxel, and carboplatin/paclitaxel/bevacizumab 

regimens.  

[0254] In some aspects, the ADC comprising formula 3 is 

administered after treatment with one or more of the following 

platinum-based chemotherapies, such as carboplatin/liposomal 

doxorubicin, carboplatin/gemcitabine, cisplatin/gemcitabine, 

carboplatin/ifosfamide, cisplatin/ifosfamide, oxaliplatin/5

FU/Luecovorin, and oxaliplatin/capecitabine regimens.  

[0255] In some aspects, the ADC comprising formula 3 is 

administered to a patient in need thereof for treatment of 

platinum-resistant, preferably, having a disease recurrence of, 

ovarian cancer, non-small cell lung cancer (NSCLC), breast 

cancer, bladder cancer, endometrial cancer, castrate-resistant 

prostate cancer (CRPC), and other cancers which express CDH6.  

In some aspects, ovarian cancer includes epithelial ovarian 

cancer, fallopian tube cancer, and primary peritoneal cancer.  

[0256] In some aspects, the ADC comprising formula 3 is 

indicated for the treatment of patients with ovarian cancer
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whose disease has progressed or recurred-after platinum-based 

chemotherapy. In some aspects, the ADC comprising formula 3 is 

indicated for the treatment of advanced ovarian cancer in 

women who have failed a first-line platinum-based chemotherapy 

regimen. In some aspects, the ADC comprising formula 3 is 

indicated for treating ovarian cancer after disease 

progression after the chemotherapy.  

[0257] In some aspects, the ADC comprising formula 3 is 

indicated for the treatment of patients with metastatic 

ovarian cancer after disease progression on or after initial 

or subsequent chemotherapy, as a single agent. In some aspects, 

the ADC comprising formula 3 is indicated for the treatment of 

patients with metastatic carcinoma of the ovary after failure 

of first-line or subsequent therapy.  

[0258] Various delivery systems are known, and they can be used 

for administering the anti-CDH6 antibody-drug conjugate of the 

present disclosure. Examples of the administration route can 

include, but are not limited to, intradermal, intramuscular, 

intraperitoneal, intravenous, and subcutaneous routes. The 

administration can be made by injection or bolus injection, 

for example. According to a specific preferred embodiment, the 

administration of the above-described antibody-drug conjugate 

is performed by injection. Parenteral administration is a 

preferred administration route.  

[0259] According to a representative embodiment, the 

pharmaceutical composition is prescribed, as a pharmaceutical 

composition suitable for intravenous administration to a human, 

according to conventional procedures. The composition for 

intravenous administration is typically a solution in a
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sterile and isotonic aqueous buffer solution. If necessary, 

the medicament may also contain a solubilizing agent and a 

local anesthetic to alleviate pain at an injection area (e.g., 

lignocaine). In general, the above-described ingredients are 

provided, either separately or together in a mixture in unit 

dosage form, as a freeze-dried powder or an anhydrous 

concentrate contained in a container which is obtained by 

sealing in, for example, an ampoule or a sachet indicating the 

amount of the active agent. When the medicament is to be 

administered by injection, it may be administered using, for 

example, an injection bottle containing water or saline of 

sterile pharmaceutical grade. When the medicament is to be 

administered by injection, an ampoule of sterile water or 

saline for injection may be provided such that the above

described ingredients are admixed with one another before 

administration.  

[0260] The pharmaceutical composition of the present disclosure 

may be a pharmaceutical composition comprising only the anti

CDH6 antibody-drug conjugate of the present application, or 

may be a pharmaceutical composition comprising the anti-CDH6 

antibody-drug conjugate and at least one other therapeutic 

agent for cancer. The anti-CDH6 antibody-drug conjugate of the 

present disclosure can also be administered together with an 

additional therapeutic agent for cancer, and can thereby 

enhance an anticancer effect. The additional anticancer agent 

used for such a purpose may be administered to an individual, 

simultaneously, separately, or continuously, together with the 

antibody-drug conjugate. Otherwise, the additional anticancer 

agent and the anti-CDH6 antibody-drug conjugate may each be
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administered to the subject at different administration 

intervals. In the present disclosure, the phrase "second drug" 

means a therapeutic agent other than the anti-CDH6 antibody

drug conjugate of the present disclosure. Additional 

anticancer agents can be "second drugs". In the present 

disclosure, however, a "second drug" doesn't have to be a drug 

used for so-called "second line therapies". Examples of such a 

therapeutic agent or a second drug for cancer , or an 

additional anticancer agent can include tyrosine kinase 

inhibitors including imatinib, sunitinib, and regorafenib, 

CDK4/6 inhibitors including palbociclib, HSP90 inhibitors 

including TAS-116, MEK inhibitors including MEK162, and immune 

checkpoint inhibitors including nivolumab, pembrolizumab, and 

ipilimumab, though the therapeutic agent for cancer is not 

limited thereto as long as the drug has antitumor activity. In 

the case that a cancer is resistant to a particular anticancer 

agent, the second drug may be selected from anticancer agents 

other than the particular therapeutic agent.  

[0261] Such a pharmaceutical composition can be prepared as a 

formulation having a selected composition and a necessary 

purity in the form of a freeze-dried formulation or a liquid 

formulation. The pharmaceutical composition prepared as a 

freeze-dried formulation may be a formulation containing an 

appropriate pharmaceutical additive used in this field.  

Likewise, the liquid formulation can be prepared such that the 

liquid formulation contains various pharmaceutical additives 

used in this field.  

[0262] The composition and concentration of the pharmaceutical 

composition also vary depending on the administration method.
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With regard to the affinity of the anti-CDH6 antibody-drug 

conjugate comprised in the pharmaceutical composition of the 

present disclosure for the antigen, i.e., the dissociation 

constant (Kd value) of the anti-CDH6 antibody-drug conjugate 

to the antigen, as the affinity increases (i.e., the Kd value 

is low), the pharmaceutical composition can exert medicinal 

effects, even if the applied dose thereof is decreased.  

Accordingly, the applied dose of the antibody-drug conjugate 

can also be determined by setting the applied dose based on 

the status of the affinity of the antibody-drug conjugate for 

the antigen. When the antibody-drug conjugate of the present 

disclosure is administered to a human, it may be administered 

at a dose of, for example, from approximately 0.001 to 100 

mg/kg once or a plurality of times at intervals of 1 to 180 

days.  

Methods of Treatment and Uses 

[0263] The present disclosure provides methods of treating 

cancer comprising administering an anti-CDH6 antibody-drug 

conjugate as disclosed herein. Also provided herein are any of 

the disclosed anti-CDH6 ADC for use in treating a cancer.  

[0264] In some embodiments, the cancer is a CDH6-expressing 

cancer. CDH6-expressing cancers may include, but are not 

limited to, renal cell carcinoma, renal clear cell carcinoma, 

papillary renal cell carcinoma, ovarian cancer, ovarian serous 

adenocarcinoma, thyroid cancer, bile duct cancer, lung cancer, 

small-cell lung cancer, glioblastoma, mesothelioma, uterine 

cancer, pancreatic cancer, Wilms' tumor and neuroblastoma.  

[0265] For the purposes of the present disclosure, the term 

"CDH6-overexpressing cancer" is not particularly limited as
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long as it is recognized as CDH6-overexpressing cancer by 

those skilled in the art. Preferred examples of the CDH6

overexpressing cancer can include cancer given a high score 

for the expression of CDH6 in an immunohistochemical method 

(IHC) or an in situ hybridization method (ISH) or a next 

generation sequencing method (NGS). The in situ hybridization 

method of the present disclosure includes a fluorescence in 

situ hybridization method (FISH) and a dual color in situ 

hybridization method (DISH).  

[0266] The method for scoring the degree of CDH6 expression by 

the immunohistochemical method, or the method for determining 

positivity or negativity to CDH6 expression by the in situ 

hybridization method is not particularly limited as long as it 

is recognized by those skilled in the art.  

[0267] In some embodiments, the ADC and the treatment methods 

and uses of the present disclosure can also be used as a 

pharmaceutical composition for treatment of cancer comprising 

the antibody-drug conjugate used in the present disclosure, a 

salt thereof, or a hydrate thereof as an active component, and 

a pharmaceutically acceptable formulation component.  

[0268] In some embodiments, the ADC and the treatment methods 

and uses of the present disclosure exhibit excellent antitumor 

activity against cancer that exhibits resistance to an 

existing anticancer drug (i.e., resistant cancer), 

particularly, cancer that has acquired resistance to an 

existing anticancer drug (i.e., secondary resistant cancer).  

Thus, the ADC for treatment of the present disclosure exerts a 

remarkable antitumor effect when applied to a patient group 

with cancer having resistance to an existing anticancer drug
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(patients having a history of treatment with an existing 

anticancer drug) among cancer patients. In particular, the 

cancer being treated may be resistant to or refractory from 

treatment with a platinum-based chemotherapeutics (i.e., 

cisplatin, carboplatin), a chemotherapeutic (i.e., docetaxel, 

gemcitabine, liposomal doxorubicin, paclitaxel, topotecan), a 

PARP inhibitor treatment (i.e., niraparib, olaparib, rucaparib, 

talazoparib), an immune checkpoint inhibitor treatment (i.e., 

nivolumab, pembrolizumab, atezolizumab, avelumab, ipilimumab, 

durvalumab, tislelizumab, sintilimab, cemiplimab), an 

angiogenic inhibitor treatment (i.e., bevacizumab, everolimus) 

and/or a VEGFR-TKI treatment (i.e., pazopanib, sunitinib, 

sorafenib, cabozantinib, Lenvatinib, axitinib).  

[0269] The ADC and the treatment methods and uses of the 

present disclosure can be preferably used for the treatment of 

inoperable or recurrent cancer.  

[0270] The ADC and methods or uses for treatment of the 

present disclosure can delay development of cancer cells, 

inhibit growth thereof, and further kill cancer cells. These 

effects can allow cancer patients to be free from symptoms 

caused by cancer or achieve improvement in quality of life 

(QOL) of cancer patients and attain a therapeutic effect by 

sustaining the lives of the cancer patients. Even if the anti

CDH6 antibody-drug conjugate of the present disclosure does 

not accomplish killing cancer cells, it can provide higher QOL 

of cancer patients while achieving longer-term survival, by 

inhibiting or controlling the growth of cancer cells.  

[0271] In some embodiments of the methods and uses, a subject 

with cancer (e.g., a CDH6-expressing cancer) may be
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administered about 0.1 to about 15 mg/kg, about 0.5 to about 

12 mg/kg, about 1.0 to about 10 mg/kg, or about 4 to about 8 

mg/kg. In some embodiments, the dose may be about 1.0 mg/kg to 

about 12 mg/kg, about 1.6 mg/kg to about 3.2 mg/kg, about 1.6 

mg/kg to about 4.8 mg/kg, about 1.6 mg/kg to about 5.4 mg/kg, 

about 1.6 mg/kg to about 5.6 mg/kg, about 1.6 mg/kg to about 

6.4 mg/kg, about 1.6 mg/kg to about 8.0 mg/kg, about 1.6 mg/kg 

to about 9.6 mg/kg, about 3.2 mg/kg to about 4.8 mg/kg, about 

3.2 mg/kg to about 5.4 mg/kg, about 3.2 mg/kg to about 5.6 

mg/kg, about 3.2 mg/kg to about 6.4 mg/kg, about 3.2 mg/kg to 

about 8.0 mg/kg, about 3.2 mg/kg to about 9.6 mg/kg, about 4.8 

mg/kg to about 5.4 mg/kg, about 4.8 mg/kg to about 5.6 mg/kg, 

about 4.8 mg/kg to about 6.4 mg/kg, about 4.8 mg/kg to about 

8.0 mg/kg, about 4.8 mg/kg to about 9.6 mg/kg, about 5.4 mg/kg 

to about 5.6 mg/kg, about 5.4 mg/kg to about 6.4 mg/kg, about 

5.4 mg/kg to about 8.0mg/kg, about 5.4 mg/kg to about 9.6 

mg/kg, about 5.6 mg/kg to about 6.4 mg/kg, about 5.6 mg/kg to 

about 8.0 mg/kg, about 5.6 mg/kg to about 9.6 mg/kg, about 6.4 

mg/kg to about 9.6 mg/kg, about 6.4 mg/kg to about 8.0 mg/kg, 

or about 8.0 mg/kg to about 9.6 mg/kg. In some embodiments 

the dose of the ADC administered to the subject may be about 

0.1, about 0.2, about 0.3, about 0.4, about 0.5, about 0.6, 

about 0.7, about 0.8, about 0.9, about 1.0, about 1.1, about 

1.2, about 1.3, about 1.4, about 1.5, about 1.6, about 1.7, 

about 1.8, about 1.9, about 2.0, about 2.1, about 2.2, about 

2.3, about 2.4, about 2.5, about 2.6, about 2.7, about 2.8, 

about 2.9, about 3.0, about 3.1, about 3.2, about 3.3, about 

3.4, about 3.5, about 3.6, about 3.7, about 3.8, about 3.9, 

about 4.0, about 4.1, about 4.2, about 4.3, about 4.4, about
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4.5, about 4.6, about 4.7, about 4.8, about 4.9, about 5.0, 

about 5.1, about 5.2, about 5.3, about 5.4, about 5.5, about 

5.6, about 5.7, about 5.8, about 5.9, about 6.0, about 6.1, 

about 6.2, about 6.3, about 6.4, about 6.5, about 6.6, about 

6.7, about 6.8, about 6.9, about 7.0, about 7.1, about 7.2, 

about 7.3, about 7.4, about 7.5, about 7.6, about 7.7, about 

7.8, about 7.9, about 8.0, about 8.1, about 8.2, about 8.3, 

about 8.4, about 8.5, about 8.6, about 8.7, about 8.8, about 

8.9, about 9.0, about 9.1, about 9.2, about 9.3, about 9.4, 

about 9.5, about 9.6, about 9.7, about 9.8, about 9.9, about 

10.0, about 10.1, about 10.2, about 10.3, about 10.4, about 

10.5, about 10.6, about 10.7, about 10.8, about 10.9, about 

11.0, about 11.1, about 11.2, about 11.3, about 11.4, about 

11.5, about 11.6, about 11.7, about 11.8, about 11.9 or about 

12.0 mg/kg or more. In preferred embodiments, the dose may be 

about 1.6 mg/kg, about 3.2 mg/kg, about 4.8 mg/kg, about 5.4 

mg/kg, about 5.6 mg/kg, about 6.4 mg/kg, about 8.0 mg/kg or 

about 9.6 mg/kg, but more preferably about 3.2 mg/kg, about 

4.8 mg/kg, about 5.4 mg/kg, about 5.6 mg/kg, about 6.4 mg/kg, 

about 8.0 mg/kg or about 9.6 mg/kg, but further preferably 

about 4.8 mg/kg, about 5.4 mg/kg, about 5.6 mg/kg, about 6.4 

mg/kg or about 8.0 mg/kg, but furthermore preferably about 4.8 

mg/kg, about 5.6 mg/kg, about 6.4 mg/kg or about 8.0 mg/kg.  

[0272] In preferred embodiments, the dose may be about 3.2 

mg/kg, about 3.3 mg/kg, about 3.4 mg/kg, about 3.5 mg/kg, 

about 3.6 mg/kg, about 3.7 mg/kg, about 3.8 mg/kg, about 3.9 

mg/kg, about 4.0 mg/kg, about 4.1 mg/kg, about 4.2 mg/kg, 

about 4.3 mg/kg, about 4.4 mg/kg, about 4.5 mg/kg, about 4.6 

mg/kg, about 4.7 mg/kg, about 4.8 mg/kg, about 4.9 mg/kg,
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about 5.0 mg/kg, about 5.1 mg/kg, about 5.2 mg/kg, about 5.3 

mg/kg, about 5.4 mg/kg, about 5.5 mg/kg, about 5.6 mg/kg, 

about 5.7 mg/kg, about 5.8 mg/kg, about 5.9 mg/kg, about 6.0 

mg/kg, about 6.1 mg/kg, about 6.2 mg/kg, about 6.3 mg/kg or 

about 6.4 mg/kg, but more preferably about 4.8 mg/kg, about 

4.9 mg/kg, about 5.0 mg/kg, about 5.1 mg/kg, about 5.2 mg/kg, 

about 5.3 mg/kg, about 5.4 mg/kg, about 5.5 mg/kg, about 5.6 

mg/kg, about 5.7 mg/kg, about 5.8 mg/kg, about 5.9 mg/kg, 

about 6.0 mg/kg, about 6.1 mg/kg, about 6.2 mg/kg, about 6.3 

mg/kg or about 6.4 mg/kg.  

[0273] In some embodiments of the methods and uses, a subject 

with cancer (e.g., a CDH6-expressing cancer) may be 

administered 0.1 to 15 mg/kg, 0.5 to 12 mg/kg, 1.0 to 10 mg/kg, 

or 4 to 8 mg/kg. In some embodiments, the dose may be 1.0 

mg/kg to 12 mg/kg, 1.6 mg/kg to 3.2 mg/kg, 1.6 mg/kg to 4.8 

mg/kg, 1.6 mg/kg to 5.4 mg/kg, 1.6 mg/kg to 5.6 mg/kg, 1.6 

mg/kg to 6.4 mg/kg, 1.6 mg/kg to 8.0 mg/kg, 1.6 mg/kg to 9.6 

mg/kg, 3.2 mg/kg to 4.8 mg/kg, 3.2 mg/kg to 5.4 mg/kg, 3.2 

mg/kg to 5.6 mg/kg, 3.2 mg/kg to 6.4 mg/kg, 3.2 mg/kg to 8.0 

mg/kg, 3.2 mg/kg to 9.6 mg/kg, 4.8 mg/kg to 5.4 mg/kg, 4.8 

mg/kg to 5.6 mg/kg, 4.8 mg/kg to 6.4 mg/kg, 4.8 mg/kg to 8.0 

mg/kg, 4.8 mg/kg to 9.6 mg/kg, 5.4 mg/kg to 5.6 mg/kg, 5.4 

mg/kg to 6.4 mg/kg, 5.4 mg/kg to 8.0 mg/kg, 5.4 mg/kg to 9.6 

mg/kg, 5.6 mg/kg to 6.4 mg/kg, 5.6 mg/kg to 8.0 mg/kg, 5.6 

mg/kg to 9.6 mg/kg, 6.4 mg/kg to 9.6 mg/kg, 6.4 mg/kg to 8.0 

mg/kg, or 8.0 mg/kg to 9.6 mg/kg. In some embodiments, the 

dose of the ADC administered to the subject may be 0.1, 0.2, 

0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 1.0, 1.1, 1.2, 1.3, 1.4, 

1.5, 1.6, 1.7, 1.8, 1.9, 2.0, 2.1, 2.2, 2.3, 2.4, 2.5, 2.6,
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2.7, 2.8, 2.9, 3.0, 3.1, 3.2, 3.3, 3.4, 3.5, 3.6, 3.7, 3.8, 

3.9, 4.0, 4.1, 4.2, 4.3, 4.4, 4.5, 4.6, 4.7, 4.8, 4.9, 5.0, 

5.1, 5.2, 5.3, 5.4, 5.5, 5.6, 5.7, 5.8, 5.9, 6.0, 6.1, 6.2, 

6.3, 6.4, 6.5, 6.6, 6.7, 6.8, 6.9, 7.0, 7.1, 7.2, 7.3, 7.4, 

7.5, 7.6, 7.7, 7.8, 7.9, 8.0, 8.1, 8.2, 8.3, 8.4, 8.5, 8.6, 

8.7, 8.8, 8.9, 9.0, 9.1, 9.2, 9.3, 9.4, 9.5, 9.6, 9.7, 9.8, 

9.9, 10.0, 10.1, 10.2, 10.3, 10.4, 10.5, 10.6, 10.7, 10.8, 

10.9, 11.0, 11.1, 11.2, 11.3, 11.4, 11.5, 11.6, 11.7, 11.8, 

11.9 or 12.0 mg/kg or more. In preferred embodiments, the dose 

may be 1.6 mg/kg, 3.2 mg/kg, 4.8 mg/kg, 5.4 mg/kg, 5.6 mg/kg, 

6.4 mg/kg, 8.0 mg/kg, 9.6 mg/kg, but more preferably 3.2 mg/kg, 

4.8 mg/kg, 5.4 mg/kg, 5.6 mg/kg, 6.4 mg/kg, 8.0 mg/kg or 9.6 

mg/kg, but further preferably 4.8 mg/kg, 5.4 mg/kg, 5.6 mg/kg, 

6.4 mg/kg or 8.0 mg/kg, but furthermore preferably 4.8 mg/kg, 

5.6 mg/kg, 6.4 mg/kg or 8.0 mg/kg.  

[0274] In preferred embodiments, the dose may be 3.2 mg/kg, 

3.3 mg/kg, 3.4 mg/kg, 3.5 mg/kg, 3.6 mg/kg, 3.7 mg/kg, 3.8 

mg/kg, 3.9 mg/kg, 4.0 mg/kg, 4.1 mg/kg, 4.2 mg/kg, 4.3 mg/kg, 

4.4 mg/kg, 4.5 mg/kg, 4.6 mg/kg, 4.7 mg/kg, 4.8 mg/kg, 4.9 

mg/kg, 5.0 mg/kg, 5.1 mg/kg, 5.2 mg/kg, 5.3 mg/kg, 5.4 mg/kg, 

5.5 mg/kg, 5.6 mg/kg, 5.7 mg/kg, 5.8 mg/kg, 5.9 mg/kg, 6.0 

mg/kg, 6.1 mg/kg, 6.2 mg/kg, 6.3 mg/kg or 6.4 mg/kg, but more 

preferably 4.8 mg/kg, 4.9 mg/kg, 5.0 mg/kg, 5.1 mg/kg, 5.2 

mg/kg, 5.3 mg/kg, 5.4 mg/kg, 5.5 mg/kg, 5.6 mg/kg, 5.7 mg/kg, 

5.8 mg/kg, 5.9 mg/kg, 6.0 mg/kg, 6.1 mg/kg, 6.2 mg/kg, 6.3 

mg/kg or 6.4 mg/kg.  

[0275] In some embodiments of the methods and uses, a subject 

with cancer (e.g., a CDH6-expressing cancer) may be 

administered about 5 to 3000 mg, about 5 to 2500 mg, about 5
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to 2000 mg, about 5 to about 1500 mg, about 5 to about 1000 mg, 

about 10 to about 3000 mg, about 10 to about 2500 mg, about 10 

to about 2000 mg, about 10 to about 1500 mg, about 10 to about 

1000 mg, about 25 to about 2500 mg, about 25 to about 2000 mg, 

about 25 to about 1500 mg, about 25 to about 1000 mg, about 50 

to about 2500 mg, about 50 to about 2000 mg, about 50 to about 

1500 mg, about 50 to about 1000 mg, about 50 to about 950 mg, 

about 50 to about 900 mg, about 50 to about 850 mg, about 50 

to about 800 mg, about 50 to about 750 mg, about 50 to about 

700 mg, about 50 to about 650 mg, about 50 to about 600 mg, 

about 50 to about 550 mg, about 50 to about 500 mg, about 50 

to about 450 mg, about 50 to about 400 mg, about 50 to about 

350 mg, about 50 to about 300 mg, about 50 to about 250 mg, 

about 100 to about 2500 mg, about 100 to about 2000 mg, about 

100 to about 1500 mg, about 100 to about 1000 mg, about 100 to 

about 950 mg, about 100 to about 900 mg, about 100 to about 

850 mg, about 100 to about 800 mg, about 100 to about 750 mg, 

about 100 to about 700 mg, about 100 to about 650 mg, about 

100 to about 600 mg, about 100 to about 550 mg, about 100 to 

about 500 mg, about 100 to about 450 mg, about 100 to about 

400 mg, about 100 to about 350 mg, about 100 to about 300 mg, 

about 100 to about 250 mg, about 150 to about 2000 mg, about 

150 to about 1500 mg, about 150 to about 1000 mg, about 150 to 

about 950 mg, about 150 to about 900 mg, about 150 to about 

850 mg, about 150 to about 800 mg, about 150 to about 750 mg, 

about 150 to about 700 mg, about 150 to about 650 mg, about 

150 to about 600 mg, about 150 to about 550 mg, about 150 to 

about 500 mg, about 150 to about 450 mg, about 150 to about 

400 mg, about 150 to about 350 mg, about 150 to about 300 mg,
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about 150 to about 250 mg, about 200 to about 1000 mg, about 

200 to about 950 mg, about 200 to about 900 mg, about 200 to 

about 850 mg, about 200 to about 800 mg, about 200 to about 

750 mg, about 200 to about 700 mg, about 200 to about 650 mg, 

about 200 to about 600 mg, about 200 to about 550 mg, about 

200 to about 500 mg, about 200 to about 450 mg, about 200 to 

about 400 mg, about 200 to about 350 mg, about 200 to about 

300 mg, about 200 to about 250 mg, about 250 to about 1000 mg, 

about 250 to about 950 mg, about 250 to about 900 mg, about 

250 to about 850 mg, about 250 to about 800 mg, about 250 to 

about 750 mg, about 250 to about 700 mg, about 250 to about 

650 mg, about 250 to about 600 mg, about 250 to about 550 mg, 

about 250 to about 500 mg, about 250 to about 450 mg, about 

250 to about 400 mg, about 250 to about 350 mg, about 250 to 

about 300 mg, about 300 to about 1000 mg, about 300 to about 

950 mg, about 300 to about 900 mg, about 300 to about 850 mg, 

about 300 to about 800 mg, about 300 to about 750 mg, about 

300 to about 700 mg, about 300 to about 650 mg, about 300 to 

about 600 mg, about 300 to about 550 mg, about 300 to about 

500 mg, about 300 to about 450 mg, about 300 to about 400 mg, 

about 300 to about 350 mg, about 350 to about 1000 mg, about 

350 to about 950 mg, about 350 to about 900 mg, about 350 to 

about 850 mg, about 350 to about 800 mg, about 350 to about 

750 mg, about 350 to about 700 mg, about 350 to about 650 mg, 

about 350 to about 600 mg, about 350 to about 550 mg, about 

350 to about 500 mg, about 350 to about 450 mg, about 350 to 

about 400 mg, about 400 to about 1000 mg, about 400 to about 

950 mg, about 400 to about 900 mg, about 400 to about 850 mg, 

about 400 to about 800 mg, about 400 to about 750 mg, about
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400 to about 700 mg, about 400 to about 650 mg, about 400 to 

about 600 mg, about 400 to about 550 mg, about 400 to about 

500 mg, about 400 to about 450 mg, about 450 to about 1000 mg, 

about 450 to about 950 mg, about 450 to about 900 mg, about 

450 to about 850 mg, about 450 to about 800 mg, about 450 to 

about 750 mg, about 450 to about 700 mg, about 450 to about 

650 mg, about 450 to about 600 mg, about 450 to about 550 mg, 

about 450 to about 500 mg, about 500 to about 1000 mg, about 

500 to about 950 mg, about 500 to about 900 mg, about 500 to 

about 850 mg, about 500 to about 800 mg, about 500 to about 

750 mg, about 500 to about 700 mg, about 500 to about 650 mg, 

about 500 to about 600 mg, or about 500 to about 550 mg. In 

other words, in some embodiments the dose of the ADC 

administered to the subject may be about 5 mg, about 10 mg, 

about 15 mg, about 20 mg, about 25 mg, about 30 mg, about 35 

mg, about 40 mg, about 45 mg, about 50 mg, about 55 mg, about 

60 mg, about 65 mg, about 70 mg, about 75 mg, about 80 mg, 

about 85 mg, about 90 mg, about 95 mg, about 100 mg, about 125 

mg, about 150 mg, about 175 mg, about 200 mg, about 205 mg, 

about 210 mg, about 215 mg, about 220 mg, about 225 mg, about 

230 mg, about 235 mg, about 240 mg, about 245 mg, about 250 mg, 

about 255 mg, about 260 mg, about 265 mg, about 270 mg, about 

275 mg, about 280 mg, about 285 mg, about 290 mg, about 295 mg, 

about 300 mg, about 305 mg, about 310 mg, about 315 mg, about 

320 mg, about 325 mg, about 330 mg, about 335 mg, about 340 mg, 

about 345 mg, about 350 mg, about 355 mg, about 360 mg, about 

365 mg, about 370 mg, about 375 mg, about 380 mg, about 385 mg, 

about 390 mg, about 395 mg, about 400 mg, about 405 mg, about 

410 mg, about 415 mg, about 420 mg, about 425 mg, about 430 mg,
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about 435 mg, about 440 mg, about 445 mg, about 450 mg, about 

455 mg, about 460 mg, about 465 mg, about 470 mg, about 475 mg, 

about 480 mg, about 485 mg, about 490 mg, about 495 mg, about 

500 mg, about 505 mg, about 510 mg, about 515 mg, about 520 mg, 

about 525 mg, about 530 mg, about 535 mg, about 540 mg, about 

545 mg, about 550 mg, about 555 mg, about 560 mg, about 565 mg, 

about 570 mg, about 575 mg, about 580 mg, about 585 mg, about 

590 mg, about 595 mg, about 600 mg, about 605 mg, about 610 mg, 

about 615 mg, about 620 mg, about 625 mg, about 630 mg, about 

635 mg, about 640 mg, about 645 mg, about 650 mg, about 655 mg, 

about 660 mg, about 665 mg, about 670 mg, about 675 mg, about 

680 mg, about 685 mg, about 690 mg, about 695 mg, about 700 mg, 

about 705 mg, about 710 mg, about 715 mg, about 720 mg, about 

725 mg, about 730 mg, about 735 mg, about 740 mg, about 745 mg, 

about 750 mg, about 755 mg, about 760 mg, about 765 mg, about 

770 mg, about 775 mg, about 780 mg, about 785 mg, about 790 mg, 

about 795 mg, about 800 mg, about 805 mg, about 810 mg, about 

815 mg, about 820 mg, about 825 mg, about 830 mg, about 835 mg, 

about 840 mg, about 845 mg, about 850 mg, about 855 mg, about 

860 mg, about 865 mg, about 870 mg, about 875 mg, about 880 mg, 

about 885 mg, about 890 mg, about 895 mg, about 900 mg, about 

905 mg, about 910 mg, about 915 mg, about 920 mg, about 925 mg, 

about 930 mg, about 935 mg, about 940 mg, about 945 mg, about 

950 mg, about 955 mg, about 960 mg, about 965 mg, about 970 mg, 

about 975 mg, about 980 mg, about 985 mg, about 990 mg, about 

995 mg, about 1000 mg, about 1025 mg, about 1050 mg, about 

1075 mg, about 1100 mg, about 1125 mg, about 1150 mg, about 

1175 mg, about 1200 mg, about 1225 mg, about 1250 mg, about 

1275 mg, about 1300 mg, about 1325 mg, about 1350 mg, about
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1375 mg, about 1400 mg, about 1425 mg, about 1450 mg, about 

1475 mg, about 1500 mg, about 1525 mg, about 1550 mg, about 

1575 mg, about 1600 mg, about 1625 mg, about 1650 mg, about 

1675 mg, about 1700 mg, about 1725 mg, about 1750 mg, about 

1775 mg, about 1800 mg, about 1825 mg, about 1850 mg, about 

1875 mg, about 1900 mg, about 1925 mg, about 1950 mg, about 

1975 mg, or about 2000 mg, or any value in between.  

[0276] In preferred embodiments, the dose of the ADC 

administered to the subject may be about 200 mg, about 205 mg, 

about 210 mg, about 215 mg, about 220 mg, about 225 mg, about 

230 mg, about 235 mg, about 240 mg, about 245 mg, about 250 mg, 

about 255 mg, about 260 mg, about 265 mg, about 270 mg, about 

275 mg, about 280 mg, about 285 mg, about 290 mg, about 295 mg, 

about 300 mg, about 305 mg, about 310 mg, about 315 mg, about 

320 mg, about 325 mg, about 330 mg, about 335 mg, about 340 mg, 

about 345 mg, about 350 mg, about 355 mg, about 360 mg, about 

365 mg, about 370 mg, about 375 mg, about 380 mg, about 385 mg, 

about 390 mg, about 395 mg, about 400 mg, about 405 mg, about 

410 mg, about 415 mg, about 420 mg, about 425 mg, about 430 mg, 

about 435 mg, about 440 mg, about 445 mg, about 450 mg, about 

455 mg, about 460 mg, about 465 mg, about 470 mg, about 475 mg, 

about 480 mg, about 485 mg, about 490 mg, about 495 mg, about 

500 mg, about 505 mg, about 510 mg, about 515 mg, about 520 mg, 

about 525 mg, about 530 mg, about 535 mg, about 540 mg, about 

545 mg, about 550 mg, about 555 mg, about 560 mg, about 565 mg, 

about 570 mg, about 575 mg, about 580 mg, about 585 mg, about 

590 mg, about 595 mg, about 600 mg, about 605 mg, about 610 mg, 

about 615 mg, about 620 mg, about 625 mg, about 630 mg, about 

635 mg, about 640 mg, about 645 mg, about 650 mg, about 655 mg,
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about 660 mg, about 665 mg, about 670 mg, about 675 mg, about 

680 mg, about 685 mg, about 690 mg, about 695 mg, about 700 mg, 

about 705 mg, about 710 mg, about 715 mg, about 720 mg, about 

725 mg, about 730 mg, about 735 mg, about 740 mg, about 745 mg, 

about 750 mg, about 755 mg, about 760 mg, about 765 mg, about 

770 mg, about 775 mg, about 780 mg, about 785 mg, about 790 mg, 

about 795 mg, about 800 mg, about 805 mg, about 810 mg, about 

815 mg, about 820 mg, about 825 mg, about 830 mg, about 835 mg, 

about 840 mg, about 845 mg, about 850 mg, about 855 mg, about 

860 mg, about 865 mg, about 870 mg, about 875 mg, about 880 mg, 

about 885 mg, about 890 mg, about 895 mg, about 900 mg, about 

905 mg, about 910 mg, about 915 mg, about 920 mg, about 925 mg, 

about 930 mg, about 935 mg, about 940 mg, about 945 mg, about 

950 mg, about 955 mg, about 960 mg, about 965 mg, about 970 mg, 

about 975 mg, about 980 mg, about 985 mg, about 990 mg, about 

995 mg, or about 1000 mg 

[0277] In some embodiments of the methods and uses, a subject 

with cancer (e.g., a CDH6-expressing cancer) may be 

administered 5 to 3000 mg, 5 to 2500 mg, 5 to 2000 mg, 5 to 

1500 mg, 5 to 1000 mg, 10 to 3000 mg, 10 to 2500 mg, 10 to 

2000 mg, 10 to 1500 mg, 10 to 1000 mg, 25 to 2500 mg, 25 to 

2000 mg, 25 to 1500 mg, 25 to 1000 mg, 50 to 2500 mg, 50 to 

2000 mg, 50 to 1500 mg, 50 to 1000 mg, 50 to 950 mg, 50 to 900 

mg, 50 to 850 mg, 50 to 800 mg, 50 to 750 mg, 50 to 700 mg, 50 

to 650 mg, 50 to 600 mg, 50 to 550 mg, 50 to 500 mg, 50 to 450 

mg, 50 to 400 mg, 50 to 350 mg, 50 to 300 mg, 50 to 250 mg, 

100 to 2500 mg, 100 to 2000 mg, 100 to 1500 mg, 100 to 1000 mg, 

100 to 950 mg, 100 to 900 mg, 100 to 850 mg, 100 to 800 mg, 

100 to 750 mg, 100 to 700 mg, 100 to 650 mg, 100 to 600 mg,
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100 to 550 mg, 100 to 500 mg, 100 to 450 mg, 100 to 400 mg, 

100 to 350 mg, 100 to 300 mg, 100 to 250 mg, 150 to 2000 mg, 

150 to 1500 mg, 150 to 1000 mg, 150 to 950 mg, 150 to 900 mg, 

150 to 850 mg, 150 to 800 mg, 150 to 750 mg, 150 to 700 mg, 

150 to 650 mg, 150 to 600 mg, 150 to 550 mg, 150 to 500 mg, 

150 to 450 mg, 150 to 400 mg, 150 to 350 mg, 150 to 300 mg, 

150 to 250 mg, 200 to 1000 mg, 200 to 950 mg, 200 to 900 mg, 

200 to 850 mg, 200 to 800 mg, 200 to 750 mg, 200 to 700 mg, 

200 to 650 mg, 200 to 600 mg, 200 to 550 mg, 200 to 500 mg, 

200 to 450 mg, 200 to 400 mg, 200 to 350 mg, 200 to 300 mg, 

200 to 250 mg, 250 to 1000 mg, 250 to 950 mg, 250 to 900 mg, 

250 to 850 mg, 250 to 800 mg, 250 to 750 mg, 250 to 700 mg, 

250 to 650 mg, 250 to 600 mg, 250 to 550 mg, 250 to 500 mg, 

250 to 450 mg, 250 to 400 mg, 250 to 350 mg, 250 to 300 mg, 

300 to 1000 mg, 300 to 950 mg, 300 to 900 mg, 300 to 850 mg, 

300 to 800 mg, 300 to 750 mg, 300 to 700 mg, 300 to 650 mg, 

300 to 600 mg, 300 to 550 mg, 300 to 500 mg, 300 to 450 mg, 

300 to 400 mg, 300 to 350 mg, 350 to 1000 mg, 350 to 950 mg, 

350 to 900 mg, 350 to 850 mg, 350 to 800 mg, 350 to 750 mg, 

350 to 700 mg, 350 to 650 mg, 350 to 600 mg, 350 to 550 mg, 

350 to 500 mg, 350 to 450 mg, 350 to 400 mg, 400 to 1000 mg, 

400 to 950 mg, 400 to 900 mg, 400 to 850 mg, 400 to 800 mg, 

400 to 750 mg, 400 to 700 mg, 400 to 650 mg, 400 to 600 mg, 

400 to 550 mg, 400 to 500 mg, 400 to 450 mg, 450 to 1000 mg, 

450 to 950 mg, 450 to 900 mg, 450 to 850 mg, 450 to 800 mg, 

450 to 750 mg, 450 to 700 mg, 450 to 650 mg, 450 to 600 mg, 

450 to 550 mg, 450 to 500 mg, 500 to 1000 mg, 500 to 950 mg, 

500 to 900 mg, 500 to 850 mg, 500 to 800 mg, 500 to 750 mg, 

500 to 700 mg, 500 to 650 mg, 500 to 600 mg, or 500 to 550 mg.
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In other words, in some embodiments the dose of the ADC 

administered to the subject may be 5 mg, 10 mg, 15 mg, 20 mg, 

25 mg, 30 mg, 35 mg, 40 mg, 45 mg, 50 mg, 55 mg, 60 mg, 65 mg, 

70 mg, 75 mg, 80 mg, 85 mg, 90 mg, 95 mg, 100 mg, 125 mg, 150 

mg, 175 mg, 200 mg, 205 mg, 210 mg, 215 mg, 220 mg, 225 mg, 

230 mg, 235 mg, 240 mg, 245 mg, 250 mg, 255 mg, 260 mg, 265 mg, 

270 mg, 275 mg, 280 mg, 285 mg, 290 mg, 295 mg, 300 mg, 305 mg, 

310 mg, 315 mg, 320 mg, 325 mg, 330 mg, 335 mg, 340 mg, 345 mg, 

350 mg, 355 mg, 360 mg, 365 mg, 370 mg, 375 mg, 380 mg, 385 mg, 

390 mg, 395 mg, 400 mg, 405 mg, 410 mg, 415 mg, 420 mg, 425 mg, 

430 mg, 435 mg, 440 mg, 445 mg, 450 mg, 455 mg, 460 mg, 465 mg, 

470 mg, 475 mg, 480 mg, 485 mg, 490 mg, 495 mg, 500 mg, 505 mg, 

510 mg, 515 mg, 520 mg, 525 mg, 530 mg, 535 mg, 540 mg, 545 mg, 

550 mg, 555 mg, 560 mg, 565 mg, 570 mg, 575 mg, 580 mg, 585 mg, 

590 mg, 595 mg, 600 mg, 605 mg, 610 mg, 615 mg, 620 mg, 625 mg, 

630 mg, 635 mg, 640 mg, 645 mg, 650 mg, 655 mg, 660 mg, 665 mg, 

670 mg, 675 mg, 680 mg, 685 mg, 690 mg, 695 mg, 700 mg, 705 mg, 

710 mg, 715 mg, 720 mg, 725 mg, 730 mg, 735 mg, 740 mg, 745 mg, 

750 mg, 755 mg, 760 mg, 765 mg, 770 mg, 775 mg, 780 mg, 785 mg, 

790 mg, 795 mg, 800 mg, 805 mg, 810 mg, 815 mg, 820 mg, 825 mg, 

830 mg, 835 mg, 840 mg, 845 mg, 850 mg, 855 mg, 860 mg, 865 mg, 

870 mg, 875 mg, 880 mg, 885 mg, 890 mg, 895 mg, 900 mg, 905 mg, 

910 mg, 915 mg, 920 mg, 925 mg, 930 mg, 935 mg, 940 mg, 945 mg, 

950 mg, 955 mg, 960 mg, 965 mg, 970 mg, 975 mg, 980 mg, 985 mg, 

990 mg, 995 mg, 1000 mg, 1025 mg, 1050 mg, 1075 mg, 1100 mg, 

1125 mg, 1150 mg, 1175 mg, 1200 mg, 1225 mg, 1250 mg, 1275 mg, 

1300 mg, 1325 mg, 1350 mg, 1375 mg, 1400 mg, 1425 mg, 1450 mg, 

1475 mg, 1500 mg, 1525 mg, 1550 mg, 1575 mg, 1600 mg, 1625 mg, 

1650 mg, 1675 mg, 1700 mg, 1725 mg, 1750 mg, 1775 mg, 1800 mg,
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1825 mg, 1850 mg, 1875 mg, 1900 mg, 1925 mg, 1950 mg, 1975 mg, 

or 2000 mg, or any value in between.  

[0278] In preferred embodiments, the dose of the ADC 

administered to the subject may be 200 mg, 205 mg, 210 mg, 215 

mg, 220 mg, 225 mg, 230 mg, 235 mg, 240 mg, 245 mg, 250 mg, 

255 mg, 260 mg, 265 mg, 270 mg, 275 mg, 280 mg, 285 mg, 290 mg, 

295 mg, 300 mg, 305 mg, 310 mg, 315 mg, 320 mg, 325 mg, 330 mg, 

335 mg, 340 mg, 345 mg, 350 mg, 355 mg, 360 mg, 365 mg, 370 mg, 

375 mg, 380 mg, 385 mg, 390 mg, 395 mg, 400 mg, 405 mg, 410 mg, 

415 mg, 420 mg, 425 mg, 430 mg, 435 mg, 440 mg, 445 mg, 450 mg, 

455 mg, 460 mg, 465 mg, 470 mg, 475 mg, 480 mg, 485 mg, 490 mg, 

495 mg, 500 mg, 505 mg, 510 mg, 515 mg, 520 mg, 525 mg, 530 mg, 

535 mg, 540 mg, 545 mg, 550 mg, 555 mg, 560 mg, 565 mg, 570 mg, 

575 mg, 580 mg, 585 mg, 590 mg, 595 mg, 600 mg, 605 mg, 610 mg, 

615 mg, 620 mg, 625 mg, 630 mg, 635 mg, 640 mg, 645 mg, 650 mg, 

655 mg, 660 mg, 665 mg, 670 mg, 675 mg, 680 mg, 685 mg, 690 mg, 

695 mg, 700 mg, 705 mg, 710 mg, 715 mg, 720 mg, 725 mg, 730 mg, 

735 mg, 740 mg, 745 mg, 750 mg, 755 mg, 760 mg, 765 mg, 770 mg, 

775 mg, 780 mg, 785 mg, 790 mg, 795 mg, 800 mg, 805 mg, 810 mg, 

815 mg, 820 mg, 825 mg, 830 mg, 835 mg, 840 mg, 845 mg, 850 mg, 

855 mg, 860 mg, 865 mg, 870 mg, 875 mg, 880 mg, 885 mg, 890 mg, 

895 mg, 900 mg, 905 mg, 910 mg, 915 mg, 920 mg, 925 mg, 930 mg, 

935 mg, 940 mg, 945 mg, 950 mg, 955 mg, 960 mg, 965 mg, 970 mg, 

975 mg, 980 mg, 985 mg, 990 mg, 995 mg, or 1000 mg.  

[0279] In some embodiments of the methods and uses, the anti

CDH6 ADC or a pharmaceutical composition thereof is 

administered to a subject with cancer via parenteral 

administration. Preferred parenteral routes of administering 

include, but are not limited to, injections, such as
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intravenous, intramuscular, and subcutaneous injections. The 

anti-CDH6 antibody-drug conjugate used in the present 

disclosure can be expected to exert a therapeutic effect by 

application as systemic therapy to patients, and additionally, 

by local application to cancer tissues.  

[0280] The timing or regimen of administration may be once 

every 1 week (q1w), once every 2 weeks (q2w), once every 3 

weeks (q3w), once every 4 weeks (q4w), once every 5 weeks 

(q5w), once every 6 weeks (q6w), once every 7 weeks (q7w), 

once every 8 week (q8w), once every 9 weeks (q9w), or once 

every 10 weeks (q10w), but is preferably once every 3 or 4 

weeks, but is more preferably once every 3 weeks.  

[0281] Dosage regimens may be adjusted to provide the optimum 

desired response (e.g., a therapeutic response like tumor 

regression or remission). The below dosages are shown for once 

every three weeks, but could also be provided q1w, q2w, q4w, 

q5w, q6w, q7w, q8w, q9w, or q10w. For example, in some 

embodiments, dosage regimen may be 0.1 mg/kg once every 3 

weeks (q3w), 0.2 mg/kg once every 3 weeks (q3w), 0.3 mg/kg 

once every 3 weeks (q3w), 0.4 mg/kg once every 3 weeks (q3w), 

0.5 mg/kg once every 3 weeks (q3w), 0.6 mg/kg once every 3 

weeks (q3w), 0.7 mg/kg once every 3 weeks (q3w), 0.8 mg/kg 

once every 3 weeks (q3w), 0.9 mg/kg once every 3 weeks (q3w), 

1.0 mg/kg once every 3 weeks (q3w), 1.1 mg/kg once every 3 

weeks (q3w), 1.2 mg/kg once every 3 weeks (q3w), 1.3 mg/kg 

once every 3 weeks (q3w), 1.4 mg/kg once every 3 weeks (q3w), 

1.5 mg/kg once every 3 weeks (q3w), 1.6 mg/kg once every 3 

weeks (q3w), 1.7 mg/kg once every 3 weeks (q3w), 1.8 mg/kg 

once every 3 weeks (q3w), 1.9 mg/kg once every 3 weeks (q3w),
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2.0 mg/kg once every 3 weeks (q3w), 2.1 mg/kg once every 3 

weeks (q3w), 2.2 mg/kg once every 3 weeks (q3w), 2.3 mg/kg 

once every 3 weeks (q3w), 2.4 mg/kg once every 3 weeks (q3w), 

2.5 mg/kg once every 3 weeks (q3w), 2.6 mg/kg once every 3 

weeks (q3w), 2.7 mg/kg once every 3 weeks (q3w), 2.8 mg/kg 

once every 3 weeks (q3w), 2.9 mg/kg once every 3 weeks (q3w), 

3.0 mg/kg once every 3 weeks (q3w), 3.1 mg/kg once every 3 

weeks (q3w), 3.2 mg/kg once every 3 weeks (q3w), 3.3 mg/kg 

once every 3 weeks (q3w), 3.4 mg/kg once every 3 weeks (q3w), 

3.5 mg/kg once every 3 weeks (q3w), 3.6 mg/kg once every 3 

weeks (q3w), 3.7 mg/kg once every 3 weeks (q3w), 3.8 mg/kg 

once every 3 weeks (q3w), 3.9 mg/kg once every 3 weeks (q3w), 

4.0 mg/kg once every 3 weeks (q3w), 4.1 mg/kg once every 3 

weeks (q3w), 4.2 mg/kg once every 3 weeks (q3w), 4.3 mg/kg 

once every 3 weeks (q3w), 4.4 mg/kg once every 3 weeks (q3w), 

4.5 mg/kg once every 3 weeks (q3w), 4.6 mg/kg once every 3 

weeks (q3w), 4.7 mg/kg once every 3 weeks (q3w), 4.8 mg/kg 

once every 3 weeks (q3w), 4.9 mg/kg once every 3 weeks (q3w), 

5.0 mg/kg once every 3 weeks (q3w), 5.1 mg/kg once every 3 

weeks (q3w), 5.2 mg/kg once every 3 weeks (q3w), 5.3 mg/kg 

once every 3 weeks (q3w), 5.4 mg/kg once every 3 weeks (q3w), 

5.5 mg/kg once every 3 weeks (q3w), 5.6 mg/kg once every 3 

weeks (q3w), 5.7 mg/kg once every 3 weeks (q3w), 5.8 mg/kg 

once every 3 weeks (q3w), 5.9 mg/kg once every 3 weeks (q3w), 

6.0 mg/kg once every 3 weeks (q3w), 6.1 mg/kg once every 3 

weeks (q3w), 6.2 mg/kg once every 3 weeks (q3w), 6.3 mg/kg 

once every 3 weeks (q3w), 6.4 mg/kg once every 3 weeks (q3w), 

6.5 mg/kg once every 3 weeks (q3w), 6.6 mg/kg once every 3 

weeks (q3w), 6.7 mg/kg once every 3 weeks (q3w), 6.8 mg/kg
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once every 3 weeks (q3w), 6.9 mg/kg once every 3 weeks (q3w), 

7.0 mg/kg once every 3 weeks (q3w), 7.1 mg/kg once every 3 

weeks (q3w), 7.2 mg/kg once every 3 weeks (q3w), 7.3 mg/kg 

once every 3 weeks (q3w), 7.4 mg/kg once every 3 weeks (q3w), 

7.5 mg/kg once every 3 weeks (q3w), 7.6 mg/kg once every 3 

weeks (q3w), 7.7 mg/kg once every 3 weeks (q3w), 7.8 mg/kg 

once every 3 weeks (q3w), 7.9 mg/kg once every 3 weeks (q3w), 

8.0 mg/kg once every 3 weeks (q3w), 8.1 mg/kg once every 3 

weeks (q3w), 8.2 mg/kg once every 3 weeks (q3w), 8.3 mg/kg 

once every 3 weeks (q3w), 8.4 mg/kg once every 3 weeks (q3w), 

8.5 mg/kg once every 3 weeks (q3w), 8.6 mg/kg once every 3 

weeks (q3w), 8.7 mg/kg once every 3 weeks (q3w), 8.8 mg/kg 

once every 3 weeks (q3w), 8.9 mg/kg once every 3 weeks (q3w), 

9.0 mg/kg once every 3 weeks (q3w), 9.1 mg/kg once every 3 

weeks (q3w), 9.2 mg/kg once every 3 weeks (q3w), 9.3 mg/kg 

once every 3 weeks (q3w), 9.4 mg/kg once every 3 weeks (q3w), 

9.5 mg/kg once every 3 weeks (q3w), 9.6 mg/kg once every 3 

weeks (q3w), 9.7 mg/kg once every 3 weeks (q3w), 9.8 mg/kg 

once every 3 weeks (q3w), 9.9 mg/kg once every 3 weeks (q3w), 

10.0 mg/kg once every 3 weeks (q3w), 10.1 mg/kg once every 3 

weeks (q3w), 10.2 mg/kg once every 3 weeks (q3w), 10.3 mg/kg 

once every 3 weeks (q3w), 10.4 mg/kg once every 3 weeks (q3w), 

10.5 mg/kg once every 3 weeks (q3w), 10.6 mg/kg once every 3 

weeks (q3w), 10.7 mg/kg once every 3 weeks (q3w), 10.8 mg/kg 

once every 3 weeks (q3w), 10.9 mg/kg once every 3 weeks (q3w), 

11.0 mg/kg once every 3 weeks (q3w), 11.1 mg/kg once every 3 

weeks (q3w), 11.2 mg/kg once every 3 weeks (q3w), 11.3 mg/kg 

once every 3 weeks (q3w), 11.4 mg/kg once every 3 weeks (q3w), 

11.5 mg/kg once every 3 weeks (q3w), 11.6 mg/kg once every 3
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weeks (q3w), 11.7 mg/kg once every 3 weeks (q3w), 11.8 mg/kg 

once every 3 weeks (q3w), 11.9 mg/kg once every 3 weeks (q3w) 

or 12.0 mg/kg once every 3 weeks (q3w). In preferred 

embodiments, dosage regimen may be 1.6 mg/kg once every 3 

weeks (q3w), 3.2 mg/kg once every 3 weeks (q3w), 4.8 mg/kg 

once every 3 weeks (q3w), 6.4 mg/kg once every 3 weeks (q3w), 

8.0 mg/kg once every 3 weeks (q3w), 9.6 mg/kg once every 3 

weeks (q3w), but more preferably 3.2 mg/kg once every 3 weeks 

(q3w), 4.8 mg/kg once every 3 weeks (q3w), 6.4 mg/kg once 

every 3 weeks (q3w), 8.0 mg/kg once every 3 weeks (q3w), or 

9.6 mg/kg once every 3 weeks (q3w), but further preferably 6.4 

mg/kg once every 3 weeks (q3w) or 8.0 mg/kg once every 3 weeks 

(q3w), but furthermore preferably 8.0 mg/kg once every 3 weeks 

(q3w).  

[0282] In preferred embodiments, dosage regimen may be 3.2 

mg/kg once every 3 weeks (q3w), 3.3 mg/kg once every 3 weeks 

(q3w), 3.4 mg/kg once every 3 weeks (q3w), 3.5 mg/kg once 

every 3 weeks (q3w), 3.6 mg/kg once every 3 weeks (q3w), 3.7 

mg/kg once every 3 weeks (q3w), 3.8 mg/kg once every 3 weeks 

(q3w), 3.9 mg/kg once every 3 weeks (q3w), 4.0 mg/kg once 

every 3 weeks (q3w), 4.1 mg/kg once every 3 weeks (q3w), 4.2 

mg/kg once every 3 weeks (q3w), 4.3 mg/kg once every 3 weeks 

(q3w), 4.4 mg/kg once every 3 weeks (q3w), 4.5 mg/kg once 

every 3 weeks (q3w), 4.6 mg/kg once every 3 weeks (q3w), 4.7 

mg/kg once every 3 weeks (q3w), 4.8 mg/kg once every 3 weeks 

(q3w), 4.9 mg/kg once every 3 weeks (q3w), 5.0 mg/kg once 

every 3 weeks (q3w), 5.1 mg/kg once every 3 weeks (q3w), 5.2 

mg/kg once every 3 weeks (q3w), 5.3 mg/kg once every 3 weeks 

(q3w), 5.4 mg/kg once every 3 weeks (q3w), 5.5 mg/kg once
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every 3 weeks (q3w), 5.6 mg/kg once every 3 weeks (q3w), 5.7 

mg/kg once every 3 weeks (q3w), 5.8 mg/kg once every 3 weeks 

(q3w), 5.9 mg/kg once every 3 weeks (q3w), 6.0 mg/kg once 

every 3 weeks (q3w), 6.1 mg/kg once every 3 weeks (q3w), 6.2 

mg/kg once every 3 weeks (q3w), 6.3 mg/kg once every 3 weeks 

(q3w) or 6.4 mg/kg once every 3 weeks (q3w), but more 

preferably 4.8 mg/kg once every 3 weeks (q3w), 4.9 mg/kg once 

every 3 weeks (q3w), 5.0 mg/kg once every 3 weeks (q3w), 5.1 

mg/kg once every 3 weeks (q3w), 5.2 mg/kg once every 3 weeks 

(q3w), 5.3 mg/kg once every 3 weeks (q3w), 5.4 mg/kg once 

every 3 weeks (q3w), 5.5 mg/kg once every 3 weeks (q3w), 5.6 

mg/kg once every 3 weeks (q3w), 5.7 mg/kg once every 3 weeks 

(q3w), 5.8 mg/kg once every 3 weeks (q3w), 5.9 mg/kg once 

every 3 weeks (q3w), 6.0 mg/kg once every 3 weeks (q3w), 6.1 

mg/kg once every 3 weeks (q3w), 6.2 mg/kg once every 3 weeks 

(q3w), 6.3 mg/kg once every 3 weeks (q3w) or 6.4 mg/kg once 

every 3 weeks (q3w).  

In some embodiments, dosage regimen may be 5 mg once every 3 

weeks (q3w), 10 mg once every 3 weeks (q3w), 15 mg once every 

3 weeks (q3w), 20 mg once every 3 weeks (q3w), 25 mg once 

every 3 weeks (q3w), 30 mg once every 3 weeks (q3w), 35 mg 

once every 3 weeks (q3w), 40 mg once every 3 weeks (q3w), 45 

mg once every 3 weeks (q3w), 50 mg once every 3 weeks (q3w), 

55 mg once every 3 weeks (q3w), 60 mg once every 3 weeks (q3w), 

65 mg once every 3 weeks (q3w), 70 mg once every 3 weeks (q3w), 

75 mg once every 3 weeks (q3w), 80 mg once every 3 weeks (q3w), 

85 mg once every 3 weeks (q3w), 90 mg once every 3 weeks (q3w), 

95 mg once every 3 weeks (q3w), 100 mg once every 3 weeks 

(q3w), 125 mg once every 3 weeks (q3w), 150 mg once every 3
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weeks (q3w), 175 mg once every 3 weeks (q3w), 200 mg once 

every 3 weeks (q3w), 205 mg once every 3 weeks (q3w), 210 mg 

once every 3 weeks (q3w), 215 mg once every 3 weeks (q3w), 220 

mg once every 3 weeks (q3w), 225 mg once every 3 weeks (q3w), 

230 mg once every 3 weeks (q3w), 235 mg once every 3 weeks 

(q3w), 240 mg once every 3 weeks (q3w), 245 mg once every 3 

weeks (q3w), 250 mg once every 3 weeks (q3w), 255 mg once 

every 3 weeks (q3w), 260 mg once every 3 weeks (q3w), 265 mg 

once every 3 weeks (q3w), 270 mg once every 3 weeks (q3w), 275 

mg once every 3 weeks (q3w), 280 mg once every 3 weeks (q3w), 

285 mg once every 3 weeks (q3w), 290 mg once every 3 weeks 

(q3w), 295 mg once every 3 weeks (q3w), 300 mg once every 3 

weeks (q3w), 305 mg once every 3 weeks (q3w), 310 mg once 

every 3 weeks (q3w), 315 mg once every 3 weeks (q3w), 320 mg 

once every 3 weeks (q3w), 325 mg once every 3 weeks (q3w), 330 

mg once every 3 weeks (q3w), 335 mg once every 3 weeks (q3w), 

340 mg once every 3 weeks (q3w), 345 mg once every 3 weeks 

(q3w), 350 mg once every 3 weeks (q3w), 355 mg once every 3 

weeks (q3w), 360 mg once every 3 weeks (q3w), 365 mg once 

every 3 weeks (q3w), 370 mg once every 3 weeks (q3w), 375 mg 

once every 3 weeks (q3w), 380 mg once every 3 weeks (q3w), 385 

mg once every 3 weeks (q3w), 390 mg once every 3 weeks (q3w), 

395 mg once every 3 weeks (q3w), 400 mg once every 3 weeks 

(q3w), 405 mg once every 3 weeks (q3w), 410 mg once every 3 

weeks (q3w), 415 mg once every 3 weeks (q3w), 420 mg once 

every 3 weeks (q3w), 425 mg once every 3 weeks (q3w), 430 mg 

once every 3 weeks (q3w), 435 mg once every 3 weeks (q3w), 440 

mg once every 3 weeks (q3w), 445 mg once every 3 weeks (q3w), 

450 mg once every 3 weeks (q3w), 455 mg once every 3 weeks
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(q3w), 460 mg once every 3 weeks (q3w), 465 mg once every 3 

weeks (q3w), 470 mg once every 3 weeks (q3w), 475 mg once 

every 3 weeks (q3w), 480 mg once every 3 weeks (q3w), 485 mg 

once every 3 weeks (q3w), 490 mg once every 3 weeks (q3w), 495 

mg once every 3 weeks (q3w), 500 mg once every 3 weeks (q3w), 

505 mg once every 3 weeks (q3w), 510 mg once every 3 weeks 

(q3w), 515 mg once every 3 weeks (q3w), 520 mg once every 3 

weeks (q3w), 525 mg once every 3 weeks (q3w), 530 mg once 

every 3 weeks (q3w), 535 mg once every 3 weeks (q3w), 540 mg 

once every 3 weeks (q3w), 545 mg once every 3 weeks (q3w), 550 

mg once every 3 weeks (q3w), 555 mg once every 3 weeks (q3w), 

560 mg once every 3 weeks (q3w), 565 mg once every 3 weeks 

(q3w), 570 mg once every 3 weeks (q3w), 575 mg once every 3 

weeks (q3w), 580 mg once every 3 weeks (q3w), 585 mg once 

every 3 weeks (q3w), 590 mg once every 3 weeks (q3w), 595 mg 

once every 3 weeks (q3w), 600 mg once every 3 weeks (q3w), 605 

mg once every 3 weeks (q3w), 610 mg once every 3 weeks (q3w), 

615 mg once every 3 weeks (q3w), 620 mg once every 3 weeks 

(q3w), 625 mg once every 3 weeks (q3w), 630 mg once every 3 

weeks (q3w), 635 mg once every 3 weeks (q3w), 640 mg once 

every 3 weeks (q3w), 645 mg once every 3 weeks (q3w), 650 mg 

once every 3 weeks (q3w), 655 mg once every 3 weeks (q3w), 660 

mg once every 3 weeks (q3w), 665 mg once every 3 weeks (q3w), 

670 mg once every 3 weeks (q3w), 675 mg once every 3 weeks 

(q3w), 680 mg once every 3 weeks (q3w), 685 mg once every 3 

weeks (q3w), 690 mg once every 3 weeks (q3w), 695 mg once 

every 3 weeks (q3w), 700 mg once every 3 weeks (q3w), 705 mg 

once every 3 weeks (q3w), 710 mg once every 3 weeks (q3w), 715 

mg once every 3 weeks (q3w), 720 mg once every 3 weeks (q3w),



WO 2023/228095 PCT/IB2023/055316 
202 

725 mg once every 3 weeks (q3w), 730 mg once every 3 weeks 

(q3w), 735 mg once every 3 weeks (q3w), 740 mg once every 3 

weeks (q3w), 745 mg once every 3 weeks (q3w), 750 mg once 

every 3 weeks (q3w), 755 mg once every 3 weeks (q3w), 760 mg 

once every 3 weeks (q3w), 765 mg once every 3 weeks (q3w), 770 

mg once every 3 weeks (q3w), 775 mg once every 3 weeks (q3w), 

780 mg once every 3 weeks (q3w), 785 mg once every 3 weeks 

(q3w), 790 mg once every 3 weeks (q3w), 795 mg once every 3 

weeks (q3w), 800 mg once every 3 weeks (q3w), 805 mg once 

every 3 weeks (q3w), 810 mg once every 3 weeks (q3w), 815 mg 

once every 3 weeks (q3w), 820 mg once every 3 weeks (q3w), 825 

mg once every 3 weeks (q3w), 830 mg once every 3 weeks (q3w), 

835 mg once every 3 weeks (q3w), 840 mg once every 3 weeks 

(q3w), 845 mg once every 3 weeks (q3w), 850 mg once every 3 

weeks (q3w), 855 mg once every 3 weeks (q3w), 860 mg once 

every 3 weeks (q3w), 865 mg once every 3 weeks (q3w), 870 mg 

once every 3 weeks (q3w), 875 mg once every 3 weeks (q3w), 880 

mg once every 3 weeks (q3w), 885 mg once every 3 weeks (q3w), 

890 mg once every 3 weeks (q3w), 895 mg once every 3 weeks 

(q3w), 900 mg once every 3 weeks (q3w), 905 mg once every 3 

weeks (q3w), 910 mg once every 3 weeks (q3w), 915 mg once 

every 3 weeks (q3w), 920 mg once every 3 weeks (q3w), 925 mg 

once every 3 weeks (q3w), 930 mg once every 3 weeks (q3w), 935 

mg once every 3 weeks (q3w), 940 mg once every 3 weeks (q3w), 

945 mg once every 3 weeks (q3w), 950 mg once every 3 weeks 

(q3w), 955 mg once every 3 weeks (q3w), 960 mg once every 3 

weeks (q3w), 965 mg once every 3 weeks (q3w), 970 mg once 

every 3 weeks (q3w), 975 mg once every 3 weeks (q3w), 980 mg 

once every 3 weeks (q3w), 985 mg once every 3 weeks (q3w), 990
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mg once every 3 weeks (q3w), 995 mg once every 3 weeks (q3w), 

1000 mg once every 3 weeks (q3w), 1025 mg once every 3 weeks 

(q3w), 1050 mg once every 3 weeks (q3w), 1075 mg once every 3 

weeks (q3w), 1100 mg once every 3 weeks (q3w), 1125 mg once 

every 3 weeks (q3w), 1150 mg once every 3 weeks (q3w), 1175 mg 

once every 3 weeks (q3w), 1200 mg once every 3 weeks (q3w), 

1225 mg once every 3 weeks (q3w), 1250 mg once every 3 weeks 

(q3w), 1275 mg once every 3 weeks (q3w), 1300 mg once every 3 

weeks (q3w), 1325 mg once every 3 weeks (q3w), 1350 mg once 

every 3 weeks (q3w), 1375 mg once every 3 weeks (q3w), 1400 mg 

once every 3 weeks (q3w), 1425 mg once every 3 weeks (q3w), 

1450 mg once every 3 weeks (q3w), 1475 mg once every 3 weeks 

(q3w), 1500 mg once every 3 weeks (q3w), 1525 mg once every 3 

weeks (q3w), 1550 mg once every 3 weeks (q3w), 1575 mg once 

every 3 weeks (q3w), 1600 mg once every 3 weeks (q3w), 1625 mg 

once every 3 weeks (q3w), 1650 mg once every 3 weeks (q3w), 

1675 mg once every 3 weeks (q3w), 1700 mg once every 3 weeks 

(q3w), 1725 mg once every 3 weeks (q3w), 1750 mg once every 3 

weeks (q3w), 1775 mg once every 3 weeks (q3w), 1800 mg once 

every 3 weeks (q3w), 1825 mg once every 3 weeks (q3w), 1850 mg 

once every 3 weeks (q3w), 1875 mg once every 3 weeks (q3w), 

1900 mg once every 3 weeks (q3w), 1925 mg once every 3 weeks 

(q3w), 1950 mg once every 3 weeks (q3w), 1975 mg once every 3 

weeks (q3w), or 2000 mg once every 3 weeks (q3w).  

In preferred embodiments, dose regimen may be 200 mg once 

every 3 weeks (q3w), 205 mg once every 3 weeks (q3w), 210 mg 

once every 3 weeks (q3w), 215 mg once every 3 weeks (q3w), 220 

mg once every 3 weeks (q3w), 225 mg once every 3 weeks (q3w), 

230 mg once every 3 weeks (q3w), 235 mg once every 3 weeks
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(q3w), 240 mg once every 3 weeks (q3w), 245 mg once every 3 

weeks (q3w), 250 mg once every 3 weeks (q3w), 255 mg once 

every 3 weeks (q3w), 260 mg once every 3 weeks (q3w), 265 mg 

once every 3 weeks (q3w), 270 mg once every 3 weeks (q3w), 275 

mg once every 3 weeks (q3w), 280 mg once every 3 weeks (q3w), 

285 mg once every 3 weeks (q3w), 290 mg once every 3 weeks 

(q3w), 295 mg once every 3 weeks (q3w), 300 mg once every 3 

weeks (q3w), 305 mg once every 3 weeks (q3w), 310 mg once 

every 3 weeks (q3w), 315 mg once every 3 weeks (q3w), 320 mg 

once every 3 weeks (q3w), 325 mg once every 3 weeks (q3w), 330 

mg once every 3 weeks (q3w), 335 mg once every 3 weeks (q3w), 

340 mg once every 3 weeks (q3w), 345 mg once every 3 weeks 

(q3w), 350 mg once every 3 weeks (q3w), 355 mg once every 3 

weeks (q3w), 360 mg once every 3 weeks (q3w), 365 mg once 

every 3 weeks (q3w), 370 mg once every 3 weeks (q3w), 375 mg 

once every 3 weeks (q3w), 380 mg once every 3 weeks (q3w), 385 

mg once every 3 weeks (q3w), 390 mg once every 3 weeks (q3w), 

395 mg once every 3 weeks (q3w), 400 mg once every 3 weeks 

(q3w), 405 mg once every 3 weeks (q3w), 410 mg once every 3 

weeks (q3w), 415 mg once every 3 weeks (q3w), 420 mg once 

every 3 weeks (q3w), 425 mg once every 3 weeks (q3w), 430 mg 

once every 3 weeks (q3w), 435 mg once every 3 weeks (q3w), 440 

mg once every 3 weeks (q3w), 445 mg once every 3 weeks (q3w), 

450 mg once every 3 weeks (q3w), 455 mg once every 3 weeks 

(q3w), 460 mg once every 3 weeks (q3w), 465 mg once every 3 

weeks (q3w), 470 mg once every 3 weeks (q3w), 475 mg once 

every 3 weeks (q3w), 480 mg once every 3 weeks (q3w), 485 mg 

once every 3 weeks (q3w), 490 mg once every 3 weeks (q3w), 495 

mg once every 3 weeks (q3w), 500 mg once every 3 weeks (q3w),



WO 2023/228095 PCT/IB2023/055316 
205 

505 mg once every 3 weeks (q3w), 510 mg once every 3 weeks 

(q3w), 515 mg once every 3 weeks (q3w), 520 mg once every 3 

weeks (q3w), 525 mg once every 3 weeks (q3w), 530 mg once 

every 3 weeks (q3w), 535 mg once every 3 weeks (q3w), 540 mg 

once every 3 weeks (q3w), 545 mg once every 3 weeks (q3w), 550 

mg once every 3 weeks (q3w), 555 mg once every 3 weeks (q3w), 

560 mg once every 3 weeks (q3w), 565 mg once every 3 weeks 

(q3w), 570 mg once every 3 weeks (q3w), 575 mg once every 3 

weeks (q3w), 580 mg once every 3 weeks (q3w), 585 mg once 

every 3 weeks (q3w), 590 mg once every 3 weeks (q3w), 595 mg 

once every 3 weeks (q3w), 600 mg once every 3 weeks (q3w), 605 

mg once every 3 weeks (q3w), 610 mg once every 3 weeks (q3w), 

615 mg once every 3 weeks (q3w), 620 mg once every 3 weeks 

(q3w), 625 mg once every 3 weeks (q3w), 630 mg once every 3 

weeks (q3w), 635 mg once every 3 weeks (q3w), 640 mg once 

every 3 weeks (q3w), 645 mg once every 3 weeks (q3w), 650 mg 

once every 3 weeks (q3w), 655 mg once every 3 weeks (q3w), 660 

mg once every 3 weeks (q3w), 665 mg once every 3 weeks (q3w), 

670 mg once every 3 weeks (q3w), 675 mg once every 3 weeks 

(q3w), 680 mg once every 3 weeks (q3w), 685 mg once every 3 

weeks (q3w), 690 mg once every 3 weeks (q3w), 695 mg once 

every 3 weeks (q3w), 700 mg once every 3 weeks (q3w), 705 mg 

once every 3 weeks (q3w), 710 mg once every 3 weeks (q3w), 715 

mg once every 3 weeks (q3w), 720 mg once every 3 weeks (q3w), 

725 mg once every 3 weeks (q3w), 730 mg once every 3 weeks 

(q3w), 735 mg once every 3 weeks (q3w), 740 mg once every 3 

weeks (q3w), 745 mg once every 3 weeks (q3w), 750 mg once 

every 3 weeks (q3w), 755 mg once every 3 weeks (q3w), 760 mg 

once every 3 weeks (q3w), 765 mg once every 3 weeks (q3w), 770
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mg once every 3 weeks (q3w), 775 mg once every 3 weeks (q3w), 

780 mg once every 3 weeks (q3w), 785 mg once every 3 weeks 

(q3w), 790 mg once every 3 weeks (q3w), 795 mg once every 3 

weeks (q3w), 800 mg once every 3 weeks (q3w), 805 mg once 

every 3 weeks (q3w), 810 mg once every 3 weeks (q3w), 815 mg 

once every 3 weeks (q3w), 820 mg once every 3 weeks (q3w), 825 

mg once every 3 weeks (q3w), 830 mg once every 3 weeks (q3w), 

835 mg once every 3 weeks (q3w), 840 mg once every 3 weeks 

(q3w), 845 mg once every 3 weeks (q3w), 850 mg once every 3 

weeks (q3w), 855 mg once every 3 weeks (q3w), 860 mg once 

every 3 weeks (q3w), 865 mg once every 3 weeks (q3w), 870 mg 

once every 3 weeks (q3w), 875 mg once every 3 weeks (q3w), 880 

mg once every 3 weeks (q3w), 885 mg once every 3 weeks (q3w), 

890 mg once every 3 weeks (q3w), 895 mg once every 3 weeks 

(q3w), 900 mg once every 3 weeks (q3w), 905 mg once every 3 

weeks (q3w), 910 mg once every 3 weeks (q3w), 915 mg once 

every 3 weeks (q3w), 920 mg once every 3 weeks (q3w), 925 mg 

once every 3 weeks (q3w), 930 mg once every 3 weeks (q3w), 935 

mg once every 3 weeks (q3w), 940 mg once every 3 weeks (q3w), 

945 mg once every 3 weeks (q3w), 950 mg once every 3 weeks 

(q3w), 955 mg once every 3 weeks (q3w), 960 mg once every 3 

weeks (q3w), 965 mg once every 3 weeks (q3w), 970 mg once 

every 3 weeks (q3w), 975 mg once every 3 weeks (q3w), 980 mg 

once every 3 weeks (q3w), 985 mg once every 3 weeks (q3w), 990 

mg once every 3 weeks (q3w), 995 mg once every 3 weeks (q3w), 

1000 mg once every 3 weeks (q3w). And in some embodiments, a 

single bolus may be administered, while in some embodiments, 

several divided doses may be administered over time or the
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dose may be proportionally reduced or increased as indicated 

by the situation.  

[0283] Furthermore, while the subject of the methods and uses 

is generally a cancer patient, the age of the patient is not 

limited. The disclosed methods and uses are useful for 

treating cancer, malignant disease, or cancer cell 

proliferation with various recurrence and prognostic outcomes 

across all age groups and cohorts. Thus, in some embodiments, 

the subject may be a pediatric subject, while in other 

embodiments, the subject may be an adult subject.  

[0284] In some embodiments, the objective response rate of a 

subject administered the ADC of the present disclosure is at 

least about 10%, about 20%, about 30%, about 40%, about 50%, 

about 60%, about 70% or about 80%. In preferred embodiments, 

the objective response rate of a subject administered the ADC 

of the present disclosure is at least about 20%. In further 

preferred embodiments, the objective response rate of a 

subject administered the ADC of the present disclosure is at 

least about 30%. In further preferred embodiments, the 

objective response rate of a subject administered the ADC of 

the present disclosure is at least about 40%. In further 

preferred embodiments, the objective response rate of a 

subject administered the ADC of the present disclosure is at 

least about 50%. In further preferred embodiments, the 

objective response rate of a subject administered the ADC of 

the present disclosure is at least about 60%. In further 

preferred embodiments, the objective response rate of a 

subject administered the ADC of the present disclosure is at 

least about 70%. In further preferred embodiments, the
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objective response rate of a subject administered the ADC of 

the present disclosure is at least about 80%.  

[0285] In some embodiments, the progression free survival of a 

subject administered the ADC of the present disclosure is at 

least 3.0, 3.5, 4.0, 4.5, 5.0, 5.1, 5.2, 5.3, 5.4, 5.5, 5.6, 

5.7, 5.8, 5.9, 6.0, 6.1, 6.2, 6.3, 6.4, 6.5, 6.6, 6.7, 6.8, 

6.9, 7.0, 7.1, 7.2, 7.3, 7.4, 7.5, 7.6, 7.7, 7.8, 7.9, 8.0, 

8.1, 8.2, 8.3, 8.4, 8.5, 8.6, 8.7, 8.8, 8.9, 9.0, 9.1, 9.2, 

9.3, 9.4, 9.5, 9.6, 9.7, 9.8, 9.9, 10.0, 10.1, 10.2, 10.3, 

10.4, 10.5, 10.6, 10.7, 10.8, 10.9, 11.0, 11.1, 11.2, 11.3, 

11.4, 11.5, 11.6, 11.7, 11.8, 11.9, 12.0, 12.1, 12.2, 12.3, 

12.4, 12.5, 12.6, 12.7, 12.8, 12.9, 13.0, 13.1, 13.2, 13.3, 

13.4, 13.5, 13.6, 13.7, 13.8, 13.9, 14.0, 14.5, 15.0 months.  

In preferred embodiments, the progression free survival of a 

subject administered the ADC of the present disclosure is at 

least 4.0 months. In further preferred embodiments, the 

progression free survival of a subject administered the ADC of 

the present disclosure is at least 4.5 months. In further 

preferred embodiments, the progression free survival of a 

subject administered the ADC of the present disclosure is at 

least 5.0 months. In further preferred embodiments, the 

progression free survival of a subject administered the ADC of 

the present disclosure is at least 5.5 months. In further 

preferred embodiments, the progression free survival of a 

subject administered the ADC of the present disclosure is at 

least 6.0 months. In further preferred embodiments, the 

progression free survival of a subject administered the ADC of 

the present disclosure is at least 6.5 months. In further 

preferred embodiments, the progression free survival of a
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subject administered the ADC of the present disclosure is at 

least 7.0 months. In further preferred embodiments, the 

progression free survival of a subject administered the ADC of 

the present disclosure is at least 7.5 months. In further 

preferred embodiments, the progression free survival of a 

subject administered the ADC of the present disclosure is at 

least 8.0 months. In further preferred embodiments, the 

progression free survival of a subject administered the ADC of 

the present disclosure is at least 8.5 months. In further 

preferred embodiments, the progression free survival of a 

subject administered the ADC of the present disclosure is at 

least 9.0 months. In further preferred embodiments, the 

progression free survival of a subject administered the ADC of 

the present disclosure is at least 9.5 months. In further 

preferred embodiments, the progression free survival of a 

subject administered the ADC of the present disclosure is at 

least 10.0 months. In further preferred embodiments, the 

progression free survival of a subject administered the ADC of 

the present disclosure is at least 5.6, 5.8, 7.9 or 13.9 

months.  

[0286] In some embodiments, the median progression free 

survival of a subject administered the ADC of the present 

disclosure is at least 3.0, 3.5, 4.0, 4.5, 5.0, 5.1, 5.2, 5.3, 

5.4, 5.5, 5.6, 5.7, 5.8, 5.9, 6.0, 6.1, 6.2, 6.3, 6.4, 6.5, 

6.6, 6.7, 6.8, 6.9, 7.0, 7.1, 7.2, 7.3, 7.4, 7.5, 7.6, 7.7, 

7.8, 7.9, 8.0, 8.1, 8.2, 8.3, 8.4, 8.5, 8.6, 8.7, 8.8, 8.9, 

9.0, 9.1, 9.2, 9.3, 9.4, 9.5, 9.6, 9.7, 9.8, 9.9, 10.0, 10.1, 

10.2, 10.3, 10.4, 10.5, 10.6, 10.7, 10.8, 10.9, 11.0, 11.1, 

11.2, 11.3, 11.4, 11.5, 11.6, 11.7, 11.8, 11.9, 12.0, 12.1,
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12.2, 12.3, 12.4, 12.5, 12.6, 12.7, 12.8, 12.9, 13.0, 13.1, 

13.2, 13.3, 13.4, 13.5, 13.6, 13.7, 13.8, 13.9, 14.0, 14.5, 

15.0 months. In preferred embodiments, the median progression 

free survival of a subject administered the ADC of the present 

disclosure is at least 4.0 months. In further preferred 

embodiments, the median progression free survival of a subject 

administered the ADC of the present disclosure is at least 4.5 

months. In further preferred embodiments, the median 

progression free survival of a subject administered the ADC of 

the present disclosure is at least 5.0 months. In further 

preferred embodiments, the median progression free survival of 

a subject administered the ADC of the present disclosure is at 

least 5.5 months. In further preferred embodiments, the median 

progression free survival of a subject administered the ADC of 

the present disclosure is at least 6.0 months. In further 

preferred embodiments, the median progression free survival of 

a subject administered the ADC of the present disclosure is at 

least 6.5 months. In further preferred embodiments, the median 

progression free survival of a subject administered the ADC of 

the present disclosure is at least 7.0 months. In further 

preferred embodiments, the median progression free survival of 

a subject administered the ADC of the present disclosure is at 

least 7.5 months. In further preferred embodiments, the median 

progression free survival of a subject administered the ADC of 

the present disclosure is at least 8.0 months. In further 

preferred embodiments, the median progression free survival of 

a subject administered the ADC of the present disclosure is at 

least 8.5 months. In further preferred embodiments, the median 

progression free survival of a subject administered the ADC of
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the present disclosure is at least 9.0 months. In further 

preferred embodiments, the median progression free survival of 

a subject administered the ADC of the present disclosure is at 

least 9.5 months. In further preferred embodiments, the median 

progression free survival of a subject administered the ADC of 

the present disclosure is at least 10.0 months. In further 

preferred embodiments, the median progression free survival of 

a subject administered the ADC of the present disclosure is at 

least 5.6, 5.8, 7.9 or 13.9 months.  

[0287] In some embodiments, the ADC of the present disclosure 

may be administered as a therapy in combination with a 

surgical procedure. In some aspects, the ADC of the present 

disclosure may be administered for the purpose of diminishing 

the size of a tumor before surgical procedure (referred to as 

pre-operative adjuvant therapy or neoadjuvant therapy), or may 

be used after a surgical procedure for the purpose of 

preventing the recurrence of a tumor (referred to as post

operative adjuvant therapy or adjuvant therapy).  

[0288] In some embodiments, the ADC of the present disclosure 

may be administered as a maintenance therapy. In some 

embodiments, the ADC of the present disclosure may be 

administered for the purpose of preventing the recurrence of a 

tumor after initial chemotherapy.  

[0289] In some embodiments for adjuvant therapy, neoadjuvant 

therapy or maintenance therapy, the dose regimen may be 1.6 

mg/kg once every 1 week (q1w), 1.7 mg/kg once every 1 week 

(q1w), 1.8 mg/kg once every 1 week (q1w), 1.9 mg/kg once every 

1 week (q1w), 2.0 mg/kg once every 1 week (q1w), 2.1 mg/kg 

once every 1 week (q1w), 2.2 mg/kg once every 1 week (q1w),
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2.3 mg/kg once every 1 week (qiw), 2.4 mg/kg once every 1 week 

(qiw), 2.5 mg/kg once every 1 week (qiw), 2.6 mg/kg once every 

1 week (qiw), 2.7 mg/kg once every 1 week (qiw), 2.8 mg/kg 

once every 1 week (qiw), 2.9 mg/kg once every 1 week (qiw), 

3.0 mg/kg once every 1 week (qiw), 3.1 mg/kg once every 1 week 

(qiw), 3.2 mg/kg once every 1 week (qiw), 3.3 mg/kg once every 

1 week (qiw), 3.4 mg/kg once every 1 week (qiw), 3.5 mg/kg 

once every 1 week (qiw), 3.6 mg/kg once every 1 week (qiw), 

3.7 mg/kg once every 1 week (qiw), 3.8 mg/kg once every 1 week 

(qiw), 3.9 mg/kg once every 1 week (qiw), 4.0 mg/kg once every 

1 week (qiw), 4.1 mg/kg once every 1 week (qiw), 4.2 mg/kg 

once every 1 week (qiw), 4.3 mg/kg once every 1 week (qiw), 

4.4 mg/kg once every 1 week (qiw), 4.5 mg/kg once every 1 week 

(qiw), 4.6 mg/kg once every 1 week (qiw), 4.7 mg/kg once every 

1 week (qiw), 4.8 mg/kg once every 1 week (qiw), 4.9 mg/kg 

once every 1 week (qiw), 5.0 mg/kg once every 1 week (qiw), 

5.1 mg/kg once every 1 week (qiw), 5.2 mg/kg once every 1 week 

(qiw), 5.3 mg/kg once every 1 week (qiw), 5.4 mg/kg once every 

1 week (qlw), 5.5 mg/kg once every 1 week (qlw), 5.6 mg/kg 

once every 1 week (qiw), 5.7 mg/kg once every 1 week (qiw), 

5.8 mg/kg once every 1 week (qiw), 5.9 mg/kg once every 1 week 

(qiw), 6.0 mg/kg once every 1 week (qiw), 6.1 mg/kg once every 

1 week (qiw), 6.2 mg/kg once every 1 week (qiw), 6.3 mg/kg 

once every 1 week (qiw), 6.4 mg/kg once every 1 week (qiw), 

6.5 mg/kg once every 1 week (qiw), 6.6 mg/kg once every 1 week 

(qiw), 6.7 mg/kg once every 1 week (qiw), 6.8 mg/kg once every 

1 week (qiw), 6.9 mg/kg once every 1 week (qiw), 7.0 mg/kg 

once every 1 week (qiw), 7.1 mg/kg once every 1 week (qiw), 

7.2 mg/kg once every 1 week (qiw), 7.3 mg/kg once every 1 week
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(qiw), 7.4 mg/kg once every 1 week (qiw), 7.5 mg/kg once every 

1 week (qiw), 7.6 mg/kg once every 1 week (qiw), 7.7 mg/kg 

once every 1 week (qiw), 7.8 mg/kg once every 1 week (qiw), 

7.9 mg/kg once every 1 week (qiw), 8.0 mg/kg once every 1 week 

(qiw), 8.1 mg/kg once every 1 week (qiw), 8.2 mg/kg once every 

1 week (qiw), 8.3 mg/kg once every 1 week (qiw), 8.4 mg/kg 

once every 1 week (qiw), 8.5 mg/kg once every 1 week (qiw), 

8.6 mg/kg once every 1 week (qiw), 8.7 mg/kg once every 1 week 

(qiw), 8.8 mg/kg once every 1 week (qiw), 8.9 mg/kg once every 

1 week (qiw), 9.0 mg/kg once every 1 week (qiw), 9.1 mg/kg 

once every 1 week (qiw), 9.2 mg/kg once every 1 week (qiw), 

9.3 mg/kg once every 1 week (qiw), 9.4 mg/kg once every 1 week 

(qiw), 9.5 mg/kg once every 1 week (qiw), 9.6 mg/kg once every 

1 week (qiw), 1.6 mg/kg once every 2 weeks (q2w), 1.7 mg/kg 

once every 2 weeks (q2w), 1.8 mg/kg once every 2 weeks (q2w), 

1.9 mg/kg once every 2 weeks (q2w), 2.0 mg/kg once every 2 

weeks (q2w), 2.1 mg/kg once every 2 weeks (q2w), 2.2 mg/kg 

once every 2 weeks (q2w), 2.3 mg/kg once every 2 weeks (q2w), 

2.4 mg/kg once every 2 weeks (q2w), 2.5 mg/kg once every 2 

weeks (q2w), 2.6 mg/kg once every 2 weeks (q2w), 2.7 mg/kg 

once every 2 weeks (q2w), 2.8 mg/kg once every 2 weeks (q2w), 

2.9 mg/kg once every 2 weeks (q2w), 3.0 mg/kg once every 2 

weeks (q2w), 3.1 mg/kg once every 2 weeks (q2w), 3.2 mg/kg 

once every 2 weeks (q2w), 3.3 mg/kg once every 2 weeks (q2w), 

3.4 mg/kg once every 2 weeks (q2w), 3.5 mg/kg once every 2 

weeks (q2w), 3.6 mg/kg once every 2 weeks (q2w), 3.7 mg/kg 

once every 2 weeks (q2w), 3.8 mg/kg once every 2 weeks (q2w), 

3.9 mg/kg once every 2 weeks (q2w), 4.0 mg/kg once every 2 

weeks (q2w), 4.1 mg/kg once every 2 weeks (q2w), 4.2 mg/kg
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once every 2 weeks (q2w), 4.3 mg/kg once every 2 weeks (q2w), 

4.4 mg/kg once every 2 weeks (q2w), 4.5 mg/kg once every 2 

weeks (q2w), 4.6 mg/kg once every 2 weeks (q2w), 4.7 mg/kg 

once every 2 weeks (q2w), 4.8 mg/kg once every 2 weeks (q2w), 

4.9 mg/kg once every 2 weeks (q2w), 5.0 mg/kg once every 2 

weeks (q2w), 5.1 mg/kg once every 2 weeks (q2w), 5.2 mg/kg 

once every 2 weeks (q2w), 5.3 mg/kg once every 2 weeks (q2w), 

5.4 mg/kg once every 2 weeks (q2w), 5.5 mg/kg once every 2 

weeks (q2w), 5.6 mg/kg once every 2 weeks (q2w), 5.7 mg/kg 

once every 2 weeks (q2w), 5.8 mg/kg once every 2 weeks (q2w), 

5.9 mg/kg once every 2 weeks (q2w), 6.0 mg/kg once every 2 

weeks (q2w), 6.1 mg/kg once every 2 weeks (q2w), 6.2 mg/kg 

once every 2 weeks (q2w), 6.3 mg/kg once every 2 weeks (q2w), 

6.4 mg/kg once every 2 weeks (q2w), 6.5 mg/kg once every 2 

weeks (q2w), 6.6 mg/kg once every 2 weeks (q2w), 6.7 mg/kg 

once every 2 weeks (q2w), 6.8 mg/kg once every 2 weeks (q2w), 

6.9 mg/kg once every 2 weeks (q2w), 7.0 mg/kg once every 2 

weeks (q2w), 7.1 mg/kg once every 2 weeks (q2w), 7.2 mg/kg 

once every 2 weeks (q2w), 7.3 mg/kg once every 2 weeks (q2w), 

7.4 mg/kg once every 2 weeks (q2w), 7.5 mg/kg once every 2 

weeks (q2w), 7.6 mg/kg once every 2 weeks (q2w), 7.7 mg/kg 

once every 2 weeks (q2w), 7.8 mg/kg once every 2 weeks (q2w), 

7.9 mg/kg once every 2 weeks (q2w), 8.0 mg/kg once every 2 

weeks (q2w), 8.1 mg/kg once every 2 weeks (q2w), 8.2 mg/kg 

once every 2 weeks (q2w), 8.3 mg/kg once every 2 weeks (q2w), 

8.4 mg/kg once every 2 weeks (q2w), 8.5 mg/kg once every 2 

weeks (q2w), 8.6 mg/kg once every 2 weeks (q2w), 8.7 mg/kg 

once every 2 weeks (q2w), 8.8 mg/kg once every 2 weeks (q2w), 

8.9 mg/kg once every 2 weeks (q2w), 9.0 mg/kg once every 2
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weeks (q2w), 9.1 mg/kg once every 2 weeks (q2w), 9.2 mg/kg 

once every 2 weeks (q2w), 9.3 mg/kg once every 2 weeks (q2w), 

9.4 mg/kg once every 2 weeks (q2w), 9.5 mg/kg once every 2 

weeks (q2w), 9.6 mg/kg once every 2 weeks (q2w), 1.6 mg/kg 

once every 3 weeks (q3w), 1.7 mg/kg once every 3 weeks (q3w), 

1.8 mg/kg once every 3 weeks (q3w), 1.9 mg/kg once every 3 

weeks (q3w), 2.0 mg/kg once every 3 weeks (q3w), 2.1 mg/kg 

once every 3 weeks (q3w), 2.2 mg/kg once every 3 weeks (q3w), 

2.3 mg/kg once every 3 weeks (q3w), 2.4 mg/kg once every 3 

weeks (q3w), 2.5 mg/kg once every 3 weeks (q3w), 2.6 mg/kg 

once every 3 weeks (q3w), 2.7 mg/kg once every 3 weeks (q3w), 

2.8 mg/kg once every 3 weeks (q3w), 2.9 mg/kg once every 3 

weeks (q3w), 3.0 mg/kg once every 3 weeks (q3w), 3.1 mg/kg 

once every 3 weeks (q3w), 3.2 mg/kg once every 3 weeks (q3w), 

3.3 mg/kg once every 3 weeks (q3w), 3.4 mg/kg once every 3 

weeks (q3w), 3.5 mg/kg once every 3 weeks (q3w), 3.6 mg/kg 

once every 3 weeks (q3w), 3.7 mg/kg once every 3 weeks (q3w), 

3.8 mg/kg once every 3 weeks (q3w), 3.9 mg/kg once every 3 

weeks (q3w), 4.0 mg/kg once every 3 weeks (q3w), 4.1 mg/kg 

once every 3 weeks (q3w), 4.2 mg/kg once every 3 weeks (q3w), 

4.3 mg/kg once every 3 weeks (q3w), 4.4 mg/kg once every 3 

weeks (q3w), 4.5 mg/kg once every 3 weeks (q3w), 4.6 mg/kg 

once every 3 weeks (q3w), 4.7 mg/kg once every 3 weeks (q3w), 

4.8 mg/kg once every 3 weeks (q3w), 4.9 mg/kg once every 3 

weeks (q3w), 5.0 mg/kg once every 3 weeks (q3w), 5.1 mg/kg 

once every 3 weeks (q3w), 5.2 mg/kg once every 3 weeks (q3w), 

5.3 mg/kg once every 3 weeks (q3w), 5.4 mg/kg once every 3 

weeks (q3w), 5.5 mg/kg once every 3 weeks (q3w), 5.6 mg/kg 

once every 3 weeks (q3w), 5.7 mg/kg once every 3 weeks (q3w),
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5.8 mg/kg once every 3 weeks (q3w), 5.9 mg/kg once every 3 

weeks (q3w), 6.0 mg/kg once every 3 weeks (q3w), 6.1 mg/kg 

once every 3 weeks (q3w), 6.2 mg/kg once every 3 weeks (q3w), 

6.3 mg/kg once every 3 weeks (q3w), 6.4 mg/kg once every 3 

weeks (q3w), 6.5 mg/kg once every 3 weeks (q3w), 6.6 mg/kg 

once every 3 weeks (q3w), 6.7 mg/kg once every 3 weeks (q3w), 

6.8 mg/kg once every 3 weeks (q3w), 6.9 mg/kg once every 3 

weeks (q3w), 7.0 mg/kg once every 3 weeks (q3w), 7.1 mg/kg 

once every 3 weeks (q3w), 7.2 mg/kg once every 3 weeks (q3w), 

7.3 mg/kg once every 3 weeks (q3w), 7.4 mg/kg once every 3 

weeks (q3w), 7.5 mg/kg once every 3 weeks (q3w), 7.6 mg/kg 

once every 3 weeks (q3w), 7.7 mg/kg once every 3 weeks (q3w), 

7.8 mg/kg once every 3 weeks (q3w), 7.9 mg/kg once every 3 

weeks (q3w), 8.0 mg/kg once every 3 weeks (q3w), 8.1 mg/kg 

once every 3 weeks (q3w), 8.2 mg/kg once every 3 weeks (q3w), 

8.3 mg/kg once every 3 weeks (q3w), 8.4 mg/kg once every 3 

weeks (q3w), 8.5 mg/kg once every 3 weeks (q3w), 8.6 mg/kg 

once every 3 weeks (q3w), 8.7 mg/kg once every 3 weeks (q3w), 

8.8 mg/kg once every 3 weeks (q3w), 8.9 mg/kg once every 3 

weeks (q3w), 9.0 mg/kg once every 3 weeks (q3w), 9.1 mg/kg 

once every 3 weeks (q3w), 9.2 mg/kg once every 3 weeks (q3w), 

9.3 mg/kg once every 3 weeks (q3w), 9.4 mg/kg once every 3 

weeks (q3w), 9.5 mg/kg once every 3 weeks (q3w) or 9.6 mg/kg 

once every 3 weeks (q3w), but more preferably 3.2 mg/kg once 

every 1 week (q1w), 3.3 mg/kg once every 1 week (q1w), 3.4 

mg/kg once every 1 week (q1w), 3.5 mg/kg once every 1 week 

(q1w), 3.6 mg/kg once every 1 week (q1w), 3.7 mg/kg once every 

1 week (q1w), 3.8 mg/kg once every 1 week (q1w), 3.9 mg/kg 

once every 1 week (q1w), 4.0 mg/kg once every 1 week (q1w),
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4.1 mg/kg once every 1 week (qiw), 4.2 mg/kg once every 1 week 

(qiw), 4.3 mg/kg once every 1 week (qiw), 4.4 mg/kg once every 

1 week (qiw), 4.5 mg/kg once every 1 week (qiw), 4.6 mg/kg 

once every 1 week (qiw), 4.7 mg/kg once every 1 week (qiw), 

4.8 mg/kg once every 1 week (qiw), 4.9 mg/kg once every 1 week 

(qiw), 5.0 mg/kg once every 1 week (qiw), 5.1 mg/kg once every 

1 week (qlw), 5.2 mg/kg once every 1 week (qlw), 5.3 mg/kg 

once every 1 week (qiw), 5.4 mg/kg once every 1 week (qiw), 

5.5 mg/kg once every 1 week (qiw), 5.6 mg/kg once every 1 week 

(qiw), 5.7 mg/kg once every 1 week (qiw), 5.8 mg/kg once every 

1 week (qiw), 5.9 mg/kg once every 1 week (qiw), 6.0 mg/kg 

once every 1 week (qiw), 6.1 mg/kg once every 1 week (qiw), 

6.2 mg/kg once every 1 week (qiw), 6.3 mg/kg once every 1 week 

(qiw), 6.4 mg/kg once every 1 week (qiw), 3.2 mg/kg once every 

2 weeks (q2w), 3.3 mg/kg once every 2 weeks (q2w), 3.4 mg/kg 

once every 2 weeks (q2w), 3.5 mg/kg once every 2 weeks (q2w), 

3.6 mg/kg once every 2 weeks (q2w), 3.7 mg/kg once every 2 

weeks (q2w), 3.8 mg/kg once every 2 weeks (q2w), 3.9 mg/kg 

once every 2 weeks (q2w), 4.0 mg/kg once every 2 weeks (q2w), 

4.1 mg/kg once every 2 weeks (q2w), 4.2 mg/kg once every 2 

weeks (q2w), 4.3 mg/kg once every 2 weeks (q2w), 4.4 mg/kg 

once every 2 weeks (q2w), 4.5 mg/kg once every 2 weeks (q2w), 

4.6 mg/kg once every 2 weeks (q2w), 4.7 mg/kg once every 2 

weeks (q2w), 4.8 mg/kg once every 2 weeks (q2w), 4.9 mg/kg 

once every 2 weeks (q2w), 5.0 mg/kg once every 2 weeks (q2w), 

5.1 mg/kg once every 2 weeks (q2w), 5.2 mg/kg once every 2 

weeks (q2w), 5.3 mg/kg once every 2 weeks (q2w), 5.4 mg/kg 

once every 2 weeks (q2w), 5.5 mg/kg once every 2 weeks (q2w), 

5.6 mg/kg once every 2 weeks (q2w), 5.7 mg/kg once every 2
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weeks (q2w), 5.8 mg/kg once every 2 weeks (q2w), 5.9 mg/kg 

once every 2 weeks (q2w), 6.0 mg/kg once every 2 weeks (q2w), 

6.1 mg/kg once every 2 weeks (q2w), 6.2 mg/kg once every 2 

weeks (q2w), 6.3 mg/kg once every 2 weeks (q2w), 6.4 mg/kg 

once every 2 weeks (q2w), 3.2 mg/kg once every 3 weeks (q3w), 

3.3 mg/kg once every 3 weeks (q3w), 3.4 mg/kg once every 3 

weeks (q3w), 3.5 mg/kg once every 3 weeks (q3w), 3.6 mg/kg 

once every 3 weeks (q3w), 3.7 mg/kg once every 3 weeks (q3w), 

3.8 mg/kg once every 3 weeks (q3w), 3.9 mg/kg once every 3 

weeks (q3w), 4.0 mg/kg once every 3 weeks (q3w), 4.1 mg/kg 

once every 3 weeks (q3w), 4.2 mg/kg once every 3 weeks (q3w), 

4.3 mg/kg once every 3 weeks (q3w), 4.4 mg/kg once every 3 

weeks (q3w), 4.5 mg/kg once every 3 weeks (q3w), 4.6 mg/kg 

once every 3 weeks (q3w), 4.7 mg/kg once every 3 weeks (q3w), 

4.8 mg/kg once every 3 weeks (q3w), 4.9 mg/kg once every 3 

weeks (q3w), 5.0 mg/kg once every 3 weeks (q3w), 5.1 mg/kg 

once every 3 weeks (q3w), 5.2 mg/kg once every 3 weeks (q3w), 

5.3 mg/kg once every 3 weeks (q3w), 5.4 mg/kg once every 3 

weeks (q3w), 5.5 mg/kg once every 3 weeks (q3w), 5.6 mg/kg 

once every 3 weeks (q3w), 5.7 mg/kg once every 3 weeks (q3w), 

5.8 mg/kg once every 3 weeks (q3w), 5.9 mg/kg once every 3 

weeks (q3w), 6.0 mg/kg once every 3 weeks (q3w), 6.1 mg/kg 

once every 3 weeks (q3w), 6.2 mg/kg once every 3 weeks (q3w), 

6.3 mg/kg once every 3 weeks (q3w) or 6.4 mg/kg once every 3 

weeks (q3w), but furthermore preferably 4.8 mg/kg once every 1 

week (q1w), 4.9 mg/kg once every 1 week (q1w), 5.0 mg/kg once 

every 1 week (qlw), 5.1 mg/kg once every 1 week (qlw), 5.2 

mg/kg once every 1 week (q1w), 5.3 mg/kg once every 1 week 

(q1w), 5.4 mg/kg once every 1 week (q1w), 5.5 mg/kg once every
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1 week (q1w), 5.6 mg/kg once every 1 week (q1w), 5.7 mg/kg 

once every 1 week (q1w), 5.8 mg/kg once every 1 week (q1w), 

5.9 mg/kg once every 1 week (q1w), 6.0 mg/kg once every 1 week 

(q1w), 6.1 mg/kg once every 1 week (q1w), 6.2 mg/kg once every 

1 week (q1w), 6.3 mg/kg once every 1 week (q1w), 6.4 mg/kg 

once every 1 week (q1w), 4.8 mg/kg once every 3 weeks (q3w), 

4.9 mg/kg once every 3 weeks (q3w), 5.0 mg/kg once every 3 

weeks (q3w), 5.1 mg/kg once every 3 weeks (q3w), 5.2 mg/kg 

once every 3 weeks (q3w), 5.3 mg/kg once every 3 weeks (q3w), 

5.4 mg/kg once every 3 weeks (q3w), 5.5 mg/kg once every 3 

weeks (q3w), 5.6 mg/kg once every 3 weeks (q3w), 5.7 mg/kg 

once every 3 weeks (q3w), 5.8 mg/kg once every 3 weeks (q3w), 

5.9 mg/kg once every 3 weeks (q3w), 6.0 mg/kg once every 3 

weeks (q3w), 6.1 mg/kg once every 3 weeks (q3w), 6.2 mg/kg 

once every 3 weeks (q3w), 6.3 mg/kg once every 3 weeks (q3w) 

or 6.4 mg/kg once every 3 weeks (q3w).  

[0290] The following examples are given to illustrate the 

present disclosure. It should be understood, however, that 

the disclosure is not to be limited to the specific conditions 

or details described in these examples.  

Examples 

[0291] Hereinafter, the present disclosure will be specifically 

described in the following examples. However, these examples 

are not intended to limit the scope of the present disclosure.  

Furthermore, these examples should not be construed in a 

limited manner by any means. It is to be noted that, in the 

following examples, unless otherwise specified, individual 

operations regarding genetic manipulation have been carried 

out according to the method described in "Molecular Cloning"
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(Sambrook, J., Fritsch, E. F. and Maniatis, T., published by 

Cold Spring Harbor Laboratory Press in 1989) or other methods 

described in experimental manuals used by persons skilled in 

the art, or when commercially available reagents or kits have 

been used, the examples have been carried out in accordance 

with the instructions included in the commercially available 

products. In the present description, reagents, solvents and 

starting materials are readily available from commercially 

available sources, unless otherwise specified.  

[0292] Example 1: Production of Antibody Drug Conjugates 

According to production methods disclosed in International 

Publication No. W02018/212136, an anti-CDH6 antibody (an 

antibody comprising a heavy chain consisting of the amino acid 

sequence at amino acid positions 20 to 471 in SEQ ID NO: 69 

and a light chain consisting of the amino acid sequence at 

amino acid positions 21 to 233 in SEQ ID NO: 61) was used to 

produce an antibody-drug conjugate (H1L2-Dxd) (hereinafter 

also referred to as the "DS-6000a") in which the anti-CDH6 

antibody is bound, via a thioether bond, to a drug linker 

represented by the following formula: 

[formula 19] 

00 
0~~~ H 

0 N 0 
N 

0 
N
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wherein n represents an average drug-to-antibody ratio (DAR) 

per single antibody molecule; and the value of n of the 

antibody-drug conjugate (H1L2-Dxd) falls within the range of 7 

to 8.  

[0293]Example 2: Initial Phase 1 Clinical Study 

The Phase 1 study included both a dose escalation part and a 

dose expansion part, as shown in Figure 1.  

[0294]Example 2-1 The dose escalation part of the Phase 1 

study 

[0295] 

The dose escalation part of the Phase 1 study was a 

multicenter, open-label, multiple-dose, first-in-human study 

of DS-6000a, which enrolled subjects in the United States (see 

clinicaltrials.gov identifier NCT 04707248). DS-6000a was 

administered intravenously every 3 weeks. In the dose 

escalation part, RCC and OVC subjects were enrolled and dose

limiting toxicity (DLT) was assessed during Cycle 1.  

[0296] 

The primary objective of the dose escalation part was to 

investigate the safety and tolerability and determine the 

maximum-tolerated dose (MTD) and/or recommended dose for 

expansion (RDE).  

[0297] 

Secondary objectives included characterizing the 

pharmacokinetic (PK) properties of DS-6000a, total anti-CDH6 

antibody, drug component and assessing the immunogenicity.  

Exploratory objectives included evaluating biomarker that 

correlate with efficacy and disease assessment in OVC using 

Gynecologic Cancer Intergroup (GCIG) criteria.
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[0298] 

Inclusion criteria included: patients aged 18 years; Eastern 

Cooperative Oncology Group performance status 0 or 1; has 

adequate organ function; locally advanced or metastatic RCC 

(clear cell [CC] or non-CC); advanced high grade serous OVC 

including fallopian tube and primary peritoneal carcinoma and 

had prior treatment with platinum + taxane therapy; and 

available tumor tissue for the measurement of CDH6 levels by 

immunohistochemistry.  

[0299] 

Exclusion criteria included: has had prior treatment with 

other CDH6 targeted agents; has had prior treatment with an 

ADC that consists of an exatecan derivative; has multiple 

primary malignancies; or has a history of interstitial lung 

disease (ILD)/pneumonitis that required corticosteroids.  

[0300] 

Patient assessments included echocardiogram or multigated 

acquisition scan, 12-lead electrocardiogram, AEs, PK, human 

anti-human antibodies, biomarkers, and tumor assessments at 

prespecified visits. The demographic and baseline 

characteristics of the patient enrolled in this dose 

escalation part of the Phase 1 study are shown in Figure 2.  

[0301] 

For this dose escalation part of the Phase 1 study, Bayesian 

optimal interval (BOIN) design was used to estimate the MTD.  

Accelerated titration, treat a single subject at a dose level, 

was performed until any DLT or Grade 2 AE possibly related 

to DS-6000a (excluding infusion-related reactions) is observed 

during Cycle 1. Objective response rate (ORR), clinical
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benefit rate (CBR), and disease control rate (DCR) were 

summarized with 95% confidence intervals (CI) using the 

Clopper-Pearson method; duration of response (DOR) and 

progression-free survival (PFS) were summarized using the 

Kaplan-Meier method. Safety endpoints, PK parameters and 

plasma anti-drug antibodies were summarized using descriptive 

statistics.  

[0302] Results 

Thirty patients were enrolled at data cut-off among six DS

6000a dosing groups. The patients (N=30) were exposed to a 

median (range) of 4.0 (1-18) treatment cycles with DS-6000a, 

over a median (range) duration of 12.07 (3.0-54.1) weeks.  

[0303] 

Overall, 86.7% (26/30) of patients reported 1 TEAE (Figure 3).  

The most frequent TEAEs ( 20%) were fatigue (63.3%), nausea 

(60.0%), vomiting (46.7%), decreased appetite (40.0%), 

neutrophil count decreased (23.3%) and diarrhoea (20.0%).  

33.3% (10/30) of patients reported Grade 3 TEAE, the most 

frequent Grade 3 TEAEs ( 10%) were neutrophil count decreased 

(16.7%), anaemia (10.0%) and hypokalaemia (10.0%).  

[0304] 

Drug-related TEAEs were reported in 25 patients (83.3%) as 

shown in Figure 4. The most frequent related TEAEs ( 20%) were 

nausea (60.0%), fatigue (56.7%), vomiting (30.0%), neutrophil 

count decreased (23.3%) and decreased appetite (20.0%). 23.3% 

(7/30) of patients reported Grade 3 related TEAE, the most 

frequent Grade 3 TEAEs ( 10%) were neutrophil count decreased 

(16.7%).  

[0305]
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Nine patients required DS-6000a dose interruption (n=3 [6.4 

mg/kg]; n=2 each [9.6 mg/kg and 4.8 mg/kg]; n=1 each [8.0 

mg/kg and 3.2 mg/kg]), and three patients required DS-6000a 

dose reduction (n=2 [9.6 mg/kg]; n=1 [8.0 mg/kg]). Overall, 13 

(43.3%) patients discontinued from DS-6000a treatment. The 

primary reason for discontinuation was PD per RECIST V1.1 in 5 

patients (n=2 each [6.4 and 8.0 mg/kg]; n=1 [1.6 mg/kg]). Four 

patients discontinued due to clinical progression (n=1 each 

[3.2, 4.8, 6.4 and 8.0 mg/kg]). One patient was discontinued 

due to adverse event (9.6 mg/kg), death (3.2 mg/kg), informed 

consent withdrawn (6.4 mg/kg) and other (4.8 mg/kg), 

respectively.  

[0306] 

Serious TEAEs were reported in 4/30 (13.3%) patients; all 

events are Grade 3. Two serious TEAEs were considered drug

related (Grade 3 anaemia and Grade 3 febrile neutropenia at 

9.6 mg/kg).  

[0307] 

Two DLTs occurred at 9.6 mg/kg; Gr3 febrile neutropenia and 

Gr4 platelet count decreased.  

[0308] 

Among 24 efficacy evaluable patients, 6 PRs (including single 

point PRs, not yet confirmed responses) were observed based on 

RECIST V1.1 as shown in Figure 5; one RCC and five platinum

resistant OVC. The responses were durable as shown in Figure 6.  

In addition, 12 stable diseases (SDs) and 2 Non-CR/Non-PDs 

were observed (Figure 5) and one patient with SD had stayed in 

treatment more than 180 days at 8.0 mg/kg.  

[0309]
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Among 17 efficacy evaluable OVC patients, 8 patients showed 

CA-125 responder (defined as CA-125 baseline is 2 x the upper 

limit of normal within 2 weeks prior to starting treatment and 

at least 50% reduction in CA-125 levels from baseline. The 

response must be confirmed and maintained for at least 28 

days) as shown in Figure 7. Higher CA-125 response rates were 

observed at the dose level of 4.8 to 9.6 mg/kg. The responses 

were durable as shown in Figure 8.  

It has been reported that RECIST response was preceded by a 

favorable predictive CA-125 decrease (Gynecologic Oncology, 

350-355, 122, 2011).  

[0310] 

Computed tomography scans were taken in two patients. One 

clear cell RCC patients who received 3 prior therapies 

including ICI and VEGFR-TKI at 3.2 mg/kg group demonstrated a 

maximum 64.3 % decrease in tumor size 51.4 weeks following 

initiation of treatment with DS-6000a (Figure 9). Another 

platinum-resistant OVC patient who received 3 prior therapies 

including bevacizumab and PARP inhibitor at 6.4 mg/kg group 

demonstrated a maximum 35.7% decrease in tumor size 40.4 weeks 

following initiation of treatment with DS-6000a (Figure 10).  

[0311] The best percent change in sum of longest dimensions 

from baseline in target lesion is illustrated in Figure 11.  

Tumor shrinkages were observed at the 3.2, 4.8, 6.4, 8.0 and 

9.6 mg/kg dose levels and the best percent change (68.8% tumor 

reduction) was observed in a patient in the 9.6 mg/kg dosing 

group.  

[0312] Summary
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As of data cut off, DS-6000a was generally well tolerated and 

RDE was determined as 8.0 mg/kg. DS-6000a demonstrated early 

clinical signals in heavily pretreated patients with advanced 

RCC and OVC.  

[0313] Example 2-2 The dose expansion part of the Phase 1 

study 

[0314] 

The dose expansion part of the Phase 1 study was a multicenter, 

open-label, multiple-dose, first-in-human study of DS-6000a, 

which enrolled subjects in the United States (see 

clinicaltrials.gov identifier NCT 04707248). DS-6000a was 

administered intravenously every 3 weeks. The dose expansion 

part included administering to RCC and OVC subjects at RDEs.  

Initially, dose of 8.0 mg/kg was expanded, subsequently, the 

6.4, 5.6 and 4.8 mg/kg doses were added as RDEs (Figure 12).  

[0315] 

The primary objective of the dose expansion part was to 

evaluate the safety, tolerability, and efficacy at the RDEs.  

[0316] 

Secondary objectives included characterizing the 

pharmacokinetic (PK) properties of DS-6000a, total anti-CDH6 

antibody, drug component and assessing the immunogenicity.  

Exploratory objectives included evaluating biomarker that 

correlate with efficacy and disease assessment in OVC using 

Gynecologic Cancer Intergroup (GCIG) criteria.  

[0317] 

Inclusion criteria included: patients aged 18 years; Eastern 

Cooperative Oncology Group performance status 0 or 1; has 

adequate organ function; locally advanced or metastatic RCC
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(clear cell [CC] or non-CC); advanced high grade serous OVC 

including fallopian tube and primary peritoneal carcinoma and 

had prior treatment with platinum + taxane therapy; and 

available tumor tissue for the measurement of CDH6 levels by 

immunohistochemistry.  

[0318] 

Exclusion criteria included: has had prior treatment with 

other CDH6 targeted agents; has had prior treatment with an 

ADC that consists of an exatecan derivative; has multiple 

primary malignancies; or has a history of interstitial lung 

disease (ILD)/pneumonitis that required corticosteroids.  

[0319] 

Patient assessments included echocardiogram or multigated 

acquisition scan, 12-lead electrocardiogram, AEs, PK, human 

anti-human antibodies, biomarkers, and tumor assessments at 

prespecified visits.  

[0320] 

Objective response rate (ORR), clinical benefit rate (CBR), 

and disease control rate (DCR) were summarized with 95% 

confidence intervals (CI) using the Clopper-Pearson method; 

duration of response (DOR) and progression-free survival (PFS) 

were summarized using the Kaplan-Meier method. Safety 

endpoints, PK parameters and plasma anti-drug antibodies were 

summarized using descriptive statistics.  

[0321] Example 2-3 Phase 1 Clinical Study as of New Cut-off 

Date 

[0322] After the initial data-cut, additional patients were 

enrolled in Phase 1 (both escalation and expansion), bringing 

the overall number of participants to sixty-seven (N=67). The
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demographic and baseline characteristics of the patient 

enrolled in dose escalation and expansion parts of the Phase 1 

study as of new cut-off date are shown in Figure 13. Subjects 

ranged in age from 34 to 83 years with a median age of 63 

years. A median of 4 prior lines of therapy was administered.  

The prior lines of therapy comprise a platinum-based 

chemotherapeutic, a chemotherapeutic, a PARP inhibitor, an 

immune checkpoint inhibitor, an angiogenic inhibitor and a 

VEGFR-TKI. The subjects were 25.4% RCC, 74.6% OVC and 64.2% 

had Eastern Cooperative Oncology Group performance status 

(ECOG PS) of 1.  

[0323] 

Subjects had received DS-6000a as monotherapy with a median 

treatment duration of 15.4 weeks (range 3.0 to 93.9 weeks).  

The number of patients in the dose escalation and expansion 

parts of the Phase 1 study as of new cut-off date with TEAE, 

which occurred in 15% of patients, regardless of causality, 

is shown in Figure 14. The most frequently reported TEAEs were 

gastrointestinal events (nausea, vomiting and diarrhea), 

fatigue, decreased appetite and hematological events (anaemia, 

neutrophil count decreased and platelet count decreased). The 

most frequently reported Grade 3 events were hematological 

events; the majority of the gastrointestinal events were Grade 

1 or 2 in severity.  

[0324] Figure 15 shows the best percentage change in sum of 

longest dimension measures from baseline in target lesions of 

OVC subjects in the dose escalation and expansion parts of the 

Phase 1 study as of new cut-off date; Figure 16 shows a dose

effect on efficacy for OVC subjects in the dose escalation and
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expansion parts of the Phase 1 study as of new cut-off date, 

as those patients in the higher dosing group tend to show 

consistent and pronounced reduction in tumor size. One 

confirmed CR and 14 confirmed PR were observed among 44 

evaluable OVC subjects at doses ranging from 1.6 to 9.6 mg/kg.  

SD was reported for 24 subjects (Figure 17).  

[0325] As shown in Figure 21, ORR was 36.6% among 41 evaluable 

OVC subjects with measurable disease at baseline and who 

received doses ranging from 1.6 to 9.6 mg/kg. Higher ORR was 

observed compared to the current standard of care in platinum 

resistant ovarian cancer which are single-agent chemotherapies 

(Pujade-Lauraine E, et al., J. Clin. Oncol. (2014) 32 (13), 

1302-1308).  

[0326] The CA-125 reductions were deep and durable as shown in 

Figure 18. Figure 19 shows the best percentage change in CA

125 from baseline of subjects. Among 28 efficacy evaluable OVC 

patients, 15 patients showed CA-125 responder (defined as CA

125 baseline is 2 x the upper limit of normal within 2 weeks 

prior to starting treatment and at least 50% reduction in CA

125 levels from baseline. The response must be confirmed and 

maintained for at least 28 days). High CA-125 response rates 

were observed among dose levels.  

[0327] The median PFS was 5.8 months in OVC subjects at doses 

ranging from 1.6 to 9.6 mg/kg; 13.9 months, 7.9 months, 5.8 

months and 5.6 months at the 3.2, 4.8, 6.4 and 8.0 mg/kg dose 

levels, respectively (Figure 20).  

Longer PFS was observed compared to the current standard of 

care in platinum resistant ovarian cancer which are single-
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agent chemotherapies (Pujade-Lauraine E, et al., J. Clin.  

Oncol. (2014) 32 (13), 1302-1308).  

[0328] In summary, DS-6000a was well tolerated in doses up to 

6.4 mg/kg. 8.0 mg/kg was not tolerated with 3 fatal cases and 

frequent dose reduction/interruption compared to lower doses.  

Although the sample size is small, 4.8 and 6.4 mg/kg showed 

better preliminary efficacy signals compared to 8.0 mg/kg. The 

results are superior to single-agent chemotherapies (i.e., 

paclitaxel, PLD, gemcitabine, or topotecan) as a standard of 

care in platinum-resistant ovarian cancer (Pujade-Lauraine E, 

et al., J. Clin. Oncol. (2014) 32 (13), 1302-1308). Taken 

together, DS-6000a demonstrated acceptable safety and 

encouraging efficacy in heavily pretreated OVC subjects.  

[0329] The safety and efficacy of 4.8, 5.6, 6.4 and 8.0 mg/kg 

are continuously being evaluated in a phase I study.
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WHAT IS CLAIMED: 

1. An anti-CDH6 antibody-drug conjugate for use in treating 

or preventing cancer, the antibody-drug conjugate 

comprising an anti-CDH6 antibody and an antitumor 

compound connected by a linker, wherein the linker and 

the antitumor compound are represented by the following 

formula: 

-(Succinimid-3-yl-N)-CH 2CH2CH2CH2CH2-C(=O)-GGFG-NH-CH2-0

CH2 -C(=O)-(NH-DX) 

wherein -(Succinimid-3-yl-N)- has a structure 

represented by the following formula: 

0 

N

o 

which is connected to the antibody at position 3 thereof 

and is connected to a methylene group in the linker 

structure containing this structure on the nitrogen atom 

at position 1, and (NH-DX) represents a group 

represented by the following formula:
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H 

Me O 
|N 

F N\ 
0 

H 00 

Me 

wherein the nitrogen atom of the amino group at position 

1 is the connecting position, wherein the anti-CDH6 

antibody comprises CDRH1 consisting of the amino acid 

sequence of SEQ ID NO: 17, CDRH2 consisting of the amino 

acid sequence of SEQ ID NO: 60 and CDRH3 consisting of 

the amino acid sequence of SEQ ID NO: 19 in its heavy 

chain variable region and CDRL1 consisting of the amino 

acid sequence of SEQ ID NO: 12, CDRL2 consisting of the 

amino acid sequence of SEQ ID NO: 13 and CDRL3 

consisting of the amino acid sequence of SEQ ID NO: 14 

in its light chain variable region.  

2. The antibody-drug conjugate according to claim 1, 

wherein the antibody comprises a heavy chain variable 

region comprising amino acids sequence of SEQ ID NO: 71



WO 2023/228095 PCT/IB2023/055316 
233 

and a light chain variable region comprising amino acids 

sequence of SEQ ID NO: 63.  

3. The antibody-drug conjugate according to claim 1 or 2, 

which has a structure represented by the following 

formula: 

0 
C O C 

0 0 ,NH 

N 

F0 N 

OH0 

wherein Ab is an antibody comprising a heavy chain 

variable region comprising SEQ ID NO: 71 and a light 

chain variable region comprising SEQ ID NO: 63, and n 

represents the average number of units of the drug

linker structure conjugated to the antibody per 

antibody, wherein the average number of units of the 

selected drug-linker structure conjugated per antibody 

is in the range of from 1 to 10.
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4. The antibody-drug conjugate according to any one of 

claims 1 to 3, wherein the antibody comprises a heavy 

chain comprising the amino acid sequence at positions 20 

to 471 in SEQ ID NO: 69 and a light chain comprising the 

amino acid sequence at positions 21 to 233 in SEQ ID NO: 

61.  

5. The antibody-drug conjugate according to any one of 

claims 1 to 4, wherein the heavy chain or the light 

chain has undergone one or two or more modifications 

selected from the group consisting of N-linked 

glycosylation, 0-linked glycosylation, N-terminal 

processing, C-terminal processing, deamidation, 

isomerization of aspartic acid, oxidation of methionine, 

addition of a methionine residue to the N-terminus, 

amidation of a proline residue, conversion of N-terminal 

glutamine or N-terminal glutamic acid to pyroglutamic 

acid, and a deletion of one or two amino acids from the 

carboxyl terminus.
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6. The antibody-drug conjugate according to any one of 

claims 1 to 5, wherein the anti-CDH6 antibody lacks a 

lysine residue at the carboxyl terminus of the heavy 

chain.  

7. The antibody-drug conjugate according to any one of 

claims 1 to 6, wherein an average number of units of the 

antitumor compound conjugated per antibody is in a range 

of from 2 to 8.  

8. The antibody-drug conjugate according to any one of 

claims 1 to 7, wherein an average number of units of the 

antitumor compound conjugated per antibody is 7 to 8.  

9. The antibody-drug conjugate according to any one of 

claims 1 to 8, wherein a dose of the antibody-drug 

conjugate in a range of 1.6 mg/kg to 9.6 mg/kg is 

administered to a subject with cancer.  

10. The antibody-drug conjugate according to any one of 

claims 1 to 8, wherein a dose of the antibody-drug 

conjugate in a range of 3.2 mg/kg to 9.6 mg/kg is 

administered to a subject with cancer.
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11. The antibody-drug conjugate according to any one of 

claims 1 to 8, wherein a dose of the antibody-drug 

conjugate in a range of 4.8 mg/kg to 9.6 mg/kg is 

administered to a subject with cancer.  

12. The antibody-drug conjugate according to any one of 

claims 1 to 8, wherein a dose of the antibody-drug 

conjugate in a range of 3.2 mg/kg to 8.0 mg/kg is 

administered to a subject with cancer.  

13. The antibody-drug conjugate according to any one of 

claims 1 to 8, wherein a dose of the antibody-drug 

conjugate in a range of 3.2 mg/kg to 6.4 mg/kg is 

administered to a subject with cancer.  

14. The antibody-drug conjugate according to any one of 

claims 1 to 8, wherein a dose of the antibody-drug 

conjugate in a range of 4.8 mg/kg to 8.0 mg/kg is 

administered to a subject with cancer.  

15. The antibody-drug conjugate according to any one of 

claims 1 to 8, wherein a dose of the antibody-drug
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conjugate in a range of 4.8 mg/kg to 6.4 mg/kg is 

administered to a subject with cancer.  

16. The antibody-drug conjugate according to any one of 

claims 1 to 8, wherein a dose of the antibody-drug 

conjugate of about 3.2 mg/kg, about 4.8 mg/kg, about 5.4 

mg/kg, about 5.6 mg/kg, about 6.4 mg/kg or about 8.0 

mg/kg is administered to a subject with cancer.  

17. The antibody-drug conjugate according to any one of 

claims 1 to 8, wherein a dose of the antibody-drug 

conjugate of about 3.2 mg/kg is administered to a 

subject with cancer.  

18. The antibody-drug conjugate according to any one of 

claims 1 to 8, wherein a dose of the antibody-drug 

conjugate of about 4.8 mg/kg is administered to a 

subject with cancer.  

19. The antibody-drug conjugate according to any one of 

claims 1 to 8, wherein a dose of the antibody-drug 

conjugate of about 5.4 mg/kg is administered to a 

subject with cancer.
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20. The antibody-drug conjugate according to any one of 

claims 1 to 8, wherein a dose of the antibody-drug 

conjugate of about 5.6 mg/kg is administered to a 

subject with cancer.  

21. The antibody-drug conjugate according to any one of 

claims 1 to 8, wherein a dose of the antibody-drug 

conjugate of about 6.4 mg/kg is administered to a 

subject with cancer.  

22. The antibody-drug conjugate according to any one of 

claims 1 to 8, wherein a dose of the antibody-drug 

conjugate of about 8.0 mg/kg is administered to a 

subject with cancer.  

23. The antibody-drug conjugate according to any one of 

claims 1 to 8, wherein a dose of the antibody-drug 

conjugate of 3.2 mg/kg, 3.3 mg/kg, 3.4 mg/kg, 3.5 mg/kg, 

3.6 mg/kg, 3.7 mg/kg, 3.8 mg/kg, 3.9 mg/kg, 4.0 mg/kg, 

4.1 mg/kg, 4.2 mg/kg, 4.3 mg/kg, 4.4 mg/kg, 4.5 mg/kg, 

4.6 mg/kg, 4.7 mg/kg, 4.8 mg/kg, 4.9 mg/kg, 5.0 mg/kg, 

5.1 mg/kg, 5.2 mg/kg, 5.3 mg/kg, 5.4 mg/kg, 5.5 mg/kg,
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5.6 mg/kg, 5.7 mg/kg, 5.8 mg/kg, 5.9 mg/kg, 6.0 mg/kg, 

6.1 mg/kg, 6.2 mg/kg, 6.3 mg/kg or 6.4 mg/kg is 

administered to a subject with cancer.  

24. The antibody-drug conjugate according to any one of 

claims 1 to 23, wherein the antibody-drug conjugate is 

administered by intravenous administration.  

25. The antibody-drug conjugate according to any one of 

claims 1 to 24, wherein the antibody-drug conjugate is 

administered once every 3 weeks.  

26. The antibody-drug conjugate according to any one of 

claims 1 to 25, wherein the cancer is selected from the 

group consisting of renal cell carcinoma, renal clear 

cell carcinoma, papillary renal cell carcinoma, ovarian 

cancer, ovarian serous adenocarcinoma, clear cell 

carcinoma of ovary, endometrioid carcinoma of ovary, 

ovarian mucinous tumor, thyroid cancer, bile duct 

cancer, lung cancer, non-small cell lung cancer, cervix 

cancer, brain tumor, head and neck cancer, sarcoma, 

osteosarcoma, small cell lung cancer, glioblastoma,



WO 2023/228095 PCT/IB2023/055316 
240 

mesothelioma, uterine cancer, pancreatic cancer, Wilms' 

tumor, neuroblastoma, colorectal cancer, gastric cancer, 

endometrial cancer, nasopharyngeal cancer, prostate 

cancer or cancers associated with von Hippel-Lindau 

disease.  

27. The antibody-drug conjugate according to claim 26, 

wherein the cancer is renal cell carcinoma, renal clear 

cell carcinoma or papillary renal cell carcinoma.  

28. The antibody-drug conjugate according to claim 26, 

wherein the cancer is ovarian cancer.  

29. The antibody-drug conjugate according to claim 28, 

wherein the ovarian cancer is selected from the group 

consisting of epithelial ovarian cancer, fallopian tube 

cancer, or primary peritoneal cancer.  

30. The antibody-drug conjugate according to any one of 

claims 1 to 29, wherein the cancer is metastatic.
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31. The antibody-drug conjugate according to any one of 

claims 1 to 30, wherein the cancer is resistant or 

refractory.  

32. The antibody-drug conjugate according to claim 31, 

wherein the resistance or refractoriness is resistance 

or refractoriness acquired by the cancer due to 

treatment with an anticancer drug.  

33. The antibody-drug conjugate according to claim 32, 

wherein the anticancer drug is a platinum-based 

chemotherapeutic, a chemotherapeutic, a PARP inhibitor, 

an immune checkpoint inhibitor, an angiogenic inhibitor 

or a VEGFR-TKI.  

34. The antibody-drug conjugate according to any one of 

claims 1 to 33, wherein the subject has a history of 

treatment with one or two or more anticancer drugs 

selected from the group consisting of a platinum-based 

chemotherapeutic, a chemotherapeutic, a PARP inhibitor, 

an immune checkpoint inhibitor, an angiogenic inhibitor 

and a VEGFR-TKI.
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35. The antibody-drug conjugate according to claim 32, 

wherein the anticancer drug is a platinum-based 

chemotherapeutic.  

36. The antibody-drug conjugate according to claim 35, 

wherein the platinum-based chemotherapeutic comprises a 

platinum-based drug and a taxane.  

37. The antibody-drug conjugate according to any one of 

claims 1 to 36, wherein the cancer is a CDH6-expressing 

cancer.  

38. The antibody-drug conjugate according to claim 37, 

wherein the CDH6-expressing cancer is CDH6

overexpressing cancer.  

39. The antibody-drug conjugate according to any one of 

claims 1 to 38, wherein the cancer is an inoperable or 

recurrent cancer.  

40. The antibody-drug conjugate according to any one of 

claims 1 to 39, wherein the subject exhibits a
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recurrence of the cancer prior to administration of the 

antibody-drug conjugate.  

41. The antibody-drug conjugate according to claim 40, 

wherein the recurrence of the cancer occurs in less than 

or within about six months of completion of a 

chemotherapy regimen comprising a platinum-based drug.  

42. The antibody-drug conjugate according to claim 40, 

wherein the recurrence of the cancer occurs in less than 

or within about six months of completion of a 

chemotherapy regimen comprising a platinum-based drug 

and a taxane.  

43. The antibody-drug conjugate according to claim 40, 

wherein the recurrence of the cancer occurs in or after 

about six months of completion of a chemotherapy regimen 

comprising a platinum-based drug.  

44. The antibody-drug conjugate according to claim 40, 

wherein the recurrence of the cancer occurs in or after 

about six months of completion of a chemotherapy regimen 

comprising a platinum-based drug and a taxane.
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45. The antibody-drug conjugate according to any one of 

claims 1 to 44, wherein the objective response rate of a 

subject is at least about 20%.  

46. The antibody-drug conjugate according to any one of 

claims 1 to 44, wherein the objective response rate of a 

subject is at least about 30%.  

47. The antibody-drug conjugate according to any one of 

claims 1 to 46, wherein the progression free survival of 

a subject is at least 5 months after administration of 

the antibody-drug conjugate.  

48. The antibody-drug conjugate according to any one of 

claims 1 to 46, wherein the progression free survival of 

a subject is at least 5.5 months after administration of 

the antibody-drug conjugate.  

49. The antibody-drug conjugate according to any one of 

claims 1 to 48, wherein the antibody-drug conjugate is 

administered as monotherapy.
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50. The antibody-drug conjugate according to any one of 

claims 1 to 48, wherein a subject is administered the 

ADC with a second drug.  

51. The antibody-drug conjugate according to claim 50, 

wherein the antibody-drug conjugate is administered 

prior to, after, or concurrently with the second drug.  

52. The antibody-drug conjugate according to any one of 

claims 1 to 44, wherein the antibody-drug conjugate is 

administered as maintenance therapy.  

53. The antibody-drug conjugate according to any one of 

claims 1 to 44, wherein the antibody-drug conjugate is 

administered as adjuvant therapy.  

54. The antibody-drug conjugate according to any one of 

claims 1 to 44, wherein the antibody-drug conjugate is 

administered after surgical resection of the tumor.  

55. The antibody-drug conjugate according to any one of 

claims 1 to 44, wherein the antibody-drug conjugate is 

administered as neoadjuvant therapy.
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56. The antibody-drug conjugate according to any one of 

claims 1 to 44, wherein the antibody-drug conjugate is 

administered prior to surgical resection of the tumor.  

57. An anti-CDH6 antibody-drug conjugate for use in treating 

or preventing cancer, the anti-CDH6 antibody-drug 

conjugate having the structure represented by the 

following formula: 

00 
o 0  H HN0 

N 0 
N 

F N 

08 O 

wherein AB represents an anti-CDH6 antibody or the 

functional fragment of the antibody, n represents the 

average number of units of the drug-linker structure 

conjugated to the antibody per antibody, and the antibody 

is connected to the linker via a sulfhydryl group derived 

from the antibody; and wherein the anti-CDH6 antibody-drug
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conjugate is a salt thereof or a hydrate of the anti-CDH6 

antibody-drug conjugate or the salt, wherein the average 

number of units of the drug-linker structure conjugated 

per antibody is 7 to 8, wherein the antibody comprises: 

the heavy chain amino acid sequence represented by SEQ ID 

NO: 87 or an amino acid sequence derived from the amino 

acid sequence represented by SEQ ID NO: 87 in which one or 

two amino acids are deleted from the carboxyl terminus 

thereof; and the light chain amino acid sequence 

represented by SEQ ID NO: 88, wherein a dose of the 

antibody-drug conjugate is in a range of 1.6 mg/kg to 9.6 

mg/kg, wherein the antibody-drug conjugate is administered 

by intravenous administration, wherein the antibody-drug 

conjugate is administered once every 3 weeks.  

58. A pharmaceutical composition containing the antibody

drug conjugate according to any one of claims 1 to 57 or 

a salt thereof as an active component, and a 

pharmaceutically acceptable formulation component.
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59. A method of treating or preventing cancer in a subject, 

comprising administering to a subject with cancer an 

anti-CDH6 antibody-drug conjugate comprising an anti

CDH6 antibody and an antitumor compound connected by a 

linker, wherein the linker and the antitumor compound 

are represented by the following formula: 

- (Succinimid-3-yl-N)-CH 2 CH2 CH2 CH2 CH 2 -C(=O)-GGFG-NH-CH 2 -0

CH2 -C(=O)- (NH-DX) 

wherein -(Succinimid-3-yl-N)- has a structure 

represented by the following formula: 

0 

N

o 

which is connected to the antibody at position 3 thereof 

and is connected to a methylene group in the linker 

structure containing this structure on the nitrogen atom 

at position 1, and (NH-DX) represents a group 

represented by the following formula:
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wherein the nitrogen atom of the amino group at position 

1 is the connecting position, wherein the anti-CDH6 

antibody comprises CDRH1 consisting of the amino acid 

sequence of SEQ ID NO: 17, CDRH2 consisting of the amino 

acid sequence of SEQ ID NO: 60 and CDRH3 consisting of 

the amino acid sequence of SEQ ID NO: 19 in its heavy 

chain variable region and CDRL1 consisting of the amino 

acid sequence of SEQ ID NO: 12, CDRL2 consisting of the 

amino acid sequence of SEQ ID NO: 13 and CDRL3 

consisting of the amino acid sequence of SEQ ID NO: 14 

in its light chain variable region.  

60. The method according to claim 59, wherein the antibody 

comprises a heavy chain variable region comprising amino 

acids sequence of SEQ ID NO: 71 and a light chain
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variable region comprising amino acids sequence of SEQ 

ID NO: 63.  

61. The method according to claim 59 or 60, wherein the 

antibody-drug conjugate has a structure represented by 

the following formula: 

0 
C 

0 0 ,NH 

N 

F0 N 

OH0 

wherein Ab is an antibody comprising a heavy chain 

variable region comprising SEQ ID NO: 71 and a light 

chain variable region comprising SEQ ID NO: 63, and n 

represents the average number of units of the drug

linker structure conjugated to the antibody per 

antibody, wherein the average number of units of the 

selected drug-linker structure conjugated per antibody 

is in the range of from 1 to 10.
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62. The method according to any one of claims 59 to 61, 

wherein the antibody comprises a heavy chain comprising 

the amino acid sequence at positions 20 to 471 in SEQ ID 

NO: 69 and a light chain comprising the amino acid 

sequence at positions 21 to 233 in SEQ ID NO: 61.  

63. The method according to any one of claims 59 to 62, 

wherein the heavy chain or the light chain has undergone 

one or two or more modifications selected from the group 

consisting of N-linked glycosylation, O-linked 

glycosylation, N-terminal processing, C-terminal 

processing, deamidation, isomerization of aspartic acid, 

oxidation of methionine, addition of a methionine 

residue to the N-terminus, amidation of a proline 

residue, conversion of N-terminal glutamine or N

terminal glutamic acid to pyroglutamic acid, and a 

deletion of one or two amino acids from the carboxyl 

terminus.
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64. The method according to any one of claims 59 to 63, 

wherein the anti-CDH6 antibody lacks a lysine residue at 

the carboxyl terminus of the heavy chain.  

65. The method according to any one of claims 59 to 64, 

wherein an average number of units of the antitumor 

compound conjugated per antibody is in a range of from 2 

to 8.  

66. The method according to any one of claims 59 to 65, 

wherein an average number of units of the antitumor 

compound conjugated per antibody is 7 to 8.  

67. The method according to any one of claims 59 to 66, 

wherein a dose of the antibody-drug conjugate in a range 

of 1.6 mg/kg to 9.6 mg/kg is administered to a subject 

with cancer.  

68. The method according to any one of claims 59 to 66, 

wherein a dose of the antibody-drug conjugate in a range 

of 3.2 mg/kg to 9.6 mg/kg is administered to a subject 

with cancer.
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69. The method according to any one of claims 59 to 66, 

wherein a dose of the antibody-drug conjugate in a range 

of 4.8 mg/kg to 9.6 mg/kg is administered to a subject 

with cancer.  

70. The method according to any one of claims 59 to 66, 

wherein a dose of the antibody-drug conjugate in a range 

of 3.2 mg/kg to 8.0 mg/kg is administered to a subject 

with cancer.  

71. The method according to any one of claims 59 to 66, 

wherein a dose of the antibody-drug conjugate in a range 

of 3.2 mg/kg to 6.4 mg/kg is administered to a subject 

with cancer.  

72. The method according to any one of claims 59 to 66, 

wherein a dose of the antibody-drug conjugate in a range 

of 4.8 mg/kg to 8.0 mg/kg is administered to a subject 

with cancer.  

73. The method according to any one of claims 59 to 66, 

wherein a dose of the antibody-drug conjugate in a range
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of 4.8 mg/kg to 6.4 mg/kg is administered to a subject 

with cancer.  

74. The method according to any one of claims 59 to 66, 

wherein a dose of the antibody-drug conjugate of about 

3.2 mg/kg, about 4.8 mg/kg, about 5.4 mg/kg, about 5.6 

mg/kg, about 6.4 mg/kg or about 8.0 mg/kg is 

administered to a subject with cancer.  

75. The method according to any one of claims 59 to 66, 

wherein a dose of the antibody-drug conjugate of about 

3.2 mg/kg is administered to a subject with cancer.  

76. The method according to any one of claims 59 to 66, 

wherein a dose of the antibody-drug conjugate of about 

4.8 mg/kg is administered to a subject with cancer.  

77. The method according to any one of claims 59 to 66, 

wherein a dose of the antibody-drug conjugate of about 

5.4 mg/kg is administered to a subject with cancer.
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78. The method according to any one of claims 59 to 66, 

wherein a dose of the antibody-drug conjugate of about 

5.6 mg/kg is administered to a subject with cancer.  

79. The method according to any one of claims 59 to 66, 

wherein a dose of the antibody-drug conjugate of about 

6.4 mg/kg is administered to a subject with cancer.  

80. The method according to any one of claims 59 to 66, 

wherein a dose of the antibody-drug conjugate of about 

8.0 mg/kg is administered to a subject with cancer.  

81. The method according to any one of claims 59 to 66, 

wherein a dose of the antibody-drug conjugate of 3.2 

mg/kg, 3.3 mg/kg, 3.4 mg/kg, 3.5 mg/kg, 3.6 mg/kg, 3.7 

mg/kg, 3.8 mg/kg, 3.9 mg/kg, 4.0 mg/kg, 4.1 mg/kg, 4.2 

mg/kg, 4.3 mg/kg, 4.4 mg/kg, 4.5 mg/kg, 4.6 mg/kg, 4.7 

mg/kg, 4.8 mg/kg, 4.9 mg/kg, 5.0 mg/kg, 5.1 mg/kg, 5.2 

mg/kg, 5.3 mg/kg, 5.4 mg/kg, 5.5 mg/kg, 5.6 mg/kg, 5.7 

mg/kg, 5.8 mg/kg, 5.9 mg/kg, 6.0 mg/kg, 6.1 mg/kg, 6.2 

mg/kg, 6.3 mg/kg or 6.4 mg/kg is administered to a 

subject with cancer.
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82. The method according to any one of claims 59 to 81, 

wherein the antibody-drug conjugate is administered by 

intravenous administration.  

83. The method according to any one of claims 59 to 82, 

wherein the antibody-drug conjugate is administered once 

every 3 weeks.  

84. The method according to any one of claims 59 to 83, 

wherein the cancer is selected from the group consisting 

of renal cell carcinoma, renal clear cell carcinoma, 

papillary renal cell carcinoma, ovarian cancer, ovarian 

serous adenocarcinoma, clear cell carcinoma of ovary, 

endometrioid carcinoma of ovary, ovarian mucinous tumor, 

thyroid cancer, bile duct cancer, lung cancer, non-small 

cell lung cancer, cervix cancer, brain tumor, head and 

neck cancer, sarcoma, osteosarcoma, small cell lung 

cancer, glioblastoma, mesothelioma, uterine cancer, 

pancreatic cancer, Wilms' tumor, neuroblastoma, 

colorectal cancer, gastric cancer, endometrial cancer,
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nasopharyngeal cancer, prostate cancer or cancers 

associated with von Hippel-Lindau disease.  

85. The method according to claim 84, wherein the cancer is 

renal cell carcinoma, renal clear cell carcinoma or 

papillary renal cell carcinoma.  

86. The method according to claim 84, wherein the cancer is 

ovarian cancer.  

87. The method according to claim 86, wherein the ovarian 

cancer is selected from the group consisting of 

epithelial ovarian cancer, fallopian tube cancer, or 

primary peritoneal cancer.  

88. The antibody-drug conjugate according to any one of 

claims 59 to 87, wherein the cancer is metastatic.  

89. The method according to any one of claims 59 to 88, 

wherein the cancer is resistant or refractory.  

90. The method according to claim 89, wherein the resistance 

or refractoriness is resistance or refractoriness
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acquired by the cancer due to treatment with an 

anticancer drug.  

91. The method according to claim 90, wherein the anticancer 

drug is a platinum-based chemotherapeutic, a 

chemotherapeutic, a PARP inhibitor, an immune checkpoint 

inhibitor, an angiogenic inhibitor or a VEGFR-TKI.  

92. The method according to any one of claims 59 to 91, 

wherein the subject has a history of treatment with one 

or two or more anticancer drugs selected from the group 

consisting of a platinum-based chemotherapeutic, a 

chemotherapeutic, a PARP inhibitor, an immune checkpoint 

inhibitor, an angiogenic inhibitor and a VEGFR-TKI.  

93. The method according to claim 90, wherein the anticancer 

drug is a platinum-based chemotherapeutic.  

94. The method according to claim 93, wherein the platinum

based chemotherapeutic comprises a platinum-based drug 

and a taxane.
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95. The method according to any one of claims 59 to 94, 

wherein the cancer is a CDH6-expressing caner.  

96. The method according to claim 95, wherein the CDH6

expressing cancer is CDH6-overexpressing cancer.  

97. The method according to any one of claims 59 to 96, 

wherein the cancer is an inoperable or recurrent cancer.  

98. The method according to any one of claims 59 to 97, 

wherein the subject exhibits a recurrence of the cancer 

prior to administration of the antibody-drug conjugate.  

99. The method according to claim 98, wherein the recurrence 

of the cancer occurs in less than or within about six 

months of completion of a chemotherapy regimen 

comprising a platinum-based drug.  

100. The method according to claim 98, wherein the recurrence 

of the cancer occurs in less than or within about six 

months of completion of a chemotherapy regimen 

comprising a platinum-based drug and a taxane.
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101. The method according to claim 98, wherein the recurrence 

of the cancer occurs in or after about six months of 

completion of a chemotherapy regimen comprising a 

platinum-based drug.  

102. The method according to claim 98, wherein the recurrence 

of the cancer occurs in or after about six months of 

completion of a chemotherapy regimen comprising a 

platinum-based drug and a taxane.  

103. The method according to any one of claims 59 to 102, 

wherein the objective response rate of a subject is at 

least about 20%.  

104. The method according to any one of claims 59 to 102, 

wherein the objective response rate of a subject is at 

least about 30%.  

105. The method according to any one of claims 59 to 104, 

wherein the progression free survival of a subject is at 

least 5 months after administration of the antibody-drug 

conjugate.
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106. The method according to any one of claims 59 to 104, 

wherein the progression free survival of a subject is at 

least 5.5 months after administration of the antibody

drug conjugate.  

107. The method according to any one of claims 59 to 106, 

wherein the antibody-drug conjugate is administered as 

monotherapy.  

108. The method according to any one of claims 59 to 106, 

wherein a subject is administered the ADC with a second 

drug.  

109. The method according to claim 108, wherein the antibody

drug conjugate is administered prior to, after, or 

concurrently with the second drug.  

110. The method according to any one of claims 59 to 102, 

wherein the antibody-drug conjugate is administered as 

maintenance therapy.
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111. The method according to any one of claims 59 to 102, 

wherein the antibody-drug conjugate is administered as 

adjuvant therapy.  

112. The method according to any one of claims 59 to 102, 

wherein the antibody-drug conjugate is administered 

after surgical resection of the tumor.  

113. The method according to any one of claims 59 to 102, 

wherein the antibody-drug conjugate is administered as 

neoadjuvant therapy.  

114. The method according to any one of claims 59 to 102, 

wherein the antibody-drug conjugate is administered 

prior to surgical resection of the tumor.  

115. A method of treating or preventing cancer in a subject, 

comprising administering to a subject with cancer an 

anti-CDH6 antibody-drug conjugate having the structure 

represented by the following formula:
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0 
O H 0 H 

N 
F' N 

0 

HO 

wherein AB represents an anti-CDH6 antibody or the 

functional fragment of the antibody, n represents the 

average number of units of the drug-linker structure 

conjugated to the antibody per antibody, and the antibody 

is connected to the linker via a sulfhydryl group derived 

from the antibody; and wherein the anti-CDH6 antibody-drug 

conjugate is a salt thereof or a hydrate of the anti-CDH6 

antibody-drug conjugate or the salt, wherein the average 

number of units of the drug-linker structure conjugated 

per antibody is 7 to 8, wherein the antibody comprises: 

the heavy chain amino acid sequence represented by SEQ ID 

NO: 87 or an amino acid sequence derived from the amino 

acid sequence represented by SEQ ID NO: 87 in which one or 

two amino acids are deleted from the carboxyl terminus
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thereof; and the light chain amino acid sequence 

represented by SEQ ID NO: 88, wherein a dose of the 

antibody-drug conjugate is in a range of 1.6 mg/kg to 9.6 

mg/kg, wherein the antibody-drug conjugate is administered 

by intravenous administration, wherein the antibody-drug 

conjugate is administered once every 3 weeks.  

116. The method according to any one of claims 59 to 115, 

wherein the antibody-drug conjugate is administered in a 

pharmaceutical composition comprising at least one 

pharmaceutically acceptable formulation component.
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Figure 1

Dose Escalation (Part A) Dose Expansion (Part B)

DS-6000a IV q3w DS-6000a IV q3w at RDE
Histologically- or cytologically-documented locally advanced or metastatic RCC

or high-grade serous OVC

Cohort B-1a RCC9.6 mg/kg

8.0 mg/kg
6.4 mg/kg RDE

4.8 mg/kg

3.2 mg/kg
Cohort B-2a1.6 mg/kg Serous OVC

Figure 2

DS-6000a dose, mg/kg Escalation

Parameter 1.6 3.2 4.8 6.4 8.0 9.6
Total

(N=1) (N=6) (N=6) (N=8) (N=6) (N=3) (N=30)

Age, y, 63.0 59.5 71.0 65.5 64.0 59.0 64.5

median (63-63) (54-66) (66-78) (41-74) (57-72) (51-65) (41-78)

(range)

Number of 8.0 3.5 4.5 2.5 2.5 6.0 3.0

prior (8-8) (1-9) (2-9) (1-12) (2-7) (4-8) (1-12)

regimens,

median

(range)

Tumor types,

n (%)

ccRCC 0 2 (33.3) 2 (33.3) 3 (37.5) 1 (16.7) 0 8 (26.7)

Non-ccRCC 0 0 0 1 (12.5) 0 0 1 (3.3)

OVC 1 (100) 3 (50.0) 4 (66.7) 4 (50.0) 5 (83.3) 3 (100) 20 (66.7)

missing 0 1 (16.7) 0 0 0 0 1 (3.3)

ECOG PS, n

(%)

0 0 2 (33.3) 3 (50.0) 5 (62.5) 4 (66.7) 2 (66.7) 16 (53.3)

1 1 (100) 4 (66.7) 3 (50.0) 3 (37.5) 2 (33.3) 1 (33.3) 14 (46.7)

ECOG PS, eastern Cooperative Oncology Group performance status missing, tumor type was not entered

at the data cut off.
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Figure 3

N=30
TEAE, n (%)

All grades Grade >3

Any TEAE 26 (86.7) 10 (33.3)

TEAE by preferred term (>10% of patients)

Fatigue 19 (63.3) 0

Nausea 18 (60.0) 0

Vomiting 14 (46.7) 0

Decreased appetite 12 (40.0) 0

Neutrophil count decreased 7 (23.3) 5 (16.7)

Diarrhoea 6 (20.0) 0

Dehydration 5 (16.7) 0

Hypokalaemia 5 (16.7) 3 (10.0)

Abdominal pain 4 (13.3) 0

Anaemia 4 (13.3) 3 (10.0)

Constipation 3 (10.0) 0

Cough 3 (10.0) 0

Headache 3 (10.0) 0

Muscular weakness 3 (10.0) 0

Sinus tachycardia 3 (10.0) 0

Urinary tract infection 3 (10.0) 0
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Figure 4

N=30
TEAE, n (%)

All grades Grade >3

Any related TEAE 25 (83.3) 7 (23.3)

Related TEAE by preferred term (>10% of

patients)

Nausea 18 (60.0) 0

Fatigue 17 (56.7) 0

Vomiting 9 (30.0) 0

Neutrophil count decreased 7 (23.3) 5 (16.7)

Decreased appetite 6 (20.0) 1 (3.3)

Diarrhoea 4 (13.3) 0

Figure 5

DS-6000a dose, mg/kg Escalation

Parameter 1.6 3.2 4.8 6.4 8.0 9.6
total

(N=1) (N=5) (N=4) (N=7) (N=4) (N=3) (N=24)

Best Single response, n (%)

CR 0 0 0 0 0 0 0

PR 0 1 (20.0) 0 2 (28.6) 0 3 (100) 6 (25.0)

Non- 0 1 (20.0) 0 0 1 (25.0) 0 2 (8.3)

CR/Non-

PD

SD 0 3 (60.0) 3 (75.0) 3 (42.9) 3 (75.0) 0 12 (50.0)

PD 1 (100) 0 1 (25.0) 1 (14.3) 0 0 3 (12.5)

NE 0 0 0 1 (14.3) 0 0 1 (4.2)

Note: includes all subjects who received at least one dose of the study treatment and have completed at

least one post-baseline tumor assessment or discontinued from treatment due to any reason prior to

the first post-baseline tumor assessment.

CR, complete response; PR, partial response; SD, stable disease; PD, progressive disease; NE, not

evaluable
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Figure 6
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Note: Only subjects who received at least one dose of the study treatment and have completed at least

one post-baseline tumor assessment are included.
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Figure 7

DS-6000a dose, mg/kg Escalation

Parameter 1.6 3.2 4.8 6.4 8.0 9.6
total

(N=1) (N=3) (N=3) (N=3) (N=4) (N=3) (N=17)

CA-125 response rate, n (%)

Responder 0 1 (33.3) 2 (66.7) 2 (66.7) 2 (50.0) 1 (33.3.) 8 (47.1)

Note: Only subjects with measurable CA-125 at baseline and at least one post-baseline value are

included.

Subjects can be evaluated for response only if they have a baseline sample that is >=2 X the upper limit

of normal and within 2 weeks prior to starting treatment. CA-125 response is defined as at least a 50%

reduction in CA-125 levels from a pre-treatment sample. The response must be confirmed and

maintained for at least 28 days.
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Figure 8
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Note: Only subjects with measurable CA-125 at baseline and at least one post-baseline CA-125 value are

included.
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Figure 9

Case Summary: Patient With Clear Cell RCC

60-year-old man with stage IV RCC

Treated with DS-6000a 3.2 mg/kg intravenously q3w

3 prior therapies

Sorafenib

Nivolumab
Telaglenastat + cabozantinib

Cycle 18 treatment ongoing

law

Baschne 19 weeks 48 weeks

Overall PR (-45.2%) Overall PR (-64.3%)

Figure 10

Case Summary: Patient With Serous OVC

67-year-old woman with stage IV platinum-resistant OVC

Treated with DS-6000a 6.4 mg/kg intravenously q3w

3 prior therapies

Paclitaxel + carboplatin with olaparib maintenance

Carboplatin + gemcitabine + bevacizumab

Pegylated liposomal doxorubicin

Cycle 14 treatment ongoing

Baseline 18 weeks 36 weeks

Overall SD (-26.2%) Overall PR (-35.7%)
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Figure 11

86
RCC = renal cell carcinoma OVC = serous ovarian cancer
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Notes: Only subjects with measurable disease at baseline and at least one post-baseline tumor scan are

included in the waterfall graphs.

Figure 12

Dose Escalation (Part A) Dose Expansion (Part B)

DS-6000a monotherapy

Serous ovarian, CC and non-CC RCC

N=46
Cohort Monotherapy (8.0 mg/kg)

Dose
B-1a

or non-CC RCC)

Miss
Dose Level 6

Dose Level 5 9.6 mg/kg

Dose Level 4 8.0 mg/kg
Cohort

Monotherapy 16. a mg/kg)

RDE
Dose B-1b

RESIDENCE or non-co RCC)
Level 3 6.4 mg/kg Nets

Dose Level 2 4.8 mg/kg

Level 1 3.2 mg/kg

1.6 mg/kg Cohort
Monotherany (8.0 market

B-2a
Servis GVC

N820

Cohort
Monotherapy (6.4 mg/kg)

Serous OVE
8-2b NIGHT

Cohort Monetherapy 15.6 mg/kg)

B-2c
Serous OVS

N=20

Cohort Monotherapy 14.8 mg/kg)

B-2d
Serons OVE

N020
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Figure 13

Parameter DS-6000a dose, mg/kg Total

N=67
1.6 3.2 4.8 6.4 8.0 9.6

(N=1) (N=6) (N=9) (N=27) (N=21) (N=3)

Age, y, median 63.0 59.5 70.0 63.0 65.0 59.0 63.0

(range) (63-63) (54-66) (54-78) (41-83) (34-77) (51-65) (34-83)

Number of prior 6.0 3.0 3.0 3.5 3.5 6.0 4.0

regimens. median (6-6) (1-9) (1-9) (1-12) (1-13) (4-8) (1-13)

(range)

Tumor types, n (%)

ccRCC 0 2 (33.3) 2 (22.2) 5 (18.5) 4 (19.1) 0 13 (19.4)

Non-ccRCC 0 0 0 2 (7.4) 2 (9.5) 0 4 (6.0)

OVC 1 (100) 4 (66.7) 7 (77.8) 20 (74.1) 15 (71.4) 3 (100) 50 (74.6)

ECOG PS, n (%)

0 0 2 (33.3) 5 (55.6) 10 (37.0) 5 (23.8) 2 (66.7) 24 (35.8)

1 1 (100) 4 (66.7) 4 (44.4) 17 (63.0) 16 (76.2) 1 (33.3) 43 (64.2)

Note: ECOG PS, eastern Cooperative Oncology Group performance status

Figure 14

Study Total

(N=67)

All Grades Grade 23

Subjects with any TEAEs, n (%) 41 (61.2) 20 (29.9)

Nausea 39 (58.2) 0

Fatigue 33 (49.3) 4 (6.0)

Vomiting 27 (40.3) 1 (1.5)

Decreased appetite 22 (32.8) 2 (3.0)

Anaemia 21 (31.3) 15 (22.4)

Diarrhoea 18 (26.9) 1 (1.5)

Neutrophil count decreased 18 (26.9) 5 (7.5)

Dehydration 16 (23.9) 4 (6.0)

Platelet count decreased 12 (17.9) 0
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Figure 15
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6.4 mg/kg (N=13) 558 8.0 mg/kg (N=13) IZZA 9.6 mg/kg (N-3)

Notes: Only subjects with measurable disease at baseline and at least one post-baseline tumor scan are

included in the waterfall graphs.
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Figure 16
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Notes: Only subjects with measurable disease at baseline and at least one post-baseline tumor scan are

included in the graphs.
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Figure 17

DS-6000a dose, mg/kg
Study Total

Parameter 1.6 3.2 4.8 6.4 8.0 9.6 (N=44)
(N=1) (N=4) (N=7) (N=15) (N=14) (N=3)

Best Overall Response, n (%)

Complete Response (CR) 0 0 1 (14.3) 0 0 0 1 (2.3)

Partial Response (PR) 0 0 3 (42.9) 5 (33.3) 4 (28.6) 2 (66.7) 14 (31.8)

Non-CR/Non-PD 0 1 (25.0) 1 (14.3) 0 1 (7.1) 0 3 (6.8)

Stable Disease (SD) 0 3 (75.0) 2 (28.6) 9 (60.0) 9 (64.3) 1 (33.3) 24 (54.5)

Progressive Disease (PD) 1 (100) 0 0 0 0 0 1 (2.3)

Not evaluable (NE) 0 0 0 1 (6.7) 0 0 1 (2.3)

Notes: includes all subjects who received at least one dose of the study treatment and have completed

at least one post-baseline tumor assessment or discontinued from treatment due to any reason prior to

the first post-baseline tumor assessment.
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Figure 18
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Note: Only subjects with measurable CA-125 at baseline and at least one post-baseline value are

included in the graph.
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Figure 19
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Notes: Only subjects with measurable CA-125 at baseline and at least one post-baseline value are

included in the waterfall graphs.

* Corresponds to subjects with baseline CA-125 >=2 X the upper limit of normal and within two weeks

prior to starting treatment.

Figure 20

Parameter DS-6000a dose, mg/kg Total

N=50
16 3.2 4.8 6.4 8.0 9.6

(N=1) (N=4) (N=7) (N=20) (N=15) (N=3)

Median PFS. months 1.3 13.9 7.9 5.8 5.6 NE 5.8

(95% CI) (NE) (2.9-NE) (3.7-NE) (4.0-NE) (3.2-8.3) (4.3-13.9)

PFS rate at 3 months, % NE 66.7 100 100 84.6 100 88.6

(95% CI) (5.4-94.5) (100-100) (100-100) (51.2-95.9) (100-100) (72.1-95.6)

PFS rate at 6 months, % NE 66.7 83.3 28.6 25.4 100 47.0

(95% CI) (5.4-94.5) (27.3-97.5) (1.0-71.1) (4.0-55.7) (100-100) (24.9-66.4)

PFS rate at 9 months. % NE 66.7 41.7 28.6 12.7 100 35.3

(95% CI) (5.4-94.5) (1.1-84.3) (1.0-71.1) (0.7-42.4) (100-100) (15.4-56.0)

PFS rate at 12 months, % NE 66.7 41.7 28.6 NE 100 35.3

(95% CI) (5.4-94.5) (1.1-84.3) (1.0-71.1) (100-100) (15.4-56.0)

Notes: NE, Not evaluable; 95% CI, 95% confidence intervals
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Figure 21

Parameter DS-6000a dose, mg/kg Total

1.6 3.2 4.8 6.4 8.0 9.6 N=41
(N=1) (N=3) (N=6) (N=15) (N=13) (N=3)

ORR, n (%) 0 0 4 (66.7) 5 (33.3) 4 (30.8) 2 (66.7) 15 (36.6)

95% CI 0.0-97.7 0.0-70.8 22.3-95.7 11.8-61.6 9.1-61.4 9.4-99.2 22.1-53.1

Notes: includes subjects with measurable disease at baseline who received at least one dose of the

study treatment and have completed at least one post-baseline tumor assessment or discontinued from

treatment due to any reason prior to the first post-baseline tumor assessment. 95% CI, 95% confidence

intervals
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3-1 Sequences

3-1-1 Sequence Number [ID] 1

3-1-2 Molecule Type AA

3-1-3 Length 790

3-1-4 Features Location/

Qualifiers

source 1..790

mol_type=protein

organism=Homo sapiens

NonEnglishQualifier Value

3-1-5 Residues MRTYRYFLLL FWVGQPYPTL STPLSKRTSG FPAKKRALEL SGNSKNELNR SKRSWMWNQF 60

FLLEEYTGSD YQYVGKLHSD QDRGDGSLKY ILSGDGAGDL FIINENTGDI QATKRLDREE 120

KPVYILRAQA INRRTGRPVE PESEFIIKIH DINDNEPIFT KEVYTATVPE MSDVGTFVVQ 180

VTATDADDPT YGNSAKVVYS ILQGQPYFSV ESETGIIKTA LLNMDRENRE QYQVVIQAKD 240

MGGQMGGLSG TTTVNITLTD VNDNPPRFPQ STYQFKTPES SPPGTPIGRI KASDADVGEN 300

AEIEYSITDG EGLDMFDVIT DQETQEGIIT VKKLLDFEKK KVYTLKVEAS NPYVEPRFLY 360

LGPFKDSATV RIVVEDVDEP PVFSKLAYIL QIREDAQINT TIGSVTAQDP DAARNPVKYS 420

VDRHTDMDRI FNIDSGNGSI FTSKLLDRET LLWHNITVIA TEINNPKQSS RVPLYIKVLD 480

VNDNAPEFAE FYETFVCEKA KADQLIQTLH AVDKDDPYSG HQFSFSLAPE AASGSNFTIQ 540

DNKDNTAGIL TRKNGYNRHE MSTYLLPVVI SDNDYPVQSS TGTVTVRVCA CDHHGNMQSC 600

HAEALIHPTG LSTGALVAIL LCIVILLVTV VLFAALRRQR KKEPLIISKE DIRDNIVSYN 660

DEGGGEEDTQ AFDIGTLRNP EAIEDNKLRR DIVPEALFLP RRTPTARDNT DVRDFINQRL 720

KENDTDPTAP PYDSLATYAY EGTGSVADSL SSLESVTTDA DQDYDYLSDW GPRFKKLADM 780

YGGVDSDKDS                                                        790

3-2 Sequences

3-2-1 Sequence Number [ID] 2

3-2-2 Molecule Type AA

3-2-3 Length 106

3-2-4 Features Location/

Qualifiers

source 1..106

mol_type=protein

organism=Homo sapiens

NonEnglishQualifier Value

3-2-5 Residues SWMWNQFFLL EEYTGSDYQY VGKLHSDQDR GDGSLKYILS GDGAGDLFII NENTGDIQAT 60

KRLDREEKPV YILRAQAINR RTGRPVEPES EFIIKIHDIN DNEPIF                106

3-3 Sequences

3-3-1 Sequence Number [ID] 3

3-3-2 Molecule Type AA

3-3-3 Length 109

3-3-4 Features Location/

Qualifiers

source 1..109

mol_type=protein

organism=Homo sapiens

NonEnglishQualifier Value

3-3-5 Residues TKEVYTATVP EMSDVGTFVV QVTATDADDP TYGNSAKVVY SILQGQPYFS VESETGIIKT 60

ALLNMDRENR EQYQVVIQAK DMGGQMGGLS GTTTVNITLT DVNDNPPRF             109

3-4 Sequences

3-4-1 Sequence Number [ID] 4

3-4-2 Molecule Type AA

3-4-3 Length 115

3-4-4 Features Location/

Qualifiers

source 1..115

mol_type=protein

organism=Homo sapiens

NonEnglishQualifier Value

3-4-5 Residues PQSTYQFKTP ESSPPGTPIG RIKASDADVG ENAEIEYSIT DGEGLDMFDV ITDQETQEGI 60

ITVKKLLDFE KKKVYTLKVE ASNPYVEPRF LYLGPFKDSA TVRIVVEDVD EPPVF      115

3-5 Sequences

3-5-1 Sequence Number [ID] 5

3-5-2 Molecule Type AA

3-5-3 Length 103

3-5-4 Features Location/

Qualifiers

source 1..103

mol_type=protein

organism=Homo sapiens

NonEnglishQualifier Value

3-5-5 Residues SKLAYILQIR EDAQINTTIG SVTAQDPDAA RNPVKYSVDR HTDMDRIFNI DSGNGSIFTS 60

KLLDRETLLW HNITVIATEI NNPKQSSRVP LYIKVLDVND NAP                   103

3-6 Sequences

3-6-1 Sequence Number [ID] 6

3-6-2 Molecule Type AA

3-1 Sequences

3-1-1 Sequence Number [ID] 1

3-1-2 Molecule Type AA
3-1-3 Length 790

3-1-4 Features Location/ source 1..790

Qualifiers mol_type=protein

organism=Homo sapiens

NonEnglishQualifier Value

3-1-5 Residues MRTYRYFLLL FWVGQPYPTL STPLSKRTSG FPAKKRALEL SGNSKNELNR SKRSWMWNQF 60

FLLEEYTGSD YQYVGKLHSD QDRGDGSLKY ILSGDGAGDL FIINENTGDI QATKRLDREE 120

KPVYILRAQA INRRTGRPVE PESEFIIKIH DINDNEPIFT KEVYTATVPE MSDVGTFWVQ 180

VTATDADDPT YGNSAKVVYS ILQGQPYFSV ESETGIIKTA LLNMDRENRE QYQVVIQAKD 240

MGGQMGGLSG TTTVNITLTD VNDNPPRFPQ STYQFKTPES SPPGTPIGRI KASDADVGEN 300

AEIEYSITDG EGLDMFDVIT DOETOEGIIT VKKLLDFEKK KVYTLKVEAS NPYVEPRFLY 360

LGPFKDSATV RIVVEDVDEP PVFSKLAYIL QIREDAQINT TIGSVTAQDP DAARNPVKYS 420

VDRHTDMDRI FNIDSGNGSI FTSKLLDRET LLWHNITVIA TEINNPKOSS RVPLYIKVLD 480

VNDNAPEFAE FYETFVCEKA KADOLIQTLH AVDKDDPYSG HQFSFSLAPE AASGSNFTIQ 540

DNKDNTAGIL TRKNGYNRHE MSTYLLPVVI SDNDYPVQSS TGTVTVRVCA CDHHGNMQSC 600

HAEALIHPTG LSTGALVAIL LCIVILLVTV VLFAALRRQR KKEPLIISKE DIRDNIVSYN 660

DEGGGEEDTO AFDIGTLRNP EAIEDNKLRR DIVPEALFLP RRTPTARDNT DVRDFINQRL 720

KENDTDPTAP PYDSLATYAY EGTGSVADSL SSLESVTTDA DQDYDYLSDW GPRFKKLADM 780

YGGVDSDKDS 790

3-2 Sequences

3-2-1 Sequence Number [ID] 2

3-2-2 Molecule Type AA
3-2-3 Length 106

3-2-4 Features Location/ source 1..106

Qualifiers mol_type=protein

organism=Homo sapiens

NonEnglishQualifier Value

3-2-5 Residues SWMWNQFFLL EEYTGSDYQY VGKLHSDQDR GDGSLKYILS GDGAGDLFII NENTGDIQAT 60

KRLDREEKPV YILRAQAINR RTGRPVEPES EFIIKIHDIN DNEPIF 106

3-3 Sequences

3-3-1 Sequence Number [ID] 3

3-3-2 Molecule Type AA
3-3-3 Length 109

3-3-4 Features Location/ source 1..109

Qualifiers mol_type=protein

organism=Homo sapiens

NonEnglishQualifier Value

3-3-5 Residues TKEVYTATVP EMSDVGTFWV QVTATDADDP TYGNSAKVVY SILQGQPYFS VESETGIIKT 60

ALLNMDRENR EQYQVVIQAK DMGGQMGGLS GTTTVNITLT DVNDNPPRF 109

3-4 Sequences

3-4-1 Sequence Number [ID] 4

3-4-2 Molecule Type AA
3-4-3 Length 115

3-4-4 Features Location/ source 1..115

Qualifiers mol_type=protein

organism=Homo sapiens

NonEnglishQualifier Value

3-4-5 Residues PQSTYQFKTP ESSPPGTPIG RIKASDADVG ENAEIEYSIT DGEGLDMFDV ITDQETOEGI 60

ITVKKLLDFE KKKVYTLKVE ASNPYVEPRF LYLGPFKDSA TVRIVVEDVD EPPVF 115

3-5 Sequences

3-5-1 Sequence Number [ID] 5

3-5-2 Molecule Type AA
3-5-3 Length 103

3-5-4 Features Location/ source 1..103

Qualifiers mol_type=protein

organism=Homo sapiens

NonEnglishQualifier Value

3-5-5 Residues SKLAYILQIR EDAQINTTIG SVTAQDPDAA RNPVKYSVDR HTDMDRIFNI DSGNGSIFTS 60

KLLDRETLLW HNITVIATEI NNPKQSSRVP LYIKVLDVND NAP 103

3-6 Sequences

3-6-1 Sequence Number [ID] 6

3-6-2 Molecule Type AA



3-6-3 Length 122

3-6-4 Features Location/

Qualifiers

source 1..122

mol_type=protein

organism=Homo sapiens

NonEnglishQualifier Value

3-6-5 Residues EFAEFYETFV CEKAKADQLI QTLHAVDKDD PYSGHQFSFS LAPEAASGSN FTIQDNKDNT 60

AGILTRKNGY NRHEMSTYLL PVVISDNDYP VQSSTGTVTV RVCACDHHGN MQSCHAEALI 120

HP                                                                122

3-7 Sequences

3-7-1 Sequence Number [ID] 7

3-7-2 Molecule Type AA

3-7-3 Length 790

3-7-4 Features Location/

Qualifiers

source 1..790

mol_type=protein

organism=Mus musculus

NonEnglishQualifier Value

3-7-5 Residues MRTYRYFLLL FWVGQPYPTF SNPLSKRTSG FPAKRKALEL SANSRNELSR SKRSWMWNQF 60

FLLEEYTGSD YQYVGKLHSD QDRGDGSLKY ILSGDGAGDL FIINENTGDI QATKRLDREE 120

KPVYILRAQA VNRRTGRPVE PESEFIIKIH DINDNEPIFT KDVYTATVPE MADVGTFVVQ 180

VTATDADDPT YGNSAKVVYS ILQGQPYFSV ESETGIIKTA LLNMDRENRE QYQVVIQAKD 240

MGGQMGGLSG TTTVNITLTD VNDNPPRFPQ STYQFKTPES SPPGTPIGRI KASDADVGEN 300

AEIEYSITDG EGHEMFDVIT DQETQEGIIT VKKLLDFEKK KVYTLKVEAS NPHVEPRFLY 360

LGPFKDSATV RIVVDDVDEP PVFSKLAYIL QIREDARINT TIGSVAAQDP DAARNPVKYS 420

VDRHTDMDRI FNIDSGNGSI FTSKLLDRET LLWHNITVIA TEINNPKQSS RVPLYIKVLD 480

VNDNAPEFAE FYETFVCEKA KADQLIQTLR AVDKDDPYSG HQFSFSLAPE AASSSNFTIQ 540

DNKDNTAGIL TRKNGYNRHE MSTYLLPVVI SDNDYPVQSS TGTVTVRVCA CDHHGNMQSC 600

HAEALIHPTG LSTGALVAIL LCIVILLVTV VLFAALRRQR KKEPLIISKE DIRDNIVSYN 660

DEGGGEEDTQ AFDIGTLRNP EAMEDSKSRR DIVPEALFLP RRTPTARDNT DVRDFINQRL 720

KENDTDPTAP PYDSLATYAY EGTGSVADSL SSLESVTTDG DQDYDYLSDW GPRFKKLADM 780

YGGMDSDKDS                                                        790

3-8 Sequences

3-8-1 Sequence Number [ID] 8

3-8-2 Molecule Type AA

3-8-3 Length 789

3-8-4 Features Location/

Qualifiers

source 1..789

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-8-5 Residues MRTYRYFLLL FWVGQPYPTF SNPLSKRTSG FPAKRRALEL SANSRNELSR SKRSWMWNQF 60

FLLEEYTGSD YQYVGKLHSD QDRGDGSLKY ILSGDGAGDL FIINENTGDI QATKRLDREE 120

KPVYILRAQA INRRTGRPVE PESEFIIKIH DINDNEPIFT KDVYTATVPE MADVGTFVVQ 180

VTATDADDPT YGNSAKVVYS ILQGQPYFSV ESETGIIKTA LLNMDRENRE QYQVVIQAKD 240

MGGQMGGLSG TTTVNITLTD VNDNPPRFPQ STYQFKTPES SPPGTPIGRI KASDADVGEN 300

AEIEYSITDG EGHDMFDVIT DQETQEGIIT VKKLLDFEKK RVYTLKVEAS NPHIEPRFLY 360

LGPFKDSATV RIVVDDVDEP PVFSKPAYIL QIREDAQINT TIGSVAAQDP DAARNPVKYS 420

VDRHTDMDRI FNIDSGNGSI FTSKLLDRET LLWHNITVIA TEINNPKQSS RVPLYIKVLD 480

VNDNAPEFAE FYETFVCEKA KADQLIQTLH AVDKDDPYSG HQFSFSLAPE AASGSNFTIQ 540

DNKDNTAGIL TRKNGYNRHE MSTYLLPVVI SDNDYPVQSS TGTVTVRVCA CDHHGNMQSC 600

HAEALIHPTG LSTGALVAIL LCIVILLVTV VLFAALRRQR KKEPLIISKE DIRDNIVSYN 660

DEGGGEEDTQ AFDIGTLRNP KPWRQQSRRD MVPEALFLPR RTPTARDNTD VRDFISQRLR 720

KMNTDPTAPP YDSLATYAYE GTGSVADSLS SLESVTTDGD QDYGYLSDWG PRFKKLADMY 780

GGMDSDKDS                                                         789

3-9 Sequences

3-9-1 Sequence Number [ID] 9

3-9-2 Molecule Type AA

3-9-3 Length 790

3-9-4 Features Location/

Qualifiers

source 1..790

mol_type=protein

organism=Macaca fascicularis

NonEnglishQualifier Value

3-9-5 Residues MRTYRYFLLL FWVGQPYPTL STPLSKRTSG FPAKKRALEL SGNSKNELNR SKRSWMWNQF 60

FLLEEYTGSD YQYVGKLHSD QDRGDGSLKY ILSGDGAGDL FIINENTGDI QATKRLDREE 120

KPVYILRAQA INRRTGRPVE PESEFIIKIH DINDNEPIFT KEVYTATVPE MSDVGTFVVQ 180

VTATDADDPT YGNSAKVVYS ILQGQPYFSV ESETGIIKTA LLNMDRENRE QYQVVIQAKD 240

MGGQMGGLSG TTTVNITLTD VNDNPPRFPQ STYQFKTPES SPPGTPIGRI KASDADVGEN 300

3-6-3 Length 122

3-6-4 Features Location/ source 1..122

Qualifiers mol_type=protein

organism=Homo sapiens

NonEnglishQualifier Value

3-6-5 Residues EFAEFYETFV CEKAKADOLI QTLHAVDKDD PYSGHQFSFS LAPEAASGSN FTIQDNKDNT 60

AGILTRKNGY NRHEMSTYLL PVVISDNDYP VQSSTGTVTV RVCACDHHGN MQSCHAEALI 120

HP 122

3-7 Sequences

3-7-1 Sequence Number [ID] 7

3-7-2 Molecule Type AA
3-7-3 Length 790

3-7-4 Features Location/ source 1..790

Qualifiers mol_type=protein

organism=Mus musculus

NonEnglishQualifier Value

3-7-5 Residues MRTYRYFLLL FWVGQPYPTF SNPLSKRTSG FPAKRKALEL SANSRNELSR SKRSWMWNQF 60

FLLEEYTGSD YQYVGKLHSD QDRGDGSLKY ILSGDGAGDL FIINENTGDI QATKRLDREE 120

KPVYILRAQA VNRRTGRPVE PESEFIIKIH DINDNEPIFT KDVYTATVPE MADVGTFVVQ 180

VTATDADDPT YGNSAKVVYS ILOGQPYFSV ESETGIIKTA LLNMDRENRE QYQVVIQAKD 240

MGGQMGGLSG TTTVNITLTD VNDNPPRFPQ STYQFKTPES SPPGTPIGRI KASDADVGEN 300

AEIEYSITDG EGHEMFDVIT DOETQEGIIT VKKLLDFEKK KVYTLKVEAS NPHVEPRFLY 360

LGPFKDSATV RIVVDDVDEP PVFSKLAYIL QIREDARINT TIGSVAAQDP DAARNPVKYS 420

VDRHTDMDRI FNIDSGNGSI FTSKLLDRET LLWHNITVIA TEINNPKQSS RVPLYIKVLD 480

VNDNAPEFAE FYETFVCEKA KADOLIQTLR AVDKDDPYSG HQFSFSLAPE AASSSNFTIQ 540

DNKDNTAGIL TRKNGYNRHE MSTYLLPVVI SDNDYPVQSS TGTVTVRVCA CDHHGNMQSC 600

HAEALIHPTG LSTGALVAIL LCIVILLVTV VLFAALRRQR KKEPLIISKE DIRDNIVSYN 660

DEGGGEEDTO AFDIGTLRNP EAMEDSKSRR DIVPEALFLP RRTPTARDNT DVRDFINQRL 720

KENDTDPTAP PYDSLATYAY EGTGSVADSL SSLESVTTDG DQDYDYLSDW GPRFKKLADM 780

YGGMDSDKDS 790

3-8 Sequences

3-8-1 Sequence Number [ID] 8

3-8-2 Molecule Type AA
3-8-3 Length 789

3-8-4 Features Location/ source 1..789

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-8-5 Residues MRTYRYFLLL FWVGQPYPTF SNPLSKRTSG FPAKRRALEL SANSRNELSR SKRSWMWNQF 60

FLLEEYTGSD YQYVGKLHSD QDRGDGSLKY ILSGDGAGDL FIINENTGDI QATKRLDREE 120

KPVYILRAQA INRRTGRPVE PESEFIIKIH DINDNEPIFT KDVYTATVPE MADVGTFVVQ 180

VTATDADDPT YGNSAKVVYS ILQGQPYFSV ESETGIIKTA LLNMDRENRE QYQVVIQAKD 240

MGGQMGGLSG TTTVNITLTD VNDNPPRFPQ STYQFKTPES SPPGTPIGRI KASDADVGEN 300

AEIEYSITDG EGHDMFDVIT DOETQEGIIT VKKLLDFEKK RVYTLKVEAS NPHIEPRFLY 360

LGPFKDSATV RIVVDDVDEP PVFSKPAYIL QIREDAQINT TIGSVAAQDP DAARNPVKYS 420

VDRHTDMDRI FNIDSGNGSI FTSKLLDRET LLWHNITVIA TEINNPKOSS RVPLYIKVLD 480

VNDNAPEFAE FYETFVCEKA KADOLIQTLH AVDKDDPYSG HQFSFSLAPE AASGSNFTIQ 540

DNKDNTAGIL TRKNGYNRHE MSTYLLPVVI SDNDYPVQSS TGTVTVRVCA CDHHGNMQSC 600

HAEALIHPTG LSTGALVAIL LCIVILLVTV VLFAALRRQR KKEPLIISKE DIRDNIVSYN 660

DEGGGEEDTQ AFDIGTLRNP KPWRQQSRRD MVPEALFLPR RTPTARDNTD VRDFISQRLR 720

KMNTDPTAPP YDSLATYAYE GTGSVADSLS SLESVTTDGD QDYGYLSDWG PRFKKLADMY 780

GGMDSDKDS 789

3-9 Sequences

3-9-1 Sequence Number [ID] 9

3-9-2 Molecule Type AA
3-9-3 Length 790

3-9-4 Features Location/ source 1..790

Qualifiers mol_type=protein

organism=Macaca fascicularis

NonEnglishQualifier Value

3-9-5 Residues MRTYRYFLLL FWVGQPYPTL STPLSKRTSG FPAKKRALEL SGNSKNELNR SKRSWMWNQF 60

FLLEEYTGSD YQYVGKLHSD QDRGDGSLKY ILSGDGAGDL FIINENTGDI QATKRLDREE 120

KPVYILRAQA INRRTGRPVE PESEFIIKIH DINDNEPIFT KEVYTATVPE MSDVGTFVVQ 180

VTATDADDPT YGNSAKVVYS ILQGQPYFSV ESETGIIKTA LLNMDRENRE QYQVVIQAKD 240

MGGQMGGLSG TTTVNITLTD VNDNPPRFPQ STYQFKTPES SPPGTPIGRI KASDADVGEN 300



AEIEYSITDG EGLDMFDVIT DQETQEGIIT VKKLLDFEKK KVYTLKVEAS NPHVEPRFLY 360

LGPFKDSATV RIVVEDVDEP PVFSKLAYIL QIREDAQINT TIGSVTAQDP DAARNPVKYS 420

VDRHTDMDRI FNIDSGNGSI FTSKLLDRET LLWHNITVIA TEINNPKQSS RVPLYIKVLD 480

VNDNAPEFAE FYETFVCEKA KADQLIQTLR AVDKDDPYSG HQFSFSLAPE AASGSNFTIQ 540

DNKDNTAGIL TRKNGYNRHE MSTYLLPVVI SDNDYPVQSS TGTVTVRVCA CDHHGNMQSC 600

HAEALIHPTG LSTGALVAIL LCIVILLVTV VLFAALRRQR KKEPLIISKE DIRDNIVSYN 660

DEGGGEEDTQ AFDIGTLRNP EAIEDNKLRR DIVPEALFLP RRTPTARDNT DVRDFINQRL 720

KENDTDPTAP PYDSLATYAY EGTGSVADSL SSLESVTTDG DQDYDYLSDW GPRFKKLADM 780

YGGVDSDKDS                                                        790

3-10 Sequences

3-10-1 Sequence Number [ID] 10

3-10-2 Molecule Type AA

3-10-3 Length 108

3-10-4 Features Location/

Qualifiers

source 1..108

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-10-5 Residues DIQMTQSPSL LSASVGDRVT LNCKASQNIY KNLAWYQQKL GEGPKLLIYD ANTLQTGIPS 60

RFSGSGSGSD FTLTISSLQP EDVATYFCQQ YYSGWAFGGV TNLELKRA              108

3-11 Sequences

3-11-1 Sequence Number [ID] 11

3-11-2 Molecule Type DNA

3-11-3 Length 324

3-11-4 Features Location/

Qualifiers

source 1..324

mol_type=other DNA

organism=Rattus norvegicus

NonEnglishQualifier Value

3-11-5 Residues gacatccaga tgacccagtc tccttcactc ctgtctgcat ctgtgggaga cagagtcact 60

ctcaactgca aagcaagtca gaatatttat aagaacttag cctggtatca gcaaaagctt 120

ggagaaggtc ccaaactcct gatttatgat gcaaacactt tgcaaacggg catcccatca 180

aggttcagtg gcagtggatc tggttcagat ttcacactca ccatcagcag cctgcagcct 240

gaagatgttg ccacatattt ctgccagcag tactatagcg ggtgggcgtt cggtggagtc 300

accaacctgg aattgaaacg ggct                                        324

3-12 Sequences

3-12-1 Sequence Number [ID] 12

3-12-2 Molecule Type AA

3-12-3 Length 11

3-12-4 Features Location/

Qualifiers

source 1..11

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-12-5 Residues KASQNIYKNL A                                                      11

3-13 Sequences

3-13-1 Sequence Number [ID] 13

3-13-2 Molecule Type AA

3-13-3 Length 7

3-13-4 Features Location/

Qualifiers

source 1..7

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-13-5 Residues DANTLQT                                                           7

3-14 Sequences

3-14-1 Sequence Number [ID] 14

3-14-2 Molecule Type AA

3-14-3 Length 8

3-14-4 Features Location/

Qualifiers

source 1..8

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-14-5 Residues QQYYSGWA                                                          8

3-15 Sequences

3-15-1 Sequence Number [ID] 15

3-15-2 Molecule Type AA

3-15-3 Length 122

AEIEYSITDG EGLDMFDVIT DQETQEGIIT VKKLLDFEKK KVYTLKVEAS NPHVEPRFLY 360

LGPFKDSATV RIVVEDVDEP PVFSKLAYIL QIREDAQINT TIGSVTAQDP DAARNPVKYS 420

VDRHTDMDRI FNIDSGNGSI FTSKLLDRET LLWHNITVIA TEINNPKQSS RVPLYIKVLD 480

VNDNAPEFAE FYETFVCEKA KADQLIQTLR AVDKDDPYSG HQFSFSLAPE AASGSNFTIQ 540

DNKDNTAGIL TRKNGYNRHE MSTYLLPVVI SDNDYPVQSS TGTVTVRVCA CDHHGNMQSC 600

HAEALIHPTG LSTGALVAIL LCIVILLVTV VLFAALRRQR KKEPLIISKE DIRDNIVSYN 660

DEGGGEEDTQ AFDIGTLRNP EAIEDNKLRR DIVPEALFLP RRTPTARDNT DVRDFINQRL 720

KENDTDPTAP PYDSLATYAY EGTGSVADSL SSLESVTTDG DQDYDYLSDW GPRFKKLADM 780

YGGVDSDKDS 790

3-10 Sequences

3-10-1 Sequence Number [ID] 10

3-10-2 Molecule Type AA
3-10-3 Length 108

3-10-4 Features Location/ source 1..108

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-10-5 Residues DIQMTQSPSL LSASVGDRVT LNCKASQNIY KNLAWYQQKL GEGPKLLIYD ANTLQTGIPS 60

RFSGSGSGSD FTLTISSLQP EDVATYFCQQ YYSGWAFGGV TNLELKRA 108

3-11 Sequences

3-11-1 Sequence Number [ID] 11

3-11-2 Molecule Type DNA
3-11-3 Length 324

3-11-4 Features Location/ source 1..324

Qualifiers mol_type=other DNA

organism=Rattus norvegicus

NonEnglishQualifier Value

3-11-5 Residues gacatccaga tgacccagtc tccttcactc ctgtctgcat ctgtgggaga cagagtcact 60

ctcaactgca aagcaagtca gaatatttat aagaacttag cctggtatca gcaaaagctt 120

ggagaaggtc ccaaactcct gatttatgat gcaaacactt tgcaaacggg catcccatca 180

aggttcagtg gcagtggatc tggttcagat ttcacactca ccatcagcag cctgcagcct 240

gaagatgttg ccacatattt ctgccagcag tactatagcg ggtgggcgtt cggtggagtc 300

accaacctgg aattgaaacg ggct 324

3-12 Sequences

3-12-1 Sequence Number [ID] 12

3-12-2 Molecule Type AA
3-12-3 Length 11

3-12-4 Features Location/ source 1..11

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-12-5 Residues KASQNIYKNL A 11

3-13 Sequences

3-13-1 Sequence Number [ID] 13

3-13-2 Molecule Type AA
3-13-3 Length 7
3-13-4 Features Location/ source 1..7

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-13-5 Residues DANTLQT 7

3-14 Sequences

3-14-1 Sequence Number [ID] 14

3-14-2 Molecule Type AA
3-14-3 Length 8

3-14-4 Features Location/ source 1..8

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-14-5 Residues QQYYSGWA 8

3-15 Sequences

3-15-1 Sequence Number [ID] 15

3-15-2 Molecule Type AA
3-15-3 Length 122



3-15-4 Features Location/

Qualifiers

source 1..122

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-15-5 Residues QVQLQQSGAE LVKPGSSVKI SCKASGYTFT RNFMHWIKQQ PGNGLEWIGW IYCGDGETEY 60

NQKFNGKATL TADRSSSTAY MELSRLTSED SAVYFCARGV YGGFAGGYFD FWGQGVMVTV 120

SS                                                                122

3-16 Sequences

3-16-1 Sequence Number [ID] 16

3-16-2 Molecule Type DNA

3-16-3 Length 366

3-16-4 Features Location/

Qualifiers

source 1..366

mol_type=other DNA

organism=Rattus norvegicus

NonEnglishQualifier Value

3-16-5 Residues caggtacagc tgcagcaatc tggggctgaa ctggtgaagc ctgggtcctc agtgaaaatt 60

tcctgcaagg cttctggcta caccttcacc aggaacttta tgcactggat aaaacagcag 120

cctggaaatg gccttgagtg gattgggtgg atttattgtg gagatggtga gacagagtac 180

aatcaaaagt tcaatgggaa ggcaacactc actgcggaca gatcctccag cacagcctat 240

atggagctca gcagactgac atctgaggac tctgcagtct atttctgtgc aagaggggtt 300

tacggagggt ttgccggggg ctactttgat ttctggggcc aaggagtcat ggtcacagtc 360

tcctca                                                            366

3-17 Sequences

3-17-1 Sequence Number [ID] 17

3-17-2 Molecule Type AA

3-17-3 Length 10

3-17-4 Features Location/

Qualifiers

source 1..10

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-17-5 Residues GYTFTRNFMH                                                        10

3-18 Sequences

3-18-1 Sequence Number [ID] 18

3-18-2 Molecule Type AA

3-18-3 Length 10

3-18-4 Features Location/

Qualifiers

source 1..10

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-18-5 Residues WIYCGDGETE                                                        10

3-19 Sequences

3-19-1 Sequence Number [ID] 19

3-19-2 Molecule Type AA

3-19-3 Length 13

3-19-4 Features Location/

Qualifiers

source 1..13

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-19-5 Residues GVYGGFAGGY FDF                                                    13

3-20 Sequences

3-20-1 Sequence Number [ID] 20

3-20-2 Molecule Type AA

3-20-3 Length 109

3-20-4 Features Location/

Qualifiers

source 1..109

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-20-5 Residues DVQMTHSPSY LAASPGESVS ISCKTSKNIS NYLVWYQQKP GEAYKLLIYS GSTLQSGTPS 60

RFSGSGSGTD FTLTIRSLEP EDFGLYFCQQ YYEKPFTFGS GTKLEIKRA             109

3-21 Sequences

3-21-1 Sequence Number [ID] 21

3-21-2 Molecule Type DNA

3-21-3 Length 327

3-21-4 Features Location/

Qualifiers

source 1..327

mol_type=other DNA

3-15-4 Features Location/ source 1..122

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-15-5 Residues QVQLQQSGAE LVKPGSSVKI SCKASGYTFT RNFMHWIKQQ PGNGLEWIGW IYCGDGETEY 60

NQKFNGKATL TADRSSSTAY MELSRLTSED SAVYFCARGV YGGFAGGYFD FWGQGVMVTV 120

SS 122

3-16 Sequences

3-16-1 Sequence Number [ID] 16

3-16-2 Molecule Type DNA
3-16-3 Length 366

3-16-4 Features Location/ source 1..366

Qualifiers mol_type=other DNA

organism=Rattus norvegicus

NonEnglishQualifier Value

3-16-5 Residues caggtacage tgcagcaatc tggggctgaa ctggtgaage ctgggtcctc agtgaaaatt 60

tcctgcaagg cttctggcta caccttcacc aggaacttta tgcactggat aaaacagcag 120

cctggaaatg gccttgagtg gattgggtgg atttattgtg gagatggtga gacagagtac 180

aatcaaaagt tcaatgggaa ggcaacactc actgcggaca gatcctccag cacagectat 240

atggagctca gcagactgac atctgaggac tctgcagtct atttctgtgc aagaggggtt 300

tacggagggt ttgccggggg ctactttgat ttctggggcc aaggagtcat ggtcacagtc 360

tcctca 366

3-17 Sequences

3-17-1 Sequence Number [ID] 17

3-17-2 Molecule Type AA
3-17-3 Length 10

3-17-4 Features Location/ source 1..10

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-17-5 Residues GYTFTRNFMH 10

3-18 Sequences

3-18-1 Sequence Number [ID] 18

3-18-2 Molecule Type AA
3-18-3 Length 10

3-18-4 Features Location/ source 1..10

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-18-5 Residues WIYCGDGETE 10

3-19 Sequences

3-19-1 Sequence Number [ID] 19

3-19-2 Molecule Type AA
3-19-3 Length 13

3-19-4 Features Location/ source 1..13

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-19-5 Residues GVYGGFAGGY FDF 13

3-20 Sequences

3-20-1 Sequence Number [ID] 20

3-20-2 Molecule Type AA
3-20-3 Length 109

3-20-4 Features Location/ source 1..109

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-20-5 Residues DVOMTHSPSY LAASPGESVS ISCKTSKNIS NYLVWYQQKP GEAYKLLIYS GSTLOSGTPS 60

RFSGSGSGTD FTLTIRSLEP EDFGLYFCQQ YYEKPFTFGS GTKLEIKRA 109

3-21 Sequences

3-21-1 Sequence Number [ID] 21

3-21-2 Molecule Type DNA
3-21-3 Length 327

3-21-4 Features Location/ source 1..327

Qualifiers mol_type=other DNA



organism=Rattus norvegicus

NonEnglishQualifier Value

3-21-5 Residues gatgtccaga tgacccactc tccgtcttat cttgctgcgt ctcctggaga aagtgtttcc 60

atcagttgca agacaagtaa gaacattagt aattatttag tctggtatca acagaaacct 120

ggggaagcat ataagcttct tatctattct gggtcaactt tgcaatctgg aactccatca 180

aggttcagtg gcagtggatc tggtacagat ttcactctca ctatcagaag cctggagcct 240

gaagattttg gactctattt ctgtcaacag tattatgaaa aaccattcac gttcggctca 300

gggacgaagt tggaaataaa acgggct                                     327

3-22 Sequences

3-22-1 Sequence Number [ID] 22

3-22-2 Molecule Type AA

3-22-3 Length 11

3-22-4 Features Location/

Qualifiers

source 1..11

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-22-5 Residues KTSKNISNYL V                                                      11

3-23 Sequences

3-23-1 Sequence Number [ID] 23

3-23-2 Molecule Type AA

3-23-3 Length 7

3-23-4 Features Location/

Qualifiers

source 1..7

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-23-5 Residues SGSTLQS                                                           7

3-24 Sequences

3-24-1 Sequence Number [ID] 24

3-24-2 Molecule Type AA

3-24-3 Length 9

3-24-4 Features Location/

Qualifiers

source 1..9

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-24-5 Residues QQYYEKPFT                                                         9

3-25 Sequences

3-25-1 Sequence Number [ID] 25

3-25-2 Molecule Type AA

3-25-3 Length 121

3-25-4 Features Location/

Qualifiers

source 1..121

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-25-5 Residues EVQLQESGPG LVRPSQSLSL SCSVTDYSIT SNYWGWIRRF PGNKMEWMGY ITYSGYTSYN 60

PSLQSRISIT RDTSKNQFFL QLNSVTAEDT ATYYCARSIN HGGYSYVVDA WGPGASVTVS 120

S                                                                 121

3-26 Sequences

3-26-1 Sequence Number [ID] 26

3-26-2 Molecule Type DNA

3-26-3 Length 363

3-26-4 Features Location/

Qualifiers

source 1..363

mol_type=other DNA

organism=Rattus norvegicus

NonEnglishQualifier Value

3-26-5 Residues gaggtgcaac ttcaggagtc aggacctggc cttgtgagac cctcacagtc actctccctc 60

tcctgttctg tcactgatta ctccatcact agtaattact ggggctggat ccggaggttc 120

ccaggaaata aaatggagtg gatgggatac ataacctata gtggttacac tagctacaac 180

ccatctctcc aaagtcgaat ctccattact agagacacat cgaagaatca gttcttcctg 240

cagttgaact ctgtaactgc tgaggacaca gccacatatt actgtgcaag atcgattaac 300

cacggaggat atagttatgt tgtggatgcc tggggtccgg gagcttcagt cactgtctcc 360

tca                                                               363

3-27 Sequences

3-27-1 Sequence Number [ID] 27

3-27-2 Molecule Type AA

3-27-3 Length 10

organism=Rattus norvegicus

NonEnglishQualifier Value

3-21-5 Residues gatgtccaga tgacccactc tccgtcttat cttgctgcgt ctcctggaga aagtgtttcc 60

atcagttgca agacaagtaa gaacattagt aattatttag tctggtatca acagaaacct 120

ggggaagcat ataagcttct tatctattct gggtcaactt tgcaatctgg aactccatca 180

aggttcagtg gcagtggatc tggtacagat ttcactctca ctatcagaag cctggagcct 240

gaagattttg gactctattt ctgtcaacag tattatgaaa aaccattcac gttcggctca 300

gggacgaagt tggaaataaa acgggct 327

3-22 Sequences

3-22-1 Sequence Number [ID] 22

3-22-2 Molecule Type AA
3-22-3 Length 11

3-22-4 Features Location/ source 1..11

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-22-5 Residues KTSKNISNYL V 11

3-23 Sequences

3-23-1 Sequence Number [ID] 23

3-23-2 Molecule Type AA
3-23-3 Length 7

3-23-4 Features Location/ source 1..7

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-23-5 Residues SGSTLQS 7

3-24 Sequences

3-24-1 Sequence Number [ID] 24

3-24-2 Molecule Type AA
3-24-3 Length 9

3-24-4 Features Location/ source 1..9

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-24-5 Residues QQYYEKPFT 9

3-25 Sequences

3-25-1 Sequence Number [ID] 25

3-25-2 Molecule Type AA
3-25-3 Length 121

3-25-4 Features Location/ source 1..121

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-25-5 Residues EVOLQESGPG LVRPSQSLSL SCSVTDYSIT SNYWGWIRRF PGNKMEWMGY ITYSGYTSYN 60

PSLOSRISIT RDTSKNQFFL QLNSVTAEDT ATYYCARSIN HGGYSYVVDA WGPGASVTVS 120

S 121

3-26 Sequences

3-26-1 Sequence Number [ID] 26

3-26-2 Molecule Type DNA
3-26-3 Length 363

3-26-4 Features Location/ source 1..363

Qualifiers mol_type=other DNA

organism=Rattus norvegicus

NonEnglishQualifier Value

3-26-5 Residues gaggtgcaac ttcaggagtc aggacctggc cttgtgagac cctcacagtc actctccctc 60

tcctgttctg tcactgatta ctccatcact agtaattact ggggctggat ccggaggttc 120

ccaggaaata aaatggagtg gatgggatac ataacctata gtggttacac tagctacaac 180

ccatctctcc aaagtcgaat ctccattact agagacacat cgaagaatca gttcttcctg 240

cagttgaact ctgtaactgc tgaggacaca gccacatatt actgtgcaag atcgattaac 300

cacggaggat atagttatgt tgtggatgcc tggggtccgg gagcttcagt cactgtctcc 360

tca 363

3-27 Sequences

3-27-1 Sequence Number [ID] 27

3-27-2 Molecule Type AA
3-27-3 Length 10



3-27-4 Features Location/

Qualifiers

source 1..10

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-27-5 Residues DYSITSNYWG                                                        10

3-28 Sequences

3-28-1 Sequence Number [ID] 28

3-28-2 Molecule Type AA

3-28-3 Length 9

3-28-4 Features Location/

Qualifiers

source 1..9

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-28-5 Residues YITYSGYTS                                                         9

3-29 Sequences

3-29-1 Sequence Number [ID] 29

3-29-2 Molecule Type AA

3-29-3 Length 13

3-29-4 Features Location/

Qualifiers

source 1..13

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-29-5 Residues SINHGGYSYV VDA                                                    13

3-30 Sequences

3-30-1 Sequence Number [ID] 30

3-30-2 Molecule Type AA

3-30-3 Length 109

3-30-4 Features Location/

Qualifiers

source 1..109

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-30-5 Residues DVQMTQSPSS LAASPGESVS ISCRATKSIG IYLAWYQQKP GKTFKLLIYS GSTLQSGTPS 60

RFSGSGSGTD FTLTIRSLEP EDFGLYFCQQ FYENPFTFGS GTKLEIRRA             109

3-31 Sequences

3-31-1 Sequence Number [ID] 31

3-31-2 Molecule Type DNA

3-31-3 Length 327

3-31-4 Features Location/

Qualifiers

source 1..327

mol_type=other DNA

organism=Rattus norvegicus

NonEnglishQualifier Value

3-31-5 Residues gatgtccaga tgacccagtc tccgtcttct cttgctgcgt ctcctggaga aagtgtttcc 60

atcagttgca gggcaactaa gagcattggt atttatttag cctggtatca acagaaacct 120

gggaaaacat ttaagcttct tatctactct gggtcaactt tgcaatctgg aactccatca 180

aggttcagtg gcagtgggtc tggtacagat ttcactctca ccatcagaag cctggagcct 240

gaagattttg gactctattt ctgtcaacag ttttatgaaa acccattcac gttcggctca 300

gggacgaagt tggaaataag acgggct                                     327

3-32 Sequences

3-32-1 Sequence Number [ID] 32

3-32-2 Molecule Type AA

3-32-3 Length 11

3-32-4 Features Location/

Qualifiers

source 1..11

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-32-5 Residues RATKSIGIYL A                                                      11

3-33 Sequences

3-33-1 Sequence Number [ID] 33

3-33-2 Molecule Type AA

3-33-3 Length 7

3-33-4 Features Location/

Qualifiers

source 1..7

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-33-5 Residues SGSTLQS                                                           7

3-27-4 Features Location/ source 1..10

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-27-5 Residues DYSITSNYWG 10

3-28 Sequences

3-28-1 Sequence Number [ID] 28

3-28-2 Molecule Type AA
3-28-3 Length 9

3-28-4 Features Location/ source 1..9

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-28-5 Residues YITYSGYTS 9

3-29 Sequences

3-29-1 Sequence Number [ID] 29

3-29-2 Molecule Type AA
3-29-3 Length 13

3-29-4 Features Location/ source 1..13

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-29-5 Residues SINHGGYSYV VDA 13

3-30 Sequences

3-30-1 Sequence Number [ID] 30

3-30-2 Molecule Type AA
3-30-3 Length 109

3-30-4 Features Location/ source 1..109

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-30-5 Residues DVQMTQSPSS LAASPGESVS ISCRATKSIG IYLAWYQQKP GKTFKLLIYS GSTLQSGTPS 60

RFSGSGSGTD FTLTIRSLEP EDFGLYFCQQ FYENPFTFGS GTKLEIRRA 109

3-31 Sequences

3-31-1 Sequence Number [ID] 31

3-31-2 Molecule Type DNA
3-31-3 Length 327

3-31-4 Features Location/ source 1..327

Qualifiers mol_type=other DNA

organism=Rattus norvegicus

NonEnglishQualifier Value

3-31-5 Residues gatgtccaga tgacccagtc tccgtcttct cttgctgcgt ctcctggaga aagtgtttcc 60

atcagttgca gggcaactaa gagcattggt atttatttag cctggtatca acagaaacct 120

gggaaaacat ttaagcttct tatctactct gggtcaactt tgcaatctgg aactccatca 180

aggttcagtg gcagtgggtc tggtacagat ttcactctca ccatcagaag cctggagcct 240

gaagattttg gactctattt ctgtcaacag ttttatgaaa acccattcac gttcggctca 300

gggacgaagt tggaaataag acgggct 327

3-32 Sequences

3-32-1 Sequence Number [ID] 32

3-32-2 Molecule Type AA
3-32-3 Length 11

3-32-4 Features Location/ source 1..11

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-32-5 Residues RATKSIGIYL A 11

3-33 Sequences

3-33-1 Sequence Number [ID] 33

3-33-2 Molecule Type AA
3-33-3 Length 7

3-33-4 Features Location/ source 1..7

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-33-5 Residues SGSTLQS 7



3-34 Sequences

3-34-1 Sequence Number [ID] 34

3-34-2 Molecule Type AA

3-34-3 Length 9

3-34-4 Features Location/

Qualifiers

source 1..9

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-34-5 Residues QQFYENPFT                                                         9

3-35 Sequences

3-35-1 Sequence Number [ID] 35

3-35-2 Molecule Type AA

3-35-3 Length 121

3-35-4 Features Location/

Qualifiers

source 1..121

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-35-5 Residues EVQLQESGPG LVKPSQSLSL TCSVTDYSIT TYFWGWIRKF PGNKMEWMGY MSYRGGTSYN 60

PSLKSRISIT RDTSKNQFFL QLNSVTTEDT ATYYCARCPN YGGHSLVFDY WGQGVMVTVS 120

S                                                                 121

3-36 Sequences

3-36-1 Sequence Number [ID] 36

3-36-2 Molecule Type DNA

3-36-3 Length 363

3-36-4 Features Location/

Qualifiers

source 1..363

mol_type=other DNA

organism=Rattus norvegicus

NonEnglishQualifier Value

3-36-5 Residues gaggtgcagc ttcaggagtc aggacctggc cttgtgaaac cctcacagtc actctccctc 60

acctgttctg tcactgatta ctccatcact acttatttct ggggctggat ccggaagttc 120

ccaggaaata aaatggagtg gatgggatac atgagctacc gtggtggcac ttcctacaac 180

ccatctctca agagtcgaat ctccattact agagacacat cgaagaatca gttcttcctg 240

cagttgaact ctgtaactac tgaggacaca gccacatatt actgtgcaag atgccctaac 300

tacggagggc attcccttgt ttttgattac tggggccaag gagtcatggt cacagtgtcc 360

tca                                                               363

3-37 Sequences

3-37-1 Sequence Number [ID] 37

3-37-2 Molecule Type AA

3-37-3 Length 10

3-37-4 Features Location/

Qualifiers

source 1..10

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-37-5 Residues DYSITTYFWG                                                        10

3-38 Sequences

3-38-1 Sequence Number [ID] 38

3-38-2 Molecule Type AA

3-38-3 Length 9

3-38-4 Features Location/

Qualifiers

source 1..9

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-38-5 Residues YMSYRGGTS                                                         9

3-39 Sequences

3-39-1 Sequence Number [ID] 39

3-39-2 Molecule Type AA

3-39-3 Length 13

3-39-4 Features Location/

Qualifiers

source 1..13

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-39-5 Residues CPNYGGHSLV FDY                                                    13

3-40 Sequences

3-40-1 Sequence Number [ID] 40

3-40-2 Molecule Type AA

3-34 Sequences

3-34-1 Sequence Number [ID] 34

3-34-2 Molecule Type AA
3-34-3 Length 9

3-34-4 Features Location/ source 1..9

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-34-5 Residues QQFYENPFT 9

3-35 Sequences

3-35-1 Sequence Number [ID] 35

3-35-2 Molecule Type AA
3-35-3 Length 121

3-35-4 Features Location/ source 1..121

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-35-5 Residues EVQLQESGPG LVKPSQSLSL TCSVTDYSIT TYFWGWIRKF PGNKMEWMGY MSYRGGTSYN 60

PSLKSRISIT RDTSKNQFFL QLNSVTTEDT ATYYCARCPN YGGHSLVFDY WGQGVMVTVS 120

S 121

3-36 Sequences

3-36-1 Sequence Number [ID] 36

3-36-2 Molecule Type DNA
3-36-3 Length 363

3-36-4 Features Location/ source 1..363

Qualifiers mol_type=other DNA

organism=Rattus norvegicus

NonEnglishQualifier Value

3-36-5 Residues gaggtgcage ttcaggagto aggacctggo cttgtgaaac cctcacagtc actctccctc 60

acctgttctg tcactgatta ctccatcact acttatttct ggggctggat ccggaagtta 120

ccaggaaata aaatggagtg gatgggatac atgagctacc gtggtggcac ttcctacaac 180

ccatctctca agagtcgaat ctccattact agagacacat cgaagaatca gttcttcctg 240

cagttgaact ctgtaactac tgaggacaca gccacatatt actgtgcaag atgccctaac 300

tacggaggga attcccttgt ttttgattac tggggccaag gagtcatggt cacagtgtcc 360

tca 363

3-37 Sequences

3-37-1 Sequence Number [ID] 37

3-37-2 Molecule Type AA
3-37-3 Length 10

3-37-4 Features Location/ source 1..10

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-37-5 Residues DYSITTYFWG 10

3-38 Sequences

3-38-1 Sequence Number [ID] 38

3-38-2 Molecule Type AA
3-38-3 Length 9

3-38-4 Features Location/ source 1..9

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-38-5 Residues YMSYRGGTS 9

3-39 Sequences

3-39-1 Sequence Number [ID] 39

3-39-2 Molecule Type AA
3-39-3 Length 13

3-39-4 Features Location/ source 1..13

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-39-5 Residues CPNYGGHSLV FDY 13

3-40 Sequences

3-40-1 Sequence Number [ID] 40

3-40-2 Molecule Type AA



3-40-3 Length 109

3-40-4 Features Location/

Qualifiers

source 1..109

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-40-5 Residues DVQMTQSPSY LAASPGESVS ISCKATKSIS NYLAWYQQKP GEAYKVLIYS GSTLQSGTPS 60

RFSGSGSGTD FTLTIRSLEP EDFGLYSCQQ YYEKPLTFGS GTKLEIKRA             109

3-41 Sequences

3-41-1 Sequence Number [ID] 41

3-41-2 Molecule Type DNA

3-41-3 Length 327

3-41-4 Features Location/

Qualifiers

source 1..327

mol_type=other DNA

organism=Rattus norvegicus

NonEnglishQualifier Value

3-41-5 Residues gatgtccaga tgacccagtc tccgtcttat cttgctgcgt ctcctggaga aagtgtttcc 60

atcagttgca aggcaactaa gagcattagt aattatttag cctggtatca acagaaacct 120

ggggaagcat ataaggttct tatctattct gggtcaactt tgcaatctgg aactccatca 180

aggttcagtg gcagtggatc tggtacagat ttcactctca ccatcagaag cctggagcct 240

gaagattttg gactctattc ctgtcaacag tattatgaaa aaccgctcac gttcggttct 300

gggaccaagc tggagatcaa acgggct                                     327

3-42 Sequences

3-42-1 Sequence Number [ID] 42

3-42-2 Molecule Type AA

3-42-3 Length 11

3-42-4 Features Location/

Qualifiers

source 1..11

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-42-5 Residues KATKSISNYL A                                                      11

3-43 Sequences

3-43-1 Sequence Number [ID] 43

3-43-2 Molecule Type AA

3-43-3 Length 7

3-43-4 Features Location/

Qualifiers

source 1..7

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-43-5 Residues SGSTLQS                                                           7

3-44 Sequences

3-44-1 Sequence Number [ID] 44

3-44-2 Molecule Type AA

3-44-3 Length 9

3-44-4 Features Location/

Qualifiers

source 1..9

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-44-5 Residues QQYYEKPLT                                                         9

3-45 Sequences

3-45-1 Sequence Number [ID] 45

3-45-2 Molecule Type AA

3-45-3 Length 121

3-45-4 Features Location/

Qualifiers

source 1..121

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-45-5 Residues EVQLQESGPG LVKPSQSLSL TCSVTGYSIT TYYWGWIRKF PGNKMEWMGY ISYSGRTSYN 60

PSLKSRMSIT RDASKNQFFL QLNSVTTDDT ATYYCARSPI NHGGYWYFDF WGPGTMVTVS 120

S                                                                 121

3-46 Sequences

3-46-1 Sequence Number [ID] 46

3-46-2 Molecule Type DNA

3-46-3 Length 363

3-46-4 Features Location/

Qualifiers

source 1..363

mol_type=other DNA

3-40-3 Length 109

3-40-4 Features Location/ source 1..109

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-40-5 Residues DVQMTQSPSY LAASPGESVS ISCKATKSIS NYLAWYQQKP GEAYKVLIYS GSTLOSGTPS 60

RFSGSGSGTD FTLTIRSLEP EDFGLYSCOO YYEKPLTFGS GTKLEIKRA 109

3-41 Sequences

3-41-1 Sequence Number [ID] 41

3-41-2 Molecule Type DNA
3-41-3 Length 327

3-41-4 Features Location/ source 1..327

Qualifiers mol_type=other DNA

organism=Rattus norvegicus

NonEnglishQualifier Value

3-41-5 Residues gatgtccaga tgacccagto tccgtcttat cttgctgcgt ctcctggaga aagtgtttcc 60

atcagttgca aggcaactaa gagcattagt aattatttag cctggtatca acagaaacct 120

ggggaagcat ataaggttct tatctattct gggtcaactt tgcaatctgg aactccatca 180

aggttcagtg gcagtggatc tggtacagat ttcactctca ccatcagaag cctggageet 240

gaagattttg gactctattc ctgtcaacag tattatgaaa aaccgctcac gttcggttct 300

gggaccaago tggagatcaa acgggct 327

3-42 Sequences

3-42-1 Sequence Number [ID] 42

3-42-2 Molecule Type AA
3-42-3 Length 11

3-42-4 Features Location/ source 1..11

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-42-5 Residues KATKSISNYL A 11

3-43 Sequences

3-43-1 Sequence Number [ID] 43

3-43-2 Molecule Type AA
3-43-3 Length 7

3-43-4 Features Location/ source 1..7

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-43-5 Residues SGSTLQS 7

3-44 Sequences

3-44-1 Sequence Number [ID] 44

3-44-2 Molecule Type AA
3-44-3 Length 9

3-44-4 Features Location/ source 1..9

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-44-5 Residues QQYYEKPLT 9

3-45 Sequences

3-45-1 Sequence Number [ID] 45

3-45-2 Molecule Type AA
3-45-3 Length 121

3-45-4 Features Location/ source 1..121

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-45-5 Residues EVOLQESGPG LVKPSQSLSL TCSVTGYSIT TYYWGWIRKF PGNKMEWMGY ISYSGRTSYN 60

PSLKSRMSIT RDASKNQFFL QLNSVTTDDT ATYYCARSPI NHGGYWYFDF WGPGTMVTVS 120

S 121

3-46 Sequences

3-46-1 Sequence Number [ID] 46

3-46-2 Molecule Type DNA
3-46-3 Length 363

3-46-4 Features Location/ source 1..363

Qualifiers mol_type=other DNA



organism=Rattus norvegicus

NonEnglishQualifier Value

3-46-5 Residues gaggtgcagc ttcaggagtc aggacctggc cttgtgaaac cctcacagtc actctccctc 60

acctgttctg tcactggtta ctccatcact acttattact ggggctggat ccggaagttc 120

ccaggaaata aaatggagtg gatggggtac ataagctaca gtggtcgcac tagttataac 180

ccatctctca aaagtcgaat gtccattact agagacgcat cgaagaatca gttcttccta 240

cagttgaact ctgtaactac tgacgacaca gccacatatt actgtgcaag atccccaatt 300

aaccacggag ggtactggta ctttgacttc tggggcccag gaaccatggt caccgtgtcc 360

tca                                                               363

3-47 Sequences

3-47-1 Sequence Number [ID] 47

3-47-2 Molecule Type AA

3-47-3 Length 10

3-47-4 Features Location/

Qualifiers

source 1..10

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-47-5 Residues GYSITTYYWG                                                        10

3-48 Sequences

3-48-1 Sequence Number [ID] 48

3-48-2 Molecule Type AA

3-48-3 Length 9

3-48-4 Features Location/

Qualifiers

source 1..9

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-48-5 Residues YISYSGRTS                                                         9

3-49 Sequences

3-49-1 Sequence Number [ID] 49

3-49-2 Molecule Type AA

3-49-3 Length 13

3-49-4 Features Location/

Qualifiers

source 1..13

mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-49-5 Residues SPINHGGYWY FDF                                                    13

3-50 Sequences

3-50-1 Sequence Number [ID] 50

3-50-2 Molecule Type DNA

3-50-3 Length 449

3-50-4 Features Location/

Qualifiers

misc_feature 1..449

note=DNA comprising DNA sequence coding for human light chain signal sequence and kappa

chain constant region

source 1..449

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-50-5 Residues gcctccggac tctagagcca ccatggtgct gcagacccag gtgttcatct ccctgctgct 60

gtggatctcc ggcgcgtacg gcgatatcgt gatgattaaa cgtacggtgg ccgccccctc 120

cgtgttcatc ttccccccct ccgacgagca gctgaagtcc ggcaccgcct ccgtggtgtg 180

cctgctgaat aacttctacc ccagagaggc caaggtgcag tggaaggtgg acaacgccct 240

gcagtccggg aactcccagg agagcgtgac cgagcaggac agcaaggaca gcacctacag 300

cctgagcagc accctgaccc tgagcaaagc cgactacgag aagcacaagg tgtacgcctg 360

cgaggtgacc caccagggcc tgagctcccc cgtcaccaag agcttcaaca ggggggagtg 420

ttaggggccc gtttaaacgg gggaggcta                                   449

3-51 Sequences

3-51-1 Sequence Number [ID] 51

3-51-2 Molecule Type DNA

3-51-3 Length 1132

3-51-4 Features Location/

Qualifiers

misc_feature 1..1132

note=DNA comprising DNA sequence coding for human heavy chain signal sequence and IgG1

constant region

source 1..1132

mol_type=other DNA

organism=synthetic construct

organism=Rattus norvegicus

NonEnglishQualifier Value

3-46-5 Residues gaggtgcage ttcaggagtc aggacctggc cttgtgaaac cctcacagtc actctccctc 60

acctgttctg tcactggtta ctccatcact acttattact ggggctggat ccggaagttc 120

ccaggaaata aaatggagtg gatggggtac ataagctaca gtggtcgcac tagttataac 180

ccatctctca aaagtcgaat gtccattact agagacgcat cgaagaatca gttcttccta 240

cagttgaact ctgtaactac tgacgacaca gccacatatt actgtgcaag atccccaatt 300

aaccacggag ggtactggta ctttgacttc tggggcccag gaaccatggt caccgtgtcc 360

tca 363

3-47 Sequences

3-47-1 Sequence Number [ID] 47

3-47-2 Molecule Type AA
3-47-3 Length 10

3-47-4 Features Location/ source 1..10

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-47-5 Residues GYSITTYYWG 10

3-48 Sequences

3-48-1 Sequence Number [ID] 48

3-48-2 Molecule Type AA
3-48-3 Length 9

3-48-4 Features Location/ source 1..9

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-48-5 Residues YISYSGRTS 9

3-49 Sequences

3-49-1 Sequence Number [ID] 49

3-49-2 Molecule Type AA
3-49-3 Length 13

3-49-4 Features Location/ source 1..13

Qualifiers mol_type=protein

organism=Rattus norvegicus

NonEnglishQualifier Value

3-49-5 Residues SPINHGGYWY FDF 13

3-50 Sequences

3-50-1 Sequence Number [ID] 50

3-50-2 Molecule Type DNA
3-50-3 Length 449

3-50-4 Features Location/ misc_feature 1..449

Qualifiers note=DNA comprising DNA sequence coding for human light chain signal sequence and kappa

chain constant region

source 1..449

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-50-5 Residues gcctccggac tctagageca ccatggtgct gcagacccag gtgttcatct ccctgctgct 60

gtggatctcc ggcgcgtacg gcgatatcgt gatgattaaa cgtacggtgg ccgccccctc 120

cgtgttcatc ttccccccct ccgacgagca gctgaagtcc ggcaccgcct ccgtggtgtg 180

cctgctgaat aacttctacc ccagagaggc caaggtgcag tggaaggtgg acaacgccct 240

gcagtccggg aactcccagg agagcgtgac cgagcaggac agcaaggaca gcacctacag 300

cctgagcage accctgaccc tgagcaaage cgactacgag aagcacaagg tgtacgcctg 360

cgaggtgacc caccagggcc tgagctcccc cgtcaccaag agcttcaaca ggggggagtg 420

ttaggggccc gtttaaacgg gggaggcta 449

3-51 Sequences

3-51-1 Sequence Number [ID] 51

3-51-2 Molecule Type DNA
3-51-3 Length 1132

3-51-4 Features Location/ misc_feature 1..1132

Qualifiers note=DNA comprising DNA sequence coding for human heavy chain signal sequence and IgG1

constant region

source 1..1132

mol_type=other DNA

organism=synthetic construct



NonEnglishQualifier Value

3-51-5 Residues gcctccggac tctagagcca ccatgaaaca cctgtggttc ttcctcctgc tggtggcagc 60

tcccagatgg gtgctgagcc aggtgcaatt gtgcaggcgg ttagctcagc ctccaccaag 120

ggcccaagcg tcttccccct ggcaccctcc tccaagagca cctctggcgg cacagccgcc 180

ctgggctgcc tggtcaagga ctacttcccc gaacccgtga ccgtgagctg gaactcaggc 240

gccctgacca gcggcgtgca caccttcccc gctgtcctgc agtcctcagg actctactcc 300

ctcagcagcg tggtgaccgt gccctccagc agcttgggca cccagaccta catctgcaac 360

gtgaatcaca agcccagcaa caccaaggtg gacaagagag ttgagcccaa atcttgtgac 420

aaaactcaca catgcccacc ctgcccagca cctgaactcc tggggggacc ctcagtcttc 480

ctcttccccc caaaacccaa ggacaccctc atgatctccc ggacccctga ggtcacatgc 540

gtggtggtgg acgtgagcca cgaagaccct gaggtcaagt tcaactggta cgtggacggc 600

gtggaggtgc ataatgccaa gacaaagccc cgggaggagc agtacaacag cacgtaccgg 660

gtggtcagcg tcctcaccgt cctgcaccag gactggctga atggcaagga gtacaagtgc 720

aaggtctcca acaaagccct cccagccccc atcgagaaaa ccatctccaa agccaaaggc 780

cagccccggg aaccacaggt gtacaccctg cccccatccc gggaggagat gaccaagaac 840

caggtcagcc tgacctgcct ggtcaaaggc ttctatccca gcgacatcgc cgtggagtgg 900

gagagcaatg gccagcccga gaacaactac aagaccaccc ctcccgtgct ggactccgac 960

ggctccttct tcctctacag caagctcacc gtggacaaga gcaggtggca gcagggcaac 1020

gtcttctcat gctccgtgat gcatgaggct ctgcacaacc actacaccca gaagagcctc 1080

tccctgtctc ccggcaaatg agatatcggg cccgtttaaa cgggggaggc ta         1132

3-52 Sequences

3-52-1 Sequence Number [ID] 52

3-52-2 Molecule Type DNA

3-52-3 Length 749

3-52-4 Features Location/

Qualifiers

misc_feature 1..749

note=DNA comprising DNA sequence coding for chG019 light chain

source 1..749

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-52-5 Residues ccagcctccg gactctagag ccaccatggt gctgcagacc caggtgttca tcagcctgct 60

gctgtggatc agcggcgcct acggcgacat ccagatgacc cagagcccta gcctgctgag 120

cgccagcgtg ggcgatagag tgaccctgaa ctgcaaggcc agccagaaca tctacaagaa 180

cctggcctgg tatcagcaga agctgggcga gggccccaag ctgctgatct acgacgccaa 240

caccctgcag accggcatcc ccagcagatt ttctggcagc ggcagcggct ccgacttcac 300

cctgacaatc agcagcctgc agcccgagga cgtggccacc tacttttgcc agcagtacta 360

cagcggctgg gccttcggcg gcgtgaccaa cctggaactg aagagagccg tggccgctcc 420

ctccgtgttc atcttcccac ctagcgacga gcagctgaag tccggcacag cctctgtcgt 480

gtgcctgctg aacaacttct acccccgcga ggccaaggtg cagtggaagg tggacaatgc 540

cctgcagtct ggcaacagcc aggaaagcgt gaccgagcag gacagcaagg actccaccta 600

cagcctgagc agcaccctga ccctgagcaa ggccgactac gagaagcaca aggtgtacgc 660

ctgcgaagtg acccaccagg gcctgtctag ccccgtgacc aagagcttca accggggcga 720

gtgttgagtt taaacggggg aggctaact                                   749

3-53 Sequences

3-53-1 Sequence Number [ID] 53

3-53-2 Molecule Type AA

3-53-3 Length 233

3-53-4 Features Location/

Qualifiers

REGION 1..233

note=amino acid sequence of chG019 light chain full-length

source 1..233

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-53-5 Residues MVLQTQVFIS LLLWISGAYG DIQMTQSPSL LSASVGDRVT LNCKASQNIY KNLAWYQQKL 60

GEGPKLLIYD ANTLQTGIPS RFSGSGSGSD FTLTISSLQP EDVATYFCQQ YYSGWAFGGV 120

TNLELKRAVA APSVFIFPPS DEQLKSGTAS VVCLLNNFYP REAKVQWKVD NALQSGNSQE 180

SVTEQDSKDS TYSLSSTLTL SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEC        233

3-54 Sequences

3-54-1 Sequence Number [ID] 54

3-54-2 Molecule Type DNA

3-54-3 Length 699

3-54-4 Features Location/

Qualifiers

misc_feature 1..699

note=nucleotide sequence of chG019 light chain full-length

source 1..699

mol_type=other DNA

NonEnglishQualifier Value

3-51-5 Residues gcctccggac tctagageca ccatgaaaca cctgtggttc ttcctcctgc tggtggcagc 60

tcccagatgg gtgctgagcc aggtgcaatt gtgcaggcgg ttagctcage ctccaccaag 120

ggcccaagcg tcttccccct ggcaccctcc tccaagagca cctctggcgg cacagccgcc 180

ctgggctgcc tggtcaagga ctacttcccc gaacccgtga ccgtgagctg gaactcagga 240

gccctgacca gcggcgtgca caccttcccc gctgtcctgc agtcctcagg actctactcc 300

ctcagcagcg tggtgaccgt gccctccage agcttgggca cccagaccta catctgcaac 360

gtgaatcaca agcccagcaa caccaaggtg gacaagagag ttgagcccaa atcttgtgac 420

aaaactcaca catgcccacc ctgcccagca cctgaactcc tggggggacc ctcagtcttc 480

ctcttccccc caaaacccaa ggacaccctc atgatctccc ggacccctga ggtcacatga 540

gtggtggtgg acgtgageca cgaagaccct gaggtcaagt tcaactggta cgtggacggc 600

gtggaggtgc ataatgccaa gacaaagccc cgggaggage agtacaacag cacgtaccgg 660

gtggtcagcg tcctcaccgt cctgcaccag gactggctga atggcaagga gtacaagtgc 720

aaggtctcca acaaagcect cccagccccc atcgagaaaa ccatctccaa agccaaagga 780

cagccccggg aaccacaggt gtacaccctg cccccatccc gggaggagat gaccaagaac 840

caggtcagcc tgacctgcct ggtcaaaggc ttctatccca gcgacatcgc cgtggagtgg 900

gagagcaatg gccagcccga gaacaactac aagaccaccc ctcccgtgct ggactccgac 960

ggctccttct tcctctacag caagetcace gtggacaaga gcaggtggca gcagggcaac 1020

gtcttctcat gctccgtgat gcatgaggct ctgcacaacc actacaccca gaagagectc 1080

tccctgtctc ccggcaaatg agatatcggg cccgtttaaa cgggggaggc ta 1132

3-52 Sequences

3-52-1 Sequence Number [ID] 52

3-52-2 Molecule Type DNA
3-52-3 Length 749

3-52-4 Features Location/ misc_feature 1..749

Qualifiers note=DNA comprising DNA sequence coding for chG019 light chain

source 1..749

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-52-5 Residues ccagcctccg gactctagag ccaccatggt gctgcagacc caggtgttca tcagcctgct 60

gctgtggatc agcggcgcct acggcgacat ccagatgace cagageecta gcctgctgag 120

cgccagcgtg ggcgatagag tgaccctgaa ctgcaaggcc agccagaaca tctacaagaa 180

cctggcctgg tatcagcaga agctgggcga gggccccaag ctgctgatct acgacgccaa 240

caccctgcag accggcatcc ccagcagatt ttctggcagc ggcagcggct ccgacttcac 300

cctgacaatc agcagcctgc agcccgagga cgtggccacc tacttttgcc agcagtacta 360

cagcggctgg gccttcggcg gcgtgaccaa cctggaactg aagagagccg tggccgctcc 420

ctccgtgttc atcttcccac ctagcgacga gcagctgaag tccggcacag cctctgtcgt 480

gtgcctgctg aacaacttct acccccgcga ggccaaggtg cagtggaagg tggacaatgc 540

cctgcagtct ggcaacagcc aggaaagcgt gaccgagcag gacagcaagg actccaccta 600

cagcctgage agcaccctga ccctgagcaa ggccgactac gagaagcaca aggtgtacgc 660

ctgcgaagtg acccaccagg gcctgtctag ccccgtgacc aagagcttca accggggcga 720

gtgttgagtt taaacggggg aggctaact 749

3-53 Sequences

3-53-1 Sequence Number [ID] 53

3-53-2 Molecule Type AA
3-53-3 Length 233

3-53-4 Features Location/ REGION 1..233

Qualifiers note=amino acid sequence of chG019 light chain full-length

source 1..233

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-53-5 Residues MVLQTQVFIS LLLWISGAYG DIQMTQSPSL LSASVGDRVT LNCKASQNIY KNLAWYQQKL 60

GEGPKLLIYD ANTLOTGIPS RFSGSGSGSD FTLTISSLOP EDVATYFCQQ YYSGWAFGGV 120

TNLELKRAVA APSVFIFPPS DEQLKSGTAS VVCLLNNFYP REAKVQWKVD NALQSGNSQE 180

SVTEQDSKDS TYSLSSTLTL SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEC 233

3-54 Sequences

3-54-1 Sequence Number [ID] 54

3-54-2 Molecule Type DNA
3-54-3 Length 699

3-54-4 Features Location/ misc_feature 1..699

Qualifiers note=nucleotide sequence of chG019 light chain full-length

source 1..699

mol_type=other DNA



organism=synthetic construct

NonEnglishQualifier Value

3-54-5 Residues atggtgctgc agacccaggt gttcatcagc ctgctgctgt ggatcagcgg cgcctacggc 60

gacatccaga tgacccagag ccctagcctg ctgagcgcca gcgtgggcga tagagtgacc 120

ctgaactgca aggccagcca gaacatctac aagaacctgg cctggtatca gcagaagctg 180

ggcgagggcc ccaagctgct gatctacgac gccaacaccc tgcagaccgg catccccagc 240

agattttctg gcagcggcag cggctccgac ttcaccctga caatcagcag cctgcagccc 300

gaggacgtgg ccacctactt ttgccagcag tactacagcg gctgggcctt cggcggcgtg 360

accaacctgg aactgaagag agccgtggcc gctccctccg tgttcatctt cccacctagc 420

gacgagcagc tgaagtccgg cacagcctct gtcgtgtgcc tgctgaacaa cttctacccc 480

cgcgaggcca aggtgcagtg gaaggtggac aatgccctgc agtctggcaa cagccaggaa 540

agcgtgaccg agcaggacag caaggactcc acctacagcc tgagcagcac cctgaccctg 600

agcaaggccg actacgagaa gcacaaggtg tacgcctgcg aagtgaccca ccagggcctg 660

tctagccccg tgaccaagag cttcaaccgg ggcgagtgt                        699

3-55 Sequences

3-55-1 Sequence Number [ID] 55

3-55-2 Molecule Type DNA

3-55-3 Length 324

3-55-4 Features Location/

Qualifiers

misc_feature 1..324

note=nucleotide sequence of chG019 light chain variable region

source 1..324

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-55-5 Residues gacatccaga tgacccagag ccctagcctg ctgagcgcca gcgtgggcga tagagtgacc 60

ctgaactgca aggccagcca gaacatctac aagaacctgg cctggtatca gcagaagctg 120

ggcgagggcc ccaagctgct gatctacgac gccaacaccc tgcagaccgg catccccagc 180

agattttctg gcagcggcag cggctccgac ttcaccctga caatcagcag cctgcagccc 240

gaggacgtgg ccacctactt ttgccagcag tactacagcg gctgggcctt cggcggcgtg 300

accaacctgg aactgaagag agcc                                        324

3-56 Sequences

3-56-1 Sequence Number [ID] 56

3-56-2 Molecule Type AA

3-56-3 Length 471

3-56-4 Features Location/

Qualifiers

REGION 1..471

note=amino acid sequence of chG019 heavy chain full-length

source 1..471

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-56-5 Residues MKHLWFFLLL VAAPRWVLSQ VQLQQSGAEL VKPGSSVKIS CKASGYTFTR NFMHWIKQQP 60

GNGLEWIGWI YPGDGETEYN QKFNGKATLT ADRSSSTAYM ELSRLTSEDS AVYFCARGVY 120

GGFAGGYFDF WGQGVMVTVS SASTKGPSVF PLAPSSKSTS GGTAALGCLV KDYFPEPVTV 180

SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ TYICNVNHKP SNTKVDKRVE 240

PKSCDKTHTC PPCPAPELLG GPSVFLFPPK PKDTLMISRT PEVTCVVVDV SHEDPEVKFN 300

WYVDGVEVHN AKTKPREEQY NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI 360

SKAKGQPREP QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 420

VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG K          471

3-57 Sequences

3-57-1 Sequence Number [ID] 57

3-57-2 Molecule Type DNA

3-57-3 Length 1413

3-57-4 Features Location/

Qualifiers

misc_feature 1..1413

note=nucleotide sequence of chG019 heavy chain full-length

source 1..1413

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-57-5 Residues atgaaacacc tgtggttctt cctcctgctg gtggcagctc ccagatgggt gctgagccag 60

gtgcagctgc agcagtctgg cgccgagctc gtgaagcctg gcagcagcgt gaagatcagc 120

tgcaaggcca gcggctacac cttcacccgg aacttcatgc actggatcaa gcagcagccc 180

ggcaacggcc tggaatggat cggctggatc tatcccggcg acggcgagac agagtacaac 240

cagaagttca acggcaaggc caccctgacc gccgacagaa gcagctccac cgcctacatg 300

gaactgagcc ggctgaccag cgaggacagc gccgtgtact tttgcgccag aggcgtgtac 360

ggcggcttcg ctggcggcta cttcgatttt tggggccagg gcgtgatggt caccgtcagc 420

organism=synthetic construct

NonEnglishQualifier Value

3-54-5 Residues atggtgctgc agacccaggt gttcatcagc ctgctgctgt ggatcagcgg cgcctacgga 60

gacatccaga tgacccagag ccctagcctg ctgagcgcca gcgtgggcga tagagtgace 120

ctgaactgca aggccagcca gaacatctac aagaacctgg cctggtatca gcagaagctg 180

ggcgagggcc ccaagctgct gatctacgac gccaacacco tgcagaccgg catccccago 240

agattttctg gcagcggcag cggctccgac ttcaccctga caatcagcag cctgcagccc 300

gaggacgtgg ccacctactt ttgccagcag tactacagcg gctgggcctt cggcggcgtg 360

accaacctgg aactgaagag agccgtggcc gctccctccg tgttcatctt cccacctaga 420

gacgagcage tgaagtccgg cacagectct gtcgtgtgcc tgctgaacaa cttctacccc 480

cgcgaggcca aggtgcagtg gaaggtggac aatgccctgc agtctggcaa cagccaggaa 540

agcgtgaccg agcaggacag caaggactcc acctacagcc tgagcagcac cctgaccctg 600

agcaaggccg actacgagaa gcacaaggtg tacgcctgcg aagtgaccca ccagggcctg 660

tctagccccg tgaccaagag cttcaaccgg ggcgagtgt 699

3-55 Sequences

3-55-1 Sequence Number [ID] 55

3-55-2 Molecule Type DNA
3-55-3 Length 324

3-55-4 Features Location/ misc_feature 1..324

Qualifiers note=nucleotide sequence of chG019 light chain variable region

source 1..324

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-55-5 Residues gacatccaga tgacccagag ccctagcctg ctgagcgcca gcgtgggcga tagagtgace 60

ctgaactgca aggccagcca gaacatctac aagaacctgg cctggtatca gcagaagctg 120

ggcgagggcc ccaagctgct gatctacgac gccaacacco tgcagaccgg catccccago 180

agattttctg gcagcggcag cggctccgac ttcaccctga caatcagcag cctgcagccc 240

gaggacgtgg ccacctactt ttgccagcag tactacagcg gctgggcctt cggcggcgtg 300

accaacctgg aactgaagag agcc 324

3-56 Sequences

3-56-1 Sequence Number [ID] 56

3-56-2 Molecule Type AA
3-56-3 Length 471

3-56-4 Features Location/ REGION 1..471

Qualifiers note=amino acid sequence of chG019 heavy chain full-length

source 1..471

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-56-5 Residues MKHLWFFLLL VAAPRWVLSQ VQLQQSGAEL VKPGSSVKIS CKASGYTFTR NFMHWIKQQP 60

GNGLEWIGWI YPGDGETEYN QKFNGKATLT ADRSSSTAYM ELSRLTSEDS AVYFCARGVY 120

GGFAGGYFDF WGQGVMVTVS SASTKGPSVF PLAPSSKSTS GGTAALGCLV KDYFPEPVTV 180

SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ TYICNVNHKP SNTKVDKRVE 240

PKSCDKTHTC PPCPAPELLG GPSVFLFPPK PKDTLMISRT PEVTCVVVDV SHEDPEVKFN 300

WYVDGVEVHN AKTKPREEQY NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI 360

SKAKGQPREP QVYTLPPSRE EMTKNOVSLT CLVKGFYPSD IAVEWESNGO PENNYKTTPP 420

VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG K 471

3-57 Sequences

3-57-1 Sequence Number [ID] 57

3-57-2 Molecule Type DNA
3-57-3 Length 1413

3-57-4 Features Location/ misc_feature 1..1413

Qualifiers note=nucleotide sequence of chG019 heavy chain full-length

source 1..1413

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-57-5 Residues atgaaacacc tgtggttctt cctcctgctg gtggcagctc ccagatgggt gctgagccag 60

gtgcagctgc agcagtctgg cgccgagctc gtgaagcctg gcagcagegt gaagatcago 120

tgcaaggcca gcggctacac cttcacccgg aacttcatgc actggatcaa gcagcageco 180

ggcaaccgcc tggaatggat cggctggatc tatcccggcg acggcgagac agagtacaac 240

cagaagttca acggcaaggc caccetgace gccgacagaa gcagctccac cgcctacatg 300

gaactgagcc ggctgaccag cgaggacaga gccgtgtact tttgcgccag aggcgtgtac 360

ggcggcttcg ctggcggcta cttcgatttt tggggccagg gcgtgatggt caccgtcago 420



tcagcctcca ccaagggccc aagcgtcttc cccctggcac cctcctccaa gagcacctct 480

ggcggcacag ccgccctggg ctgcctggtc aaggactact tccccgaacc cgtgaccgtg 540

agctggaact caggcgccct gaccagcggc gtgcacacct tccccgctgt cctgcagtcc 600

tcaggactct actccctcag cagcgtggtg accgtgccct ccagcagctt gggcacccag 660

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gagagttgag 720

cccaaatctt gtgacaaaac tcacacatgc ccaccctgcc cagcacctga actcctgggg 780

ggaccctcag tcttcctctt ccccccaaaa cccaaggaca ccctcatgat ctcccggacc 840

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 900

tggtacgtgg acggcgtgga ggtgcataat gccaagacaa agccccggga ggagcagtac 960

aacagcacgt accgggtggt cagcgtcctc accgtcctgc accaggactg gctgaatggc 1020

aaggagtaca agtgcaaggt ctccaacaaa gccctcccag cccccatcga gaaaaccatc 1080

tccaaagcca aaggccagcc ccgggaacca caggtgtaca ccctgccccc atcccgggag 1140

gagatgacca agaaccaggt cagcctgacc tgcctggtca aaggcttcta tcccagcgac 1200

atcgccgtgg agtgggagag caatggccag cccgagaaca actacaagac cacccctccc 1260

gtgctggact ccgacggctc cttcttcctc tacagcaagc tcaccgtgga caagagcagg 1320

tggcagcagg gcaacgtctt ctcatgctcc gtgatgcatg aggctctgca caaccactac 1380

acccagaaga gcctctccct gtctcccggc aaa                              1413

3-58 Sequences

3-58-1 Sequence Number [ID] 58

3-58-2 Molecule Type AA

3-58-3 Length 122

3-58-4 Features Location/

Qualifiers

REGION 1..122

note=amino acid sequence of chG019 heavy chain variable region

source 1..122

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-58-5 Residues QVQLQQSGAE LVKPGSSVKI SCKASGYTFT RNFMHWIKQQ PGNGLEWIGW IYPGDGETEY 60

NQKFNGKATL TADRSSSTAY MELSRLTSED SAVYFCARGV YGGFAGGYFD FWGQGVMVTV 120

SS                                                                122

3-59 Sequences

3-59-1 Sequence Number [ID] 59

3-59-2 Molecule Type DNA

3-59-3 Length 366

3-59-4 Features Location/

Qualifiers

misc_feature 1..366

note=nucleotide sequence of chG019 heavy chain variable region

source 1..366

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-59-5 Residues caggtgcagc tgcagcagtc tggcgccgag ctcgtgaagc ctggcagcag cgtgaagatc 60

agctgcaagg ccagcggcta caccttcacc cggaacttca tgcactggat caagcagcag 120

cccggcaacg gcctggaatg gatcggctgg atctatcccg gcgacggcga gacagagtac 180

aaccagaagt tcaacggcaa ggccaccctg accgccgaca gaagcagctc caccgcctac 240

atggaactga gccggctgac cagcgaggac agcgccgtgt acttttgcgc cagaggcgtg 300

tacggcggct tcgctggcgg ctacttcgat ttttggggcc agggcgtgat ggtcaccgtc 360

agctca                                                            366

3-60 Sequences

3-60-1 Sequence Number [ID] 60

3-60-2 Molecule Type AA

3-60-3 Length 10

3-60-4 Features Location/

Qualifiers

REGION 1..10

note=amino acid sequence of chG019 CDRH2

source 1..10

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-60-5 Residues WIYPGDGETE                                                        10

3-61 Sequences

3-61-1 Sequence Number [ID] 61

3-61-2 Molecule Type AA

3-61-3 Length 233

3-61-4 Features Location/

Qualifiers

REGION 1..233

note=amino acid sequence of hL02 light chain full-length

source 1..233

tcagcctcca ccaagggccc aagcgtcttc cccctggcad cctcctccaa gagcacctct 480

ggcggcacag ccgccctggg ctgcctggtc aaggactact tccccgaacc cgtgaccgtg 540

agctggaact caggcgccct gaccagcgga gtgcacacct tccccgctgt cctgcagtcc 600

tcaggactct actccctcag cagcgtggtg accgtgccct ccagcagctt gggcacccag 660

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gagagttgag 720

cccaaatctt gtgacaaaac tcacacatga ccaccctgcc cagcacctga actcctgggg 780

ggaccctcag tcttcctctt ccccccaaaa cccaaggaca ccctcatgat ctcccggacc 840

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 900

tggtacgtgg acggcgtgga ggtgcataat gccaagacaa agccccggga ggagcagtac 960

aacagcacgt accgggtggt cagegtcctc accgtcctgc accaggactg gctgaatgga 1020

aaggagtaca agtgcaaggt ctccaacaaa gccctcccag cccccatcga gaaaaccato 1080

tccaaagcca aaggccagcc ccgggaacca caggtgtaca ccctgccccc atcccgggag 1140

gagatgacca agaaccaggt cagcetgace tgcctggtca aaggcttcta tcccagcgac 1200

atcgccgtgg agtgggagag caatggccag cccgagaaca actacaagac cacccctccc 1260

gtgctggact ccgacggctc cttcttcctc tacagcaage tcaccgtgga caagagcagg 1320

tggcagcagg gcaacgtctt ctcatgctcc gtgatgcatg aggctctgca caaccactac 1380

acccagaaga gcctctccct gtctcccggc aaa 1413

3-58 Sequences

3-58-1 Sequence Number [ID] 58

3-58-2 Molecule Type AA
3-58-3 Length 122

3-58-4 Features Location/ REGION 1..122

Qualifiers note=amino acid sequence of chG019 heavy chain variable region

source 1..122

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-58-5 Residues QVQLQQSGAE LVKPGSSVKI SCKASGYTFT RNFMHWIKQQ PGNGLEWIGW IYPGDGETEY 60

NQKFNGKATL TADRSSSTAY MELSRLTSED SAVYFCARGV YGGFAGGYFD FWGQGVMVTV 120

SS 122

3-59 Sequences

3-59-1 Sequence Number [ID] 59

3-59-2 Molecule Type DNA
3-59-3 Length 366

3-59-4 Features Location/ misc_feature 1..366

Qualifiers note=nucleotide sequence of chG019 heavy chain variable region

source 1..366

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-59-5 Residues caggtgcage tgcagcagtc tggcgccgag ctcgtgaage ctggcagcag cgtgaagatc 60

agctgcaagg ccagcggcta caccttcacc cggaacttca tgcactggat caagcagcag 120

cccggcaacg gcctggaatg gatcggctgg atctatcccg gcgacggcga gacagagtac 180

aaccagaagt tcaacggcaa ggccaccctg accgccgaca gaagcagctc caccgectac 240

atggaactga gccggctgac cagcgaggac agcgccgtgt acttttgcgc cagaggcgtg 300

tacggcggct tcgctggcgg ctacttcgat ttttggggcc agggcgtgat ggtcaccgtc 360

agctca 366

3-60 Sequences

3-60-1 Sequence Number [ID] 60

3-60-2 Molecule Type AA
3-60-3 Length 10

3-60-4 Features Location/ REGION 1..10

Qualifiers note=amino acid sequence of chG019 CDRH2

source 1..10

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-60-5 Residues WIYPGDGETE 10

3-61 Sequences

3-61-1 Sequence Number [ID] 61

3-61-2 Molecule Type AA
3-61-3 Length 233

3-61-4 Features Location/ REGION 1..233

Qualifiers note=amino acid sequence of hL02 light chain full-length

source 1..233



mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-61-5 Residues MVLQTQVFIS LLLWISGAYG DIQMTQSPSS LSASVGDRVT ITCKASQNIY KNLAWYQQKP 60

GKAPKLLIYD ANTLQTGVPS RFSGSGSGSD FTLTISSLQP EDFATYFCQQ YYSGWAFGQG 120

TKVEIKRTVA APSVFIFPPS DEQLKSGTAS VVCLLNNFYP REAKVQWKVD NALQSGNSQE 180

SVTEQDSKDS TYSLSSTLTL SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEC        233

3-62 Sequences

3-62-1 Sequence Number [ID] 62

3-62-2 Molecule Type DNA

3-62-3 Length 699

3-62-4 Features Location/

Qualifiers

misc_feature 1..699

note=nucleotide sequence of hL02 light chain full-length

source 1..699

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-62-5 Residues atggtgctgc agacccaggt gttcatctcc ctgctgctgt ggatctccgg cgcgtacggc 60

gacatccaga tgacccagag ccctagcagc ctgagcgcca gcgtgggcga cagagtgacc 120

atcacatgca aggccagcca gaacatctac aagaacctgg cctggtatca gcagaagccc 180

ggcaaggccc ccaagctgct gatctacgac gccaacaccc tgcagaccgg cgtgcccagc 240

agattttctg gcagcggcag cggctccgac ttcaccctga caatcagcag cctgcagccc 300

gaggacttcg ccacctactt ttgccagcag tactacagcg gctgggcctt cggccagggc 360

accaaggtgg aaatcaagcg tacggtggcc gccccctccg tgttcatctt ccccccctcc 420

gacgagcagc tgaagtccgg caccgcctcc gtggtgtgcc tgctgaataa cttctacccc 480

agagaggcca aggtgcagtg gaaggtggac aacgccctgc agtccgggaa ctcccaggag 540

agcgtgaccg agcaggacag caaggacagc acctacagcc tgagcagcac cctgaccctg 600

agcaaagccg actacgagaa gcacaaggtg tacgcctgcg aggtgaccca ccagggcctg 660

agctcccccg tcaccaagag cttcaacagg ggggagtgt                        699

3-63 Sequences

3-63-1 Sequence Number [ID] 63

3-63-2 Molecule Type AA

3-63-3 Length 108

3-63-4 Features Location/

Qualifiers

REGION 1..108

note=amino acid sequence of hL02 light chain variable region

source 1..108

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-63-5 Residues DIQMTQSPSS LSASVGDRVT ITCKASQNIY KNLAWYQQKP GKAPKLLIYD ANTLQTGVPS 60

RFSGSGSGSD FTLTISSLQP EDFATYFCQQ YYSGWAFGQG TKVEIKRT              108

3-64 Sequences

3-64-1 Sequence Number [ID] 64

3-64-2 Molecule Type DNA

3-64-3 Length 324

3-64-4 Features Location/

Qualifiers

misc_feature 1..324

note=nucleotide sequence of hL02 light chain variable region

source 1..324

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-64-5 Residues gacatccaga tgacccagag ccctagcagc ctgagcgcca gcgtgggcga cagagtgacc 60

atcacatgca aggccagcca gaacatctac aagaacctgg cctggtatca gcagaagccc 120

ggcaaggccc ccaagctgct gatctacgac gccaacaccc tgcagaccgg cgtgcccagc 180

agattttctg gcagcggcag cggctccgac ttcaccctga caatcagcag cctgcagccc 240

gaggacttcg ccacctactt ttgccagcag tactacagcg gctgggcctt cggccagggc 300

accaaggtgg aaatcaagcg tacg                                        324

3-65 Sequences

3-65-1 Sequence Number [ID] 65

3-65-2 Molecule Type AA

3-65-3 Length 233

3-65-4 Features Location/

Qualifiers

REGION 1..233

note=amino acid sequence of hL03 light chain full-length

source 1..233

mol_type=protein

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-61-5 Residues MVLQTQVFIS LLWWSGAYG DIQMTQSPSS LSASVGDRVT ITCKASQNIY KNLAWYQQKP 60

GKAPKLLIYD ANTLQTGVPS RFSGSGSGSD FTLTISSLQP EDFATYFCQQ YYSGWAFGQG 120

TKVEIKRTVA APSVFIFPPS DEOLKSGTAS VVCLLNNFYP REAKVQWKVD NALQSGNSQE 180

SVTEQDSKDS TYSLSSTLTL SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEC 233

3-62 Sequences

3-62-1 Sequence Number [ID] 62

3-62-2 Molecule Type DNA
3-62-3 Length 699

3-62-4 Features Location/ misc_feature 1..699

Qualifiers note=nucleotide sequence of hL02 light chain full-length

source 1..699

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-62-5 Residues atggtgctgc agacccaggt gttcatctcc ctgctgctgt ggatctccgg cgcgtacggc 60

gacatccaga tgacccagag ccctagcage ctgagcgcca gcgtgggcga cagagtgace 120

atcacatgca aggccagcca gaacatctac aagaacctgg cctggtatca gcagaagccc 180

ggcaaggccc ccaagctgct gatctacgac gccaacacco tgcagaccgg cgtgcccagc 240

agattttctg gcagcggcag cggctccgac ttcaccctga caatcagcag cctgcagccc 300

gaggacttcg ccacctactt ttgccagcag tactacagcg gctgggcctt cggccagggc 360

accaaggtgg aaatcaagcg tacggtggcc gccccctccg tgttcatctt ccccccctcc 420

gacgagcaga tgaagtccgg caccgcctcc gtggtgtgcc tgctgaataa cttctacccc 480

agagaggcca aggtgcagtg gaaggtggac aacgccctgc agtccgggaa ctcccaggag 540

agcgtgaccg agcaggacag caaggacage acctacagcc tgagcagcac cctgaccctg 600

agcaaagccg actacgagaa gcacaaggtg tacgcctgcg aggtgaccca ccagggcctg 660

agctcccccg tcaccaagag cttcaacagg ggggagtgt 699

3-63 Sequences

3-63-1 Sequence Number [ID] 63

3-63-2 Molecule Type AA
3-63-3 Length 108

3-63-4 Features Location/ REGION 1..108

Qualifiers note=amino acid sequence of hL02 light chain variable region

source 1..108

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-63-5 Residues DIOMTOSPSS LSASVGDRVT ITCKASQNIY KNLAWYQQKP GKAPKLLIYD ANTLOTGVPS 60

RFSGSGSGSD FTLTISSLQP EDFATYFCQQ YYSGWAFGQG TKVEIKRT 108

3-64 Sequences

3-64-1 Sequence Number [ID] 64

3-64-2 Molecule Type DNA
3-64-3 Length 324

3-64-4 Features Location/ misc_feature 1..324

Qualifiers note=nucleotide sequence of hL02 light chain variable region

source 1..324

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-64-5 Residues gacatccaga tgacccagag ccctagcage ctgagcgcca gcgtgggcga cagagtgace 60

atcacatgca aggccagcca gaacatctac aagaacctgg cctggtatca gcagaagccc 120

ggcaaggccc ccaagctgct gatctacgac gccaacacco tgcagaccgg cgtgcccagc 180

agattttctg gcagcggcag cggctccgac ttcaccctga caatcagcag cctgcageee 240

gaggacttcg ccacctactt ttgccagcag tactacagcg gctgggcctt cggccagggc 300

accaaggtgg aaatcaagcg tacg 324

3-65 Sequences

3-65-1 Sequence Number [ID] 65

3-65-2 Molecule Type AA
3-65-3 Length 233

3-65-4 Features Location/ REGION 1..233

Qualifiers note=amino acid sequence of hL03 light chain full-length

source 1..233

mol_type=protein



organism=synthetic construct

NonEnglishQualifier Value

3-65-5 Residues MVLQTQVFIS LLLWISGAYG DIQMTQSPSS LSASVGDRVT ITCKASQNIY KNLAWYQQKL 60

GEGPKLLIYD ANTLQTGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ YYSGWAFGQG 120

TKVEIKRTVA APSVFIFPPS DEQLKSGTAS VVCLLNNFYP REAKVQWKVD NALQSGNSQE 180

SVTEQDSKDS TYSLSSTLTL SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEC        233

3-66 Sequences

3-66-1 Sequence Number [ID] 66

3-66-2 Molecule Type DNA

3-66-3 Length 699

3-66-4 Features Location/

Qualifiers

misc_feature 1..699

note=nucleotide sequence of hL03 light chain full-length

source 1..699

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-66-5 Residues atggtgctgc agacccaggt gttcatctcc ctgctgctgt ggatctccgg cgcgtacggc 60

gacatccaga tgacccagag ccctagcagc ctgagcgcca gcgtgggcga cagagtgacc 120

atcacatgca aggccagcca gaacatctac aagaacctgg cctggtatca gcagaagctg 180

ggcgagggcc ccaagctgct gatctacgac gccaacaccc tgcagaccgg cgtgcccagc 240

agattttctg gcagcggctc cggcaccgac ttcaccctga caatcagcag cctgcagccc 300

gaggacttcg ccacctacta ctgccagcag tactacagcg gctgggcctt tggccagggc 360

accaaggtgg aaatcaagcg tacggtggcc gccccctccg tgttcatctt ccccccctcc 420

gacgagcagc tgaagtccgg caccgcctcc gtggtgtgcc tgctgaataa cttctacccc 480

agagaggcca aggtgcagtg gaaggtggac aacgccctgc agtccgggaa ctcccaggag 540

agcgtgaccg agcaggacag caaggacagc acctacagcc tgagcagcac cctgaccctg 600

agcaaagccg actacgagaa gcacaaggtg tacgcctgcg aggtgaccca ccagggcctg 660

agctcccccg tcaccaagag cttcaacagg ggggagtgt                        699

3-67 Sequences

3-67-1 Sequence Number [ID] 67

3-67-2 Molecule Type AA

3-67-3 Length 108

3-67-4 Features Location/

Qualifiers

REGION 1..108

note=amino acid sequence of hL03 light chain variable region

source 1..108

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-67-5 Residues DIQMTQSPSS LSASVGDRVT ITCKASQNIY KNLAWYQQKL GEGPKLLIYD ANTLQTGVPS 60

RFSGSGSGTD FTLTISSLQP EDFATYYCQQ YYSGWAFGQG TKVEIKRT              108

3-68 Sequences

3-68-1 Sequence Number [ID] 68

3-68-2 Molecule Type DNA

3-68-3 Length 324

3-68-4 Features Location/

Qualifiers

misc_feature 1..324

note=nucleotide sequence of hL03 light chain variable region

source 1..324

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-68-5 Residues gacatccaga tgacccagag ccctagcagc ctgagcgcca gcgtgggcga cagagtgacc 60

atcacatgca aggccagcca gaacatctac aagaacctgg cctggtatca gcagaagctg 120

ggcgagggcc ccaagctgct gatctacgac gccaacaccc tgcagaccgg cgtgcccagc 180

agattttctg gcagcggctc cggcaccgac ttcaccctga caatcagcag cctgcagccc 240

gaggacttcg ccacctacta ctgccagcag tactacagcg gctgggcctt tggccagggc 300

accaaggtgg aaatcaagcg tacg                                        324

3-69 Sequences

3-69-1 Sequence Number [ID] 69

3-69-2 Molecule Type AA

3-69-3 Length 471

3-69-4 Features Location/

Qualifiers

REGION 1..471

note=amino acid sequence of hH01 heavy chain full-length

source 1..471

mol_type=protein

organism=synthetic construct

organism=synthetic construct

NonEnglishQualifier Value

3-65-5 Residues MVLQTQVFIS LLLWISGAYG DIOMTOSPSS LSASVGDRVT ITCKASQNIY KNLAWYQQKL 60

GEGPKLLIYD ANTLOTGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ YYSGWAFGQG 120

TKVEIKRTVA APSVFIFPPS DEOLKSGTAS VVCLLNNFYP REAKVQWKVD NALQSGNSQE 180

SVTEQDSKDS TYSLSSTLTL SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEC 233

3-66 Sequences

3-66-1 Sequence Number [ID] 66

3-66-2 Molecule Type DNA
3-66-3 Length 699

3-66-4 Features Location/ misc_feature 1..699

Qualifiers note=nucleotide sequence of hL03 light chain full-length

source 1..699

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-66-5 Residues atggtgctgc agacccaggt gttcatctcc ctgctgctgt ggatctccgg cgcgtacggc 60

gacatccaga tgacccagag ccctagcage ctgagcgcca gcgtgggcga cagagtgace 120

atcacatgca aggccagcca gaacatctac aagaacctgg cctggtatca gcagaagctg 180

ggcgagggcc ccaagctgct gatctacgac gccaacaccc tgcagaccgg cgtgcccagc 240

agattttctg gcagcggctc cggcaccgac ttcaccctga caatcagcag cctgcagccc 300

gaggacttcg ccacctacta ctgccagcag tactacagcg gctgggcctt tggccagggc 360

accaaggtgg aaatcaagcg tacggtggcc gccccctccg tgttcatctt ccccccctcc 420

gacgagcage tgaagtccgg caccgcctcc gtggtgtgcc tgctgaataa cttctacccc 480

agagaggcca aggtgcagtg gaaggtggac aacgccctgc agtccgggaa ctcccaggag 540

agcgtgaccg agcaggacag caaggacage acctacagcc tgagcagcac cctgaccctg 600

agcaaagccg actacgagaa gcacaaggtg tacgcctgcg aggtgaccca ccagggcctg 660

agctcccccg tcaccaagag cttcaacagg ggggagtgt 699

3-67 Sequences

3-67-1 Sequence Number [ID] 67

3-67-2 Molecule Type AA
3-67-3 Length 108

3-67-4 Features Location/ REGION 1..108

Qualifiers note=amino acid sequence of hL03 light chain variable region

source 1..108

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-67-5 Residues DIQMTQSPSS LSASVGDRVT ITCKASQNIY KNLAWYQQKL GEGPKLLIYD ANTLQTGVPS 60

RFSGSGSGTD FTLTISSLQP EDFATYYCQQ YYSGWAFGQG TKVEIKRT 108

3-68 Sequences

3-68-1 Sequence Number [ID] 68

3-68-2 Molecule Type DNA
3-68-3 Length 324

3-68-4 Features Location/ misc_feature 1..324

Qualifiers note=nucleotide sequence of hL03 light chain variable region

source 1..324

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-68-5 Residues gacatccaga tgacccagag ccctagcage ctgagcgcca gcgtgggcga cagagtgace 60

atcacatgca aggccagcca gaacatctac aagaacctgg cctggtatca gcagaagctg 120

ggcgagggcc ccaagctgct gatctacgac gccaacaccc tgcagaccgg cgtgcccagc 180

agattttctg gcagcggctc cggcaccgac ttcaccctga caatcagcag cctgcageee 240

gaggacttcg ccacctacta ctgccagcag tactacagcg gctgggcctt tggccagggc 300

accaaggtgg aaatcaagcg tacg 324

3-69 Sequences

3-69-1 Sequence Number [ID] 69

3-69-2 Molecule Type AA
3-69-3 Length 471

3-69-4 Features Location/ REGION 1..471

Qualifiers note=amino acid sequence of hH01 heavy chain full-length

source 1..471

mol_type=protein

organism=synthetic construct



NonEnglishQualifier Value

3-69-5 Residues MKHLWFFLLL VAAPRWVLSE VQLVQSGAEV KKPGASVKVS CKASGYTFTR NFMHWVRQAP 60

GQGLEWMGWI YPGDGETEYA QKFQGRVTIT ADTSTSTAYM ELSSLRSEDT AVYYCARGVY 120

GGFAGGYFDF WGQGTLVTVS SASTKGPSVF PLAPSSKSTS GGTAALGCLV KDYFPEPVTV 180

SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ TYICNVNHKP SNTKVDKRVE 240

PKSCDKTHTC PPCPAPELLG GPSVFLFPPK PKDTLMISRT PEVTCVVVDV SHEDPEVKFN 300

WYVDGVEVHN AKTKPREEQY NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI 360

SKAKGQPREP QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 420

VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG K          471

3-70 Sequences

3-70-1 Sequence Number [ID] 70

3-70-2 Molecule Type DNA

3-70-3 Length 1413

3-70-4 Features Location/

Qualifiers

misc_feature 1..1413

note=nucleotide sequence of hH01 heavy chain full-length

source 1..1413

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-70-5 Residues atgaaacacc tgtggttctt cctcctgctg gtggcagctc ccagatgggt gctgagcgaa 60

gtgcagctgg tgcagtctgg cgccgaagtg aagaaaccag gcgccagcgt gaaggtgtcc 120

tgcaaggcca gcggctacac ctttacccgg aacttcatgc actgggtgcg ccaggctcca 180

ggccagggac tggaatggat gggctggatc tatcccggcg acggcgagac agagtacgcc 240

cagaaattcc agggcagagt gaccatcacc gccgacacca gcacctccac cgcctacatg 300

gaactgagca gcctgcggag cgaggacacc gccgtgtact attgtgccag aggcgtgtac 360

ggcggcttcg ctggcggcta cttcgatttt tggggccagg gcaccctcgt gaccgtcagc 420

tcagcctcca ccaagggccc aagcgtcttc cccctggcac cctcctccaa gagcacctct 480

ggcggcacag ccgccctggg ctgcctggtc aaggactact tccccgaacc cgtgaccgtg 540

agctggaact caggcgccct gaccagcggc gtgcacacct tccccgctgt cctgcagtcc 600

tcaggactct actccctcag cagcgtggtg accgtgccct ccagcagctt gggcacccag 660

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gagagttgag 720

cccaaatctt gtgacaaaac tcacacatgc ccaccctgcc cagcacctga actcctgggg 780

ggaccctcag tcttcctctt ccccccaaaa cccaaggaca ccctcatgat ctcccggacc 840

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 900

tggtacgtgg acggcgtgga ggtgcataat gccaagacaa agccccggga ggagcagtac 960

aacagcacgt accgggtggt cagcgtcctc accgtcctgc accaggactg gctgaatggc 1020

aaggagtaca agtgcaaggt ctccaacaaa gccctcccag cccccatcga gaaaaccatc 1080

tccaaagcca aaggccagcc ccgggaacca caggtgtaca ccctgccccc atcccgggag 1140

gagatgacca agaaccaggt cagcctgacc tgcctggtca aaggcttcta tcccagcgac 1200

atcgccgtgg agtgggagag caatggccag cccgagaaca actacaagac cacccctccc 1260

gtgctggact ccgacggctc cttcttcctc tacagcaagc tcaccgtgga caagagcagg 1320

tggcagcagg gcaacgtctt ctcatgctcc gtgatgcatg aggctctgca caaccactac 1380

acccagaaga gcctctccct gtctcccggc aaa                              1413

3-71 Sequences

3-71-1 Sequence Number [ID] 71

3-71-2 Molecule Type AA

3-71-3 Length 122

3-71-4 Features Location/

Qualifiers

REGION 1..122

note=amino acid sequence of hH01 heavy chain variable region

source 1..122

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-71-5 Residues EVQLVQSGAE VKKPGASVKV SCKASGYTFT RNFMHWVRQA PGQGLEWMGW IYPGDGETEY 60

AQKFQGRVTI TADTSTSTAY MELSSLRSED TAVYYCARGV YGGFAGGYFD FWGQGTLVTV 120

SS                                                                122

3-72 Sequences

3-72-1 Sequence Number [ID] 72

3-72-2 Molecule Type DNA

3-72-3 Length 366

3-72-4 Features Location/

Qualifiers

misc_feature 1..366

note=nucleotide sequence of hH01 heavy chain variable region

source 1..366

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-69-5 Residues MKHLWFFLLL VAAPRWVLSE VOLVOSGAEV KKPGASVKVS CKASGYTFTR NFMHWVRQAP 60

GQGLEWMGWI YPGDGETEYA QKFQGRVTIT ADTSTSTAYM ELSSLRSEDT AVYYCARGVY 120

GGFAGGYFDF WGQGTLVTVS SASTKGPSVF PLAPSSKSTS GGTAALGCLV KDYFPEPVTV 180

SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ TYICNVNHKP SNTKVDKRVE 240

PKSCDKTHTC PPCPAPELLG GPSVFLFPPK PKDTLMISRT PEVTCVVVDV SHEDPEVKFN 300

WYVDGVEVHN AKTKPREEQY NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI 360

SKAKGQPREP QVYTLPPSRE EMTKNOVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 420

VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG K 471

3-70 Sequences

3-70-1 Sequence Number [ID] 70

3-70-2 Molecule Type DNA
3-70-3 Length 1413

3-70-4 Features Location/ misc_feature 1..1413

Qualifiers note=nucleotide sequence of hH01 heavy chain full-length

source 1..1413

mol_type=other

organism=synthetic construct

NonEnglishQualifier Value

3-70-5 Residues atgaaacacc tgtggttctt cctcctgctg gtggcagctc ccagatgggt gctgagcgaa 60

gtgcagctgg tgcagtctgg cgccgaagtg aagaaaccag gcgccagcgt gaaggtgtcc 120

tgcaaggcca gcggctacac ctttacccgg aacttcatga actgggtgcg ccaggctcca 180

ggccagggac tggaatggat gggctggatc tatcccggcg acggcgagac agagtacgcc 240

cagaaattcc agggcagagt gaccatcaco gccgacacca gcacctccac cgcctacatg 300

gaactgagca gcctgcggag cgaggacaco gccgtgtact attgtgccag aggcgtgtac 360

ggcggcttcg ctggcggcta cttcgatttt tggggccagg gcaccctcgt gaccgtcaga 420

tcagcctcca ccaagggccc aagcgtcttc cccctggcac cctcctccaa gagcacctct 480

ggcggcacag ccgccctggg ctgcctggtc aaggactact tccccgaacc cgtgaccgtg 540

agctggaact caggcgccct gaccagcggc gtgcacacct tccccgctgt cctgcagtcc 600

tcaggactct actccctcag cagcgtggtg accgtgccct ccagcagctt gggcacccag 660

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gagagttgag 720

cccaaatctt gtgacaaaac tcacacatgc ccaccctgcc cagcacctga actcctgggg 780

ggaccctcag tcttcctctt ccccccaaaa cccaaggaca ccctcatgat ctcccggacc 840

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 900

tggtacgtgg acggcgtgga ggtgcataat gccaagacaa agccccggga ggagcagtac 960

aacagcacgt accgggtggt cagegtcctc accgtcctgc accaggactg gctgaatggc 1020

aaggagtaca agtgcaaggt ctccaacaaa gccctcccag cccccatcga gaaaaccato 1080

tccaaagcca aaggccagcc ccgggaacca caggtgtaca ccctgccccc atcccgggag 1140

gagatgacca agaaccaggt cagcctgace tgcctggtca aaggcttcta tcccagcgac 1200

atcgccgtgg agtgggagag caatggccag cccgagaaca actacaagac cacccctccc 1260

gtgctggact ccgacggctc cttcttcctc tacagcaage tcaccgtgga caagagcagg 1320

tggcagcagg gcaacgtctt ctcatgctcc gtgatgcatg aggctctgca caaccactac 1380

acccagaaga gcctctccct gtctcccggc aaa 1413

3-71 Sequences

3-71-1 Sequence Number [ID] 71

3-71-2 Molecule Type AA
3-71-3 Length 122

3-71-4 Features Location/ REGION ..122

Qualifiers note=amino acid sequence of hH01 heavy chain variable region

source 1..122

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-71-5 Residues EVQLVQSGAE VKKPGASVKV SCKASGYTFT RNFMHWVRQA PGQGLEWMGW IYPGDGETEY 60

AQKFQGRVTI TADTSTSTAY MELSSLRSED TAVYYCARGV YGGFAGGYFD FWGQGTLVTV 120

SS 122

3-72 Sequences

3-72-1 Sequence Number [ID] 72

3-72-2 Molecule Type DNA
3-72-3 Length 366

3-72-4 Features Location/ misc_feature 1..366

Qualifiers note=nucleotide sequence of hH01 heavy chain variable region

source 1..366

mol_type=other DNA

organism=synthetic construct



NonEnglishQualifier Value

3-72-5 Residues gaagtgcagc tggtgcagtc tggcgccgaa gtgaagaaac caggcgccag cgtgaaggtg 60

tcctgcaagg ccagcggcta cacctttacc cggaacttca tgcactgggt gcgccaggct 120

ccaggccagg gactggaatg gatgggctgg atctatcccg gcgacggcga gacagagtac 180

gcccagaaat tccagggcag agtgaccatc accgccgaca ccagcacctc caccgcctac 240

atggaactga gcagcctgcg gagcgaggac accgccgtgt actattgtgc cagaggcgtg 300

tacggcggct tcgctggcgg ctacttcgat ttttggggcc agggcaccct cgtgaccgtc 360

agctca                                                            366

3-73 Sequences

3-73-1 Sequence Number [ID] 73

3-73-2 Molecule Type AA

3-73-3 Length 471

3-73-4 Features Location/

Qualifiers

REGION 1..471

note=amino acid sequence of hH02 heavy chain full-length

source 1..471

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-73-5 Residues MKHLWFFLLL VAAPRWVLSE VQLVQSGAEV KKPGASVKVS CKASGYTFTR NFMHWVRQAP 60

GQGLEWMGWI YPGDGETEYN QKFQGRVTIT ADRSTSTAYM ELSSLRSEDT AVYFCARGVY 120

GGFAGGYFDF WGQGTLVTVS SASTKGPSVF PLAPSSKSTS GGTAALGCLV KDYFPEPVTV 180

SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ TYICNVNHKP SNTKVDKRVE 240

PKSCDKTHTC PPCPAPELLG GPSVFLFPPK PKDTLMISRT PEVTCVVVDV SHEDPEVKFN 300

WYVDGVEVHN AKTKPREEQY NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI 360

SKAKGQPREP QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 420

VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG K          471

3-74 Sequences

3-74-1 Sequence Number [ID] 74

3-74-2 Molecule Type DNA

3-74-3 Length 1413

3-74-4 Features Location/

Qualifiers

misc_feature 1..1413

note=nucleotide sequence of hH02 heavy chain full-length

source 1..1413

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-74-5 Residues atgaaacacc tgtggttctt cctcctgctg gtggcagctc ccagatgggt gctgagcgaa 60

gtgcagctgg tgcagtctgg cgccgaagtg aagaaaccag gcgccagcgt gaaggtgtcc 120

tgcaaggcca gcggctacac ctttacccgg aacttcatgc actgggtgcg ccaggctcca 180

ggccagggac tggaatggat gggctggatc tatcccggcg acggcgagac agagtacaac 240

cagaaattcc agggcagagt gaccatcacc gccgacagaa gcaccagcac cgcctacatg 300

gaactgagca gcctgcggag cgaggatacc gccgtgtact tctgtgccag aggcgtgtac 360

ggcggcttcg ctggcggcta cttcgatttt tggggccagg gcaccctcgt gaccgtcagc 420

tcagcctcca ccaagggccc aagcgtcttc cccctggcac cctcctccaa gagcacctct 480

ggcggcacag ccgccctggg ctgcctggtc aaggactact tccccgaacc cgtgaccgtg 540

agctggaact caggcgccct gaccagcggc gtgcacacct tccccgctgt cctgcagtcc 600

tcaggactct actccctcag cagcgtggtg accgtgccct ccagcagctt gggcacccag 660

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gagagttgag 720

cccaaatctt gtgacaaaac tcacacatgc ccaccctgcc cagcacctga actcctgggg 780

ggaccctcag tcttcctctt ccccccaaaa cccaaggaca ccctcatgat ctcccggacc 840

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 900

tggtacgtgg acggcgtgga ggtgcataat gccaagacaa agccccggga ggagcagtac 960

aacagcacgt accgggtggt cagcgtcctc accgtcctgc accaggactg gctgaatggc 1020

aaggagtaca agtgcaaggt ctccaacaaa gccctcccag cccccatcga gaaaaccatc 1080

tccaaagcca aaggccagcc ccgggaacca caggtgtaca ccctgccccc atcccgggag 1140

gagatgacca agaaccaggt cagcctgacc tgcctggtca aaggcttcta tcccagcgac 1200

atcgccgtgg agtgggagag caatggccag cccgagaaca actacaagac cacccctccc 1260

gtgctggact ccgacggctc cttcttcctc tacagcaagc tcaccgtgga caagagcagg 1320

tggcagcagg gcaacgtctt ctcatgctcc gtgatgcatg aggctctgca caaccactac 1380

acccagaaga gcctctccct gtctcccggc aaa                              1413

3-75 Sequences

3-75-1 Sequence Number [ID] 75

3-75-2 Molecule Type AA

3-75-3 Length 122

NonEnglishQualifier Value

3-72-5 Residues gaagtgcage tggtgcagtc tggcgccgaa gtgaagaaac caggcgccag cgtgaaggtg 60

tcctgcaagg ccagcggcta cacctttacc cggaacttca tgcactgggt gcgccaggct 120

ccaggccagg gactggaatg gatgggctgg atctatcccg gcgacggcga gacagagtac 180

gcccagaaat tccagggcag agtgaccatc accgccgaca ccagcacctc caccgectac 240

atggaactga gcagcctgcg gagcgaggac accgccgtgt actattgtgc cagaggcgtg 300

tacggcggct tcgctggcgg ctacttcgat ttttggggcc agggcaccct cgtgaccgtc 360

agctca 366

3-73 Sequences

3-73-1 Sequence Number [ID] 73

3-73-2 Molecule Type AA
3-73-3 Length 471

3-73-4 Features Location/ REGION 1..471

Qualifiers note=amino acid sequence of hH02 heavy chain full-length

source 1..471

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-73-5 Residues MKHLWFFLLL VAAPRWVLSE VOLVOSGAEV KKPGASVKVS CKASGYTFTR NFMHWVRQAP 60

GQGLEWMGWI YPGDGETEYN QKFQGRVTIT ADRSTSTAYM ELSSLRSEDT AVYFCARGVY 120

GGFAGGYFDF WGQGTLVTVS SASTKGPSVF PLAPSSKSTS GGTAALGCLV KDYFPEPVTV 180

SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ TYICNVNHKP SNTKVDKRVE 240

PKSCDKTHTC PPCPAPELLG GPSVFLFPPK PKDTLMISRT PEVTCVVVDV SHEDPEVKFN 300

WYVDGVEVHN AKTKPREEQY NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI 360

SKAKGOPREP QVYTLPPSRE EMTKNOVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 420

VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG K 471

3-74 Sequences

3-74-1 Sequence Number [ID] 74

3-74-2 Molecule Type DNA
3-74-3 Length 1413

3-74-4 Features Location/ misc_feature 1..1413

Qualifiers note=nucleotide sequence of hH02 heavy chain full-length

source 1..1413

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-74-5 Residues atgaaacacc tgtggttctt cctcctgctg gtggcagctc ccagatgggt gctgagcgaa 60

gtgcagctgg tgcagtctgg cgccgaagtg aagaaaccag gcgccagcgt gaaggtgtcc 120

tgcaaggcca gcggctacac ctttacccgg aacttcatgc actgggtgcg ccaggctcca 180

ggccagggac tggaatggat gggctggatc tatcccggcg acggcgagac agagtacaac 240

cagaaattcc agggcagagt gaccatcacc gccgacagaa gcaccagcac cgcctacatg 300

gaactgagca gcctgcggag cgaggatacc gccgtgtact tctgtgccag aggcgtgtac 360

ggcggcttcg ctggcggcta cttcgatttt tggggccagg gcaccctcgt gaccgtcage 420

tcagcctcca ccaagggccc aagcgtcttc cccctggcac cctcctccaa gagcacctct 480

ggcggcacag ccgccctggg ctgcctggtc aaggactact tccccgaacc cgtgaccgtg 540

agctggaact caggcgccct gaccagcggc gtgcacacct tccccgctgt cctgcagtcc 600

tcaggactct actccctcag cagcgtggtg accgtgccct ccagcagctt gggcacccag 660

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gagagttgag 720

cccaaatctt gtgacaaaac tcacacatgc ccaccctgcc cagcacctga actcctgggg 780

ggaccctcag tcttcctctt ccccccaaaa cccaaggaca ccctcatgat ctcccggacc 840

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 900

tggtacgtgg acggcgtgga ggtgcataat gccaagacaa agccccggga ggagcagtac 960

aacagcacgt accgggtggt cagcgtcctc accgtcctgc accaggactg gctgaatggc 1020

aaggagtaca agtgcaaggt ctccaacaaa gccctcccag cccccatcga gaaaaccatc 1080

tccaaagcca aaggccagcc ccgggaacca caggtgtaca ccctgccccc atcccgggag 1140

gagatgacca agaaccaggt cagcetgace tgcctggtca aaggcttcta tcccagcgac 1200

atcgccgtgg agtgggagag caatggccag cccgagaaca actacaagac cacccctccc 1260

gtgctggact ccgacggctc cttcttcctc tacagcaage tcaccgtgga caagagcagg 1320

tggcagcagg gcaacgtctt ctcatgctcc gtgatgcatg aggctctgca caaccactac 1380

acccagaaga gcctctccct gtctcccggc aaa 1413

3-75 Sequences

3-75-1 Sequence Number [ID] 75

3-75-2 Molecule Type AA
3-75-3 Length 122



3-75-4 Features Location/

Qualifiers

REGION 1..122

note=amino acid sequence of hH02 heavy chain variable region

source 1..122

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-75-5 Residues EVQLVQSGAE VKKPGASVKV SCKASGYTFT RNFMHWVRQA PGQGLEWMGW IYPGDGETEY 60

NQKFQGRVTI TADRSTSTAY MELSSLRSED TAVYFCARGV YGGFAGGYFD FWGQGTLVTV 120

SS                                                                122

3-76 Sequences

3-76-1 Sequence Number [ID] 76

3-76-2 Molecule Type DNA

3-76-3 Length 366

3-76-4 Features Location/

Qualifiers

misc_feature 1..366

note=nucleotide sequence of hH02 heavy chain variable region

source 1..366

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-76-5 Residues gaagtgcagc tggtgcagtc tggcgccgaa gtgaagaaac caggcgccag cgtgaaggtg 60

tcctgcaagg ccagcggcta cacctttacc cggaacttca tgcactgggt gcgccaggct 120

ccaggccagg gactggaatg gatgggctgg atctatcccg gcgacggcga gacagagtac 180

aaccagaaat tccagggcag agtgaccatc accgccgaca gaagcaccag caccgcctac 240

atggaactga gcagcctgcg gagcgaggat accgccgtgt acttctgtgc cagaggcgtg 300

tacggcggct tcgctggcgg ctacttcgat ttttggggcc agggcaccct cgtgaccgtc 360

agctca                                                            366

3-77 Sequences

3-77-1 Sequence Number [ID] 77

3-77-2 Molecule Type AA

3-77-3 Length 471

3-77-4 Features Location/

Qualifiers

REGION 1..471

note=amino acid sequence of hH04 heavy chain full-length

source 1..471

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-77-5 Residues MKHLWFFLLL VAAPRWVLSQ VQLVQSGAEV KKPGASVKVS CKASGYTFTR NFMHWIRQAP 60

GQGLEWMGWI YPGDGETEYA QKFQGRVTLT ADRSTSTAYM ELSSLRSEDT AVYYCARGVY 120

GGFAGGYFDF WGQGTLVTVS SASTKGPSVF PLAPSSKSTS GGTAALGCLV KDYFPEPVTV 180

SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ TYICNVNHKP SNTKVDKRVE 240

PKSCDKTHTC PPCPAPELLG GPSVFLFPPK PKDTLMISRT PEVTCVVVDV SHEDPEVKFN 300

WYVDGVEVHN AKTKPREEQY NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI 360

SKAKGQPREP QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 420

VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG K          471

3-78 Sequences

3-78-1 Sequence Number [ID] 78

3-78-2 Molecule Type DNA

3-78-3 Length 1413

3-78-4 Features Location/

Qualifiers

misc_feature 1..1413

note=nucleotide sequence of hH04 heavy chain full-length

source 1..1413

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-78-5 Residues atgaaacacc tgtggttctt cctcctgctg gtggcagctc ccagatgggt gctgagccag 60

gtgcagctgg tgcagtctgg cgccgaagtg aagaaaccag gcgccagcgt gaaggtgtcc 120

tgcaaggcca gcggctacac ctttacccgg aacttcatgc actggatccg gcaggcccct 180

ggacagggcc tggaatggat gggctggatc tatcccggcg acggcgagac agagtacgcc 240

cagaaattcc agggcagagt gaccctgacc gccgacagaa gcaccagcac cgcctacatg 300

gaactgagca gcctgcggag cgaggacacc gccgtgtact attgtgccag aggcgtgtac 360

ggcggcttcg ctggcggcta cttcgatttt tggggccagg gcaccctcgt gaccgtcagc 420

tcagcctcca ccaagggccc aagcgtcttc cccctggcac cctcctccaa gagcacctct 480

ggcggcacag ccgccctggg ctgcctggtc aaggactact tccccgaacc cgtgaccgtg 540

agctggaact caggcgccct gaccagcggc gtgcacacct tccccgctgt cctgcagtcc 600

tcaggactct actccctcag cagcgtggtg accgtgccct ccagcagctt gggcacccag 660

3-75-4 Features Location/ REGION 1..122

Qualifiers note=amino acid sequence of hH02 heavy chain variable region

source 1..122

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-75-5 Residues EVQLVQSGAE VKKPGASVKV SCKASGYTFT RNFMHWVRQA PGQGLEWMGW IYPGDGETEY 60

NQKFQGRVTI TADRSTSTAY MELSSLRSED TAVYFCARGV YGGFAGGYFD FWGQGTLVTV 120

SS 122

3-76 Sequences

3-76-1 Sequence Number [ID] 76

3-76-2 Molecule Type DNA
3-76-3 Length 366

3-76-4 Features Location/ misc_feature 1..366

Qualifiers note=nucleotide sequence of hH02 heavy chain variable region

source 1..366

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-76-5 Residues gaagtgcage tggtgcagtc tggcgccgaa gtgaagaaac caggcgccag cgtgaaggtg 60

tcctgcaagg ccagcggcta cacctttacc cggaacttca tgcactgggt gcgccaggct 120

ccaggccagg gactggaatg gatgggctgg atctatcccg gcgacggcga gacagagtac 180

aaccagaaat tccagggcag agtgaccate accgccgaca gaagcaccag caccgectac 240

atggaactga gcagcctgcg gagcgaggat accgccgtgt acttctgtgc cagaggcgtg 300

tacggcggct tcgctggcgg ctacttcgat ttttggggcc agggcacct cgtgaccgtc 360

agctca 366

3-77 Sequences

3-77-1 Sequence Number [ID] 77

3-77-2 Molecule Type AA
3-77-3 Length 471

3-77-4 Features Location/ REGION 1..471

Qualifiers note=amino acid sequence of hH04 heavy chain full-length

source 1..471

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-77-5 Residues MKHLWFFLLL VAAPRWVLSQ VQLVQSGAEV KKPGASVKVS CKASGYTFTR NFMHWIRQAP 60

GQGLEWMGWI YPGDGETEYA QKFQGRVTLT ADRSTSTAYM ELSSLRSEDT AVYYCARGVY 120

GGFAGGYFDF WGQGTLVTVS SASTKGPSVF PLAPSSKSTS GGTAALGCLV KDYFPEPVTV 180

SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ TYICNVNHKP SNTKVDKRVE 240

PKSCDKTHTC PPCPAPELLG GPSVFLFPPK PKDTLMISRT PEVTCVVVDV SHEDPEVKFN 300

WYVDGVEVHN AKTKPREEQY NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI 360

SKAKGQPREP QVYTLPPSRE EMTKNOVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 420

VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG K 471

3-78 Sequences

3-78-1 Sequence Number [ID] 78

3-78-2 Molecule Type DNA
3-78-3 Length 1413

3-78-4 Features Location/ misc_feature 1..1413

Qualifiers note=nucleotide sequence of hH04 heavy chain full-length

source 1..1413

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-78-5 Residues atgaaacacc tgtggttctt cctcctgctg gtggcagctc ccagatgggt gctgagccag 60

gtgcagctgg tgcagtctgg cgccgaagtg aagaaaccag gcgccagcgt gaaggtgtcc 120

tgcaaggcca gcggctacac ctttacccgg aacttcatga actggatccg gcaggcccct 180

ggacagggcc tggaatggat gggctggatc tatcccggcg acggcgagac agagtacgca 240

cagaaattcc agggcagagt gaccctgacc gccgacagaa gcaccagcac cgcctacatg 300

gaactgagca gcctgcggag cgaggacaco gccgtgtact attgtgccag aggcgtgtac 360

ggcggcttcg ctggcggcta cttcgatttt tggggccagg gcaccctcgt gaccgtcaga 420

tcagcctcca ccaagggccc aagcgtcttc cccctggcac cctcctccaa gagcacctct 480

ggcggcacag ccgccctggg ctgcctggtc aaggactact tccccgaacc cgtgaccgtg 540

agctggaact caggcgccct gaccagcggc gtgcacacct tccccgctgt cctgcagtcc 600

tcaggactct actccctcag cagcgtggtg accgtgccct ccagcagctt gggcacccag 660



acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gagagttgag 720

cccaaatctt gtgacaaaac tcacacatgc ccaccctgcc cagcacctga actcctgggg 780

ggaccctcag tcttcctctt ccccccaaaa cccaaggaca ccctcatgat ctcccggacc 840

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 900

tggtacgtgg acggcgtgga ggtgcataat gccaagacaa agccccggga ggagcagtac 960

aacagcacgt accgggtggt cagcgtcctc accgtcctgc accaggactg gctgaatggc 1020

aaggagtaca agtgcaaggt ctccaacaaa gccctcccag cccccatcga gaaaaccatc 1080

tccaaagcca aaggccagcc ccgggaacca caggtgtaca ccctgccccc atcccgggag 1140

gagatgacca agaaccaggt cagcctgacc tgcctggtca aaggcttcta tcccagcgac 1200

atcgccgtgg agtgggagag caatggccag cccgagaaca actacaagac cacccctccc 1260

gtgctggact ccgacggctc cttcttcctc tacagcaagc tcaccgtgga caagagcagg 1320

tggcagcagg gcaacgtctt ctcatgctcc gtgatgcatg aggctctgca caaccactac 1380

acccagaaga gcctctccct gtctcccggc aaa                              1413

3-79 Sequences

3-79-1 Sequence Number [ID] 79

3-79-2 Molecule Type AA

3-79-3 Length 122

3-79-4 Features Location/

Qualifiers

REGION 1..122

note=amino acid sequence of hH04 heavy chain variable region

source 1..122

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-79-5 Residues QVQLVQSGAE VKKPGASVKV SCKASGYTFT RNFMHWIRQA PGQGLEWMGW IYPGDGETEY 60

AQKFQGRVTL TADRSTSTAY MELSSLRSED TAVYYCARGV YGGFAGGYFD FWGQGTLVTV 120

SS                                                                122

3-80 Sequences

3-80-1 Sequence Number [ID] 80

3-80-2 Molecule Type DNA

3-80-3 Length 366

3-80-4 Features Location/

Qualifiers

misc_feature 1..366

note=nucleotide sequence of hH04 heavy chain variable region

source 1..366

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-80-5 Residues caggtgcagc tggtgcagtc tggcgccgaa gtgaagaaac caggcgccag cgtgaaggtg 60

tcctgcaagg ccagcggcta cacctttacc cggaacttca tgcactggat ccggcaggcc 120

cctggacagg gcctggaatg gatgggctgg atctatcccg gcgacggcga gacagagtac 180

gcccagaaat tccagggcag agtgaccctg accgccgaca gaagcaccag caccgcctac 240

atggaactga gcagcctgcg gagcgaggac accgccgtgt actattgtgc cagaggcgtg 300

tacggcggct tcgctggcgg ctacttcgat ttttggggcc agggcaccct cgtgaccgtc 360

agctca                                                            366

3-81 Sequences

3-81-1 Sequence Number [ID] 81

3-81-2 Molecule Type AA

3-81-3 Length 235

3-81-4 Features Location/

Qualifiers

REGION 1..235

note=amino acid sequence of NOV0712 light chain full-length

source 1..235

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-81-5 Residues MVLQTQVFIS LLLWISGAYG DIQMTQSPSS LSASVGDRVT ITCRASQSIS SYLNWYQQKP 60

GKAPKLLIYA VSTLQSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ SGTFPPTTFG 120

QGTKVEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNF YPREAKVQWK VDNALQSGNS 180

QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ GLSSPVTKSF NRGEC      235

3-82 Sequences

3-82-1 Sequence Number [ID] 82

3-82-2 Molecule Type DNA

3-82-3 Length 705

3-82-4 Features Location/

Qualifiers

misc_feature 1..705

note=nucleotide sequence coding for amino acid sequence of sequence n umber 81

source 1..705

mol_type=other DNA

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gagagttgag 720

cccaaatctt gtgacaaaac tcacacatga ccaccctgcc cagcacctga actcctgggg 780

ggaccctcag tcttcctctt ccccccaaaa cccaaggaca ccctcatgat ctcccggacc 840

cctgaggtca catgegtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 900

tggtacgtgg acggcgtgga ggtgcataat gccaagacaa agccccggga ggagcagtac 960

aacagcacgt accgggtggt cagcgtcctc accgtcctgc accaggactg gctgaatggc 1020

aaggagtaca agtgcaaggt ctccaacaaa gccctcccag cccccatcga gaaaaccatc 1080

tccaaagcca aaggccagcc ccgggaacca caggtgtaca ccctgccccc atcccgggag 1140

gagatgacca agaaccaggt cagcctgace tgcctggtca aaggcttcta tcccagcgac 1200

atcgccgtgg agtgggagag caatggccag cccgagaaca actacaagac cacccctccc 1260

gtgctggact ccgacggctc cttcttcctc tacagcaage tcaccgtgga caagagcagg 1320

tggcagcagg gcaacgtctt ctcatgctcc gtgatgcatg aggctctgca caaccactac 1380

acccagaaga gcctctccct gtctcccggc aaa 1413

3-79 Sequences

3-79-1 Sequence Number [ID] 79

3-79-2 Molecule Type AA
3-79-3 Length 122

3-79-4 Features Location/ REGION 1..122

Qualifiers note=amino acid sequence of hH04 heavy chain variable region

source 1..122

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-79-5 Residues QVQLVQSGAE VKKPGASVKV SCKASGYTFT RNFMHWIRQA PGQGLEWMGW IYPGDGETEY 60

AQKFQGRVTL TADRSTSTAY MELSSLRSED TAVYYCARGV YGGFAGGYFD FWGQGTLVTV 120

SS 122

3-80 Sequences

3-80-1 Sequence Number [ID] 80

3-80-2 Molecule Type DNA
3-80-3 Length 366

3-80-4 Features Location/ misc_feature 1..366

Qualifiers note=nucleotide sequence of hH04 heavy chain variable region

source 1..366

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-80-5 Residues caggtgcage tggtgcagtc tggcgccgaa gtgaagaaac caggcgccag cgtgaaggtg 60

tcctgcaagg ccagcggcta cacctttacc cggaacttca tgcactggat ccggcaggcc 120

cctggacagg gcctggaatg gatgggctgg atctatcccg gcgacggcga gacagagtac 180

gcccagaaat tccagggcag agtgaccctg accgccgaca gaagcaccag caccgectac 240

atggaactga gcagcctgcg gagcgaggac accgccgtgt actattgtgc cagaggcgtg 300

tacggcggct tcgctggcgg ctacttcgat ttttggggcc agggcacct cgtgaccgtc 360

agctca 366

3-81 Sequences

3-81-1 Sequence Number [ID] 81

3-81-2 Molecule Type AA
3-81-3 Length 235

3-81-4 Features Location/ REGION 1..235

Qualifiers note=amino acid sequence of NOV0712 light chain full-length

source 1..235

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-81-5 Residues MVLQTQVFIS LLLWISGAYG DIOMTOSPSS LSASVGDRVT ITCRASQSIS SYLNWYQQKP 60

GKAPKLLIYA VSTLQSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ SGTFPPTTFG 120

QGTKVEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNF YPREAKVQWK VDNALQSGNS 180

QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ GLSSPVTKSF NRGEC 235

3-82 Sequences

3-82-1 Sequence Number [ID] 82

3-82-2 Molecule Type DNA
3-82-3 Length 705

3-82-4 Features Location/ misc_feature 1..705

Qualifiers note=nucleotide sequence coding for amino acid sequence of sequence n umber 81

source 1..705

mol_type=other DNA



organism=synthetic construct

NonEnglishQualifier Value

3-82-5 Residues atggtgctgc agacccaggt gttcatctcc ctgctgctgt ggatctccgg cgcgtacggc 60

gacatccaga tgacccagag ccctagcagc ctgagcgcca gcgtgggcga cagagtgacc 120

atcacctgta gagccagcca gagcatcagc agctacctga actggtatca gcagaagccc 180

ggcaaggccc ccaaactgct gatctacgcc gtgtccacac tgcagagcgg cgtgcccagc 240

agattttctg gcagcggctc cggcaccgac ttcaccctga caatcagcag cctgcagccc 300

gaggacttcg ccacctacta ctgtcagcag tccggcacct tcccccccac cacatttggc 360

cagggcacca aggtggaaat caagcgtacg gtggccgccc cctccgtgtt catcttcccc 420

ccctccgacg agcagctgaa gtccggcacc gcctccgtgg tgtgcctgct gaataacttc 480

taccccagag aggccaaggt gcagtggaag gtggacaacg ccctgcagtc cgggaactcc 540

caggagagcg tgaccgagca ggacagcaag gacagcacct acagcctgag cagcaccctg 600

accctgagca aagccgacta cgagaagcac aaggtgtacg cctgcgaggt gacccaccag 660

ggcctgagct cccccgtcac caagagcttc aacagggggg agtgt                 705

3-83 Sequences

3-83-1 Sequence Number [ID] 83

3-83-2 Molecule Type AA

3-83-3 Length 467

3-83-4 Features Location/

Qualifiers

REGION 1..467

note=amino acid sequence of NOV0712 heavy chain full-length

source 1..467

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-83-5 Residues MKHLWFFLLL VAAPRWVLSQ VQLLESGGGL VQPGGSLRLS CAASGFTFSS HGMHWVRQAP 60

GKGLEWVSVI SGSGSNTGYA DSVKGRFTIS RDNSKNTLYL QMNSLRAEDT AVYYCARQWG 120

SYAFDSWGQG TLVTVSSAST KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF PEPVTVSWNS 180

GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTQTYIC NVNHKPSNTK VDKRVEPKSC 240

DKTHTCPPCP APELLGGPSV FLFPPKPKDT LMISRTPEVT CVVVDVSHED PEVKFNWYVD 300

GVEVHNAKTK PREEQYNSTY RVVSVLTVLH QDWLNGKEYK CKVSNKALPA PIEKTISKAK 360

GQPREPQVYT LPPSREEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 420

DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS LSLSPGK               467

3-84 Sequences

3-84-1 Sequence Number [ID] 84

3-84-2 Molecule Type DNA

3-84-3 Length 1401

3-84-4 Features Location/

Qualifiers

misc_feature 1..1401

note=nucleotide sequence coding for amino acid sequence of sequence n umber 83

source 1..1401

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-84-5 Residues atgaaacacc tgtggttctt cctcctgctg gtggcagctc ccagatgggt gctgagccag 60

gtgcagctgc tggaatctgg cggaggactg gtgcagcctg gcggctctct gagactgtct 120

tgtgccgcca gcggcttcac cttcagcagc cacggaatgc actgggtgcg ccaggcccct 180

ggaaagggac tggaatgggt gtccgtgatc agcggcagcg gctccaatac cggctacgcc 240

gatagcgtga agggccggtt caccatcagc cgggacaaca gcaagaacac cctgtacctg 300

cagatgaaca gcctgcgggc cgaggacacc gccgtgtact attgtgccag acagtggggc 360

agctacgcct tcgattcttg gggccagggc accctcgtga ccgtcagctc agcctccacc 420

aagggcccaa gcgtcttccc cctggcaccc tcctccaaga gcacctctgg cggcacagcc 480

gccctgggct gcctggtcaa ggactacttc cccgaacccg tgaccgtgag ctggaactca 540

ggcgccctga ccagcggcgt gcacaccttc cccgctgtcc tgcagtcctc aggactctac 600

tccctcagca gcgtggtgac cgtgccctcc agcagcttgg gcacccagac ctacatctgc 660

aacgtgaatc acaagcccag caacaccaag gtggacaaga gagttgagcc caaatcttgt 720

gacaaaactc acacatgccc accctgccca gcacctgaac tcctgggggg accctcagtc 780

ttcctcttcc ccccaaaacc caaggacacc ctcatgatct cccggacccc tgaggtcaca 840

tgcgtggtgg tggacgtgag ccacgaagac cctgaggtca agttcaactg gtacgtggac 900

ggcgtggagg tgcataatgc caagacaaag ccccgggagg agcagtacaa cagcacgtac 960

cgggtggtca gcgtcctcac cgtcctgcac caggactggc tgaatggcaa ggagtacaag 1020

tgcaaggtct ccaacaaagc cctcccagcc cccatcgaga aaaccatctc caaagccaaa 1080

ggccagcccc gggaaccaca ggtgtacacc ctgcccccat cccgggagga gatgaccaag 1140

aaccaggtca gcctgacctg cctggtcaaa ggcttctatc ccagcgacat cgccgtggag 1200

tgggagagca atggccagcc cgagaacaac tacaagacca cccctcccgt gctggactcc 1260

gacggctcct tcttcctcta cagcaagctc accgtggaca agagcaggtg gcagcagggc 1320

organism=synthetic construct

NonEnglishQualifier Value

3-82-5 Residues atggtgctgc agacccaggt gttcatctcc ctgctgctgt ggatctccgg cgcgtacgga 60

gacatccaga tgacccagag ccctagcage ctgagcgcca gcgtgggcga cagagtgace 120

atcacctgta gagccagcca gagcatcage agctacctga actggtatca gcagaagccc 180

ggcaaggccc ccaaactgct gatctacgcc gtgtccacac tgcagagcgg cgtgcccagc 240

agattttctg gcagcggctc cggcaccgac ttcaccctga caatcagcag cctgcageee 300

gaggacttcg ccacctacta ctgtcagcag tccggcacct tcccccccac cacatttggc 360

cagggcacca aggtggaaat caagcgtacg gtggccgccc cctccgtgtt catcttcccc 420

ccctccgacg agcagctgaa gtccggcaco gcctccgtgg tgtgcctgct gaataactta 480

taccccagag aggccaaggt gcagtggaag gtggacaacg ccctgcagtc cgggaactcc 540

caggagagcg tgaccgagca ggacagcaag gacagcacct acagcctgag cagcaccctg 600

accctgagca aagccgacta cgagaagcac aaggtgtacg cctgcgaggt gacccaccag 660

ggcctgagct cccccgtcac caagagettc aacagggggg agtgt 705

3-83 Sequences

3-83-1 Sequence Number [ID] 83

3-83-2 Molecule Type AA
3-83-3 Length 467

3-83-4 Features Location/ REGION 1..467

Qualifiers note=amino acid sequence of NOV0712 heavy chain full-length

source 1..467

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-83-5 Residues MKHLWFFLLL VAAPRWVLSQ VOLLESGGGL VQPGGSLRLS CAASGFTFSS HGMHWVRQAP 60

GKGLEWVSVI SGSGSNTGYA DSVKGRFTIS RDNSKNTLYL QMNSLRAEDT AVYYCARQWG 120

SYAFDSWGQG TLVTVSSAST KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF PEPVTVSWNS 180

GALTSGVHTF PAVLOSSGLY SLSSVVTVPS SSLGTQTYIC NVNHKPSNTK VDKRVEPKSC 240

DKTHTCPPCP APELLGGPSV FLFPPKPKDT LMISRTPEVT CVVVDVSHED PEVKFNWYVD 300

GVEVHNAKTK PREEQYNSTY RVVSVLTVLH QDWLNGKEYK CKVSNKALPA PIEKTISKAK 360

GQPREPQVYT LPPSREEMTK NOVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 420

DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS LSLSPGK 467

3-84 Sequences

3-84-1 Sequence Number [ID] 84

3-84-2 Molecule Type DNA
3-84-3 Length 1401

3-84-4 Features Location/ misc_feature 1..1401

Qualifiers note=nucleotide sequence coding for amino acid sequence of sequence n umber 83

source 1..1401

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-84-5 Residues atgaaacacc tgtggttctt cctcctgctg gtggcagctc ccagatgggt gctgagccag 60

gtgcagctgc tggaatctgg cggaggactg gtgcagcctg gcggctctct gagactgtct 120

tgtgccgcca gcggcttcac cttcagcago cacggaatga actgggtgcg ccaggcccct 180

ggaaagggac tggaatgggt gtccgtgatc agcggcagcg gctccaatac cggctacgcc 240

gatagcgtga agggccggtt caccatcage cgggacaaca gcaagaacac cctgtacctg 300

cagatgaaca gcctgcgggc cgaggacaco gccgtgtact attgtgccag acagtggggc 360

agctacgect tcgattcttg gggccagggc accctcgtga ccgtcagctc agcctccacc 420

aagggcccaa gcgtcttccc cctggcaccc tcctccaaga gcacctctgg cggcacagcc 480

gccctgggct gcctggtcaa ggactactto cccgaacccg tgaccgtgag ctggaactca 540

ggcgccctga ccagcggcgt gcacacctto cccgctgtcc tgcagtcctc aggactctad 600

tccctcagca gcgtggtgac cgtgccctcc agcagcttgg gcacccagac ctacatctgc 660

aacgtgaatc acaagcccag caacaccaag gtggacaaga gagttgagee caaatcttgt 720

gacaaaactc acacatgccc accctgccca gcacctgaac tcctgggggg accctcagtc 780

ttcctcttcc ccccaaaacc caaggacaco ctcatgatct cccggacccc tgaggtcaca 840

tgcgtggtgg tggacgtgag ccacgaagac cctgaggtca agttcaactg gtacgtggac 900

ggcgtggagg tgcataatgc caagacaaag ccccgggagg agcagtacaa cagcacgtac 960

cgggtggtca gcgtcctcac cgtcctgcac caggactgga tgaatggcaa ggagtacaag 1020

tgcaaggtct ccaacaaaga cctcccagec cccatcgaga aaaccatctc caaagccaaa 1080

ggccagcccc gggaaccaca ggtgtacacc ctgcccccat cccgggagga gatgaccaag 1140

aaccaggtca gcctgacctg cctggtcaaa ggcttctatc ccagcgacat cgccgtggag 1200

tgggagagca atggccagcc cgagaacaac tacaagacca cccctcccgt gctggactcc 1260

gacggctcct tcttcctcta cagcaagctc accgtggaca agagcaggtg gcagcaggga 1320



aacgtcttct catgctccgt gatgcatgag gctctgcaca accactacac ccagaagagc 1380

ctctccctgt ctcccggcaa a                                           1401

3-85 Sequences

3-85-1 Sequence Number [ID] 85

3-85-2 Molecule Type DNA

3-85-3 Length 34

3-85-4 Features Location/

Qualifiers

misc_feature 1..34

note=primer

source 1..34

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-85-5 Residues caccatgaga acttaccgct acttcttgct gctc                             34

3-86 Sequences

3-86-1 Sequence Number [ID] 86

3-86-2 Molecule Type DNA

3-86-3 Length 30

3-86-4 Features Location/

Qualifiers

misc_feature 1..30

note=primer

source 1..30

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-86-5 Residues ttaggagtct ttgtcactgt ccactcctcc                                  30

3-87 Sequences

3-87-1 Sequence Number [ID] 87

3-87-2 Molecule Type AA

3-87-3 Length 452

3-87-4 Features Location/

Qualifiers

REGION 1..452

note=Matured heavy chain amino acid sequence of hH01 heavy chain, wit hout a signal sequence

source 1..452

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-87-5 Residues EVQLVQSGAE VKKPGASVKV SCKASGYTFT RNFMHWVRQA PGQGLEWMGW IYPGDGETEY 60

AQKFQGRVTI TADTSTSTAY MELSSLRSED TAVYYCARGV YGGFAGGYFD FWGQGTLVTV 120

SSASTKGPSV FPLAPSSKST SGGTAALGCL VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ 180

SSGLYSLSSV VTVPSSSLGT QTYICNVNHK PSNTKVDKRV EPKSCDKTHT CPPCPAPELL 240

GGPSVFLFPP KPKDTLMISR TPEVTCVVVD VSHEDPEVKF NWYVDGVEVH NAKTKPREEQ 300

YNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE PQVYTLPPSR 360

EEMTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDSDGSFF LYSKLTVDKS 420

RWQQGNVFSC SVMHEALHNH YTQKSLSLSP GK                               452

3-88 Sequences

3-88-1 Sequence Number [ID] 88

3-88-2 Molecule Type AA

3-88-3 Length 213

3-88-4 Features Location/

Qualifiers

REGION 1..213

note=Matured light chain amino acid sequence of hL02 light chain, wit hout a signal sequence

source 1..213

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-88-5 Residues DIQMTQSPSS LSASVGDRVT ITCKASQNIY KNLAWYQQKP GKAPKLLIYD ANTLQTGVPS 60

RFSGSGSGSD FTLTISSLQP EDFATYFCQQ YYSGWAFGQG TKVEIKRTVA APSVFIFPPS 120

DEQLKSGTAS VVCLLNNFYP REAKVQWKVD NALQSGNSQE SVTEQDSKDS TYSLSSTLTL 180

SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEC                              213

3-89 Sequences

3-89-1 Sequence Number [ID] 89

3-89-2 Molecule Type AA

3-89-3 Length 4

3-89-4 Features Location/

Qualifiers

source 1..4

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-89-5 Residues GGFG                                                              4

aacgtcttct catgctccgt gatgcatgag gctctgcaca accactacao ccagaagaga 1380

ctctccctgt ctcccggcaa a 1401

3-85 Sequences

3-85-1 Sequence Number [ID] 85

3-85-2 Molecule Type DNA
3-85-3 Length 34

3-85-4 Features Location/ misc_feature 1..34

Qualifiers note=primer

source 1..34

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-85-5 Residues caccatgaga acttaccgct acttcttgct gctc 34

3-86 Sequences

3-86-1 Sequence Number [ID] 86

3-86-2 Molecule Type DNA
3-86-3 Length 30

3-86-4 Features Location/ misc_feature 1..30

Qualifiers note=primer

source 1..30

mol_type=other DNA

organism=synthetic construct

NonEnglishQualifier Value

3-86-5 Residues ttaggagtct ttgtcactgt ccactcctcc 30

3-87 Sequences

3-87-1 Sequence Number [ID] 87

3-87-2 Molecule Type AA
3-87-3 Length 452

3-87-4 Features Location/ REGION 1..452

Qualifiers note=Matured heavy chain amino acid sequence of hH01 heavy chain, wit hout a signal sequence

source 1..452

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-87-5 Residues EVQLVQSGAE VKKPGASVKV SCKASGYTFT RNFMHWVRQA PGQGLEWMGW IYPGDGETEY 60

AQKFQGRVTI TADTSTSTAY MELSSLRSED TAVYYCARGV YGGFAGGYFD FWGQGTLVTV 120

SSASTKGPSV FPLAPSSKST SGGTAALGCL VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ 180

SSGLYSLSSV VTVPSSSLGT QTYICNVNHK PSNTKVDKRV EPKSCDKTHT CPPCPAPELL 240

GGPSVFLFPP KPKDTLMISR TPEVTCVVVD VSHEDPEVKF NWYVDGVEVH NAKTKPREEQ 300

YNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE PQVYTLPPSR 360

EEMTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDSDGSFF LYSKLTVDKS 420

RWQQGNVFSC SVMHEALHNH YTQKSLSLSP GK 452

3-88 Sequences

3-88-1 Sequence Number [ID] 88

3-88-2 Molecule Type AA
3-88-3 Length 213

3-88-4 Features Location/ REGION 1..213

Qualifiers note=Matured light chain amino acid sequence of hL02 light chain, wit hout a signal sequence

source 1..213

mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-88-5 Residues DIQMTQSPSS LSASVGDRVT ITCKASQNIY KNLAWYQQKP GKAPKLLIYD ANTLOTGVPS 60

RFSGSGSGSD FTLTISSLQP EDFATYFCQQ YYSGWAFGQG TKVEIKRTVA APSVFIFPPS 120

DEOLKSGTAS VVCLLNNFYP REAKVQWKVD NALQSGNSQE SVTEQDSKDS TYSLSSTLTL 180

SKADYEKHKV YACEVTHQGL SSPVTKSFNR GEC 213

3-89 Sequences

3-89-1 Sequence Number [ID] 89

3-89-2 Molecule Type AA
3-89-3 Length 4

3-89-4 Features Location/ source 1..4

Qualifiers mol_type=protein

organism=synthetic construct

NonEnglishQualifier Value

3-89-5 Residues GGFG 4
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