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SUMMARY

The present disclosure is based, at least in part, on the development of treatment regimen
for solid tumors (e.g., metastatic solid tumors) such as pancreatic ductal adenocarcinoma
(PDAC), colorectal cancer (CRC), hepatocellular carcinoma (HCC), cholangiocarcinoma (CAA),
renal cell carcinoma (RCC), urothelial, head and neck, breast cancer, lung cancer, or other GI
solid tumors, involving an antibody capable of binding to human Galectin-9, either alone or in
combination with a checkpoint inhibitor such as an anti-PD-1 antibody. Alternatively or in
addition, the present disclosure is based, at least in part, on the unexpectedly discovery that an
anti-Galectin 9 antibody G9.2-17 (IgG4) has a quicker clearance rate in human subjects as
compared with other antibody therapeutics. Accordingly, a treatment regimen comprising a
dosing schedule of once every week was developed to ensure a suitable plasma concentration,
e.g., a therapeutic systemic exposure level, of the anti-Galectin 9 antibody for achieving
therapeutic effects.

In one aspect, the present disclosure describes a use of an antibody that binds human
Galectin-9 (anti-Galectin-9 antibody) in the manufacature of a medicament for treating a tumor
that is positive in Galectin-9, Dectin-1, or TIM-3 in a subject, wherein the anti-Galectin-9
antibody comprises: (a) a light chain comprising a light chain variable region (VL), which
comprises a light chain (LC) complementarity determining region 1 (CDR1) comprising the
amino acid sequence of SEQ ID NO: 1, a LC complementarity determining region 2 (CDR2)
comprising the amino acid sequence of SEQ ID NO: 2, and a LC complementarity determining
region 3 (CDR3) comprising the amino acid sequence of SEQ ID NO: 3 and (b) a heavy chain
comprising a heavy chain variable region (VH), wich comprises a heavy chain (HC)
complementarity determining region 1 (CDR1) comprising the amino acid sequence of SEQ ID
NO: 4, a HC complementarity determining region 2 (CDR2) comprising the amino acid
sequence of SEQ ID NO: 5, and a HC complementarity determining region 3 (CDR3)
comprising the amino acid sequence of SEQ ID NO: 6; wherein the anti-Galectin-9 antibody is
at a dose of 0.2 mg/kg to 32 mg/kg once every week.

In some examples, the present disclosure describes a use of an antibody that binds
human Galectin-9 (anti-Galectin-9 antibody) in the manufacture of a medicament for treating a
solid tumor in a subject, wherein the anti-Galectin-9 antibody comprises a light chain
complementarity determining region 1 (CDR1) set forth as SEQ ID NO: 1, a light chain
complementarity determining region 2 (CDR2) set forth as SEQ ID NO: 2, and a light chain
complementarity determining region 3 (CDR3) set forth as SEQ ID NO: 3 and/or comprises a
heavy chain complementarity determining region 1 (CDR1) set forth as SEQ ID NO: 4, a heavy
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chain complementarity determining region 2 (CDR?2) set forth as SEQ ID NO: 5, and a heavy
chain complementarity determining region 3 (CDR3) set forth as SEQ ID NO: 6 wherein the
subject has one or more of the following features: (i) has no infection by SARS-CoV-2; (ii) has
no active brain or leptomeningeal metastasis; and (iii) has unresectable metastatic cancer, which
is adenocarcinoma, optionally squamous cell carcinoma; and wherein the anti-Galectin-9
antibody is at a dose of 0.2 mg/kg to 32 mg/kg once every two weeks to once every six weeks.

Accordingly, provided herein is a method for treating a solid tumor, the method
comprising administering to a subject in need thereof (e.g., a human patient having the target solid
tumor) an effective amount of an antibody that binds human Galectin-9 (anti-Galectin-9
antibody). The anti-Galectin-9 antibody may be administered to the subject at a dose of about 0.2
mg/kg to about 32 mg/kg once every week to once every six weeks, e.g., 0.2 mg/kg, 0.63 mg/kg,
2 mg/kg, 6.3 mg/kg, 10 mg/kg, or 16 mg/kg once every week to once every six weeks. In some
examples, any of the anti-Galectin-9 antibodies disclosed herein may be administered to the
subject by intravenous infusion.

In some examples, the anti-Galectin-9 antibody (e.g., G9.2-17 (IgG4)) may be
administered to the subject at a dose of 0.2 mg/kg, 0.63 mg/kg, 2 mg/kg, 6.3 mg/kg, 10 mg/kg, or
16 mg/kg once every two weeks to once every four weeks. In some examples, the anti-Galectin-9
antibody may be administered to the subject once every two weeks. In specific examples, the
anti-Galectin-9 antibody (e.g., G9.2-17 (IgG4)) is administered to the subject at a dose of 10
mg/kg or 16 mg/kg once every two weeks to once every four weeks (e.g., once every two weeks).

Alternatively, the anti-Gal-9 antibody such as G9.2-17 (IgG4) may be administered to a
subject at a dose of about 650 mg to about 1120 mg once every 2-6 weeks, for example, once
every 2 weeks, once every 3 weeks, or once every 4 weeks. In some examples, the anti-Gal-9
antibody is administered to a subject at a dose of about 650 mg to about 700 mg once every 2-6
weeks, for example, once every 2 weeks, once every 3 weeks, or once every 4 weeks. In other

examples, the anti-Gal-9 antibody is administered to a subject at a dose of about 1040 mg to about
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WHAT IS CLAIMED IS:

1. Use of an antibody that binds human Galectin-9 (anti-Galectin-9 antibody) in the
manufacture of a medicament for treating a tumor that is positive in Galectin-9, Dectin-1, or
TIM-3 in a subject, wherein the anti-Galectin-9 antibody comprises:

(a) a light chain comprising a light chain variable region (VL), which comprises a
light chain (LC) complementarity determining region 1 (CDR1) comprising the amino acid
sequence of SEQ ID NO: 1, a LC complementarity determining region 2 (CDR2)
comprising the amino acid sequence of SEQ ID NO: 2, and a LC complementarity
determining region 3 (CDR3) comprising the amino acid sequence of SEQ ID NO: 3 and

(b) a heavy chain comprising a heavy chain variable region (VH), which comprises a
heavy chain (HC) complementarity determining region 1 (CDR1) comprising the amino
acid sequence of SEQ ID NO: 4, a HC complementarity determining region 2 (CDR2)
comprising the amino acid sequence of SEQ ID NO: 5, and a HC complementarity
determining region 3 (CDR3) comprising the amino acid sequence of SEQ ID NO: 6;

wherein the anti-Galectin-9 antibody is at a dose of 0.2 mg/kg to 32 mg/kg once every

week.

2. The use of claim 1, wherein the anti-Galectin-9 antibody is at a dose of 10 mg/kg
to 16 mg/kg once every week; or
wherein the anti-Galectin-9 antibody is at a dose of 10 mg/kg or 16 mg/kg once every

week.

3. The use of claim 1, wherein the anti-Galectin-9 antibody is at a dose of 650 mg
to 1120 mg once every week; or

wherein the anti-Galectin-9 antibody is at a dose of 650 mg to 700 mg once every week,
or 1040 to 1120 mg once every week.

4. The use of claim 1, wherein the solid tumor is a metastatic solid tumor.

5. The use of claim 1, wherein the solid tumor is pancreatic ductal adenocarcinoma

(PDAC), colorectal cancer (CRC), hepatocellular carcinoma (HCC), cholangiocarcinoma (CCA),
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renal cell carcinoma (RCC), urothelial cancer, head and neck cancer, breast cancer, lung cancer,

or a gastrointestinal (GI) solid tumor.

6. The use of claim 1, wherein the anti-Galectin-9 antibody is formulated for

intravenous infusion.

7. The use of claim 1, wherein the VL, of the anti-Galectin-9 antibody comprises the
amino acid sequence of SEQ ID NO: §; and/or
wherein the Vy of the anti-Galectin-9 antibody comprises the amino acid sequence of

SEQ ID NO: 7.

8. The use of claim 1, wherein the anti-Galectin-9 antibody is a full-length

antibody, which is an IgG1 or IgG4 molecule.

9. The use of claim 8, wherein the anti-Galectin-9 antibody is a human IgG4
molecule having a modified Fc region relative to the wildtype human IgG4 counterpart; and

wherein the modified Fc region comprises the amino acid sequence of SEQ ID NO: 14.
10. The use of claim 1, wherein the anti-Galectin-9 antibody comprises a heavy
chain comprising the amino acid sequence of SEQ ID NO: 19 and a light chain comprising the

amino acid sequence of SEQ ID NO: 15.

11. The use of claim 1, wherein the use further comprises that an immune checkpoint

inhibitor is to be administered to the subject.

12. The use of claim 11, wherein the immune checkpoint inhibitor is an antibody that

binds PD-1.

13. The use of claim 12, wherein the antibody that binds PD-1 is pembrolizumab,

nivolumab, tislelizumab, dostarlimab, or cemiplimab.
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14. The use of claim 11, wherein the checkpoint inhibitor is to be administered to the
subject on a day when the subject receives the anti-Galectin 9 antibody;

wherein the checkpoint inhibitor and the anti-Galectin 9 antibody are to be administered
to the subject on two consecutive days; or

wherein the checkpoint inhibitor is to be administered to the subject prior to the anti-

Galectin 9 antibody.

15. The use of claim 1, wherein the subject has undergone one or more prior anti-
cancer therapies; or wherein the subject has progressed disease through the one or more prior

anti-cancer therapies or is resistant to the one or more prior therapies.
16. The use of claim 15, wherein the one or more prior anti-cancer therapies
comprise chemotherapy, immunotherapy, radiation therapy, a therapy involving a biologic

agent, or a combination thereof.

17. The use of claim 1, wherein the subject is a human patient having an elevated

serum or plasma level of Galectin-9 relative to a control value.

18. The use of claim 1, wherein the dose of the anti-Galectin-9 antibody is reduced

when an adverse effect is observed.

19. The use of claim 1411, wherein the dose of the anti-Galectin-9 antibody, the

dose of the checkpoint inhibitor, or both are reduced when an adverse effect is observed.
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