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We claim: 

1.  Use of a therapeutically effective amount of an antibody that specifically binds IL-4 

receptor (IL-4R) and a therapeutically effective amount of an antibody that specifically binds 

programmed death 1 (PD-1) in the manufacture of a medicament for treating or inhibiting the 

growth of a tumor comprising a Type 2 immunity-dependent cancer in a subject in need thereof, 

 wherein the anti PD-1 antibody comprises three heavy chain complementarity 

determining regions (CDRs) (HCDR1, HCDR2 and HCDR3) of a heavy chain variable region 

(HCVR) and three light chain CDRs (LCDR1, LCDR2 and LCDR3) of a light chain variable 

region (LCVR), wherein HCDR1 comprises an amino acid sequence of SEQ ID NO: 13, HCDR2 

comprises an amino acid sequence of SEQ ID NO: 14, HCDR3 comprises an amino acid 

sequence of SEQ ID NO: 15, LCDR1 comprises an amino acid sequence of SEQ ID NO: 16, 

LCDR2 comprises an amino acid sequence of SEQ ID NO: 17, and LCDR3 comprises an amino 

acid sequence of SEQ ID NO: 18.  

2.  The use according to claim 1, wherein the Type 2 immunity-dependent cancer 

comprises pancreatic cancer, breast cancer, colorectal cancer, ovarian cancer, brain cancer, 

skin cancer, prostate cancer, kidney cancer, lung cancer, Hodgkin’s lymphoma, or bladder 

cancer. 

3.  The use according to claim 1 or 2, wherein the Type 2 immunity-dependent cancer 

comprises pancreatic cancer. 

4.  The use according to claim 1 or 2, wherein the Type 2 immunity-dependent cancer 

comprises non-small cell lung cancer. 

5.  The use according to claim 1 or 2, wherein the Type 2 immunity-dependent cancer 

comprises lung squamous cell carcinoma. 

6.  The use according to any one of claims 1-5, wherein the cancer is primary, metastatic, 

or recurrent. 

7.  The use according to any one of claims 1-6, wherein the subject has been treated with a 

prior anti-tumor therapeutic agent or therapy. 
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8.  The use according to any one of claims 1-7, wherein the subject has been treated with a 

PD-1 inhibitor. 

9.  The use according to any one of claims 1-8, wherein the cancer is resistant or non-

responsive to prior treatment with a therapeutic agent or therapy. 

10.  The use according to any one of claims 1-9, wherein the subject exhibits upregulation of 

at least one cytokine.  

11.  The use according to claim 10, wherein the at least one cytokine comprises at least one 

of IL-4 and IL-13. 

12.  The use according to any one of claims 1-11, wherein the subject exhibits increased 

production of at least one cytokine. 

13.  The use according to claim 12, wherein the at least one cytokine comprises IL-4. 

14.  The use according to any one of claims 1-13, wherein the subject exhibits increased 

hyaluronic acid (HA) content in the tumor. 

15.  The use according to any one of claims 1-14, wherein the anti-IL-4R antibody comprises 

a HCVR comprising three heavy chain complementarity determining regions (CDRs) (HCDR1, 

HCDR2 and HCDR3) and a LCVR comprising three light chain CDRs (LCDR1, LCDR2 and 

LCDR3), wherein: HCDR1 comprises an amino acid sequence of SEQ ID NO: 3; HCDR2 

comprises an amino acid sequence of SEQ ID NO: 4; HCDR3 comprises an amino acid 

sequence of SEQ ID NO: 5; LCDR1 comprises an amino acid sequence of SEQ ID NO: 6; 

LCDR2 comprises an amino acid sequence of SEQ ID NO: 7; and LCDR3 comprises an amino 

acid sequence of SEQ ID NO: 8.  

16.  The use according to any one of claims 1-15, wherein the HCVR of the anti-IL-4R 

antibody comprises an amino acid sequence of SEQ ID NO: 1 and the LCVR of the anti-IL-4R 

antibody comprises an amino acid sequence of SEQ ID NO: 2.  

17.  The use according to any one of claims 1-16, wherein the anti-IL-4R antibody comprises 

a heavy chain and a light chain, wherein the heavy chain comprises an amino acid sequence of 

SEQ ID NO: 9.  
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18.  The use according to any one of claims 1-16, wherein the anti-IL-4R antibody comprises 

a heavy chain and a light chain, wherein the light chain comprises an amino acid sequence of 

SEQ ID NO: 10. 

19.  The use according to any one of claims 1-16, wherein the anti-IL-4R antibody comprises 

a heavy chain and a light chain, wherein the heavy chain comprises an amino acid sequence of 

SEQ ID NO: 9 and the light chain comprises an amino acid sequence of SEQ ID NO: 10. 

20.  The use according to any one of claims 1-19, wherein the anti-IL-4R antibody is 

dupilumab.  

21.  The use according to any one of claims 1-20, wherein the HCVR of the anti-PD-1 

antibody comprises an amino acid sequence of SEQ ID NO: 11 and the LCVR of the anti-PD-1 

antibody comprises an amino acid sequence of SEQ ID NO: 12. 

22.  The use according to any one of claims 1-21, wherein the anti-PD-1 antibody comprises 

a heavy chain and a light chain, wherein the heavy chain comprises an amino acid sequence of 

SEQ ID NO: 19.  

23.  The use according to any one of claims 1-21, wherein the anti-PD-1 antibody comprises 

a heavy chain and a light chain, wherein the light chain comprises an amino acid sequence of 

SEQ ID NO: 20. 

24.  The use according to any one of claims 1-21, wherein the anti-PD-1 antibody comprises 

a heavy chain and a light chain, wherein the heavy chain comprises an amino acid sequence of 

SEQ ID NO: 19 and the light chain comprises an amino acid sequence of SEQ ID NO: 20. 

25.  The use according to any one of claims 1-24, wherein the anti-PD-1 antibody is 

cemiplimab. 

26.  The use according to any one of claims 1-25, wherein one or more doses of the anti-IL-

4R antibody is to be administered in combination with one or more doses of the anti-PD-1 

antibody. 

27.  The use according to claim 26, wherein at least one dose of the anti-IL-4R antibody 

comprises 0.1 to 50 mg/kg of the subject's body weight. 
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28.  The use according to claim 26, wherein at least one dose of the anti-IL-4R antibody 

comprises 0.05 to 1000 mg. 

29.  The use according to any one of claims 26-28, wherein each dose of the anti-IL-4R 

antibody is to be administered 0.5 to 12 weeks after the immediately preceding dose. 

30.  The use according to any one of claims 26-29, wherein at least one dose of the anti-PD-

1 antibody comprises 0.1 mg/kg to 20 mg/kg of the subject's body weight. 

31.  The use according to any one of claims 26-29, wherein at least one dose of the anti-PD-

1 antibody comprises 0.05 to 500 mg. 

32.  The use according to claim 30 or 31, wherein each dose of the anti-PD-1 antibody is to 

be administered 0.5 to 12 weeks after the immediately preceding dose. 

33.  The use according to any one of claims 1-32, wherein the anti-IL-4R antibody is to be 

administered concurrently with the anti-PD-1 antibody. 

34.  The use according to any one of claims 1-32, wherein the anti-IL-4R antibody is to be 

administered prior to the anti-PD-1 antibody. 

35.  The use according to any one of claims 1-32, wherein the anti-IL-4R antibody is to be 

administered after the anti-PD-1 antibody. 

36.  The use according to any one of claims 1-35, wherein the medicament to be 

administered to the subject promotes tumor regression, delays tumor growth, reduces tumor cell 

load, reduces tumor burden, and/or prevents tumor recurrence in the subject. 

37.  The use according to any one of claims 1-36, wherein the medicament to be 

administered to the subject promotes at least about 10% more tumor regression in the treated 

subject as compared to an untreated subject or a subject treated with either antibody as 

monotherapy. 

38.  The use according to any one of claims 1-36, wherein the medicament to be 

administered to the subject leads to at least 30% more decrease in tumor cells or tumor size as 

compared to an untreated subject or a subject treated with either antibody as monotherapy. 
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39.  The use according to any one of claims 1-38, further comprising at least one additional 

therapeutic agent or therapy to be administered to the subject. 

40.  The use according to claim 39, wherein the additional therapeutic agent or therapy 

comprises chemotherapy, cyclophosphamide, surgery, radiation, a cancer vaccine, a LAG3 

inhibitor, a CTLA-4 inhibitor, a GITR agonist, a TIM3 inhibitor, a BTLA inhibitor, a TIGIT inhibitor, 

a CD38 inhibitor, a CD47 inhibitor, an IDO inhibitor, a VEGF antagonist, an Ang2 inhibitor, a 

TGFβ inhibitor, an EGFR inhibitor, a VISTA inhibitor, a CD40 agonist, a CSF1R inhibitor, CCR2 

inhibitor, CXCR4 inhibitor, CXCR2 inhibitor, CCR4 inhibitor, CXCL12 inhibitor, a CD28 activator, 

an agonist to a co-stimulatory receptor, an antibody to a tumor-specific antigen, an anti-

CD3/anti-CD20 bispecific antibody, GM-CSF, a cytotoxin, a chemotherapeutic agent, an 

oncolytic virus, an IL-6R inhibitor, an IL-10 inhibitor, a cytokine, an ADC, chimeric antigen 

receptor T cells, an anti-inflammatory drug, a NSAID, and/or a dietary supplement. 

41.  Use of a therapeutically effective amount of an antibody that specifically binds IL-4 

receptor (IL-4R) in the manufacture of a medicament for treating or inhibiting the growth of a 

tumor comprising a Type 2 immunity-dependent cancer in a subject in need thereof in 

combination with a therapeutically effective amount of an antibody that specifically binds 

programmed death 1 (PD-1), wherein the anti PD-1 antibody comprises three heavy chain 

complementarity determining regions (CDRs) (HCDR1, HCDR2 and HCDR3) of a heavy chain 

variable region (HCVR) and three light chain CDRs (LCDR1, LCDR2 and LCDR3) of a light 

chain variable region (LCVR), wherein HCDR1 comprises an amino acid sequence of SEQ ID 

NO: 13, HCDR2 comprises an amino acid sequence of SEQ ID NO: 14, HCDR3 comprises an 

amino acid sequence of SEQ ID NO: 15, LCDR1 comprises an amino acid sequence of SEQ ID 

NO: 16, LCDR2 comprises an amino acid sequence of SEQ ID NO: 17, and LCDR3 comprises 

an amino acid sequence of SEQ ID NO: 18. 

42.  Use of a therapeutically effective amount of an antibody that specifically binds a 

programmed death 1 (PD-1) in the manufacture of a medicament for treating or inhibiting the 

growth of a tumor comprising a Type 2 immunity-dependent cancer in a subject in need thereof 

in combination with a therapeutically effective amount of an antibody that specifically binds IL-4 

receptor (IL-4R), wherein the anti PD-1 antibody comprises three heavy chain complementarity 

determining regions (CDRs) (HCDR1, HCDR2 and HCDR3) of a heavy chain variable region 

(HCVR) and three light chain CDRs (LCDR1, LCDR2 and LCDR3) of a light chain variable 

region (LCVR), wherein HCDR1 comprises an amino acid sequence of SEQ ID NO: 13, HCDR2 
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comprises an amino acid sequence of SEQ ID NO: 14, HCDR3 comprises an amino acid 

sequence of SEQ ID NO: 15, LCDR1 comprises an amino acid sequence of SEQ ID NO: 16, 

LCDR2 comprises an amino acid sequence of SEQ ID NO: 17, and LCDR3 comprises an amino 

acid sequence of SEQ ID NO: 18. 

 


