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CLAIMS

1. Use of a bispecific polypeptide in the manufacture of a medicament for treating a 

solid tumour in a subject who has received or who is receiving an immune cell 

expressing a chimeric antigen receptor (CAR), 

wherein the bispecific polypeptide comprises a 1st binding domain and a 2nd

binding domain, wherein the 1st binding domain specifically binds to an antigen 

expressed on an endogenous professional antigen presenting cell (APC) of the 

subject, wherein the endogenous professional APC is not a tumour cell; and 

wherein the 2nd binding domain specifically binds to an antigen on the immune cell,

wherein the antigen expressed on said endogenous professional antigen presenting 

cell is:

(i) not an antigen on the tumour; 

(ii) not an antigen that is a tumour-associated antigen on the tumour; or

(iii) not differentially expressed by the tumour compared to a non-tumour cell of 

the same tissue type. 

2. Use of a bispecific polypeptide and an immune cell expressing a chimeric antigen 

receptor (CAR) in the manufacture of a medicament for treating a solid tumour in a 

subject,

wherein the bispecific polypeptide comprises a 1st binding domain and a 2nd

binding domain, wherein the 1st binding domain specifically binds to an antigen 

expressed on an endogenous professional antigen presenting cell (APC) of the 

subject, wherein the endogenous professional APC is not a tumour cell; and 

wherein the 2nd binding domain specifically binds to an antigen on the immune cell,

wherein the antigen expressed on said endogenous professional antigen presenting 

cell is:

(i) not an antigen on the tumour; 

(ii) not an antigen that is a tumour-associated antigen on the tumour; or

(iii) not differentially expressed by the tumour compared to a non-tumour cell of 

the same tissue type. 
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3. The use of claim 1 or 2, wherein the 1st binding domain binds to an antigen that is 

not overexpressed by the tumour compared to a non-tumour cell of the same tissue 

type.  

4. The use of claim 1 or 2, wherein the 1st binding domain binds to an antigen on an 

endogenous professional APC that is expressed at a higher level by the APC than 

the antigen is expressed by the tumour. 

5. The use of any one of claims 1 to 4, wherein the immune cell is selected from the 

group consisting of a T cell, a NK cell, a cytotoxic T lymphocyte, a TIL and a 

regulatory T cell.

6. The use of any one of claims 1 to 5, wherein the immune cell is a T cell.

7. The use of any one of claims 1 to 6, wherein the immune cell is derived from an 

autologous cell.

8. The use of any one of claims 1 to 7, wherein the immune cell is derived from an 

allogeneic cell.

9. The use of any one of claims 1 to 8, wherein the bispecific polypeptide stimulates 

the activation and expansion of the immune cell in a MHC-haplotype independent 

manner. 

10. The use of any one of claims 1 to 9, wherein the endogenous professional APC of 

the subject is a dendritic cell or a macrophage. 

11. The use of any one of claims 1 to 10, wherein the endogenous professional APC of 

the subject is a dendritic cell.

12. The use of any one of claims 1 to 11, wherein the 2nd binding domain specifically 

binds to an antigen on the CAR expressed by the immune cell. 
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13. The use of any one of claims 1 to 12, wherein the 2nd binding domain binds to an 

affinity tag on the CAR or on the immune cell.

14. The use of any one of claims 1 to 13, wherein the 2nd binding domain binds to an 

affinity tag on the CAR selected from a c-myc tag, FLAG-tag, HA-tag, His-tag, S-

tag, SBP-tag, Strep-tag, eXACT-tag, GST-tag, MBP-tag or GFP-tag.

15. The use of any one of claims 1 to 14, wherein the 1st binding domain binds to an 

antigen on the endogenous professional APC selected from: CD40, Clec9a, MHCII, 

PD-L1, PD-L2, galectin, CD11c, CD19 and CD83.

16. The use of any one of claims 1 to 15, wherein CD40 is not expressed on the solid 

tumour.

17. The use of any one of claims 1 to 15, wherein CD40 is not a tumour-associated 

antigen on the solid tumour.

18. The use of any one of claims 1 to 15, wherein CD40 is not differentially expressed 

by the solid tumour compared to a non-tumour cell of the same tissue type.

19. The use of any one of claims 1 to 18, wherein the solid tumour is a breast tumour, a 

pancreatic tumour, colon tumour, or lung tumour.

20. Use of a bispecific polypeptide in the manufacture of a medicament for treating a 

solid tumour in a subject who has received or is receiving a CAR-T cell,

wherein the bispecific polypeptide comprising a 1st binding domain and a 2nd

binding domain, wherein the 1st binding domain specifically binds to an antigen 

expressed on an endogenous professional antigen presenting cell (APC) of the 

subject; wherein the endogenous professional APC is a dendritic cell and is not a 

tumour cell; and wherein the 2nd binding domain specifically binds to an antigen on 

the immune cell, 

wherein the antigen expressed on said endogenous professional antigen presenting 

cell is:
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(i) not an antigen on the tumour; 

(ii) not an antigen that is a tumour-associated antigen on the tumour; or

(iii) not differentially expressed by the tumour compared to a non-tumour cell of 

the same tissue type.

21. Use of a bispecific polypeptide and a CAR-T cell in the manufacture of a 

medicament for treating a solid tumour in a subject,

wherein the bispecific polypeptide comprising a 1st binding domain and a 2nd

binding domain, wherein the 1st binding domain specifically binds to an antigen 

expressed on an endogenous professional antigen presenting cell (APC) of the 

subject; wherein the endogenous professional APC is a dendritic cell and is not a 

tumour cell; and wherein the 2nd binding domain specifically binds to an antigen on 

the immune cell, 

wherein the antigen expressed on said endogenous professional antigen presenting 

cell is:

(i) not an antigen on the tumour; 

(ii) not an antigen that is a tumour-associated antigen on the tumour; or

(iii) not differentially expressed by the tumour compared to a non-tumour cell of 

the same tissue type. 

22. The use of claim 20 or 21, wherein the 1st binding domain binds to an antigen that 

is not a tumour-associated antigen on the tumour cell.

23. The use of claim 20 or 21, wherein the 1st binding domain binds to an antigen that 

is not overexpressed by the tumour cell compared to a non-tumour cell of the same 

tissue type or is not differentially expressed by the tumour compared to a non-

tumour cell of the same tissue type.




