
SUMMARY OF THE INVB^RON 

fOOOSal in one aspect of the present disclosure, there is provided a use of a 

combination of (0 an agent that selectively blocks CP47 binding to SIRPcx and (ii) a targeted 

therapeutic agent that specifically binds to one or more cetl-surface antigens on lung cancer 

cells, in the manufacture of a medicament for treating an individual with lung cancer, wherein . -
the medicament is to be administered in a dose effective to increase depletion of the lung 

cancer ceils. 

[0005b] In another aspect of the present disclosure, there is provided a use of a 

targeted therapeutic agent that specifically binds to a cell surface antigen selected from 
i 

CD99. CP44. EpCam, CD24, CP166. CD58. CD326. CD296. CD29. CD63. CD9. GDI64. 

CD46, CD59, CD57. and CD165, in the manufacture of" a medicament for the treatment of a 

lung cancer in a patient. 

;0006] Methods and compositions are also provided for the treatment of lung cancer with a 
targeted therapy. In some embodiments, the lung cancer is small cell lung cancer. In some 
embodiments, the therapy Is targeted at one or more cell-surface antigens, including CD24, 
CD166, CD56, CD326, CD298, CD29, CD63, CD9, CD164, CD99, CD46, CD59, CD57, 
CD165, EpCAM, etc. In some embodiments the targeted therapy comprises administering 
to an individual suffering from lung cancer a therapeutic dose of an antibody that specifically 
binds to a cell surface marker selected from CD24, CD166, CD56, CD326, CD298, CD29, 
CD63, CD9, CD164, CD99, CD46, CD59, CD57, CD165 and EpCAM. 

[0007] In some embodiments the targeted therapy is combined with a CD47 blocking 
agent. Cancer cells evade macrophage surveillance by upreguiation of CD47 expression. 
Administration of agents that mask the CD47 protein, e.g. antibodies or small molecules that 

bind to CD47 or SIRPa and prevent interaction between CD47 and SIRPa, are administered 

to a patient, which increases the clearance of cancer cells via phagocytosis. The agent that 
blocks CD47 is combined with monoclonal antibodies directed against one or more lung 
cancer ceil markers, which compositions can be synergistic in enhancing phagocytosis and 
elimination of cancer cells as compared to the use of single agents. 

[0008] Specific reagent combinations of interest for therapy include anti-CD47 and 
anti-CD56; anti-CD47 and anti-CD44, anti-CD47 and anti-CD99, anti-CD47 and anti-EpCam. 

In some such embodiments the anti-CD47 reagent is a high affinity SIRPa polypeptide, 

which can be provided in the form of a monomer or a multimer, e.g. as a fusion protein with 
an IgG Fc polypeptide. 

[0009] In other embodiments, the therapy provides for a multispecific antibody that 
targets CD47 and a second cancer cell marker, including multispecific antibodies that target 
CD47 and CD56; CD47 and CD44, CD47 and EpCam, etc. Compositions of such 
multispecific antibodies are also provided, where the multispecific antibody is desirably 
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human or humanized; and may be modified to extend the blood half-life, e.g. by pegylation, 

etc. 

BRIEF DESCRIPTION OF THE DRAWINGS 

[0010] Figure 1: CD47-blocking therapies stimulate macrophage phagocytosis of 

small cell lung cancer. Human monocytes from anonymous biood donors were purified by 

magnetic activated cell sorting (MACS) using CD14+ selection. Monocytes were cultured in 

the presence of 10% AB human serum for one week, at which point the exhibited 

morphological changes characteristic of differentiation to macrophages. Macrophages were 

co-cultured with primary human small cell lung cancer cells (SCLC sample "H29") labeled 

with a green fluorescent dye. Cells were treated with either a vehicle control (phosphate 

buffered saling, PBS), anti-CD56 


