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Dual Affinity retargeting Antibodies (DARTs)	  
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CD19xCD3 molecule mediates autologous expansion of T-cells in vitro. 
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Expansion	  of	  Cytokine-‐induced	  killer	  (CIK)	  cells	  

 
q  Cytokine induced killer (CIK) cells are heterogeneous subset of T lymphocytes with T-NK 

phenotype; 

  

A.  CIK cells can be expanded from peripheral blood mononuclear cells (PBMC) cultured with the 
timed addition of IFN-γ, Ab anti-CD3 and IL2; 

 
CIK cells are characterized by: 

 
•  high proliferative response 

•  MHC-unrestricted antitumor cytotoxicity in vitro and in vivo 

•  No GVHD effect in vivo 
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autologous	  and	  allogenic	  tumor	  target	  cells.	  
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CD19xCD3	  DART	  eradicates	  DLBCL	  pa2ent	  derived	  tumor	  in	  NSG	  mice	  	  



Conclusions	  

•  CD19cCD3	  DART	  elicits	  a	  strong	  acHvaHon	  of	  both	  CD4	  and	  CD8	  autologous	  
cells	  leading	  to	  the	  eradicaHon	  of	  CD19+	  neoplasHc	  B-‐cells,	  

•  The	  CD19xCD3	  DART	  idenHfied	  two	  disHnct	  subsets	  of	  paHents	  which	  display	  
disHnct	  expansion	  of	  autologous	  T-‐cells:	  fast	  and	  slow	  responders.	  However	  
delayed	  responses	  can	  be	  overcome	  by	  a	  prolonged	  or	  repeated	  DART	  
exposure,	  

•  Both	  CD4	  and	  CD8	  effector	  cytotoxic	  cells	  can	  be	  generated,	  but	  DART-‐
mediated	  killing	  of	  CD4+	  cells	  into	  cytotoxic	  effectors	  required	  the	  presence	  of	  
CD8+	  cells,	  	  

•  Serial	  exposures	  to	  DART	  led	  to	  the	  exponenHal	  expansion	  of	  CD4+	  and	  CD8+	  
cells	  and	  to	  the	  sequenHal	  ablaHon	  of	  neoplasHc	  cells	  in	  absence	  of	  a	  PD-‐L1-‐
mediated	  exhausHon,	  	  

•  PaHent-‐derived	  neoplasHc	  B-‐ALL	  and	  DLBCL	  can	  be	  proficiently	  controlled/
eradicated	  in	  a	  PDTX	  model	  by	  DART-‐armed	  cytokine	  induced	  killer	  (CIK)	  cells	  



THANK	  YOU	  


