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MICA and MICB, along with ULPBs, are ligands for the activating receptor NKG2D expressed on NK cells and subsets of T cells in Human. NKG2D ligands are induced by cellular stress and pathogen infections. Their expression
is tightly regulated by complex mechanisms both at the mRNA and protein levels. In the case of MICA and MICB, more than 65 and 30 alleles respectively were described with different properties regarding to their cellular location
adding to the complexity of this recognition system. Nevertheless, as markers of cellular stress, in particular in tumorigenesis, MICA and the closely related MICB proteins are candidates of choice to be targeted by a cytotoxic
therapeutic antibody.

We have generated a panel of anti-MICA mAbs with diverse functional properties. Ongoing work aims to choose the best candidate for humanization and further clinical development.
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MICA is a tumoral antigen Anti-MICA/B mADbs in vitro efficacy
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* Representative paraffin-embedded sections of indicated A Rituximab
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- MICA expression was measured with indicated anti-MICA mAb by flow cytometry after 48h in vitro treatment with Preventive SEttlng (IV mOdEI)
indicated chemotherapeutic agents. Values indicate Median Fluorescence Intensity in each condition. 100 ;
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- Anti-MICA/B of high affinity were generated. Examples of monovalent affinities measured by surface plasmon resonance g
(SPR) on recombinant soluble MICA *01-BirA or MICA*08-His proteins, as well as examples of EC50 values measured = . . . n , , , ,
by flow cytometry (FACS) on MICA transfected C1R cells are indicated. ND: Not Done. NM: Not Measurable * 15 millions Raji-MICA*01 were |nJect§d S.C.in NOD'S,'ClD mice with matrigel.
0 . . . ! Tumors were allowed to grow then mice were randomized and were treated
 Anti-MICA/B Abs 1, 3 and 5 cross-react on MICB (SPR and FACS). None of these Abs cross-react on ULBP-1, -2 and -3 0 10 20 30 40 twice a week for 3 weeks with 300 pg of the indicated Ab (Black arrows).
(SPR) but they all cross-react on MIC sequences from Macaca fascicularis transfected in to BaF/3 cells (FACS). Days N=9 mice per group, median tumor volume.
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([
No low Non Blocking - - +

NK2013



