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BACKGROUND RESULTS

Genetic Signature ULBP6/2/5 are upregulated in squamous cell Soluble ULBP6 is immunosuppressive even in the Fc-attenuated anti-ULBP6/2/5 blocks sULBP6 to 23ME-01473 (Fc-enhanced anti-ULBP6/2/5) induces

* Using the 23andMe database, novel immuno-oncology (1/0) drug targets carcinomas and a subset of adenocarcinomas presence of membrane-bound NKG2DLs restore immune activation and tumor growth control superior anti-tumor immunity
are identified as genetic variants with opposing effects on the risks for

cancer and immune diseases, referred to as an |/O signature. RAET1L (gene
encodes ULBP6) exhibits this I/O signature (Figure 1). Figure 3. ULBP6/2/5 are present on tumor cells and in circulation in Figure 5. Soluble ULBP6 suppresses immune cell activation and tumor Figure 6. Fc-attenuated anti-ULBP6/2/5 antibody promotes activation of Figure 8. Fc-enhanced anti-ULBP6/2/5 antibody, 23ME-01473, augments
cancer patients cell growth control NK and CD8* T cells NK and T cell activation and tumor cell killing

ULBP6

® UL16 binding protein (ULBP6) is a member of the stress-induced NKG2D A A B sekokok A A B
ligand (NKG2DL) family that is upregulated on the surface of cancer cells 8000 — 1000 - — 1500 NK cells 1000 CD8" T cells 3000 - = 197 —+ Fc-enhanced Isotype
and binds to the immune-activating NKG2D receptor on NK and T cells12, RAET1L, 800 — TI. £ g Fewr |

ULBP2A . . B i S —— No Ligand g 800 — ~ 2000 E —o— Fc-enhanced (‘“1473)

* Cancer cells shed NKG2DLs, including ULBP6, from its surface via proteolytic RAET1G- E . S ©600- % 1000 g 500 £ o 6-
cleavage or exosomal release to evade immune recognition and killing, and ) 8 < &:)EI 3O E{) &'3 = 5 Ss O C>D 2 C_'|> O Z;:) é T (Lﬂ %g 2 <'QE 9( 2 85 O 8 2 4000 % 400 Q i 3 ¢ a o } < g 4
soluble NKG2DLs are elevated in cancer patient plasma3- (Figure 2A). <A é‘% o< S % 26 r33°cx AR % ogJ-uwoSuwn>Z UZP_' = Q o Q  400- £ 1000+ 8

o - O NN aO>Smb- D) m mOD'OUJ—II = 2000 - e SMICA .i - 200 - zZ 500 zZ ® g 2 '
o SULBP6.02 = 200-| -~ Fc-attenuated anti-ULBP6/2/5 0 3 888388000490449207T]
23ME-01473 (‘1473) Median Log2 RSEM Normalized Counts | SULBFE- 0 | | o Foattenuated lsofype 0 s . e 0 i o
00255075 00.01 04 1 10 100 1o'ol\cl>o PeMe Plate- 0 . . . . . 0 ; | - - ! 0.1 1 10 100 1000 0 S0 100

e 23ME-01473 is a high-affinity Fc-enhanced humanized monoclonal antibody sNKG2DL (nM) coated| MICA | MICA 001 01 1 10 100 1000 001 01 1 10 100 1000 Antibody (nM) Time (Hours)
that binds with high specificity to ULBP6, ULBP2, and ULBP5 and blocks their Soluble| mica |uLepe.oz Antibody (nM) Antibody (nM) .
soluble forms from interacting with NKG2D to restore the binding of A) Healthy donor PBMCs were Fultured with COV644, sULBP6-02, and an Fc-
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