9GI-110, a novel 5-aza-2’-deoxycytidine containing dinucleotide, induces ROSWELL
Cancer Germline (CG) antigen expression in Acute Myeloid Leukemia cells PARK
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Abstract Cell Viability and Baseline Global Methylation Induced protein expression of NY-ESO1 and MAGEA
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Methods: HL60 and U937 cells were cultured in vitro using standard SGI-110excess toxicity prevented enhanced hypomethylation. doses of SGI-110 as well as with decitabine and azacitidine.
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Conclusions: SGI-110 induces global and gene specific hypomethylation as
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NY-ESO1/GAPDH mRNA expression

well as mRNA and protein expression of the CG genes NY-ESO1 and | Conclusions

MAGEAS3/6 in AML cells. This protein induction in vitro is at least as potent as 500 . SGI-110 Induces both global and gene specific hypomethylation as well as
that observed following AZA and DAC treatment. Induction of anti-MAGE ; 11002 mRNA and protein expression of the CG genes NY-ESO1 and MAGEA3/6
specific T-cells has been reported in myeloid cancer patients receiving AZA + % l,,-, H o= N | » o m | in AML cells in vitro and in vivo in a SCID mouse model at doses
Vorinostat, suggesting that induced CG specific immunity may contribute to R GG Y S I N comparable to those required for decitabine induction of the same genes.
response 1o H.MA.S (Goodyear et al. Blood. 2010;116:1908)' Thesg data suggest v cp"@' e" éﬂ"& T c,e\"‘\g e""& é":\\g « Excessive toxicity at higher doses limits hypomethylation and gene re-
that th_e Comb'_natlon_ of HMAs such as SGI-110 with CG vaccination may be of Figure 3: mRNA is induced at comparable levels in both U937 (blue) and HL 60 (green) cells following in expression.

value in myeloid malignancy. vitro exposure to HMAs for both A) NY-ESO-1 and B) MAGEA 3/6. MAGEA 3/6 induction in HL60 cells is

HMASs such as SGI-110 may enable combination strategies with CG

markedly higher than in U937 cells by mRNA, thus data are presented on a log,, scale for clarity. . . . . : . : .
Yo Y P Fro Y specific vaccination in patients with myeloid malignancy.



