ldentification of novel biomarker candidates for the treatment outcome prediction of SGI-110,
a novel hypomethylating agent, in AML patients using Differential Methylation Hybridization (DMH) Technology

Simone Jueligert, John Lyons?, Joern Lewin?, Mohammad Azab?® and Pietro Taverna?®

LAstex Pharmaceuticals, 436 Cambridge Science Park, Cambridge, CB4 0QA, UK , 2 Epigenomics AG, Kleine Prasidentenstr. 1, 10178 Berlin, Germany,
SAstex Pharmaceuticals, 4140 Dublin Blvd., Suite 200, Dublin, CA, 94568 USA .

Introduction

SGI-110 is a dinucleotide of decitabine (DAC) and deoxyguanosine designed to
be more stable than decitabine to deamination by cytidine deaminase, thus
offering a promising alternative to current approved HMAs. In our preclinical resistant sensitive
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using an approach based on DMH profiing data of the NCI-60 cell line
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Figure 1: DMH is a discovery technology for unbiased profiling of methylated loci genome. Y axis: DMH fragments. X axis: Cell lines grouped as named on the bottom.

throughout the genome. Epigenomics' proprietary DMH 2" generation microarray
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Inhibition after SGI-110 exposure was calculated from each sigmoidal dose >73% and all classified as resistant < 70%.
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response curve (GraphPad Prism). a S tex
« Additionally, DNA extracts were prepared to measure DNA methylation level for

LINE-1 using the PyroMark CpG LINE-1 Assay on a PyroMarkQ24 system. Hence the classification by EC., is dependent on the global DNA-Methylation. pharmaceuticals
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