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Background Results

Osteosarcomas (OS) are rare, aggressive bone Early Tumors Late TUMOrsS
cancers with a peak prevalence In late adolescence.
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aggressive cancer phenotypes such as metastasis

and treatment resistance. Figure 1. Sequencing of integrated gRNA in early and end time point tumors. Sequencing of the transduced cell populations collected at the early time point (when the tumor
first became palpable), and endpoint (180 days). Three separate library transductions were preformed and 30&e° cells were injected into four mice each. Top ten gRNAs as a percent
D eS I g n of total reads for that sample are shown.
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We chose a poorly metastatic, p53 wildtype, OS EE (GI3 0 o : VRN
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Figure 2: Characterization of top screen hits. (A) gRNA abundance as a percent of total reads from all late time point tumors (n=9) and (B) top gene hits mapped according to
the the total number of late tumors they were identified in and the total percent of any tumor that gRNA comprised.
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Conclusions Future Work

-There Is a high variability in integrated gRNA - Sequence whole organ tissue from mice talil
between early and late tumors vein Injected with GeCKO transduced cell
| | -Transduction replicates accounted for high populations for analysis of micrometastasic

eeisneaws farpR oI mee variability between early and late tumors, clones
e [\ o verifying the validity of top gRNA targets - Generate secondary guides against top gene
3, —~~— Next Generation -A subcutaneous model of tumor growth hits using Synthego chemically modified guide

lllumina Sequencing produces a strong selective pressure on edited RNAs
—_ cell populations - Validate transformed phenotype of individual

: gene knockouts in 2 additional OS cell lines
FU nd | ng both in vitro and in vivo
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