Marked sensitivity to mRNA targeting by LNA antisense in tumor cells without a delivery
system: Lessons learned
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§ : : Fig. 8. Characterization of type 2 resistant cell lines. Parental and resistant cells
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models, and 4) genes that are differentially expressed in LNA-
ONis resistant cells as compared to permissive cells.
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were tested for their responses to LNA-ONSs.
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M ETH O DS lipofection. Similar data were obtained with EZN-3920 HER3 LNA-ON * B-catenin mMRNA was down-regulated efficiently (EC50~ 200 nM to 3 uM) in these cell lines y
(Zhang et al, 2011 Gene Therapy. 18:326) *Colo-205 and NCI-H1581 were chosen for in vivo efficacy test because they grow well on the
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transfection) in vitro or prepared in saline and given IV in vivo. - - _ o inhibition compared to parental (two independent resistant cells in response to EZN-3892
E oot ) P dp X =T BCR MT'Ig West B 1ot N hepatocel I U Iar ce" Ilnes Fig. 5. Effect of LNA-ON on tumor growth in mice. NCI-H1581, Colo-205, A549, and studies) treatment
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analysis, and tumor size. Gene Expression Profiling was saline with indicated doses and schedules.
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performed by Asuragen, Inc. Concentration of LNA-ONSs in tissues Flg.-Z. Effect of LNA ONs without Ilpgfectlon on MRNA. Multiple human hepatocellular s w00 Lo
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was measured by LC/MS/MS. Primary tumors samples obtained after treatment. 3-catenin qRT-PCR assay was performed. 2 I
and treated by Precision Therapeutics Inc (PTI) and down-
regulation analysis carried out by Enzon Pharmaceuticals.
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® 3rdgeneration LNA-based antisense technology results in:
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° Exce”ent plasma Stablllty (T1/2 = 15 hrS) Functional Assessment (effecti;i on LNA target down-regulation) (based on 1o 1old Change) (based on 15T Change)
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concentrations. Y -4 Y P ' grey _ _ _ down-regulation may assist in selection of tumors and patients who may benefit the most
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