Insertion of transcription factor nuclear factor kappa B binding sites into plasmid
DNA expressing a suicide gene facilitates increased small cell lung cancer cell death

/n vitro due to increased nuclear uptake
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death due to blocking of both DNA and RNA synthesis. The SCLC specificity of the INSM1 -promoter was
not compromised by the insertions of NF«xB-
binding sites (figure 2.D).

" We have therefore developed a strategy based
on transcriptional targeting of suicide genes to
achieve specific cancer cell death'23,

Apoptotic cell

" For systemic and repeated delivery of
therapeutic DNA we aim to use a non-viral
delivery vector.

Preliminary in vivo results, indicate that the
suicide system results in DMS53 tumor growth
delay and that the implementation of the NFxB
strategy may increase the efficacy of the gene
Plasmid: therapy treatment (figure 3).

" The nuclear membrane has been shown to
constitute a major barrier when using non-viral
delivery vectors and many strategies have
therefore been developed to circumvent this
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