Therapeutic genes for small cell lung cancer gene therapy
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lines by Lipofectamine 2000 (Invitrogen).

Cell survival
% of control
(MTT assay)

Cell survival

% of control

(MTT assay)
3

G firmed by western blotti .m"“'“d“"' S © 2
* Gene expression was confirmed by western blotting. " Uniransfocted ety ity . » CO”C/US/ n
« Cell survival was measured by a MTT assay. 00 100 100.0 o
WM 5.FC Fig. 7: Principle of bystander effect (BE) of SCD and HSVtk transfected 0o uMweacv 1000
lls, wh d t d . Ci f 5-FC all for thi - - : :
Fig 6 SCLC cel ine GLC1S exposed 0 spread of ?(ﬁé’ °mh5§ec3|Sé"w'ﬁgimy"é’evﬁs'ﬂﬁ'é&y vian?e?""é?%ﬁé : Fa. 8 SCLC celline GLO16 exposed to - Targeting several biological aberrations of SCLC
. culture medium from SCD transfected cells passage, while the lated GCV derivates are trapped in the - -
References: incubated with 5-FC transfected cel except by transport via GIIC. ﬁg.'.';‘ﬁﬁé{',i‘;lﬂ?ﬂ.fﬁ"ég}"k ransfected did not show promise for SCLC gene therapy
1. Pedersen, N., et al. 2003. Transcriptional gene expression profiling of small cell lung i j j i R
cancer cells. Cancer Res, 63: 1943-53 « SCD/5-FC exerts a very prominent bystander effect (BE) by diffusion of the toxic metabolites to
2. Pedersen, N. et al. 2006. The insulinoma-associated 1: ] [ d nearby cells (Fig. 6 and 7). The BE can overcome the low efficiency of gene delivery in vivo. P I
Sancer gone therapy Tor smal cell lung cancer. cancer Gone Ther, 13: 37684 0 y (Fig ) yorg y - Transcriptionally targeted suicide gene therapy
fa. Graepler, F.; et al. 2005. Bifunctional chimeric SuperCD suicide gene-YCD:YUPRT « HSVtk/GCYV is highly dependent on gap junction intercellular communication (GJIC) for bystander Is a very promising approach for treatment of
usion is highly effective in a rat hepatoma model. World J Gastroenterol., 11:6910- h . A N a SCLC
919 effect (Fig. 7 and 8). GJIC is compromised in many cancers and only little BE can be expected.
HSVtk/GCV bystander effect can only be achieved by upregulation of GJIC status in cancer cells.




