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Synopsis of Thesis

K A R
Name Tai Jiavu Anna
il S R4 Cancer immungtherapy using the Fusion gene of Sendai virus
Title (&4 U4 NAFRGF & BV i BT iR5)
MEXNEDEE

(B 9 (Purpose))

Inactivated Sendai virus particle (or hemagglutinating virus of Japan envelope; HV]-E) has
been previously reported to possess antitumour properties that activate antitumour
immunity. Two glycoproteins, fusion (F) and hemagglutinin-neuraminidase (HN), are present
on the surface of HVJ-E. HN is necessary for binding to receptors such as acidic
gangliosides, and F induces membrane fusion by associating with membrane lipids. We
previously reported that liposomes reconstituted with F but not HN showed antitumour
activity by inducing IL-6 secretion in dendritic cells {(DCs), suggesting that F protein
is capable of eliciting antitumour activity. So, in this study, we examined the use of F

gene therapy on B16F10 mouse melanoma model and the potential antitumour effects.
(J5ign & UNT Bl (Methods/Results) |

Here, we attempted to deliver F gene into tumour tissue in mice by electroporation and
demonstrated that F gene therapy retarded tumour growth, increased CD4" and CD8' T cell
infiltration into tumours and induced tumour—specific IFN-vy T cell response. However,
neutralisation of IL-6R signalling did not impact F plasmid-mediated antitumour effect.
Instead, we found that F plasmid treatment resulted in a significant inerease in the
secretion of the chemokine RANTES (regulated upon activation, normal T cell expressed and
secreted) by tumour-infiltrating T cells. Neutralising antibody against RANTES abolished
the antitumour effect of F plasmid treatment in a dose—dependent manner.

(# & (Conciusion))

F gene therapy can elicit antitumour effects by upregulating the secretion of RANTES which
promotes the infiltratien of T cells into B16F10 tumours, and may show promise as a novel

therapeutic for single or combined cancer immunotherapy.




