L ' roduction Methods

| Mondinvasive bicluminescence imaging has CF™T mice received a nasal bolus of lysophosphatidylcholine {LPC) or a
gllowed for rapid imn-wo guantification of long- conirol (PBS) pre-treatment one hour prior fo delvery of a LV vector
lasting gene transfer in expenmental animals. We contaning the reporter gene ludcferase (LVluc). Anocther control group
studied the sustainability of lentiviral (L) reporter received LPC one hour prior to an emply vecior (LV-MT) Bicluminescence
gene transfer over the lifetimes of cystic fibrosis was measuraed at 1wk & 1,3, 8. 8, 12, 15, 18 and 21 months after L'V dosing.
(CF) mice. Circulating antibodies to the Luc transgene were analysed in sera by ELISA
at all ime points.
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Masal bioluminescence was significantly increased with LPC/LV-Luc compared fo confrols for 12 months (Fig. 1a, p<0.05, AMOMA)
Thers was no difference in lung luminescence between the LPC and PBS pre-treated mice that received LV-Lue (Fig. 1b) Mo
bicluminescence was detacted in the ainways of mice treated with LPCLV-MT (Fig. 2). At later time points, the low sample size dus
to animal atirifion influenced mean expression levels. There was a significant increase in the presence of circulating antibodies to the
| Luc fransgene in those mice that received LPC prior to LV-Luc compared to both control growps. (Fig. 3, p=0.05, ANOVA). Antibodies
E‘ to Luc persisted from 1 month 1o 21 months, peaking at 3 months, following a single gene therapy dose of LPCAV-Lue.
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Fig. 1. 3) Nasal and b) Lung L\Ciciferase luminescence.

J Mean +- SEM,"p=0.05, RM ARDWA, n=3-12, 7 n Do kw for analysls.
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Flg. Z L\vHuciarase luminescence Fig. 3. Cinziating antiodies (0 the ansgene Lucferase.
ﬁ-'::a- LV-MT {left), PBS (middie) ve LPC jright) Mean +- SEM, "p<lL05, RM ANOAA, n=3-12. )
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~ Conclusions Acknowledgements

Lentiviral luciferase gene expression was significantly improwved in mouse nasal ainways using Dr Dion Anson for LY wector
LPC pre-treatment. However, pre-treatment made no diference to lucferase expression in the . .
lungs of CF mice. The presence of circulating antibodies to luciferase for longer than 18 months || NH&MRC and philanthropic
suggests an immune response to a8 sustained long term transgens expression. danars (www. CuredCF.ong)




