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oduction Methods
Mon-invasive bioluminescence  imaging has MNomal (CH5TBUE) and cystic fibrosis (CF) mice received a nasal bolus of
allowed for rapid inwivo quantification of long- lysophosphatidylcholine (LPC) or a control (FBS) pre-treatment one hour
lasting gene transfer in experimental animals. pricr to delvery of a LV vector containing the reporter-gens luciferasa (LW-

We are testing the longevity of a single nasal Luc). Another control group received LPC one howr prior to an empty
delivery of our lentiviral (L) gene transfer vector (LV-MT) Bicluminescence was measured at 1 week (Fig. 1a, b) &
system im normal and eystic fibrosis (CF) mouse 1. 3 months and 3 monthly interdals until 21 or 24 months after LY dosing
airways. to assess the level and longevity of gene transfer.
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-

Nomnal mice: Mice that received LPC/V-Lue treatment had significantly greater gene transfer compared to the two comtrol
groups at all tme points (p=0.05%, RM AMCVA, Fig 2al. Mo luminescence was detected in mice treated with LPCALV-MT.
Unexpectedly luciferase activity was also delected in the lung. There was no difference in lung luminescence between the LPC
and PBS pre-freated mice that received LV-Luc (Fig 2b). CF mice: A statistically significant increase in nasal luminescence
persisted for up to B months following LPC/ALV-Luc (p<0.05, BM AMOCVA, Fig 2a). Similar to nomal mice, there was no
statistical difference in lung luminescence betwesn mice that received LPC and PES Uv-Lue (Fig 2b)
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Fig. 1a. Lv-luciferase luminescencs Fig. 2a. Hasal Lv-uciferase uminescence. Mommal [iefl) vs CF mice {right),

Mommal mice: PES (laft) vs LPC [right) Mean +- SEM,"p<0.05, RM ANOVA, n=3-12, £ n 100 low for anatysie.
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Fig. 1b. LvV-luclierase uminescence Fig. 2b. Lurg LV-ucifarase uminescence. Mommal (12f) ws CF mice (iight],
CF mices PES (left) ve LPC (nght) Kigan +~ SEM, "pl.05, RM ANOWA, n=312, # n Do low for analysis
M -
Conclusions Acknowledgements
Lentiviral luciferase gene expression was significantly improwed in mouse nasal aineays using MHEMRC and
LPC pre-treatment in both straims. However the longevity of transduction was reduced in CF philanthiropic donors
mice, which may, in part. be due to reduced animal numbers affecting statistical analyses at (s CuretCF org)
the later time poinis tested.




