Methods

Mon-invasive bicluminescence imaging has allowed
for rapid in-vive guantification of long-lasting gene
fransfer in experimental animals. We are testing the
longevity of a single nasal delivery of our lentiviral
LV} gene transfer system im nomal and cystic
fibrosis {CF) mouse airways.
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Mommal and CF mice received a single nasal pretreatment of control
{PBS) or the detergent lysophosphatidylcholine (LPC) one hour prior to
delivery of a L'V wector containing the reporter-gene luciferase (Luc) at
1.8x10"%w/'mi. Imaging to detect luminescence was 10-15 minutes after
a 50wl imtranasal bolus of the substrate DHuciferin (15mg/ml PBS
stock), at 1 week (Fig. 1a, b} and 1, 3.6, 8, 12 & 15 months post L.

ults

LPC pre-treatment resulted in significanthy greater nasal LV gene transfer compared o PBS pre-treatment at all ime points in
normnal mice and up to 6 maonths in CF mice ("p=0.05, ANOWVA, Fig 2a). Unexpectedly luciferase activity was also detected in the
lung in both groups of mice (Fig. 3. At the 8 month ime point an increase in lung luminescence was cbhserved i control mice
pre-treated with PBS prior to LV in nomal mice ("p=0.05, RE ANCAWVAL Lung luminescence was absent in PBS pre-treated CF
mice at the 8 & 8 months, but returmed by the 12 month time point
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Fig. 23 Masal LvHuciferase luminescence. Nomal (left) vs CGF mice (right),
Fig. 1o LyHuciferase Iuminescencs Mean 4+ SEM,"p<0U05, ANOVE, n=3-12.
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ey Fig 2b. Lung Lv-luckerase luminescence. Mormal (eft) vs CF mice {right),
F::Elé :1:;:;”;55 -:iel'l:w:a LPC {right) kean +- SEM, "p<l.05, RMARNOWVA, =312
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' Conclusions Acknowledgements
Long term lucferase gens expression was present in mouse lumg with or withowt LPC NMHEMRLC and
pretreatment. Loss, then retum of luminescence may imdicate an indtial (below detecton) philanthropic donors
transduction of lung airway stem cells, with subsequent proliferation of expression within stem {wwar. Cure4CF org)

cell derved cell ineages.




