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Mon-invasive bioluminescence imaging has
allowed for rapid in-wvo guantification of long-
lasting gene transfer in expermental animals.
We studied the sustainability of lentiviral (LW}

CF™ mice received a nasal bolus of lysophosphatidyicholine (LPC)ora
control (PBS) pre-treatment cne howr pror to delivery of a LV wvector
containing the reporier gene luciferase (Lv-Lucl Another control group
received LPC one hour pror to an empty vecior (LV-MT). Bicluminescence

was measured at 1wk & 1, 3, 8. 8, 12, 15, 18 and 21 months after LYW
dosing. Circulating antibodies to the Luc transgene were analysed in sera
by ELISA at all time poinis.

reporter gene tramsfer ower the lifetimes of
cystic fibrosis (CF) mice.

Masal bioluminescence was significantly increased with LPCAV-Lue compared to controls for 12 months (Fig. 1a. p<0.05,
AMOVAL Thers was no difference in lung luminescence between the LPC and PBS pre-treated mice that received LV-Luc (Fig.
1b). Mo bicluminescence was detected in the airways of mice treated with LPCLVMAT (Fige 2). At lster time points, the low
sample size due to animal atrton influenced mean expression levels. There was a significant increase in the presence of
circulating antibodies to the Luc fransgens in those mice that receved LPC prior to LV-Lue compared io both control groups
(Fig. 3, p=0.0%, ANOVMA)L Aniibodies o Luc persisted from 1 month o 21 months, peaking at 3 months, following a single gene
therapy dose of LPCAV-Luc.
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Fig. 1. a}Masal and bj Lung LW-uciferase liminescence.
Mean +- SEM,"p=0.05, RM ANCOWA, =312, 7 N 00 low fr analysis.
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Fig. 2. INHUGTerase uminescence
LVEMIT (ieft), PES {micdie) vs LPC (right)

Fig 3. Circutating ansbodies i the fransgene Luciferass.
Maan +- SEM, “p<l.05, RMANOUA, n=3-12.
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Lentviral luciferase gene expression was significantly improved in mouse nasal ainvays using MNHEMRC and

LPC pre-treatment. However, pre-treatment made no difference to luciferase expression in the philanthiropic donors

lungs of CF mice. The presence of droulating anfibodies to |uciferase for longer than 18 {waw Cured CF.org)

months suggests an immune response to a sustained long term transgense expression.
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