BACKGROUND: METHODS:

=L enfiviral {L) gene vectors pseudotyped with the vesicular stomatfitis virus G glycoprotein (W5V-G) have the poteniial =5 20 pl bolus of a HV-1 LY vector camying the LacZ transgene was
to treat cystic fibrosis {CF) long-term. However physiclogical bamiers of the airnway prevent efficient vector access to instiled directly into the trachea of C57TBIG mice (n=10 per group)
the receptors on the basolateral surface of ciliated and basal (stem) cells residing on the bazement membrane. via orotracheal intubation, 1 hour after a pre-treatment of either 15ul
*We have demensirated the effectiveness of our lysophosphatidylcholine (LPC) conditioning pre-freatment and VSV-G of PBS (control), 0.1% LPC, or 0.3% LPC.

LY vector dosing technique for producing ciliated and basal cell transduction in mouse nasal airways. sLacs expression was assessed by X-gal staining of the lungs after
*The aim of thi= experiment was to determine if LPC condifioning enhances LV reporter gene transduction in mouse mice were humanely killed 3 months after dosing.

lung conducting airways, since it iz the primary target of a CF gene therapy.

RESULTS:

*Dosing was well tolerated, however there was
a mild transient respiratory depression at the
time of L'V delivery.

*There was little to no LacZ transduction in the
control group that received the PBS pre-
treatment, {Fig. 1a) however there was a
consistent pattern of strong LacZ transduction
of the conducting airways in both LPC
treatment groups (Fig. 1b &c).

*Histological staining of lung sections revealed
a significant difference in the number of LacZ
transduced cellsimm of cartilaginous-
associated upper airways from both LPC
treatment groups compared to PBS (p<0.01
and p=0.05, ANOVA AL 0.1% LPC and 0.3% LPC
respectively, Fig. 2).

*The majority of cell transduction occumed in
ciliated epithelial cells, with some baszal cell
transduction alzo present (Fig. 3).

*Few Lacy stained cells were noted in the
penpheral airways from any treatment.
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Figure 2. Significant increase in L\ ac” ransduction i king
mﬂmﬁg following 0.1% LPC and 0.3% LPC
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CONCLUSION:
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resident airway stem celis likely to be responsible for producing perzistent gene expression.




