Methods

Examination of successful CFTR gene transfer to
comect cystic fibrosis (CF) aineay dysfunction
disease in CF mice has not been aftempted in the
same animals over long time pericds. We examined
the sustamability of gene tramsfer success wia
repeated nasal potential difference (FD) measures

The nasal airway of anaesthetized CF™“ mice was instilled with
either PBS or 0.3% lysophosphatidylcholine (LPC) 1 hour prior to
delivery of a lenfivirus (LV) CF transmemibrane conductance regulator
(CFTR) gene. In a third group LPC was followed with an emply (MT)
LY wecior control. Masal PD measurements (Fig. 1a) were performed
at 1wk & 1.3, 8, 9, 12 & 15 months after treatment in each mouse.

over their lifetimes.

APD was calculated from the low chionde response under amiloride
perfusion.

esults

The initial basal PO response was the same in all groups (Fig. 2.), indicating there was no separate LPC effect on PD by the 1
week post treatment point (n.s. ANOVA, (n=0-12/group). In the two controd growps, PBS pre-treatment and LV-MT treatment
{Fig. 3.}, there was no significant change in the APD ower time (n.s., RM ANCVA)L A continuous partial comection in APD (to ~
24% fowards nomal) was seen in mice receiving LPC and LV-CFTR persisting for at least 12 months (Fig. 4."p<0.05, M
AMOVA]L
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Fig 1a. Nasal TPD measurement  LV-CFTR mice. [B=basal, B+A=Dasalsamionide, Fig.  Basal FD at 1 week, mean #- SEM, n=5-12.
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Fig. 4. Partial CFTR comechion over tme ["p<0.05, RM ANOVA, n=7-12).
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Im this continuing study we show that sustained partial comection of the CFTR function
persisis for at least 12 months, supporting the notion of a single-dose gene transfer therapy.




