The assessment of functional genetic comection of the
bioelectrical defect in cystic fibrosis (CF) mice nasal airway via
transepithelial potential difference (TPD) measurements is
technically challenging and can show high vanability.
We examined the effects of our lentiviral (LV) gene therapy
v over 6 months wusing a repeated—measures|
expenmental design in CF mice.

| Male and female CFimiunc mu:e were instilled nasalh-I with Ertherl
| PBS (control) or l}.rsnphuspr. N ﬁ L7

delivery of an LV vector cc_peg”

group of CF mice receiveu -.+1" :
MNasal TPD m&asutrzﬁlren
domitor/ketamine anaesthesia at 1 week, and at 1, 3, and 6
months after treatment, using standard basal, basal+amiloride : I
(amil:3#M) level and low-chinride+amiloride Krebs solutions (Fin ol = |
1).

calculated as me low-chioride TPD minus the basal TPD.
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In mice that received LPC/LV-CFTR a significan’= ... » 2%
APD towards normal values was seen at 1 week. The mrnechun
has persisted for at least 6:months to date (*p=0.05, EM ANOWVA,
n =6-12/group) (2 =y ’l’i?ﬁi:‘i:ﬂ&ﬁﬂ'ﬁﬁ‘#ﬂﬂﬂ?‘ﬁ'ﬂﬂﬂ.bﬂ L . e 1o :
no difference be'*ti- san) the fwo. arpuns PRSA V-CFTR and Il i fj LPCAV-CFTR
LPC/LV-MT at all time points. There i
TFD measures (data not shown).
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measure study designs can be suct:e&smﬂy applied to CF transgenic mice using these a= - pr
least 6 mﬂnms without rmﬂalrlyr assmated with anaesthema or TF'D pmt:.edurea
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