58 ¥ et W A e | Ve e - gy
Nigel Farrow'- 2, Martin Donnelley'Z, Patricia Cmielewski'Z, lvap Regtancalled. Navid Rarsnos!d

Department of Respiratory and Sleep Medicine, Women's and Children's Hospital; 2Center for Stem Cell Reseaivn, ainf Cihinh s Redbu circehery tlleisag ' ~F Ldeleidn, Sorth Reantenlis
* The Lung Health Research Centre, Department of Pharmacology, University of Melbourne, Victoria.

o

|.'-¢j.':rduntiun |
Gene therapy studles uhl:s-rng aHM1Y «G pseudotyped lentiviral vector have shown long term marker and therapeutic gene expression for 24 months and 12 months respectively [1,2]. '.-re hypothesise that long term
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The ng »5 of four group™2

HIV-1 pseudotyped lentiviraigs
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groups were treated with Polidocanol to i.rﬁnﬁ,,f'nﬂ'-r akl
epithelium forcing regrowth from basal stest

This procedure was then repeates n the trathea of four additional u L ' . |EJ wm ‘
groups of mice in the same manner (n=11). - ¥ Ir.- : ; ﬁ 4 o
At the endpoint of the study all animals were humanely killed and i & - i “'l“ L 1

processed to reveal the pattemn of LacZ expression in the nose or x J c m‘ﬁ‘ o B
trachea. . "i/ e
P Flgura 4. Hisiology of non-ablation (3) and ablation (b) aimways revealed the presence
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™~ F of a maker gens expressing cell type {goblet] (biue amows) In the regenesatied alrway
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e l L The results showed a pattem of La{:E expressi::rn consi
7S ! clonal regrowth from transduced bas 155 3
:._.........._! ' '*’:h' = Mﬁ“ : These findings are consistent the rt{:u::un tnat uced ainway
A, baszal stem cells pass the transgene oif to their progeny upon

differentiation, resulting in sustained ranzgene #xpression for the life
of the animal.
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Figure 1: Schematic representation of e nnlidacannl (Pong) fransient inkind ooiel foc
detection of long-ived LacFs w~iisduced nasal eplineilal stemiprogenitor ceds. images
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Results: _
All animals in the sfudy displayed L g
pattemns of LacZ expressing cells observed in the ablation

ablation groups (Fig 2 and 3). in the nasal and rachen'ys i ways uie ?Igun:_ AT O — nwr; - _n-.E-.mflr S 2 Umbers, M., et 3l Recovery of 3wyl
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pattemn of FacZ expression was observed as two dibl. Cig~tu.i8acer and 14 week controls (3-b), and the =1 Custers Nt b E'E--- D .

clonal cluster types; spotted and linear (Fig 2 ¢ ). upan epithelial regenaration (= was obS |

ciiesiers and linear clusiers (-

5& Hepht

Mnspnmnm: . (\‘-. Wﬂlmrﬁ-m (’m F-ﬂ‘l"l!rr:-ml:nlnf South Ausitralia
Institute )k (A




