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BACHGROUMND: "
Gene therapy &5 a potentlal treatment for cysic fMomosls (CF)
ung Mmsease, whereby ihe therapeutic gene s dellvered io
tha lung to produce funciional comection. Aerosol deflvery of
a gene vector to he ung k& an Ideal freatment approach
pecamse [ 5 non-ivasive, e3sy 10 adminisier and less
cumibersome compared to fguld dellvery. In this study we
have camed ow I-wiro expedments fo test  the
effeciiveness of aerosoising our leniiviral (LV) veclor
camylng the reporter gene Lac¥, using 3 vibrating mesh
neballser |Aemneb®era) (Figurei). It has been speculated

that the vinus particles on the surface of aemsols are
Cafs Meed and slained with siandand x-
subjected to surface tension and shear stress!™. The alm of gal technigue

this study was io compare to test effectiveness of lquid vs
asmsaol delivery of Lv-LacZ and to see If efMcacy could be
Impreed by suspending the vines In a range of diuents.
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the Ievats of gene expression
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RESULTS:

o The distribution of the gene expression produced by the asnosal
was generally homogenous across ihe culme [Figure 2a)
comgpared to the clsters observed [@Tows on Figure 20) when
using e liguld boius delvery.

o The tansduciion oblained via asrosol was 33% o 51% of the

number of cefls compared i Aquid contnl, for 12250 fo 121000
dilutions of the wirus (Flgue 3). e
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o Levels of fransducton were lower with aerosol delivery -ef hj’ ..!"F

compared 1o lquid delvery when vings was suspendad in B o s
different diuents (Figure 4).

o Wines suspended In MS+BESA showed slignificantly higher kevels
of tansduction when compared to vius suspended In PBS a
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Wirus dispersed in different o iuens
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CONCLUSION: ENTS:
o CHO eells can be fransduced by an LV aernenl deliverad wsing a wibrating mesh Esperriment Fusding: 'WCH FoundaSion and CuredCF Foundaton.
nebuiisar | ASTonab® e ). Harshavandnl Padmanabian s suppored by the ME  Mcleod
Scheciarship and by CF Swstala. 'We would albo ke i hank higel
o Alhough the levels of transduction were lower In the aerosod group than the Bquid mmmﬂlmuﬂmum
bolus group, the dspersion produced by the Asroneb®Pro may be advaniageous in
improving transdwction of the conducting alrways In-who. v_ ik s Hoxpiti CYETIC CuredCF
o'We speculaie that the presence of MS+BSA alds In protecting the LV from shear N Fomivien J e
EITEES. ik riy ke SitTarran i
o To Improve the lewvels of gene fransduction we pian to test other potentially
pratectve agents and different nebulzation platforms. - ~
o These findings asslst In our understanding of LV aemsolsation characteristics and || REFEREMCES:
m & 1. 'Vaareg WAL M LIS b by ibech HursdBy ey 2 Vs i
de Information for future Into the of animal modals and

wtimately for CF alrway disease. Amromecm, Appl Esviron Miceob. 2012 ey 10pETE1-4
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