DELIVERY OF HUMAN AMNIOTIC STEM CELLS CORRECTS
CFTR FUNCTION IN CF MOUSE NASAL AIRWAYS IN VIVO
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Background

» Many mutations that ceuse CF lung diseasa may nod be ireatable by oral drugs, and a stem coll tbaregy = ono option baing explored

+ Humran ssmnicn apithalial calls (RAEC) are immune-privilegad epitholial cals that can ba readiy harvesied from placenta afier birth

« Cir & wiro sfudies (Xicic et al, unpublished) sugpest thad whan CF airway spithedium |5 co-culivmed with hAEG, hAEC can improve
GFTR-associaind defecis such as increasing a low aireay surface Bguid (ASL) depth and reneeing defective epithelial chionde-ion
iranspiort

¢+ This study testaed if delivery of hAET fo the [GFTR-dodective) nasal airways of GF mice could improwa the siendard functional indicator of
GFTR pratein expression in GF sioways - the nasal aireay patential differonce (PO} under low chionde parfusion

Methods

« We amployed a repaalsd-messuras shudy deainn o 3 =

measua the change in ihe bioelecirical daleet in nasa bt yommeter
airveys in CF mica using an v whe aiway PD assay =, =

solutions with or without chords, irfused imo the
nasal srway at a rate of Tplimin (Figame 1)
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» D was again measured at 1 ab 7 days alter dedivary.

Flgwe 1: Dingrammanc represeviation of nasal £8 sedup
Resulls
+ For the mica thal recanead condbicned-media, nasal ainsay PD was significantly rprovad afior 1 day (AP0 0,46 2 285, Mean: SEM,
"l 05 vE basaline, FM ANDVA, n=12) compaad @ pre-realimenl baselne APD: 7.538 + 124, However gflar T days e nasal PD (AFD
2.83 = 1.73) was nol significanily diferer o baselne (Figuna 2a),
= Ma=al PO ested in he same animals ialicvaing RAEC dabvary [Frgura 2b) relaned & significantly-rmproved |lavel of sirway PD oAl bath 1
day (AFD 066 £ 205, "pel.01) and T days (AFD -0.45+ 2 368, " p<0.001) compared 1o baseling.
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Figurn 2: The chomge ir nasal’ PO in mica that recensad aithar &) oondiorad-madio or b RAEC compamd fo oo
froafmevd (Gosalmel. "ol 05, "p<00H, ™p<0 001, A ANDYA v baseine, n=12
Conclusion

= Improvement in CFTHR funchoral axprassion in GF mouse Sifwey &5 messunad by aeway PD, wooethar wilth in wire data (Kiae et al,
unpubilizhed) =ugpesls (hal RAEC can produce improvemeand in girsay CRTR lonclion

« Inlarestingly, cordilioned-madia dedwad rom RAED cullure can iransiently improve sinvay FD. Fulure shdies of fase wo pofanis
Irerapaulc approaches far CF airsay disesss (reabrerl (shorl, and bangear lemm) will Tufiher examinse airvay apdhalisl ion channed
Tunciion @ vivo 10 help daberming he mechanisms of aclion.
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