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SAAVe Clinical Trial: inhaled SP-101 followed by inhaled Doxorubicin for the 
treatment of cystic fibrosis (CF)

Intratracheal administration of AAV2.5T-SP183-fCFTRΔR in combination with Doxorubicin 
(Dox) corrects the mucociliary clearance defect in cystic fibrosis model ferrets

Background, experimental design and methods
SP-101 capsid is tropic to ferret airway cells6

CF ferret model recapitulates human CF lung pathology8

Administration via MADgic Atomizer  to the distal trachea

• CF (G551D) ferrets were raised on Ivacaftor (Iva) for at least 10 weeks. Then Iva was withdrawn for at least 6 weeks to establish impaired mucociliary 
clearance (MCC) phenotype in the distal trachea. 

• MCC was determined via instillation of 68Ga-macro aggregated albumin (68Ga-MAA) to the distal trachea, with subsequent measurement of its rate of 
clearance (baseline) by positron emission tomography and computed tomography (PET/CT)9

• 4 – 7 days after baseline MCC measurement, a single dose of AAV2.5T-SP183-fCFTR∆R (1E13 vg/kg) or AAV2.5T-SP183-fCFTR∆R + doxorubicin 
(200µM) was instilled to the distal trachea via MADgic atomizer.

• MCC was then determined 10-days post-dose, with animals necropsied 2 weeks post-dose for lung tissue collection to quantitate vector genomes (qPCR) 
and fCFTR∆R mRNA (RT-qPCR)

Panels represent baseline (red) and post-dose (green) 
MCC clearance rates for instilled 68Ga-MAA in 
individual ferrets.
A) and B) AAV2.5T-SP183-fCFTR∆R + dox. 
C) and D) AAV2.5T-SP183-fCFTR∆R only. 

Increased MCC correlates 
with fCFTR∆R mRNA level

Doxorubicin does not affect 
lung vector genome levels

Hypothesis: The mucociliary clearance (MCC) defect 
in CF ferrets can be corrected by AAV2.5T-SP183-

fCFTR∆R with or without Doxorubicin.
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•Accumulated thick mucus in 
the ferret CF airway is not a 
barrier to AAV2.5T+Dox.

•fCFTR∆R mRNA levels have 
predictive value for fCFTR∆R 
activity.

•Doxorubicin co-administration 
is required to achieve 
fCFTR∆R expression for 
functional activity.
 
•Functional improvement of 
MCC in CF ferrets supports 
the potential for clinical 
efficacy of SP-101+Dox in 
pwCF.

Conclusions
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