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Interaction with CYP3A4 inhibitors

Fluticasone furoate and vilanterol are both rapidly cleared by extensive first pass metabolism
mediated by the liver enzyme CYP3A4.

Caution is advised when co-administering with strong CYP 3A4 inhibitors (e.g. ketoconazole,
ritonavir, cobicistat-containing products) as there is potential for increased systemic exposure
to both fluticasone furoate and vilanterol, and-concomitantuse. Co-administration should be
avoided unless the benefit outweighs the increased risk of systemic corticosteroid side effects,
in which case patients should be monitored for systemic corticosteroid side effects. A repeat
dose CYP3A4 drug interaction study was performed in healthy subjects with the fluticasone
furoate/vilanterol combination (184/22 micrograms) and the strong CYP3A4 inhibitor
ketoconazole (400mg). Co-administration increased mean fluticasone furoate AUCq.,4) and
Cmax by 36% and 33%, respectively. The increase in fluticasone furoate exposure was
associated with a 27% reduction in 0-24 hours weighted mean serum cortisol. Co-
administration increased mean vilanterol AUCq.;y and Cp,. 65% and 22%, respectively. The
increase in vilanterol exposure was not associated with an increase in beta,-agonist related
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luticasone furoate and vilanterol are both rapidly cleared by extensive first pass
metabolism mediated by the liver enzyme CYP3A4.

Caution is advised when co-administering with strong CYP 3A4 inhibitors (e.g.
ketoconazole, ritonavir as there is potential for increased systemic exposure to both
fluticasone furoate and vilanterol and concomitant use should be avoided. A repeat
dose CYP3A4 drug interaction study was performed in healthy subjects with the
fluticasone furoate/vilanterol combination (184/22 micrograms) and the strong
CYP3A4 inhibitor ketoconazole (400mg). Co-administration increased mean
fluticasone furoate AUC o4y and Cpnax by 36% and 33%, respectively. The increase in
fluticasone furoate exposure was associated with a 27% reduction in 0-24 hours
weighted mean serum cortisol. Co-administration increased mean vilanterol AUC g,
and C.x 65% and 22%, respectively. The increase in vilanterol exposure was not
associated with an increase in beta,-agonist related systemic effects on heart rate,
blood potassium or QTcF interval
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