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a Introduction G Conclusion

Idiopathic Pulmonary Fibrosis (IPF) is a life-limiting lung disease characterised by chronic cough These data support that only infrequent, short-duration nintedanib lung exposure (in the absence

and loss of lung function. Nintedanib is one of two oral treatments approved for disease  of a large, oral-equivalent AUC) is required for anti-fibrotic effect. Because very small inhaled
management. Unfortunately, both are associated with substantial adverse effects often leading to  doses achieved this pharmacokinetic parameter while largely avoiding the Gl tract, liver and

;:Ihc_)se treguctlop otr dlsiorg}!nrl:atirc])dn. Uingrthe_nrﬁulltiach?lléen?el tr)ll_i(;n&ycri_nbrathn}(r)ﬁel, Lhre] ct).bjeCtir\"CﬁhOf systemic exposure, oral-observed side effects may be substantially reduced enabling inhaled dose
is study were to establish and compare inhaled and oral nintedanib pharmacokinetics a € escalation for potential additional efficacy.

anti-fibrotic treatment effects of each at different lung exposures.

e Results
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Compared to oral, small inhaled nintedanib dose High dose inhaled nintedanib (0.375 Oral nintedanib (60 mg/kg)
levels delivered a shorter-duration, similar lung mg/kg) improved body weight gain reduced body  weight gain
Cmax with very low local and systemic AUC. compared with bleomycin/vehicle group. compared to vehicle controls.

Inhaled nintedanib reduced group median lung fibrosis; this reduction was statistically
significant at 0.375 mg/kg versus bleomcyin/vehicle controls. Oral nintedanib also reduced
group median fibrosis score, although the difference was not statistically significant. Inhaled
(0.25 mg/kg and 0.375 mg/kg) and oral nintedanib also reduced lung inflammation (not shown).

e Methods

Studies were performed in male SD rats (250-300g). Nintedanib pharmacokinetic (PK) parameters were determined in lung and plasma following oral (60 mg/kg) and inhaled (0.1 and 0.5 mg/kg) administration. The multi-challenge
fibrosis model was established administering OP bleomycin (1.66 units/kg) on Days 1, 2, 3, and 6. Inhaled nintedanib was administered QD by oropharyngeal aspiration (OP aspiration) from Day 8 to Day 27. Oral nintedanib was
administered BID from Day 8 to Day 27. On Day 28, the right lung was inflation-fixed and scored for fibrosis using the modified Ashcroft scale (blind assessment on 6 lung sections per right lung) and inflammation. Apart from one animal
In the bleomycin/venhicle (oral) control group there were no premature mortalities. N = 10 per group. Data presented as mean/SEM or median/95% CL. *P<0.05, **P<0.01, ***P<0.001, P<0.0001.
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