P Safety and efficacy of inhaled pirfenidone (AP01) in the ATLAS open-label extension study
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BACKGROUND STUDY DESIGN SAFETY AND EFFICACY

« APO1 is a novel formulation of pirfenidone optimized for inhalation using the Pari eFlow nebulizer. Adverse Event Frequencies: ATLAS rollover subjects and naive cohorts
comparison with historic data for oral pirfenidone and placebo
« The AP01-002 (ATLAS) study of APO1 in Idiopathic Pulmonary Fibrosis (IPF)! began in June 2019 and Randomized to 100mg BID (n=45) Randomized to 50mg QD (n=46) 10%
was followed by the AP01-005 open label extension (OLE) study.

- Additional subjects with IPF and with Progressive Pulmonary Fibrosis (PPF) were enrolled in the OLE ATLAS study Transitioned to 100mg by DSMB (n=31)
study (naive cohort).

We report APO1 safety and efficacy in subjects out to 180 weeks RO“ed(OV‘;rl)tO OLE
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NEBULIZER

« APO1 is administered by the modified eFlow Nebulizer
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Open-label extension
» Vibrating mesh membrane delivers 8 mL over

a median time of 8-9 minutes AP01-005 (n=100) FVC decline

« Comparing 100mg nebulized AP01 with 801mg oral l °Vg;;vtgg'ye(';'l‘)9th 389 352 235 438
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» Alveolar Cmax is 35x higher

» Plasma exposure is 15x lower

ATLAS 100mg bid rollover

134 ATLAS 50mg qd rollover

length of original number (%)
followup number remaining

M ET H 0 D S ATLAS 100mg bid rollover 1 180 weeks 45 14 (31) 235

» The ATLAS study randomized IPF patients to 50 mg APO1 once daily (qd) or 100 mg AP0O1 twice daily
(bid) for 24 weeks.

« At the recommendation of the DSMB, ATLAS subjects originally randomized to AP0O1 50 mg qd ATLAS 50mg ad rollover - 180 weeks 46 12 (26) .
transitioned to 100 mg bid by week 72. 438

» All cohorts in the OLE study received 100mg bid APO1 throughout.
» Forced Vital Capacity (FVC) was recorded every 3 months.

Naive IPF

Naive PPF

Historic oral pirfenidone

Historic oral placebo

Naive IPF 84 weeks 31 13 (42)

» We report CONCLUS'ONS

» the change in FVC from baseline to latest visit (calculated as the mean of the difference between

the earliest and latest FVC for each subject remaining on the study) The data from this OLE suggest that APO1 shows continuing efficacy at up to 180 weeks with a safety

. . Naive PPF 1 p————— 84 weeks 28 16 (57) profile superior to oral pirfenidone
» the annualized decline: overall AFVC x (52/study length [weeks]), and APt i anstonea s 100m 5 by ook T2 . L . . . .
Al rllover ad v sujcts ecehe 100mg i APO1 is currently being investigated in the MIST PPF study, a phase 2b randomized controlled study in

throughout the OLE
Progressive Pulmonary Fibrosis3

» the percentage of subjects experiencing any adverse event.

Results were compared with published pooled data from the 3 pivotal clinical trials of oral pirfenidone?.
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