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Background Results Conclusions

e Refractory chronic cough (RCC) is associated with a substantial disease burden and ] e Consistent with results observed for cough frequency, NAL ER significantly reduced
significantly impacts patients’ quality of lifel-3 Study Population Bout Duration the number of cough bouts, coughs per bout, and bout duration compared with

e There are currently no approved therapies for RCC in the United States, highlighting e A total of 59 patients received placebo and 63 patients received NAL ER e The baseline mean (SD) median bout duration was 1.77 seconds (1.10 seconds) with placebo versus 1.86 seconds (0.96 seconds) with NAL ER placebo in patients with RCC
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k ioid t i<t and ioid ¢ ¢ i<t in both th — There was a significantly (P=0.0012) greater reduction in bout duration with NAL ER at Day 21 compared with placebo (Figure 4B) future studies
ds d kappa oploid receptor agonist ahd mu oplold receptor dntagonist in bo € e Treatment with NAL ER reduced mean 24-hour cough bout counts over time versus a minimal change seen with placebo (Figure 2A)

peripheral sensory nerves of the airways and the central nervous system?> e Mean maximum bout duration decreased with NAL ER over time, with greater reductions from baseline versus placebo at all time points (Figures 4C, D)
_ e There was a numerically greater reduction in cough bout counts with NAL ER compared with placebo across all time points
e |nthe phase 2a RIVER trial (NCT05962151), NAL ER treatment demonstrated a

significant reduction in 24-hour objective cough frequency versus placebo in patients e Treatment with NAL ER resulted in a significant (P<0.0001) reduction in the number of cough bouts from baseline compared with placebo at Day 21 (Figure 2B)
with RCC using a digital cough monitor (VitaloJAK® [Vitalograph Ltd; Buckingham,

Figure 4. (A) Mean Percent Change From Baseline in Median Bout Duration at Days 7, 14, and 21, (B) Relative LS Mean Percent Change in Median
Bout Duration From Baseline at Day 21, (C) Mean Maximum Bout Duration at Baseline and Over Time and (D) Mean Percent Change in Maximum

Uriitred) [inaermi& — Similar improvements in relative percent change from baseline with NAL ER compared with placebo were seen at Day 7 (27 mg BID; mean = 6.8 vs —-56.5, Bout Duration From Baseline at Days 7, 14, and 21 in Patients With RCC Treated With NAL ER vs Placebo
placebo vs NAL ER) and Day 14 (54 mg BID; mean = -2.7 vs -56.7, placebo vs NAL ER) References
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