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Background Figure 1. Study Design Patient-Reported Outcomes
Treatment Treatment » Patient perception of cough severity using the CS-VAS significantly improved from baseline by Days 7 (27 mq), 14 (54 mg), and 21 (108 mg) during NAL ER treatment compared with placebo (P <.0001) (Figure 2) » By Day 21, LCQ scores significantly improved during NAL ER treatment,
» Refractory chronic cough (RCC) represents up to one-third of chronic cough Period 1 Period 2 o | o | ) o o reflecting a 4.5-unit improvement compared with a 0.2-unit improvement
cases! and is associated with a considerable disease burden? (Day 1-Day 21) (Day 1-Day 21) » Change from baseline in cough frequency measured using the PR-CF by the question, “Over the past 24 hours, how often did you cough?” was also statistically significant on Days 7 (27 mg), 14 (54 mqg), and 21 with placebo (Figure 5)

(108 mg) during NAL ER treatment, compared with placebo (P <.0001) (Figure 3)

—  Beyond persistent cough, RCC has a broad impact on patient well-being: Figure 5. Mean Leicester Cough Questionnaire Scores
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_ ***P < .0001 (difference in change in baseline between NAL ER and placebo).
* To report the patient-reported outcomes of NAL ER for the treatment of RCC » Relative change from baseline in cough severity on Days 7, 14, and 21 using the CS-VAS (no cough aCS-VAS: no cough (0 mm) to worst cough (100 mm). aPR-CF: “Over the past 24 hours, how often did you cough”; not at all (0) to almost constantly (4).
from the RIVER trial [0 millimeters, mm] to worst cough [100 mm]) ***P < 0001 (difference in change in baseline between NAL ER and placebo). ***P < 0001 (difference in change in baseline between NAL ER and placebo).

» Relative change from baseline in cough frequency on Days 7/, 14, and 21 using the Patient-Reported

Conralh rEELEmEy MEsE (F15-C 0 “Over i pest 24 eus, lnew eftem ciEl veu aovs i ek ot all |6 » PGI-C (Figure 4A) and PGI-S (Figure 4B) ratings significantly improved during NAL ER treatment on Days 7 (27 mg), 14 (54 mg), and 21 (108 mg), compared with placebo

Methods to almost constantly [4]) Figure 4. Patient Global Impression of (A) Change?® and (B) Severity? Scores Conclusions
o Patient Global Impression of Change for cough (PGI-C; much better [1] to much worse [7]) rating on A NAL ER Placebo
o Study design 100 100
4 J Days 7, 14, and 21 » Improvement in patient perception of cough severity and frequency during
— RIVER was a double-blind, randomized, placebo-controlled, 2-period » Patient Global Impression of Severity for cough (PGI-S; no cough [0] to severe cough [4]) rating on 90 90 NAL ER treatment was observed at all time points during the study
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’ B © N ©
— Patients were randomly assigned to 1 of the following 2 sequences: S 40— S 40
T o
 NAL ER in treatment Period 1 followed by placebo in treatment period 2 §_ 30 — §_ 30 References
o Placebo in treatment Period 1 followed by NAL ER in treatment period 2 RESUItS T o0 T 50— 1. van den Berg JWK et al. ER] Open Res. 2022;8(4):00232-2022.
. . 2. Brister D et al. Lung. 2024;202(4):415-424.
~ Treatment perlods sl seporoted by = 21_d0y washout perIOd followed by .. : 10— 107 3. Smith JA et al. Presented at: European Respiratory Society (ERS) Congress; September 27-October 1, 2025;
a 14-day follow-up period o Of the_ 66I %ar(;clqpc;]nt? \ﬂ/hO vxl/er_e randomly assigned, 59 (89.4%) completed the treatment phase and . | | . | | Amsterdam. Netherlands. ’ ’ ’
: L were Included In the Tull analysis set 4. Maher TM et al. NEJM Evid. 2023;2(8):EVID0oa2300083.
* Inclusion criteria o Baseline characteristics are summarized in Table 1 Day 7 Day 14 Day 21 Day 7 Day 14 Day 21 5. Smith JA et al. Presented at: European Respiratory Society (ERS) Congress; September 7-11, 2024;
~ RCC diOgﬂOSiS and persistent Cough for >1 year B Much Worse |l Moderately Worse [l A Little Worse [ No Change A Little Better Moderately Better Much Better Vienna, Austria.
— Chest radiography or computed tomography (CT) of the thorax performed Table 1. Baseline Characteristics for Safety Population® B . NAL ER 10 Placebo Abbreviations
within the previous 24 months that showed no abnormalities that could Participants BID, twice daily; CS-VAS, cough severity visual analog scale; IPF, idiopathic pulmonary fibrosis; LCQ, Leicester
significantly contribute to RCC 90 90 Cough Questionnaire; NAL ER, nalbuphine extended-release; PGI-C, patient global impression of change
N = 060 for cough; PGI-S, patient global impression of severity for cough; PR-CF, patient-reported cough frequency;
— Arating of 240 mm on the cough severity visual analog scale (CS-VAS) s o0 s 80 RCC, refractory chronic cough.
— Coggh frequency of 10-19 coughs/hour or =20 coughs/hour over a 24-hour Age, mean (SD), years 00.2(10.5) 2 70 2 70 Acknowledgments
period S o Female 44 (66.7) % 60 '% 60 This study was sponsored by Trevi Therapeutics (New Haven, CT, USA). Medical writing assistance was
—  Forced expirotory volume in 1 second (FEVl) to forced vital CCIpCICity (FVC) ex, n (%) Male 22 (33.3) 9: - e: - provided by ApotheCom (San Francisco, CA, USA) and funded by Trevi Therapeutics.
ratio =60% c : Disclosures
. . White 61 (92.4) S S
» Exclusion criteria £ £ IS is su - versi
: : pported by the Canada Research Chair program, reports grants to McMaster University from
| . ot ks bef I Race, n (%) Black or African American 4 (6.1) 3 30 3 30 Merck, MITACS, GSK, Bellus, Trevi Therapeutics Inc., Bayer, and Genentech; personal speaker fees from
. Upper or lower respiratory tract intection <6 weeks before enrollment - o o Merck, GSK, AstraZeneca, Sanofi-Regeneron, and Vitalograph; consulting fees from Merck, GSK, Bellus,
Asian 1(1.5) 20 20
Hist f il : e : 12 e [ : ' Sanofi-Regeneron, Trevi Therapeutics Inc., and Methapharm outside the submitted work. SSB has received
— ISTOry or smoking/vadping witnin the previous montns perore screening 5 . ; - (SD) 196 (10 4) 10 10 consulting fees from Bellus Health Inc., Merck & Co., Inc., Genentech, NeRRe Therapeutics, Nocion Therapeutics,
- : : : : : : uration or cougn, mean , YEArs . . and Trevi Therapeutics Inc.; lecture fees from AstraZeneca; and grant support from Merck & Co., Inc. MG was
::)Ilitory of Sleip ﬁpgeq,tl;ronchlectoss, chronic obstructive pulmonqry disease, 0 | | 0 employed by Trevi Therapeutics Inc. at the time of this study. JC is employed by Trevi Therapeutics Inc. as
, or uncontrolled asthma : i i i .
Screenlng 24-hour cough Mean (SD) 34.7 (29_2) Baseline Day 7 Day 14 Day 21 Baseline Day 7 Day 14 Day 21 Chief Development Officer and a Corporate Officer of the company
frequency, coughs/hour Min. max 10.0. 165.9 |
’ , .Y, . B Severe | Moderate [ Mild No Change
Screening CS-VAS score, mean (SD) /2.2 (133) Values may not add to 100% due to rounding. Copyright © 2025 Trevi Therapeutics. All rights reserved.

aPGI-C: much better (1) to much worse (7).
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