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Background Results Conclusions
Up to 80% of patients with idiopathic pulmonary fibrosis (IPF) experience chronic Consistent with results observed for cough frequency, treatment with NAL ER at
cough, for which there are no approved therapies! doses of 27 mg, 54 mg, and 108 mg significantly reduced the number of cough bouts

. . . . . . . : d with placebo i tients with IPF
Oral nalbuphine extended release (NAL ER) modulates the cough reflex arc by acting Of the 165 patients who were randomly assigned, 164 completed the treatment phase and were included in the full analysis set There is a trend toward a reduction in the average median bout duration with each NAL ER dose (Figure 4A) compdared with placebo i patients wi

as a kappa opioid receptor agonist and mu opioid receptor antagonist in both the
central nervous system and the peripheral sensory nerves of the airways?

In a phase 2b trial (CORAL; NCT05964335), patients with IPF treated with NAL ER

demonstrated a significant reduction in 24-hour (h) objective cough frequency
versus placebol Treatment with NAL ER reduced mean 24-h cough bout counts over time (Figure 2A)

A trend toward decreased number of coughs per bout and median bout length was

Cough bout data were available for 162 patients at baseline and were included in this post hoc analysis One subject in the 54-mg group had an unusually low median bout duration of 0.831 seconds at baseline and was considered an outlier. Mean percentage change observed, with the largest impact observed on the average maximum bout duration

from baseline in median bout duration is shown both with and without this subject (Figure 4B)
While informative, these post hoc analyses are exploratory; results should be
interpreted cautiously due to reduced statistical power and should be confirmed in
future studies

No significant difference was observed in the relative LS mean percentage change from baseline in median bout duration at Week 6 with each NAL ER dose versus
placebo (NAL ER 27 mg: -8.3%, P = 0.5527; NAL ER 54 mg: -4.3%, P = 0.8764; NAL ER 108 mg: -14.55, P = 0.2133)

The mean maximum bout durations at baseline were: 12.2, 11.0, 10.4, and 11.9 seconds in the placebo, NAL ER 27-mg, NAL ER 54-mg, and NAL ER 108-mg dose

Cough events can cluster into bouts, which contribute to perceived severity of Across all treatment arms, NAL ER significantly (P < 0.005) reduced cough bouts from baseline compared with placebo at Week 6 (Figure 2B) : _
groups, respectively (Figure 4C)

coughs and may be impactful to patients3

Figure 2. (A) Mean 24-Hour Cough Bout Counts and (B) Relative Change From Baseline in Cough Bout Counts at Week 6 The maximum bout duration decreased by 31% and 34% from baseline to Week 6 with NAL ER 54 mg and NAL ER 108 mg, respectively (Figure 4D)
A B
Objective Placebo NAL ER 27 mg NAL ER 54 mg NAL ER 108 mg Figure 4. (A) Mean Median Bout Duration Over Time, (B) Mean Percentage Change From Baseline in Median Bout Duration Over Time,
19007 ) (n =39) . (n=42) . (n = 43) . (n = 40) (C) Mean Maximum Bout Duration Over Time, and (D) Mean Percentage Change From Baseline in Maximum Bout Duration Over Time
162.12 7]
. . References
This exploratory post hoc analysis evaluated the effect of NAL ER on 24-h cough & 150.01 128:732 A B
bout frequency, number of coughs per bout, and length of bouts compared with % ' 2.8 - 5 1. Molyneaux PL et al. JAMA. 2026;335(12):1050-1059.
placebo in patients with IPF from the CORAL trial o 190.0 126.73 -10 - 2.50 2. Birring SS et al. Lung. 2025;203(1):62.
)~ U 7 — 2.6 - :
= £ 2 0 2.55 2 ﬂ 3. Lee | et al. Chest. 2022:162(3):603-613.
- w3 S 24- 2.41 _ : g £ 0 !
Method S 90.0- - 20 -20- = 2.30 \ Q S Abbreviations
e odas > c5 S 55 2.27 2.23 m ® 2.18 ]
8 - : _':“ uOJ 8 - S 8 5 -3. ' CS-NRS, Cough Severity Numerical Rating Scale; h, hour; IPF, idiopathic pulmonary fibrosis; LS, least squares;
< i - o - _ 2.01 S = NAL ER, nalbuphine extended release; SD, standard deviation.
< 00 99.53 60.42 61.27 2D 3 3 | —e 1'% ey o
N . ) > 5 -390 o0 ' 192 -0 1 90 o ' -6.94
- 0 | . o _ )
CORAL domized, double-blind, placebo-controlled, parallel hase 2b 5 300 ol s 1.79 S § -10- - | Acknowledgments
- - - @ .01 — . LA -0. . ) ) . . : .
WC.IS < Uelibiotlade, Lol In. s [PUISEIDRERILARRIIET, [PRITIliEI el Ity [P s = x .S S 16 Z_:) = This study was sponsored by Trevi Therapeutics (New Haven, CT, USA). Medical writing assistance was provided
dose-ranging study to r_neqsu_re the e_fﬁcocy O_nd safety of 3 doses of NAL ER for & & -40- — S § by ApotheCom (San Francisco, CA, USA) and was funded by Trevi Therapeutics.
management of cough in patients with IPF (Figure 1) 0.0 . . | | 23 -44.25 c  14- cE . 13.20
. o = . - _
Patients with IPF were randomized 1:1:1:1 to 1 of 4 treatment arms: placebo, Baseline Week 2 Week 4 Week 6 2 a =0.0042 s 1o s 15.54 Disclosures
5 5 ' -16.88 - 0 - 0 q 0 . - 0
NAL ER 27 mg, 54 mg, or 108 mg twice daily o Placebo NALER 27 mg -e NALER 54 mg -e- NAL ER 108 mg -50 P = 0.0007 JAS has received consulting f_ees from Tre-\/l Ther_opeutlcs, Inc:, opd holds an |nst|jcl-Jt|onoI license agreement with
1 | | | | 220 - Vitalograph for cough detection software; royalties may be distributed to the affiliated department.
Doses were titrated during a blinded 2-week titration period, followed by a 4-week Placebo n = 39 36 37 36 Baseline Week 2 Week 4 Week 6 Week 2 Week 4 Week 6 KH
fixed-dose period, for a total of 6 weeks of treatment NAL ER 27 ma n = P < 0.0001
’ gn= 40 40 40 40 60 - : : DPD
NALER 54 mgn = 43 s - iy 60 o Placebo o NALER27 mg - NALER54mg -e NAL ER 108 mg M Placebo MINALER27mg M NALER54mg MINALER 108 mg [ Outlier excluded o
Figure 1. CORAL Study Design _ _
o _ _ _ NAL ER 108 mg n =40 38 38 37 Placebo n = 39 36 37 36 Placebo n = 36 37 36 PM reported receiving nonfinancial support from Trevi Therapeutics during the conduct of the study; grants from
Titration Period Fixed-Dose Period NALER 27 mgn = 40 40 40 40 NAL ER 27 mgn = 39 39 39 AstraZeneca, GSK, and Boehringer Ingelheim; and personal fees from AstraZeneca, Calluna Pharma, Contineum
(2 weeks) (4 weeks) Cough bout is defined as a sequence of =22 coughs. NAL ER 54 mgn = 43 38 37 34 NAL ER 54 mg n = 38 37 34 Therapeutics, GSK, Gossamer Bio, Puretech, Qureight, Redx, Vicore Pharma, Trevi Therapeutics, and Boehringer
NAL ER 108 mg n = 40 38 37 35 NALER 108 mgn= 38 37 35 Ingelheim outside the submitted work.
NAL ER NAL ER 108 mg JC is employed by Trevi Therapeutics, Inc., as Chief Development Officer and a Corporate Officer of the company.
NAL ER NAL ER 54 mg Baseline mean coughs per bout were similar across groups: 3.8 for placebo, 3.7 for NAL ER 27 mg, 3.6 for NAL ER 54 mg, and 4.1 for NAL ER 108 mg (Figure 3A) e b
By Week 6, treatment with NAL ER across all dose groups numerically decreased the number of coughs per bout (Figure 3A) 3 Week 2 Week 4 Week 6
] 0 I T T
The relative least squares (LS) mean percentage change from baseline in number of coughs per bout at Week 6 was -6.7% for placebo, -4.7% for NAL ER 27 mg, . 1216 @ 1214 163 091 .
Seene SEERS -11.0% for NAL ER 54 mg, and -12.8% for NAL ER 108 mg (Figure 3B) % 129 {186 \\ @ 5- 371
10.89 = c
— . . o il 5
There was a non-significant trend toward a greater reduction in the mean number of coughs per bout with NAL ER 54 mg and NAL ER 108 mg at Weeks 2, 4, = 1 1.01 § -% 10 -
and 6 compared with placebo 5 o4 9% m 5
VitaloJAK® . E0Q _45- 13.51
Readings i i i i 5 °ov
J Day -1 Week 2 Week 4 Week 6 Figure 3. (A) Mean Number of Coughs per Bout and (B) Relative LS Mean Percentage Change From Baseline at Week 6 in Number of Coughs per Bout 2 9 - I é ] Y +16.34
Baseline A B = 8 - 8‘) c -20 -18.97 -
= c -21.
VitaloJAK®; Vitalograph Ltd, Buckingham, United Kingdom. Placebo NAL ER 27 mg NAL ER 54 mg NAL ER 108 mg £ e g 05
~ o 4.5 (n = 39) (n = 42) (n = 43) (n = 40) % [ O -2
Treatment was administered twice daily. © 6.94 —0 2 ®
04 ' ' ' = 5 | 6.56 c = -30
= 4.15 % 8 c -30.66
(%)
8 4 - . = 5 =  _35- -34.01
CORAL included patients aged =18 years who had an IPF diagnosis and * 3.800— £
: : o)) 3.71 o ©° 4 | | T | 40 -
self-reported chronic cough lasting =8 weeks S 352 o
O 3.5 3.55 ﬂ3'47 © & 4 Baseline Week 2 Week 4 Week 6 ™ Placebo NALER27mg M NALER54mg M NALER 108 mg
Cough Severity Numerical Rating Scale (CS-NRS [0, no cough; 10, worst possible © —03 35 =y g
coughl]) score of =4 at screening and baseline o 8z . P=0.6122 -o- Placebo NALER 27 mg - NALER54 mg -e- NALER 108 mg
o c
: : : e! - —©3.04 O.=- 0 64
Forced vital capacity =40% of predicted = 3 007 e o @ Placebo n = 39 36 37 36 Placebo n = 36 37 36
e . . . 3 | c 2 - .
Diffusing capacity of the lungs for carbon monoxide =25% of predicted < 3D NALER 27'mgn =40 40 40 40 NALER 27/mg n 39 39 39
% 5 5 - s < g -8 - NALER 54 mgn= 43 38 37 34 NALER 54 mgn = 38 37 34
Oxygen saturation by pulse oximetry of 292% s - »n O NAL ER 108 mg n = 40 38 37 35 NALER 108 mgn= 38 37 35
Q
o C
E o -104 The bout duration is defined as the time interval between the first and last cough event within a bout (seconds) plus 0.326 seconds.
2 T T T | © g
_ ] Baseline Week 2 Week 4 Week 6 Om — The median bout duration is calculated as the mean of the bout duration across all bouts within a 24-h recording,.
In this exploratory post hoc analysis, cough bouts were analyzed from 24-h cough o 12 F=0.2982 | o | | |
frequency data at Day -1 (baseline) and Week 6 (end of treatment) using a digital -e- Placebo NALER 27 mg -e- NALER 54 mg -e- NAL ER 108 mg Relative change from baseline is calculated as [(post-baseline — baseline) / baseline] * 100.
cough monitor (Vitalo]AK®) Placebo n = 39 36 37 36 o P =0.1352
Cough bouts (=2 coughs) were generated by combining consecutive cough sounds NALER 27mgn =40 40 40 40
within 2 seconds of one another and analyzed using a mixed-model repeated NALERS4 mgn= 43 38 37 34 Serious adverse events occurred in 10% of patients receiving placebo compared with 1.6% of those treated with NAL ER, and no deaths were reported!?
measures analysis NAL ER 108 mg n =40 38 37 35

The most frequently reported adverse events with NAL ER (=10% of patients) included nausea, vomiting, constipation, dizziness, headache, fatigue, somnolence, Presented at the American Thoracic Society International Conference;
Exploratory analyses included mean coughs per bout and bout duration (in seconds) Cough bout is defined as a sequence of >2 coughs. and dry mouth? May 15-20, 2026; Orlando, FL



