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Forward Looking Statement Disclaimer

Statements contained in this presentation and oral statements made regarding the subject of this presentation regarding matters that are not historical facts are "forward-
looking statements" within the meaning of the Private Securities Litigation Reform Act of 1995. Such statements are subject to risks and uncertainties and actual results may 
differ materially from those expressed or implied by such forward-looking statements. Such statements include, but are not limited to, statements regarding Trevi's business 
plans and objectives, including future plans or expectations for Haduvio όƴŀƭōǳǇƘƛƴŜ 9wύ ŀƴŘ Ǉƭŀƴǎ ǿƛǘƘ ǊŜǎǇŜŎǘ ǘƻ ŎƭƛƴƛŎŀƭ ǘǊƛŀƭǎΣ ŜȄǇŜŎǘŀǘƛƻƴǎ ǊŜƎŀǊŘƛƴƎ ¢ǊŜǾƛΩǎ ǳǎŜǎ ŀƴŘ 
ǎǳŦŦƛŎƛŜƴŎȅ ƻŦ ŎŀǇƛǘŀƭΣ ŀƴŘ ƻǘƘŜǊ ǎǘŀǘŜƳŜƴǘǎ ŎƻƴǘŀƛƴƛƴƎ ǘƘŜ ǿƻǊŘǎ άōŜƭƛŜǾŜǎΣέ άŀƴǘƛŎƛǇŀǘŜǎΣέ άǇƭŀƴǎΣέ άŜȄǇŜŎǘǎΣέ ŀƴŘ ǎƛƳƛƭŀǊ expressions. Risks that contribute to the uncertain 
nature of the forward-ƭƻƻƪƛƴƎ ǎǘŀǘŜƳŜƴǘǎ ƛƴŎƭǳŘŜΥ ǳƴŎŜǊǘŀƛƴǘƛŜǎ ǊŜƎŀǊŘƛƴƎ ǘƘŜ ǎǳŎŎŜǎǎΣ Ŏƻǎǘ ŀƴŘ ǘƛƳƛƴƎ ƻŦ ¢ǊŜǾƛΩǎ ǇǊƻŘǳŎǘ ŎŀƴŘƛŘate development activities and ongoing and 
planned clinical trials; the risk that positive data from a clinical trial may not necessarily be predictive of the results of future clinical trials in the same or a different indication; 
uncertainties regarding Trevi's ability to execute on its strategy; uncertainties with respect to regulatory authorities' views as to the data from Trevi's clinical trials and next 
steps in the development path for Trevi's Haduvio in the United Statesand foreign countries; uncertainties inherent in estimating Trevi's cash runway, as well as other risks and 
uncertainties set forth in the quarterly report on Form 10-Q for the quarter ended September 30, 2024 filed with the Securities and Exchange Commission and in subsequent 
filings with the Securities and Exchange Commission. All forward-looking statements contained in this press release speak only as of the date on which they were made. Trevi 
undertakes no obligation to update such statements to reflect events that occur or circumstances that exist after the date on which they were made.

This presentation includes statistical and other industry and market data that we obtained from industry publications and research, surveys and studies conducted by third 
parties as well as our own estimates of potential market opportunities. Industry publications and third-party research, surveys and studies generally indicate that their 
information has been obtained from sources believed to be reliable, although they do not guarantee the accuracy or completeness of such information. We believe that these 
third-party sources and estimates are reliable but have not independently verified them. Our estimates of the potential market opportunities for our product candidates 
include several key assumptions based on our industry knowledge, industry publications, third-party research and other surveys, which may be based on a small sample size 
and may fail to accurately reflect market opportunities. While we believe that our internal assumptions are reasonable, no independent source has verified such assumptions. 
The industry in which we operate is subject to a high degree of uncertainty and risk due to a variety of important factors that could cause results to differ materially from 
those expressed in the estimates made by third parties and by us.
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Trevi is Controlling Cough Where It Counts
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Haduvio (nalbuphine ER) is an investigational drug

Significant unmet need in chronic 
cough with no approved therapies

Unique central and peripheral 
mechanism with validated biology

Positive data in IPF chronic cough

Specialty pricing and sales model

Significant market opportunity



Haduvio Advancing Clinical Development Plans
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Ph2a Data Supports Mechanism in IPF Chronic Cough 

Å 75.1% reduction in daytime cough frequency from study baseline, 52.5% placebo-adjusted 
change (p<0.0001)

Å Patient and clinician reported outcomes were consistent with the reduction in daytime 
cough frequency and were statistically significant

Haduvio (nalbuphine ER) is an investigational drug

Indications Preclinical Phase 1 Phase 2 Phase 3

Haduvio
(nalbuphine ER)

Chronic Cough in Idiopathic 
Pulmonary Fibrosis (IPF)

Refractory Chronic Cough (RCC)

A blue and pink 
seaweed

Description 

Dec 2024: Positive sample size re-estimation (SSRE) outcome maintained planned sample size



Differentiated Central and Peripheral Mechanism of Action

Mechanoreceptors

Chemoreceptors Vagal afferents

A Delta-fiber

C fiber

LUNGS

Brain

Brainstem

Cough

Central Nervous System
ÅCortical reorganization
ÅAltered sensory perception
ÅCognitive responses 

to airway inputs

Peripheral Nervous System
ÅMechanical stress
ÅInflammation
ÅLoss of lung tissue

Haduvio (nalbuphine ER)

Causes of Cough Hypersensitivity
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Graphic: Vigeland CL et al, Respiratory Medicine 2017 doi.org/10.1016/j.rmed.2016.12.016
Haduvio (nalbuphine ER) is an investigational drug
1Chung KF et al Nat Res 2022 https://doi.org/10.1038/s41572-022-00370-w 2Mann J et al. Front Rehabil Sci. 2021 10.3389/fresc.2021.751798 3Chung F et al. Lancet2008 DOI:10.1016/S0140-6736(08)60595-4

Importance of Central and Peripheral Activity

Haduvio acts on the cough reflex arc both centrally and 
peripherally as a kappa agonist and a mu antagonist 
(KAMA), which are opioid receptors that play a key role in 
controlling cough hypersensitivity.



Haduvio  Has a Well-Characterized Clinical Profile

6Haduvio (nalbuphine ER) is an investigational drug

Largest absolute reduction in cough 
frequency (75%) and placebo-adjusted 
change (52%) in chronic cough

Largest reduction in IPF chronic cough 
(p<0.0001)

Significant Ph2b/3 prurigo nodularis trial 
(p=0.0157)

Significant Ph2b/3 uremic pruritus trial 
(p=0.017)

Demonstrated Efficacy Across Indications

1,140 total subjects dosed across completed 

studies 

273 subjects dosed to 6 months

87 subjects dosed to 1 year

1 year of dosing with no loss of efficacy

Haduvio studied in a range of severe chronic 

conditions (cough, pain, and dermatology)

RobustClinical Experience Across Various 
Therapeutic Indications
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IPF 
Chronic Cough
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