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Forward looking statements

This presentation and other related material may contain a number of ñforward-looking statementsò within the meaning of the Private 
Securities Litigation Reform Act of 1995, as amended, including statements regarding Karunaôs expectation about any or all ofthe 
following: (i) the timing, progress and results of preclinical studies and clinical trials for KarXT and other product candid ates it may 
develop, including statements regarding the timing of initiation and completion of studies or trials and related preparatory work and the 
period during which the results of the trials will become available; (ii) Karunaôs research and development plans, including its plans to 
explore the therapeutic potential of KarXT in additional indications; (iii) Karunaôs plans to develop and commercialize KarXTand other 
product candidates; and (iv) the timing of and Karunaôs ability to obtain and maintain marketing approvals for its product candidates. 
Forward-looking statements can be identified by terms such as ñcould,ò ñexpects,ò ñintends,ò ñmay,ò ñplans,ò ñpotential,ò ñshould,ò ñwill,ò 
ñwould,ò or similar expressions and the negative of those terms. Karuna has based these forward-looking statements largely on it s 
current expectations and projections about future events and financial trends that it believes may affect its business, finan cial condition 
and results of operations. Although Karuna believes that such statements are based on reasonable assumptions, forward-looking 
statements are neither promises nor guarantees and they are necessarily subject to a high degree of uncertainty and risk. Because 
forward-looking statements are inherently subject to risks and uncertainties, some of which cannot be predicted or quantified an d some 
of which are beyond Karunaôs control, you should not rely on these forward-looking statements as predictions of future events. T hese 
risks and uncertainties include, among others: outcomes of Karunaôs planned and ongoing clinical trials and studies may not be 
favorable; one or more of Karunaôs product candidate programs may not proceed as planned for technical, scientific or commercial
reasons; availability and timing of results from preclinical studies and clinical trials; uncertainty about regulatory approv al to conduct 
clinical trials or to market products; uncertainties regarding intellectual property protection; risks relating to business i nterruptions 
resulting from the coronavirus (COVID-19) pandemic; and those risk and uncertainties described under the heading ñRisk Factorsò in 
Karunaôs Annual Report on Form 10-K for the year ended December 31, 2020, and filed with the Securities and Exchange Commission on 
March 24, 2021, and in any other subsequent filings made by Karuna with the U.S. Securities and Exchange Commission, which are 
available at www.sec.gov. Existing and prospective investors are cautioned not to place undue reliance on these forward-looking 
statements, which speak only as of the date they are made. Karuna disclaims any obligation or undertaking to update or revise any 
forward-looking statements contained in this presentation, other than to the extent required by law.

http://www.sec.gov/
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Emerging leader in neuropsychiatry 
Building therapies that can make a meaningful difference for patients 

Powered by great science
ÅAdvancing our understanding of muscarinic cholinergic receptor signaling in the brain
ÅTarget-directed and target-agnostic approaches to drug discovery

Committed to developing differentiated and more effective treatments
ÅNovel mechanisms of action with broad therapeutic applications 
ÅñPipeline-in-a-productò ïmaximizing value-per-asset and enabling near- and long-term opportunities in schizophrenia 

and dementia-related psychosis 

Leadership team uniquely steeped in neuroscience
ÅSuccessful track record in neuroscience drug discovery, clinical development and commercialization 
ÅBuilding an organization to effectively develop and commercialize KarXT and the pipeline 

Advancing late -stage clinical programs
ÅExecuting a comprehensive Phase 3 program in schizophrenia and Alzheimerôs disease psychosis
ÅPre-commercial activities 

Well -capitalized to execute on key programs 
Å$498.9M supports all R&D activities, including progressing KarXT through potential NDA submission
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Significant need for treatments that deliver more meaningful results
Profound burden of disease exists despite widely available therapies 

Psychosis is a core symptom of schizophrenia, and is also experienced by people living with 
dementia at varying prevalence rates across dementia subtypes

Psychotic disorders are usually treated chronically with antipsychotic drugs, which all 
mechanistically act via dopaminergic or serotonergic pathways ïsizeable opportunity for 
improved therapies with novel mechanisms of action

Available medications have varying levels of efficacy against positive symptoms, and most are 
accompanied by common and serious side effects that force patients and prescribers to 
consider trade-offs, resulting in patients cycling through multiple drugs and/or discontinuing 
use altogether

Physicians currently prescribe antipsychotic therapies to treat psychosis in the elderly, despite 
black box warnings for increased mortality

Source: Murray et al 2014
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KarXT: Proprietary lead product candidate
Leveraging our deep knowledge of the biology of muscarinic receptors 

KarXT

KarXT is designed to maintain
antipsychotic activity of xanomeline 

while ameliorating its cholinergic
adverse events

xanomeline-trospium

xanomeline
(muscarinic agonist )

ÅHuman proof-of-concept in double-
blind, placebo-controlled trials in 
schizophrenia and Alzheimerôs disease 

ÅTrials enrolled >800 patients including 
68 elderly patients for Ó1 year

ÅExclusively licensed from Eli Lilly

trospium chloride
(muscarinic antagonist )

ÅDoes not meaningfully cross the 
blood-brain barrier, limiting effects 
to peripheral tissues

ÅNo known metabolic overlap with 
xanomeline

ÅGeneric drug for overactive bladder 
used since the 1960s

Strong IP protection covering methods and compositions of KarXT, 
as well as co -formulation compositions, dose levels and PK to 2039

Sources: Bodick et al. 1997; Shekhar et al. 2008
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Selective activation of muscarinic receptors in the brain
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Pipeline with broad therapeutic potential

PRODUCT CANDIDATE INDICATION PRECLINICAL PHASE 1 PHASE 2 PHASE 3

KarXT
M1/M4 muscarinic agonist

Schizophrenia
Psychosis

Schizophrenia 
Psychosis in adults with an inadequate 
response to standard of care

Schizophrenia
Negative and cognitive symptoms*

Alzheimerôs disease psychosis

KAR-201
Muscarinic-targeted drug candidate

Undisclosed

KAR-301
Muscarinic-targeted drug candidate

Undisclosed

KAR-401
Muscarinic-targeted drug candidate

Undisclosed

KAR-501
Target-agnostic drug candidate^

Undisclosed

*Planning stage; ^In collaboration with PsychoGenics
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KarXT in schizophrenia



Schizophrenia

Å Schizophrenia is a chronic and often 
disabling brain condition affecting how a 
person thinks, feels and behaves

Å Complex psychiatric syndrome defined by 
three major sets of symptoms 

ÅPositive : delusions, hallucinations, thought disorder, 
agitation and disorganized behavior

ÅNegative : diminished emotional expression, 
avolition, reduced speaking, reduced feelings of 
pleasure and lack of motivation

ÅCognitive : deficits in memory, concentration and 
executive functions, which have a major impact on 
daily functioning

9

Å >21M people living with schizophrenia 
worldwide, with ~2.7M in the U.S .

Å The life expectancy of people with schizophrenia is 
reduced by 10 -20 years compared with the 
general population 

Å An estimated 4.9% of people with schizophrenia die 
by suicide ïa rate that is far greater than the 
general population

Å One of the top 15 leading causes of disability 
worldwide

Sources: Charlson et al. 2018; Laursen et al. 2014; Palmer et al. 2005


