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Forward-Looking Statements
This presentation contains forward-looking statements. These statements relate to future events and involve known and unknown risks,
uncertainties and other factors which may cause our actual results, performance or achievements to be materially different from any future
results, performances or achievements expressed in or implied by such forward-looking statements. Each of these statements is based only
on current information, assumptions and expectations that are inherently subject to change and involve a number of risks and uncertainties.
Forward-looking statements include, but are not limited to, statements about (i) plans for, including timing and progress of commercialization
of, NUPLAZID® or for the clinical development of our product candidates, including pimavanserin and trofinetide; (ii) benefits to be derived
from and efficacy of our product candidates, including the use of pimavanserin in dementia-related psychosis, schizophrenia or other
neurological or psychiatric indications, potential advantages of NUPLAZID versus existing antipsychotics or antidepressants, and expansion
opportunities for NUPLAZID; (iii) estimates regarding the prevalence of Parkinson’s disease psychosis, dementia-related psychosis,
schizophrenia and the potential use of trofinetide in Rett syndrome; (iv) potential markets for any of our products, including NUPLAZID and
trofinetide; (v) our estimates regarding our future financial performance, cash position or capital requirements; and (vi) currently anticipated
impacts of COVID-19 on Acadia’s business, including its commercial sales operations, current and planned clinical trials, supply chain, and
guidance for full-year 2021 NUPLAZID net sales and certain expense line items.
In some cases, you can identify forward-looking statements by terms such as “may,” “will,” “should,” “could,” “would,” “expects,” “plans,”
“anticipates,” “believes,” “estimates,” “projects,” “predicts,” “potential” and similar expressions (including the negative thereof) intended to
identify forward-looking statements. Given the risks and uncertainties, you should not place undue reliance on these forward-looking
statements. For a discussion of the risks and other factors that may cause our actual results, performance or achievements to differ, please
refer to our annual report on Form 10-K for the year ended December 31, 2020 as well as our subsequent filings with the SEC. The forwardlooking statements contained herein are made as of the date hereof, and we undertake no obligation to update them for future events.

Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
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Elevate Life
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Acadia’s Growth Strategy

Drive Growth of
NUPLAZID® Franchise
•

•

Bottle and share growth in FY21
despite ongoing pandemic headwinds

Continue strong relative performance
compared to PD market and
other branded LTC medications

2 Submissions
to FDA in 2022
•

Resubmit pimavanserin sNDA for
Alzheimer’s Diseases Psychosis
(ADP) in 1Q22
•

Develop the Next Wave
of Breakthroughs
•

Complete pimavanserin ADVANCE-2
Phase 3 study in NSS (Results in 2023)

•

Announce results from two ACP-044
Phase 2 studies in models of
acute (~1Q22) & chronic pain (4Q22)

Submit trofinetide NDA for
Rett syndrome in
mid-2022

•
•

Continue Phase 1 for ACP-319
Execute strategic BD opportunities

Building a Leading CNS Company
NSS = Negative Symptoms of Schizophrenia.
NUPLAZID (pimavanserin) is only approved in the U.S. by the FDA for the treatment of hallucinations and delusions associated with Parkinson’s disease psychosis.
Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
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Drive Growth of
NUPLAZID® Franchise

NUPLAZID® Growth Continues to Outperform
✓ Delivered net sales of $131.6M in 3Q21; driven by YoY and sequential volume growth
✓ PD office visits and LTC occupancy remain significantly below pre-pandemic levels

Strong Relative
Performance

✓ Strong relative performance throughout the pandemic; growth when PD market declined
Office-based Channel: (3Q21 vs. 2019)1 (TRX monthly avg)

+28%

NUPLAZID
Carbidopa / Levodopa

-4%

Avg. Top 10 PD Brands

-7%

Avg. Top 15 Neurology

+15%

Avg. Monthly PD Patient Visits1

Long-term Care Channel: (3Q21 vs. 2019)1 (TRX monthly avg)
NUPLAZIDꝉ

+8%

Carbidopa / Levodopa

-12%

Avg. Top 15 LTC Brands

-22%

PD Market
Dynamics

LTC Occupancy Rates2

4Q19

1Q20

2Q20

3Q20

4Q20

1Q21

2Q21

3Q21 4Q21*

2019 Jan-21 Feb-21 Mar-21 Apr-21 May-21 Jun-21 Jul-21 Aug-21 Sep-21 Oct-21 Nov-21 Dec-21
Mthly
Avg.

1Acadia

internal numbers and IQVIA data as of end of November 2021. 2CMS Data Source: https://www.nic.org/snf-covid-tracker. Monthly 2021 census figures reflect occupancy level at the end of each month.
LTC growth rates reflect actual bottles shipped to LTC pharmacies, Acadia internal data.
NUPLAZID (pimavanserin) is only approved in the U.S. by the FDA for the treatment of hallucinations and delusions associated with Parkinson’s disease psychosis.
Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
ꝉNUPLAZID
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Growing NUPLAZID® Brand in 2022
HCP Campaign

Patient / Caregiver Campaign

Issue:

Issue:

•

Off-label antipsychotics used often

•

Fewer HCP in-person visits = fewer PD diagnoses

•

Treatment often delayed given safety concerns
(e.g. negative impact on motor function)

•

Patients may not associate psychosis with PD

Campaign:
Campaign:

•

Educate - psychosis a normal part of PD

•

•

Drive - patients/caregivers to seek treatment

Supports NUPLAZID’s unique safety and efficacy profile

➢ Support services help patients start and stay on NUPLAZID

NUPLAZID (pimavanserin) is only approved in the U.S. by the FDA for the treatment of hallucinations and delusions associated with Parkinson’s disease psychosis.
Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
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Upcoming sNDA
Resubmission:
Pimavanserin for the
Treatment of ADP

Potential to Address a Significant Unmet Need:
Alzheimer’s Disease Psychosis (ADP)
Prevalence and Market Opportunity for ADP1:
•

There are >6M Alzheimer’s patients in the U.S., representing >2/3 of all dementia

•

Specifically for ADP:
•

~30% experience psychosis at any given time

•

~900K patients currently treated with off-label medications in the U.S.

ADP represents a serious unmet medical need with no FDA-approved drugs
•

Off-label use of multi-receptor acting antipsychotics associated with no/limited
efficacy and potentially serious toxicity (oftentimes leading to treatment
discontinuation):
•

Can impact patient’s ability to function and increases caregiver burden

•

Higher risk to severe dementia and nursing home placement

12021

Alzheimer’s Disease Facts and Figures and Acadia market research.
NUPLAZID (pimavanserin) is only approved in the U.S. by the FDA for the treatment of hallucinations and delusions associated with Parkinson’s disease psychosis.
Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
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sNDA Resubmission for ADP

HARMONY1

-019 Study2

Clinically meaningful reduction in risk of relapse of
psychosis in AD dementia subgroup
(~40% reduction; HR=0.62)

Statistically significant reduction in the severity
and frequency of symptoms of psychosis in
ADP patients (p=0.045)

Additional Analyses:
✓ Responder analyses
✓ Exposure-response relationship
✓ SAPS–H+D and CGI–I severity scores
✓ 34 mg relative performance

Additional Analyses:
✓ Greater benefit in more severe patients
✓ Responder analyses
✓ Sensitivity analyses intended to address
concerns stated in the CRL

Resubmission based on additional analyses from two studies which demonstrate
consistent benefit observed in ADP across studies and endpoints
1Tariot

PN, et al. N Engl J Med. 2021; 385(4):309-319.
C, et al. Lancet Neurol. 2018;17(3):213-222. Ballard C, et al. J Prev Alzheimers Dis. 2019;6(1):27-33.
Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
2Ballard
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Plan to Resubmit sNDA for Pimavanserin

1

Engaged in three productive meetings with the FDA in 2021

2

Resubmission focused on ADP, the largest subgroup of dementia

3

Opportunity to respond to CRL and provide comprehensive data
package to support benefit/risk of pimavanserin for ADP

Acadia plans to resubmit sNDA for ADP in 1Q22
CRL = Complete Response Letter received from the FDA for original sNDA submission for pimavanserin focused on the treatment of dementia-related psychosis.
NUPLAZID (pimavanserin) is only approved in the U.S. by the FDA for the treatment of hallucinations and delusions associated with Parkinson’s disease psychosis.
Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
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Upcoming NDA Submission:
Trofinetide for the
Treatment of Rett syndrome

Rett Syndrome is a Significant Unmet Need

Epidemiology1,2

• Rare; occurring worldwide in approximately 1 in 10,000 to
15,000 female births (~6,000 to 9,000 patients in the U.S.)
• Debilitating neurologic disease occurring primarily in females
• Causes problems in brain function with rapid decline
commencing around 6 to 18 months of age
• Can have the following symptoms:

Impact1

–

Loss of communication, both verbal and nonverbal

–

Cognitive, sensory, emotional, motor impairment

–

Loss of purposeful hand use

–

Significant GI issues, including constipation

–

Loss of independence

No FDA-approved treatment for Rett syndrome

1National

Institute of Mental Health. Rett Syndrome Fact Sheet. https://www.ninds.nih.gov/Disorders/Patient-Caregiver-Education/Fact-Sheets/Rett-Syndrome-Fact-Sheet. Accessed July 20, 2020.
prevalence estimate based on incidence rates from the National Institutes of Health – National Institute of Neurological Disorders and Stroke.
Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
2U.S.
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Lavender Study: Top-line Efficacy Results
Full Analysis Set
Placebo

Trofinetide

-1.7 (0.98)

-5.1 (0.99)

Primary Endpoints:
RSBQ
(Change from baseline to week 12) Mean (SE)
Two-sided p-value

0.0175

Effect Size; Cohen’s d

0.37

CGI-I
(Score at week 12) Mean (SE)

3.8 (0.06)

3.5 (0.08)

Two-sided p-value

0.0030

Effect Size; Cohen’s d

0.47

Key Secondary Endpoint:
CSBS-DP-IT Social Composite Score
(Change from baseline to week 12) Mean (SE)

-1.1 (0.28)

-0.1 (0.28)

Two-sided p-value

0.0064

Effect Size; Cohen’s d

0.43

RSBQ = Rett Syndrome Behaviour Questionnaire.
CGI-I = Clinical Global Impression of Improvement.
CSBS-DP-IT Social = Communication and Symbolic Behavior Scales Developmental Profile™ Infant-Toddler Checklist – Social Composite Score.
Provided January 11, 2021 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
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NDA for Trofinetide in Rett Syndrome
Trofinetide has been granted:
• Rare Pediatric Disease designation
• Fast-Track Status
• Orphan Drug designation
Pre-NDA meeting with FDA planned for 1Q22
NDA will be based on:

Pivotal Efficacy

Positive Phase 3
Lavender Study

1Glaze

Supportive Efficacy

Safety Database

Positive Phase 2 Study for
Trofinetide in Rett syndrome1

Safety and
Tolerability Data
from Complete
& Ongoing Studies2

DG, et al. Neurology. 2019;92(16):e1912-e1925.
of data from previously completed placebo-controlled studies, ongoing open-label extensions, and ongoing 2-5 year old study.
Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
2Inclusive
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Develop the Next Wave

of Breakthroughs

Program Development Pipeline
Program

Indication

NUPLAZID®
(pimavanserin)1

Parkinson’s Disease
Psychosis

Pimavanserin2

Alzheimer’s Disease
Psychosis

Trofinetide3

Rett Syndrome

Pimavanserin

Negative Symptoms of
Schizophrenia

ACP-044

Postoperative Pain

ACP-044

Osteoarthritis Pain

ACP-3194

Schizophrenia and
Cognition in Alzheimer’s

Preclinical

Phase 1

Phase 2

Phase 3

Marketed

Early-Stage Programs (undisclosed)
(pimavanserin) is only approved in the U.S. by the FDA for the treatment of hallucinations and delusions associated with Parkinson’s disease psychosis.
received a CRL for its sNDA for pimavanserin for the treatment of DRP. Acadia is planning to resubmit the sNDA for the treatment of dementia focused on Alzheimer’s disease psychosis.
3Acadia has an exclusive license to develop and commercialize trofinetide in North America from Neuren Pharmaceuticals.
4Acadia has an exclusive worldwide license to develop and commercialize ACP-319 and other M1 PAM program compounds from Vanderbilt University.
Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
1NUPLAZID
2Acadia
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Pimavanserin for the Treatment of the
Negative Symptoms of Schizophrenia
High Unmet Need1:

ADVANCE-1 Results2

• No FDA-approved treatment
• >700K patients receiving treatment in the U.S. have
persistent negative symptoms

•

Positive results recently published in The Lancet
Psychiatry

Negative Symptoms Include1:

•

Met primary endpoint: significant improvement
from change from baseline to week 26 on the NSA16 total score, compared with placebo (p=0.043)

•

Social withdrawal

•

Lack of emotion

•

Restricted speech

•

Blunted affect

This Can Lead

to1:

•

Long-term disability

•

Significant caregiver burden

Phase 3 ADVANCE-2 Study
•

26-week pivotal study in ~386 patients3

•

Evaluating 34 mg dose of pimavanserin

•

Top-line results expected in 2023

NSA = Negative Symptoms Assessment-16.
1Studies suggest that ~40-50% of schizophrenia patients experience predominant negative symptoms; Patel et al. 2015, Haro et al., 2015, Bobes et al. 2010, and Chue and Lalonde, 2014. According to National Institute of Mental Health; Martin
Lepage et al. The Prevalence of Negative Symptoms Across the Stages of the Psychosis Continuum, Schizophrenia Bulletin. Mar 2017, Vol 43 and Acadia market research.
2 Pimavanserin for negative symptoms of schizophrenia: results from the ADVANCE phase 2 randomised, placebo-controlled trial in North America and Europe, Bugarski-Kirola, Dragana et al. The Lancet Psychiatry, Volume 9, Issue 1, 46 – 58.
3Patients in the ADVANCE-2 study are on either 34mg of pimavanserin or placebo in addition to a stable background antipsychotic to control their positive symptoms.
NUPLAZID (pimavanserin) is only approved in the U.S. by the FDA for the treatment of hallucinations and delusions associated with Parkinson’s disease psychosis.
Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
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ACP-044 Phase 2 Program for Pain Management
Phase 2 Study: Acute Pain

First in Class Redox Modulator for Pain:
•

ACP-044 is a non-opioid, first in class small molecule,
with potential to modulate redox pain pathways
upstream1,2,3

•

Phase 2 study ongoing in postoperative pain
following bunionectomy surgery in ~240 patients

•

Top-line results expected around end of 1Q22

High Unmet Need:
•

•

>50 million surgical
cases in the U.S.
annually4
>30 million patients
suffer from osteoarthritis
in the U.S.5

1Tissue

Phase 2 Study: Chronic Pain

•

Phase 2 study ongoing in pain associated with
osteoarthritis

•

Top-line results expected in 4Q22

injury or disease can increase formation of reactive oxygen and nitrogen species (ROS/RNS), initiating redox signaling pathways that result in pain.
PM, Gaudet AD, Staikopoulos V, Maier SF, Hutchinson MR, et al. Nitroxidative signaling mechanisms in pathological pain. Trends Neurosci. 2016;39:862-879; 3Zahan OM, Serban O, Gharman C, Fodor D. The evaluation of oxidative stress in
osteoarthritis. Med Pharm Rep. 2020;93:12-22; 4L.E.K. Consulting / Executive Insights, Volume XIX, Issue 25, 2017; 4https://www.cdc.gov/arthritis/basics/osteoarthritis.htm. Alamanda VK et al. Arthritis Care Res (Hoboken). 2019. doi: 10.1002/acr.23933.
5Chou R, Gordon et al Management of Postoperative Pain: A Clinical Practice Guideline J Pain. 2016 Feb;17(2):131-57. doi: 10.1016/j.jpain.2015.12.008; Wilson N, Kariisa M, Seth P, Smith H IV, Davis NL. Drug and Opioid-Involved Overdose Deaths —
United States, 2017–2018. MMWRWkly Rep 2020;69:290–297.
Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
2Grace

Collaboration with Stoke Therapeutics
Leverages Stoke’s proprietary TANGO research platform

Collaboration focused on discovery and development of 3 severe, rare, and
genetic neurodevelopmental diseases in CNS
Acadia receives:
• 50:50 co-development and co-commercialization to SYNGAP1 syndrome program
• Worldwide license to Rett syndrome (MECP2) program
• Worldwide license to program for undisclosed neurodevelopmental target

TANGO = Targeted Augmentation of Nuclear Gene Output is Stoke’s proprietary research platform.
Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
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Pipeline Opportunities
M1 PAM program licensed from Vanderbilt University:
• Lead compound, ACP-319 in Phase 1 clinical development

Collaboration with Stoke Therapeutics

• Programs targeted at leveraging the learnings of pimavanserin
• Additional undisclosed CNS targets

Continue pursuing strategic business development opportunities

Develop the Next wave of Breakthroughs in CNS
NUPLAZID (pimavanserin) is only approved in the U.S. by the FDA for the treatment of hallucinations and delusions associated with Parkinson’s disease psychosis.
Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
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Development Timelines
Expected
Timing

Compound

Indication

Milestone

Pimavanserin

Alzheimer’s Disease
Psychosis

Resubmission of sNDA

Trofinetide

Rett Syndrome

Submission of NDA

ACP-044

Acute Pain
(Bunionectomy)

Top-line Results: Phase 2 Study

~ End 1Q22

ACP-044

Chronic Pain
(Osteoarthritis)

Top-line Results: Phase 2 Study

4Q22

Pimavanserin

Negative Symptoms of
Schizophrenia

Top-line Results: Phase 3 ADVANCE-2 Study

2023

NUPLAZID (pimavanserin) is only approved in the U.S. by the FDA for the treatment of hallucinations and delusions associated with Parkinson’s disease psychosis.
Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.

1Q22

Mid-22
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Acadia’s Growth Strategy

Drive Growth of
NUPLAZID® Franchise

2 Submissions
to FDA in 2022

Develop the Next Wave
of Breakthroughs

Building a Leading CNS Company
NUPLAZID (pimavanserin) is only approved in the U.S. by the FDA for the treatment of hallucinations and delusions associated with Parkinson’s disease psychosis.
Provided January 11, 2022 as part of an oral presentation and is qualified by such; contains forward-looking statements; actual results may vary materially; Acadia disclaims any duty to update.
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Q&A Session

