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Provided July 31, 2019 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.

Forward-Looking Statement

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, depression 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 PD, PD Psychosis, dementia-related psychosis,
schizophrenia or depression and the potential use of trofinetide in Rett syndrome; (iv) potential markets for any of our products, including
NUPLAZID and trofinetide; and (v) our estimates regarding our future financial performance, cash position or capital requirements.
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, 2018 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.
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CEO Opening Remarks
Steve Davis
CEO
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Recent Highlights of Executing on our Strategy

2Q19 net sales $83.2M, ~46% YoY growth

Grow

FY 2019 net sales guidance increased to $320 to $330 million

▪ Represents a 45% YoY net sales increase at mid-point of the
range

Pimavanserin for Dementia-Related Psychosis:

▪ Phase 3 HARMONY results expected 2H20; interim read in 2H19
Pimavanserin for Major Depressive Disorder:

▪ Phase 3 CLARITY-2 and Phase 3 CLARITY-3 initiated

Leverage

Pimavanserin for Schizophrenia:

▪ Phase 2 ADVANCE results expected year-end 2019
Trofinetide for Rett Syndrome:

▪ Phase 3 LAVENDER study to initiate in 4Q19
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NUPLAZID is approved in the U.S. for hallucinations and delusions associated with Parkinson’s disease psychosis.
Provided July 31, 2019 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.

Commercial Update
Michael Yang
Chief Commercial Officer

Significant Growth of NUPLAZID® in PDP in the Second Quarter

✓Continued growth in new prescribers, LTC pharmacies, and new-to-brand patients

✓Growth accelerated in both Specialty Pharmacy and Specialty Distribution channels1
✓Principal growth drivers:
▪ Successful transition to 34 mg and 10 mg
▪ DTC ad campaign increased demand and brand awareness
▪ Increase in compliance for established patients

✓Execute commercial initiatives to fuel growth
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1Specialty

pharmacy (SP) is approximately 2/3 of the total business. Specialty distribution (SD) is approximately 1/3 of the total business. Long-term care (LTC) is approximately 3/4 of the SD business.
NUPLAZID is approved in the U.S for hallucinations and delusions associated with Parkinson’s disease psychosis.
Provided July 31, 2019 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.

R&D Update
Serge Stankovic, M.D., M.S.P.H.
President

Significant Late-Stage Pipeline Opportunities
COMPOUND/
PROGRAM

INDICATION

NUPLAZID®
(pimavanserin)1

Hallucinations and
Delusions associated with
PD Psychosis

Pimavanserin

Dementia-Related
Psychosis

Pimavanserin

Major Depressive Disorder
Adjunctive Therapy

Trofinetide2

Rett Syndrome

Pimavanserin

Schizophrenia
Negative Symptoms
Adjunctive Therapy
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1NUPLAZID

IND-TRACK

PHASE 1

PHASE 2

PHASE 3

is approved in the U.S; 2ACADIA has an exclusive license to develop and commercialize trofinetide in North America from Neuren Pharmaceuticals.
Provided July 31, 2019 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.

MARKETED

Dementia-Related Psychosis (DRP)
HIGH UNMET NEED

CLINICAL PROGRAM

No FDA-approved treatment

•

~8 million patients in the U.S. have dementia with
an estimated 2.4 million patients with psychosis1

• ~25% of subjects enrolled with MMSE score <25. In this dementia
subgroup, a treatment difference of 5.71 points (p=0.002)4
was observed
•

Potential U.S. Addressable Market:

In the Phase 3 PDP trial3, pimavanserin 34 mg met the primary
endpoint, change in SAPS-PD score from baseline to Day 43, (p=0.001)

In the Alzheimer’s disease psychosis Phase 2 clinical trial5,
pimavanserin 34 mg met the primary endpoint, change from baseline to
Day 43 in the NPI-NH psychosis subscale, (p=0.0451)

~1.2M patients diagnosed1
Phase 3 HARMONY Relapse Prevention Study
Serious consequences:
▪ Repeated hospital stays
▪ Earlier progression to nursing home
▪ More rapid progression of dementia
▪ Increased risk of morbidity and mortality
Antipsychotics used off-label accelerate cognitive
decline – equivalent to about one year of disease
progression – and carry significant side effects2
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12017

• Primary endpoint – Average time to relapse between
pimavanserin and placebo
• Enrollment ongoing
• Final Data expected 2H 2020
• Interim read expected 2H 2019

Alzheimer’s Disease Facts and Figures and ACADIA market research; 2Schneider LS, Tariot PN, Dagerman KS, et al, CATIE-AD Study Group. Effectiveness of atypical antipsychotic drugs in patients with
Alzheimer’s disease. N Engl J Med 2006; 355: 1525–38; 3Cummings J, et al. Lancet. 2014;383:533-540.; 4Espay A, et al. Movement Disorders Vol.33, No.11, 2018.; 5Ballard C, et al. Lancet. 2018;17:213-222.
Provided July 31, 2019 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.

Phase 3 HARMONY Relapse Prevention Study
12-Week
OPEN LABEL PERIOD

At end of 12-Week
OPEN LABEL PERIOD

26-Week
RANDOMIZED (1:1)
DOUBLE-BLIND PERIOD

PRIMARY ENDPOINT

PIMAVANSERIN
Patients with
dementia-related
psychosis
enter trial

ALL
patients go on
34 mg of
pimavanserin1

Average time to
relapse between
pimavanserin and
placebo

PIMAVANSERIN
RESPONDERS
enter randomized,
double-blind period

PLACEBO
NON-RESPONDERS
exit

11 |

1Patients

are able to reduce dose from 34 mg to 20 mg of pimavanserin in the first 4 weeks of open label period.
Provided July 31, 2019 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.

Major Depressive Disorder (MDD) – Adjunctive Therapy
HIGH UNMET NEED

CLINICAL PROGRAM

Majority of patients with MDD do not respond to initial
antidepressant therapy

Phase 2 CLARITY Study

Potential U.S. Addressable Market:

~2.5M treated w/ adjunctive therapy1
Current adjunctive use of antipsychotics in MDD
can lead to significant side effects:
▪ Sedation
▪ Weight gain
▪ Sexual dysfunction
▪ Cognitive impairment
▪ Extrapyramidal symptoms
▪ Rare but serious tardive dyskinesia

Pimavanserin was evaluated in 207 patients as an adjunctive
treatment to SSRI/SNRI in a 10 week, two-stage sequential
parallel comparison design (SPCD)

• Primary endpoint achieved – depression (HAMD-172) p=0.039
• Key secondary endpoint achieved – disability (SDS2) p=0.004
• Meaningful improvement in sexual function and daytime
sleepiness
• No meaningful weight gain and no motor function impairment
Phase 3 CLARITY-2 and CLARITY-3 Studies
• Two 6 week, randomized, double-blind, placebo-controlled
multi-center studies
• Adjunctive treatment of pimavanserin for patients with
inadequate response to SSRI or SNRI therapy for MDD
• Primary endpoint: Change from baseline on Hamilton
Depression Rating Scale (HAMD-17)
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1IMS

NSP, NPA, NDTI MAT-24 month data through Aug-2017; PLOS One, Characterization of Treatment Resistant Depression Episodes in a Cohort of Patients from a US Commercial Claims Database,
Oct 2013, Vol 8, Issue 10.; 2HAMD-17: 17-item Hamilton Depression Rating Scale; SDS = Sheehan Disability Scale.
Provided July 31, 2019 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.

Phase 3 CLARITY-2 and CLARITY-3 Studies
Two 6 Week, Randomized, Double-blind, Placebo-controlled Multi-center Studies:
6 Week Treatment Period
CLARITY-2 (U.S.)
~280 MDD patients with
inadequate response to
SSRI or SNRI

PIMAVANSERIN + background SSRI/SNRI
PLACEBO + background SSRI/SNRI

Primary Endpoint:
Change from baseline on
Hamilton Depression (HAMD-17)
Rating Scale

6 Week Treatment Period
CLARITY-3 (International)
~280 MDD patients with
inadequate response to
SSRI or SNRI

PIMAVANSERIN + background SSRI/SNRI
PLACEBO + background SSRI/SNRI

Primary Endpoint:
Change from baseline on
Hamilton Depression (HAMD-17)
Rating Scale

sNDA Strategy:
Phase 2 CLARITY study plus at least one of the two Phase 3 studies
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Provided July 31, 2019 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.

Summary of Top-line Phase 3 ENHANCE Results
in Schizophrenia Inadequate Response
The study did not achieve statistical significance on the primary endpoint
Pimavanserin showed a consistent trend in improvement of psychotic symptoms
▪ Primary endpoint of PANSS total score compared to placebo (p=0.0940)
▪ Key secondary endpoint of CGI-S score (p=0.0543)
Positive effects observed on two pre-specified measures of negative symptoms:
▪ PANSS negative symptom scale sub-score, a secondary endpoint (unadjusted p-value of 0.0474)
▪ PANSS Marder negative factor score, an exploratory endpoint (unadjusted p-value of 0.0362)
Pimavanserin was well-tolerated with low rates of adverse events, serious adverse events, and
discontinuations due to adverse events
▪ No effect on vital signs, weight, metabolic syndrome and extrapyramidal symptoms
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Pimavanserin (NUPLAZID®) is only approved in the U.S by the FDA for the treatment of hallucinations and delusions associated with Parkinson’s disease psychosis.
Provided July 31, 2019 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.

Schizophrenia Negative Symptoms – Adjunctive Therapy
HIGH UNMET NEED

CLINICAL PROGRAM

No FDA-approved treatment

• Positive signal observed on PANSS negative symptom
subscale when studied as adjunctive therapy to
antipsychotic in Phase 3 ENHANCE study2

~40 - 50% of schizophrenia patients experience
prominent negative symptoms1

Potential U.S. Addressable Market:
>1M patients1
Prominent negative symptoms:
▪ Flat affect
▪ Loss of interest
▪ Emotional withdrawal
▪ Cognitive impairment
Current antipsychotics target positive symptoms
with minimal effect on negative symptoms
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1Studies

• Positive signal observed on PANSS negative symptom
subscale when studied in combination with low dose
risperidone3
Phase 2 ADVANCE Study
• Adjunctive treatment of pimavanserin for patients with
predominant negative symptoms of schizophrenia
• Patients randomized to pimavanserin + background
antipsychotic or placebo + background antipsychotic
• Primary endpoint – change from baseline on the Negative
Symptom Assessment-16 (NSA-16) total score
• Enrollment complete
• Data expected around year-end 2019

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. 2Details from the Phase 3
ENHANCE study are included in the press release issued by the Company on July 22, 2019. 3Meltzer H, et al. Schizophrenia Research. 2012;141:144-152.
Provided July 31, 2019 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.

Phase 2 ADVANCE Study
ADVANCE: 26 Week, Randomized, Double-blind, Placebo-controlled,
Multi-center Outpatient Study
26 Week Treatment Period

~380 patients with
predominant negative
symptoms of
schizophrenia

PIMAVANSERIN + background antipsychotic*

Primary Endpoint:
Change from baseline on
the Negative Symptom
Assessment-16 (NSA-16)
total score

PLACEBO + background antipsychotic*
Flexible dosing
regimen*

Baseline

Week 8

Week 26

*Starting daily dose of 20 mg pimavanserin at Baseline may be adjusted to 34 mg or 10 mg
between weeks 2 and 8
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Rett Syndrome
Rett syndrome is caused by mutations on the
X chromosome on the MeCP2 gene:

▪ Debilitating neurologic rare disease

▪ 6,000 to 9,000 patients in the U.S.1
▪ No FDA-approved treatment
▪ Primarily occurs in females causing problems in
brain function with rapid decline between 6 and 18
months of age and can have the following
symptoms:
-
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Cognitive, sensory, emotional, motor impairment
Loss of independence
Loss of purposeful hand use
Loss of spoken communication

prevalence estimate based on incidence rates from the National Institutes of Health – National Institute of Neurological Disorders and Stroke.
Provided July 31, 2019 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.
1U.S.

Trofinetide Clinical Program: Rett Syndrome
Trofinetide

CLINICAL PROGRAM

Trofinetide is a novel synthetic analog
of the amino-terminal tripeptide of IGF-1

LAVENDER: Phase 3 initiation planned for 4Q19
▪ ~180 females (ages 5 – 20) with Rett syndrome
▪ Double-blind, placebo-controlled
▪ Co-primary endpoints: RSBQ and CGI-I
▪ 12-week study duration

Designed to treat the core symptoms of
Rett syndrome by reducing
neuroinflammation and supporting synaptic
function
Phase 2 study:
significant improvements in
▪ Statistically
1
RSBQ (p-value = 0.042) and
1
CGI-I (p-value = 0.029)
in girls 5 – 15 years of age

▪ U.S. Fast Track Status
▪ Orphan Drug Designation in the U.S. and Europe for
Rett syndrome

recently
▪ Positive Phase 2 study results
®2

published in Neurology
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1RSBQ

= Rett Sydnrome Behaviour Questionnaire (caregiver assessment); CGI-I = Clinical Global Impression Scale-Improvement (physician assessment)
D, et al. Neurology. Apr 2019, 92 (16) e1912-e1925.
Provided July 31, 2019 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.
2Glaze

Clinical Milestones
EXPECTED
TIMING

COMPOUND/
PROGRAM

INDICATION

MILESTONE

Pimavanserin

Major Depressive Disorder
Adjunctive Therapy

✓ Commenced Phase 3 program

Pimavanserin

Schizophrenia
Negative Symptoms

Top-line Phase 2 ADVANCE study results

Pimavanserin

Dementia-Related
Psychosis

Final Phase 3 HARMONY results
• Interim read

2H20
2H19

Trofinetide

Rett Syndrome

Phase 3 program initiation

4Q19
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Pimavanserin (NUPLAZID®) is only approved in the U.S by the FDA for the treatment of hallucinations and delusions associated with Parkinson’s disease psychosis.
Provided July 31, 2019 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.

2Q19

~Year-end
2019

Finance Update
Elena Ridloff
Chief Financial Officer

2Q19 Financial Highlights
2Q19
(GAAP)

2Q18
(GAAP)

YoY Change

Total Revenue

$83.2

$57.1

+46%

Cost of Product Sales, License Fees and
Royalties

$5.0

$5.1

-2%

R&D

$67.3

$46.6

+44%

SG&A

$68.0

$69.5

-2%

($54.9)

($63.3)

-13%

Basic and FD Shares Outstanding (M)

144.3

124.9

+15%

EPS

(0.38)

(0.51)

+25%

Cash Balance 6/30/20191

$381.9

$ Millions, Except EPS

Net Loss

21 |

1Cash

balance includes cash, cash equivalents and investments as of 6/30/2019.
Provided July 31, 2019 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.

FY2019 Financial Guidance
Updated Guidance

Previous Guidance

YoY Growth1

$320 to $330M

$280 to $300M

+45%

17-18%

18-19%

-

GAAP R&D
Expense

$250 to $265M

$250 to $265M

+38%

GAAP SG&A
Expense

$300 to $315M

$280 to $295M

+16%

$80 to $90M

$80 to $90M

+4%

FY 2019
NUPLAZID®
Net Sales
Gross-to-Net Adjustment

Non-Cash Stock-Based
Compensation Expense
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1YoY

Growth numbers based on mid-point of guidance ranges.
Provided July 31, 2019 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.

CEO Closing Remarks
Steve Davis
CEO
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Improving Lives

3 Strategic Pillars to Achieving our Vision
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Grow

Leverage

Expand

NUPLAZID® as the only
approved treatment for
patients with Parkinson’s
disease psychosis

Our capabilities by
developing our pipeline in
additional indications with
significant unmet need

Our pipeline through
focused business
development in CNS
disorders with high
unmet need

NUPLAZID is approved in the U.S. for hallucinations and delusions associated with Parkinson’s disease psychosis.
Provided July 31, 2019 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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