Harmony Biosciences
Company Overview

November 2021

Legal Disclaimer
This presentation includes forward‐looking statements within the meaning of the Private Securities Reform Act of
1995. All statements other than statements of historical facts contained in these materials or elsewhere, including
statements regarding Harmony Biosciences Holdings, Inc.’s (the “Company”) future financial position, business
strategy and plans and objectives of management for future operations, should be considered forward-looking
statements. Forward-looking statements use words like “believes,” “plans,” “expects,” “intends,” “will,” “would,”
“anticipates,” “estimates,” and similar words or expressions in discussions of the Company’s future operations,
financial performance or the Company’s strategies. These statements are based on current expectations or
objectives that are inherently uncertain, especially in light of the Company’s limited operating history. These and
other important factors discussed under the caption “Risk Factors” in the Company’s Annual Report on Form 10-K
filed with the U.S. Securities and Exchange Commission (the “SEC”) on March 25, 2021 and its other filings with the
SEC could cause actual results to differ materially and adversely from those indicated by the forward-looking
statements made in this presentation. While the Company may elect to update such forward-looking statements at
some point in the future, it disclaims any obligation to do so, even if subsequent events cause its views to change.
This presentation includes information related to market opportunity as well as cost and other estimates obtained
from internal analyses and external sources. The internal analyses are based upon management’s understanding of
market and industry conditions and have not been verified by independent sources. Similarly, the externally sourced
information has been obtained from sources the Company believes to be reliable, but the accuracy and
completeness of such information cannot be assured. Neither the company, nor any of its respective officers,
directors, managers, employees, agents, or representatives, (i) make any representations or warranties, express or
implied, with respect to any of the information contained herein, including the accuracy or completeness of this
presentation or any other written or oral information made available to any interested party or its advisor (and any
liability therefore is expressly disclaimed), (ii) have any liability from the use of the information, including with respect
to any forward-looking statements, or (iii) undertake to update any of the information contained herein or provide
additional information as a result of new information or future events or developments.
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Corporate Highlights
•

Commercial-stage US Pharma company focused on treatments for patients living
with rare, neurological diseases who have unmet medical needs

•

Opportunity to expand existing $2B narcolepsy market with WAKIX® (pitolisant)
• First-in-class molecule with a novel mechanism of action (MOA)
• Approved for treatment of EDS or cataplexy in adult patients with narcolepsy
• Only FDA-approved non-scheduled treatment option for narcolepsy
• WAKIX® is first and only non-scheduled FDA approved treatment for narcolepsy
• Differentiated product
profile
• Favorable safety/tolerability profile, broad clinical utility in narcolepsy
• Convenient, once-daily dosing
• $160M net revenues in 2020

•

WAKIX Life Cycle Management opportunities
• Portfolio-in-a-product opportunity with pitolisant
• Novel MOA supports mechanism-based approach to LCM drug development
• New indications being pursued in additional rare neurological diseases

•

Expanded pipeline with acquisition of HBS-102

•

Strong financial position
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2020 Achievements and 2021 Milestones

2020
Raised $147M in IPO
Added to Russell 2000 and
3000 Indices
WAKIX generated $160M in
first full year of sales
Received FDA approval for
cataplexy indication
Initiated Phase 2 trial in PWS
Submitted IND for DM
development program

2021
Opened IND for Myotonic Dystrophy (DM)
High Burden data for WAKIX published in Sleep
Medicine
Presentation of additional data for WAKIX at
AAN, APA, and SLEEP
 Initiated Phase 2 trial in DM
 Acquired first asset to expand pipeline
 Publication of AASM Narcolepsy Treatment
Guidelines
 Added to S&P SmallCap 600 Index (Oct. 2021)
Assess additional opportunities to expand
pipeline
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Harmony’s Strategy for Growth

Optimize
WAKIX ®
Performance

Expand
Clinical
Utility of
WAKIX

Acquire
New
Assets
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Harmony Development Pipeline
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Adult Narcolepsy Commercial Opportunity & Launch Performance

Significant Adult Narcolepsy Market Value
Opportunity

~$2.1B
Net Sales

165,000

People Living With Narcolepsy in the U.S.
93,000

72,000

WAKIX
Patient
Opportunity

U.S. Narcolepsy Market (2020)

Factors contributing to market growth
•
•
•
•

Growth in diagnosis rates in recent years
Increased investment in education
Introduction of new entries
Low satisfaction with traditional treatment options
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Narcolepsy Treatment Landscape
No Therapeutic Advancements, No New MOAs for 10+ Years Prior to 2019
1920s

1990s

2007

Amphetamine,
Methamphetamine,
Dextroamphetamine,
Methylphenidate, WPAs, TCAs
and dual acting
Antidepressants
Provigil
(modafinil)
1998

Xyrem
(sodium
oxybate)

Nuvigil
(armodafinil)

2002

2017

No New Therapeutic Advances
in Over 10 Years
Until WAKIX, all FDA-approved
treatments for narcolepsy have
been scheduled as controlled
substances by DEA

2007

2019

Innovative
First-in-Class
Therapy

WAKIX
Sunosi
(solriamfetol)

Recent Approval, Current Development Pipeline and Anticipated Future Products in Narcolepsy
Xywav
(calcium, magnesium,
potassium and sodium
oxybates)

FT-218
1x/nightly
Sodium Oxybate

Generic
Sodium Oxybate

AXS-12
Reboxetine

TAK-925/994
O2R Agonists

FDA Approved July 21, 2020
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Market Research Supports the Need for Novel Treatment
Options for People Living with Narcolepsy
Patient survey of 200 people living with narcolepsy showed:

Expressed frustrations
with narcolepsy
medications

94%

Believed they needed
new treatment options

Versta Research, Know Narcolepsy Survey (“Know Narcolepsy”), October 2018

A retrospective, electronic chart review of 97 treated
narcolepsy patients conducted at Rush University
Medical Center found the majority of patients reported
unresolved symptoms even while on treatment

Patients reported having
residual symptoms that
disrupt their life even
while on current
medications
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Core Attributes of WAKIX Product Profile Align with
Existing Unmet Needs in Narcolepsy

In descending order of importance as stated by
combined HCP and patient audience

Top Unmet Needs in Narcolepsy
(cited by patients and HCPs)

WAKIX (pitolisant)*

Need for non-scheduled treatment options
(low/no abuse potential)

First and only FDA approved
non-scheduled treatment option
for narcolepsy

Need for more tolerable treatment
regimens

Established Safety Profile
No Boxed Warning, no REMS Program

Need for more effective treatment options

Statistically significant reduction in EDS
and cataplexy demonstrated in two
Phase III trials

Novel MOAs beyond currently available
therapies needed

First-in-class molecule with a novel MOA;
H3R antagonist/inverse agonist; works
through histamine

Need for less frequently dosed products;
need for once-daily options

Convenient, once daily dosing in the
morning upon wakening
* Based on FDA approved product labeling

Source: Harmony ATU, July 2018 (n=286); Versta Research, Know Narcolepsy Survey (“Know Narcolepsy”), October 2018
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HCP Insights Demonstrate Future Growth Opportunity
for WAKIX in Adult Narcolepsy
Key Findings from HCP Market Research:

84%
Significant unmet need
and WAKIX offers a
unique treatment option
for patients

95%
WAKIX is effective for
treatment of EDS and
90% effective for
cataplexy

~90%

Expecting to prescribe the
same or increase their
use of WAKIX in more
patients in the future

 WAKIX is being well received by patients
 WAKIX is appropriate for the vast majority of narcolepsy patients
 Patient opportunity increased since the approval for the cataplexy indication
Demonstrates the overall benefit/risk profile, broad clinical utility to narcolepsy patients
Source: Harmony Market Research conducted with 50 narcolepsy treating HCPs, April 2021 (n=50)
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Patient Insights Demonstrate Future Growth
Opportunity for WAKIX
Key Findings from Patient Market Research:
 Patients communicated an overall good experience with WAKIX
 Better experience in learning about and accessing the medication than other
narcolepsy treatments

75%

Patient’s interest in
WAKIX is strong and has
increased since the
cataplexy indication

80%

Likely to tell other
people living with
narcolepsy about
WAKIX

90%

WAKIX users expect to
continue to take WAKIX

Source: Harmony Market Research conducted with 30 narcolepsy patients with WAKIX experience, April 2021 (n=30)
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Q3 2021 WAKIX Revenue Performance
Continued Growth with Q3 Revenue of $80.7M

3Q20

2Q21

3Q21

3Q21
vs.
2Q21

$45.6

$73.8

$80.7

9.4%

$80.7
$73.8

$56.3

$59.7

3Q21
vs.
3Q20
77%

$45.6
$38.0

Strong Revenue Growth in Q3 2021
 9.4% growth Q3 2021 vs. Q2 2021

$19.8

 77% growth Q3 2021 vs. Q3 2020

$6.0
Q4
2019

 Continued sequential quarter over
quarter growth from launch
Q1
2020

Q2
2020

Q3
2020

Q4
2020

Q1
2021

Q2
2021

Q3
2021

WAKIX Net Revenue ($m)
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WAKIX® (pitolisant) Clinical Overview

Pitolisant: First-in-Class Molecule;
Novel Mechanism of Action
 Pitolisant - Potent, highly selective histamine 3 (H3) receptor antagonist/inverse agonist


Increases histaminergic transmission in the brain



Activates other wake promoting neurotransmitters (dopamine, norepinephrine, serotonin, acetylcholine)
•

Does not increase dopamine in the nucleus accumbens (consistent with its lack of abuse potential)

 Role of histamine in sleep-wake state stability (3 H’s)
Cortex

TMN (Histamine)
Wake-promoting

Wake promoting
neurons

Acetylcholine
Dopamine
Norepinephrine
Serotonin

LH (Hypocretin/orexin)
Wake-promoting

VLPO (GABA)

REM sleep
promoting neurons

Histamine, norepinephrine and
serotonin inhibit REM sleeppromoting neurons

NREM sleep
promoting neurons

Hypothalamus

Excitatory

Inhibitory
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WAKIX Phase 3 Clinical Development Program
Name of Study
Study Design
HARMONY 1

Number
of
Patients

Maximum Dose;
% at that Dose

Primary
Objective

Results

N = 95

35.6 mg;
61%

Assess change in
Epworth Sleepiness
Scale (ESS) score
from baseline to
final visit

-6.0 for WAKIX compared to -2.9
for placebo
(treatment effect -3.1; p=0.022)

N = 166

17.8 mg
76%

Assess change in ESS
score from baseline
to final visit

-5.0 for WAKIX compared to -2.8
for placebo
(treatment effect -2.2; p=0.030)

N = 106

35.6 mg
65%

Assess change in
Weekly Rate of
Cataplexy (WRC)

WRC decreased 75% for WAKIX
compared to 38% for placebo
(rate ratio 0.51; p<0.0001)

N = 104

35.6 mg
88%

Long-term safety

Safety/tolerability profile
consistent with that seen in the
RCTs

N = 43

35.6 mg & 213.6 mg;
phentermine 60 mg
(active control)

Assess drug liking

WAKIX demonstrated a statistically
significant and clinically relevant
reduction in drug liking compared
to phentermine (p<0.0001)

Randomized, double-blind, placebo and
active control; patients with narcolepsy ±
cataplexy; 8 weeks of treatment

HARMONY 1bis
Randomized, double-blind, placebo and
active control; patients with narcolepsy ±
cataplexy; 8 weeks of treatment

HARMONY CTP
Randomized, double-blind, placebo
control; patients with narcolepsy and
cataplexy; 7 weeks of treatment

HARMONY 3
Long-term, open-label, real-world trial;
≥1 year of treatment

Human Abuse Potential Study
Randomized, double-blind, active &
placebo-controlled, 4-way crossover study
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Clinical HAP Study – WAKIX Showed Significantly
Lower Maximum Drug Liking Compared to Schedule IV Stimulant



Significant reduction in maximal drug liking for both doses of WAKIX compared to phentermine (P<0.0001)



Same pattern seen on key secondary endpoints of Overall Drug Liking and Take Drug Again – significant reduction for
both doses of WAKIX compared to phentermine (P<0.0001)



Responses to both doses of WAKIX were similar to placebo
Setnik B et al. Sleep; 2020
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WAKIX: Safety & Tolerability Profile
 1,513 patients treated with WAKIX in clinical development program
 303 patients in clinical trials for narcolepsy: 172 treated with WAKIX for up to 8 weeks in
placebo-controlled trials
Most Common Adverse Reactions With WAKIX
(occurring in ≥5% of patients and twice the rate of placebo)

Pitolisant
(n=152)

Placebo
(n=114)

6%

2%

Nausea

6%

3%

Anxiety

5%

1%

Adverse Reaction
Insomnia

 In trials in which WAKIX was directly compared with placebo, 6 of 152 patients (3.9%) who
received WAKIX discontinued due to an adverse event compared to 4 of 114 (3.5%) who
received placebo
 Long-term safety of WAKIX was assessed in a 12-month open-label study (HARMONY 3) in
patients with narcolepsy (N=102)
– Safety results were consistent with those recorded in the randomized controlled trials
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New Data for WAKIX Presented at SLEEP 2021

Assessment of the Clinical Impact of Pitolisant on Excessive Daytime Sleepiness and Cataplexy
in Adults with Narcolepsy. Meskill GM et al. Poster presentation at SLEEP, June 10 – 13, 2021.
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New Data for WAKIX Presented at SLEEP 2021

Assessment of the Clinical Impact of Pitolisant on Excessive Daytime Sleepiness and Cataplexy
in Adults with Narcolepsy. Meskill GM et al. Poster presentation at SLEEP, June 10 – 13, 2021.
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AASM Treatment Guideline on Central Disorders of
Hypersomnolence
Treatment of central disorders of hypersomnolence: an American Academy of Sleep Medicine clinical practice guideline
Kiran Maski, MD, MPH; Lynn Marie Trotti MD, MSc; Suresh Kotagal, MD; Robert R Auger MD; James A Rowley MD; Sarah D
Hashmi, MBBS, MSc, MPH; Nathaniel F Watson, MD, MSc

*Accident risk and work/school performance/attendance were critical outcomes; however, no data were available. √ Critical outcomes showing clinically
significant improvement.

Adapted from: Maski K, Trotti LM, Kotagal S, et al. Treatment of central disorders of hypersomnolence: an American
Academy of Sleep Medicine clinical practice guideline. J Clin Sleep Med. 2021;17(9):1881–1893.
https://doi.org/10.5664/jcsm.9328. Copyright American Academy of Sleep Medicine. Reproduced with permission.
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Life Cycle Management for Pitolisant

Pitolisant: Portfolio in a Product Opportunity
Mechanism-based approach to
drug development and initial LCM
studies based on:

•
•

Cerebral cortex:
Attention; vigilance
Executive functioning
• Cognition

 Role of histamine in normal physiologic
functioning

Limbic Circuit:
• Emotional control
• Behavioral processing
• Consolidation of
memory

 Role of histamine in disorders of
orexin deficiency
 Location of H3 receptors throughout the
CNS
 Limited H3 receptor populations outside
the CNS
 Proven clinical efficacy of pitolisant for
EDS

•
•

Hypothalamus:
Sleep-wake regulation
• Hunger-satiety
Activation of the cortex

•

Brainstem:
Integration of neural circuitry
(NE, 5-HT, DA, ACh)
• REM-Sleep Centers
• Descending control of
neuromuscular system

Pitolisant has a unique MOA with potential for multiple additional indications in
rare neurological disease patient populations with unmet medical needs
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Prader-Willi Syndrome (PWS)
Rare, genetic multi-system disease characterized by hypothalamic dysfunction; decreased
hypocretin levels in some patients1,2

~15,000-20,000 patients in U.S. and more than 50% have Excessive Daytime Sleepiness
(EDS) due to sleep-wake state instability of central origin and other factors1

Other symptoms include behavioral issues and cognitive impairment which could be
related to, or exacerbated by, EDS

No approved treatments for EDS in patients with PWS and significant unmet medical
need; pitolisant demonstrated to improve EDS in patients with narcolepsy

Phase 2 clinical trial initiated in 2020; top-line results anticipated in 1H 2022

1. Camfferman, Sleep Medicine Reviews, 2008; 2. Omokawa et al, American Journal of Medical Genetics, 2015.
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Phase 2 Clinical Trial of Pitolisant in Patients with PWS

High-dose pitolisant (n=20)
Screening

Randomization

Low-dose pitolisant (n=20)

Open-Label
Extension

Placebo (n=20)
-28D through -1D

Titration Period
Week 1 to Week 3

Stable-Dose Period
Week 4 to Week 11

Trial Design:
• Randomized, double-blind, placebo-controlled, parallel-group study
• ~60 – 70 patients; ages 6 – 65
• ~15 clinical trial sites

Objectives:
• Primary objective: to evaluate the safety and efficacy of pitolisant compared with placebo in
treating EDS in patients with PWS
• Secondary objectives: caregiver assessment of severity based on EDS; clinician assessment of
severity based on PWS symptoms; behavioral assessments; cognitive function; caregiver
burden; long-term safety and effectiveness in patients with PWS
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Myotonic Dystrophy (DM)
Rare, genetic multi-system disease; myotonia and progressive muscle
weakness hallmark symptoms; EDS most common non-muscular symptom
(~80% - 90% of patients)1,2,3
Two forms: DM1 more common than DM2.1,2 Genetic testing suggests
~160,000 people in the US with genetic defect for DM1; of those, ~50%
symptomatic and of those, ~50% diagnosed (~40,000 patients)4
EDS and fatigue second only to muscle weakness in symptom prevalence
and impact; impaired cognitive function another prominent symptom;
decreased hypocretin levels in some patients 1,2,3,5

No approved treatments and significant unmet medical need

Phase 2 clinical trial initiated 1H 2021; top-line results anticipated in 2H 2022
1.
3.
5.

Dauvilliers et al, Sleep Medicine Reviews, 2012. 2. Hagerman et al, Muscle Nerve, 2019.
Heatwole et al. Muscle Nerve, 2016. 4. https://www.myotonic.org/; accessed June 2020
Martinez-Rodriguez et al. Sleep; 2003
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Phase 2 Clinical Trial of Pitolisant in Patients with DM1

High-dose pitolisant (n=45)
Screening

Randomization

Low-dose pitolisant (n=45)

Open-Label
Safety Trial

Placebo (n=45)
-28D through -1D

Titration Period
Week 1 to Week 3

Stable-Dose Period
Week 4 to Week 11

Trial Design:
• Randomized, double-blind, placebo-controlled, parallel-group study
• ~135 patients; ages 18 – 65
• ~20 clinical trial sites

Objectives:
• Primary objective: to evaluate the safety and efficacy of pitolisant compared with placebo in
treating EDS in patients with DM1
• Secondary objectives: to assess the impact of pitolisant on fatigue, cognitive function, patient
assessment of overall disease burden, clinician assessment of overall disease severity, and
long-term safety and effectiveness in patients with DM1
28
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Historical Financials

Strategic Financing Collaboration
$330M of financing and growth capital from Blackstone enables
Harmony to expand portfolio of assets in rare, neurological diseases

$200M

Debt to payoff existing debt
facility

$100M

$30M

Cash available for drawdown
within 12 months

Equity investment in common
stock

Benefits to Harmony
• Strengthens balance sheet
• Access to additional capital to
acquire complementary assets to
build our product pipeline
• Lower interest cost - reduces annual
interest expense by ~$11M
• Equity investment from premier,
global investment firm with leading
life sciences capabilities

30

Q3 2021 Financial Summary (in millions, USD)

Three Months Ended
September 30,
2021
Net Product Revenues

$

Cost of Product Sold
Total Operating Expenses

2020
80.7

$

14.6
$

45.1

45.6
7.9

$

27.3

R&D Expense

11.7

4.2

S&M Expense

16.5

12.6

G&A Expense

16.9

10.5

Net (Loss) Income

$

(9.6)

Cash & cash equivalents

$

189.7

$

1.9
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Summary

Corporate Highlights
•

Commercial-stage US Pharma company focused on treatments for patients living
with rare, neurological diseases who have unmet medical needs

•

Opportunity to expand existing $2B narcolepsy market with WAKIX® (pitolisant)
• First-in-class molecule with a novel mechanism of action (MOA)
• Approved for treatment of EDS or cataplexy in adult patients with narcolepsy
• Only FDA-approved non-scheduled treatment option for narcolepsy
• WAKIX® is first and only non-scheduled FDA approved treatment for narcolepsy
• Differentiated product
profile
• Favorable safety/tolerability profile, broad clinical utility in narcolepsy
• Convenient, once-daily dosing
• $160M net revenues in 2020

•

WAKIX Life Cycle Management opportunities
• Portfolio-in-a-product opportunity with pitolisant
• Novel MOA supports mechanism-based approach to LCM drug development
• New indications being pursued in additional rare neurological diseases

•

Expanded pipeline with acquisition of HBS-102

•

Strong financial position
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Thank You

November 2021

