CRESCENDO: Results From a Introduction Methods & Study Design

Su rvey of Sym ptom Burden " Narcolepsy is a chronic, debilitating, neurological condition that dysregulates the = To better understand the patient experience, burden of iliness, and unmet needs for patients
and Qualit of Life in sleep-wake cycle and is characterized clinically by excessive daytime sleepiness with narcolepsy, the Characterizing Patient Perspectives on Unmet Needs in Narcolepsy
. .y (EDS), cataplexy (narcolepsy type 1 [NT1] only; c. 70% of patients?), (CRESCENDO) survey was conducted from October to December 2023, involving adults
Patients with NarCOIepsy hypnagogic/hypnopompic hallucinations, sleep paralysis, and disrupted nocturnal diagnosed with NT1 who were currently taking US FDA-approved medication for the condition
Type 1 sleep?? = The survey comprehensively assessed the patient experience, including comorbidities, current
— Narcolepsy has a substantial impact on quality of life, impairing social, medication use, symptom burden and impact on quality of life
Michael | Thorpyl; Amy Kantz; Keith professional, and physical functioning® — Participants also completed assessments of subjective sleepiness (Epworth Sleepiness Scale;
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Samantha Floam3; Herriot Tabuteau? _ Patients with narcolepsy often require polypharmacy due the burden of the ESS), subjective cognitive function (British Columbia Cognitive Complaints Inventory; BC-CCl),

multiple symptoms experienced’ and depression (Patient Health Questionnaire-8; PHQ-8)
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= Narcolepsy is underrecognized and underdiagnosed, partially due to symptomatic
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Table 1. Baseline Characteristics Figure 4. Frequency of Cataplexy Attacks in Patients Experiencing Breakthrough
Cataplexy Respondents, %
Age, mean (range) 41 (18-82) 0 20 40 60 80 100
Age at symptom onset, mean (range) 18 (1-63) Respondents
Age at diagnosis, mean (range) 28 (8-67) Experiencing “ 12 23
Key QUEStiOﬂ Gender, n (%) C(antijSeG)Iy
Female 130 (64)
. . . mO d Multiple ti k, but not d
= What is the patient journey, 209 ey o s e
treatment expe rie nce. an d unmet Transgender, Gender Variant/Non-Conforming, or Other 10 (5) A few times per year or less
. . . ’ Decline to answer 31 (15) = Of the respondents reporting breakthrough cataplexy, 43% reported experiencing it daily
need In patIentS WIth narCOIepSy Hispanic/Latino, n (%) or multiple times per week (Figure 4)
?
type 1 Yes 10 (5) Figure 5. Impacts of Cataplexy on Quality of Life
. No . 153 (78) Respondents Who Agree/Extremely Agree*, %
Conclusions Decline to answer 34 (17) 0 20 10 60 30
Race, n (%) | | | |
m The CRESCENDO survey provides White 143 (70) utfering from slurred speech
I bI t, i ' d Decline to Answer 34 (17) embarrasses me
Ya IJa e. SEIISIE SRS IS Multiple 12 (6) Cataplexy burdens my professional
insights into the burden of Black or African American 9 (4) life (e.g. career, school)

ilIness in persons with NT1 Other 3(2)

Asian 2 (1) Falling down embarrasses me [

Despite ongoing treatment,
survey respondents reported a
wide range of persistent
symptoms including cataplexy,
EDS, and impaired cognition

Figure 1. Diagnosed Comorbidities Occurring in 25% of Participants o
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X Question: Thinking of your cataplexy on a typical day, please indicate how much you agree or disagree with each of the following statements?

r: *Of the 156 currently experiencing cataplexy.
Breakthrough cataplexy was c 30

= = When asked about their typical day, a majority of patients currently experiencing cataplexy
reported by most res pondents, 4 despite receiving treatment felt that this symptom caused them embarrassment and
substantially impacting their g %0 impacted their professional and social life (Figure 5)
g uality of life Figure 6. Assessment of Cognitive Complaints, Sleepiness, and Depression
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m The majority of respondents
reported impacts on their work, 0
home, and social lives from
cognitive complaints and
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| Th ese res u lts h Igh | Ig ht t h e ADD/ADHD, Attention-Deficit Disorder/Attention-Deficit/Hyperactivity Disorder; POTS, Postural orthostatic tachycardia syndrome. ( )

significant unmet treatment

= Depression and anxiety were the most commonly diagnosed comorbidities reported by Mild Complaints
needs of this patient population patients (Figure 1) (5-8)
Figure 2. Medication Usage Patterns Broadly Normal
0-4
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= The most common treatments were wake-promoting agents (53%), oxybates (47%), and = Cognitive impairment (BC-CCl scores 25), was observed in 73% of patients (Figure 6A)
stimulants (42%) (Figure 2A) = Neary two-thirds (64%) of participants experienced EDS, as measured by the ESS, despite
= Polypharmacy for narcolepsy was common (Figure 2B; most frequently reported): overall, receiving treatment (Figure 6B)
30% of respondents reported taking medications from 2 classes, while 30.6% reported " More than 75% of patients presented with depression, as assessed by the PHQ-8 (Figure 6C)

Acknowledgments

taking from 3 or more classes Figure 7. Quality of Life Impact of Cognitive Complaints and Depressive Symptoms

T:is s.tudy. wasfsu:portc;d by Axsome TheraieutiC]cS, Inc. Under = Almost all (93%) respondents reported discontinuing at least one medication, with lack

the d'rea'?n of the authors, Iare,d Levm_e,’ PhD, 0 A,XSO,me of desired efficacy (51%), too many side effects (42%), and recommendation of new A. Impact of Cognitive Complaints (BC-CCI Functional Items)

Therapeutics, Inc., provided medical writing and editorial bv health i 349 H v cited Respondents. %

TR o LS (e T B e RS R e treatment by healthcare provider (34%) as the most commonly cited reasons . . 4[()) 6,0 6 . o

who contributed data, personnel who collected data, and

, _ Figure 3. Prevalence of Breakthrough Symptoms Experienced Despite Treatment . | | . . l
consultants who contributed to the design of the CRESCENDO

Study. Respondents Currently Experiencing Symptom, % Make it difficult for me to do my n 5
0 20 40 60 30 100 work/schoolwork
Disclosures ' ' ' ' | Make it difficult for me to enjoy

Excessive daytime sleepiness social activities, recreational activities, or

hobbies

IMJT serves as a consultant to Axsome Therapeutics.
AK and KH are affiliated with Narcolepsy Network.
EBL, SF, and HT are current employees of Axsome
Therapeutics.

GP is a former employee of Axsome Therapeutics.

Cataplexy

Make it difficult for me to have good

Difficulty concentrating
relationships with my family and friends

N -

W Very true Mainly true  m Slightly true Not true at all

Brain fog

Disrupted nighttime sleep

B. Difficulties Associated With Depressive Symptoms for Work, Home and Social Life (PHQ-8)
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Question: How difficult have these problems made it for you to do work, take care of things at home, or get along with other people?
BC-CClI, British Columbia Cognitive Complaints Inventory; PHQ-8, Patient Health Questionnaire-8.

Sleepwalking

= A large majority of all respondents reported that cognitive complaints impaired their
professional/scholastic lives (very/mainly/slightly true; 91%); their enjoyment of recreational
] = EDS was the most prevalent breakthrough symptom experienced by participants while pursuits (83%); and their ability to have good social relationships (76%) (Figure 7A)
Society September 24-27, 2024 taking their current treatment regime (91%); cataplexy, difficulty concentrating, brain fog,
Seville, Spain and disrupted nighttime sleep were the next most experienced (77% each) (Figure 3)

Question: What is your experience, if any, with each of the following?
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= Most respondents reported that symptoms associated with depression were associated with
difficulties in their professional, home, and social lives (extremely/very/somewhat difficult;
88%) (Figure 7B)




	Slide Number 1

