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MERS-PWS
MI
mITT
MMRM
MSL
MSLT
NIH
OLE
PK
PSG
PWS
QTcF
RT
SAE
SAP
SD

SE

SI
TEAE
tmax

UsS
WHO
WNL
7ZBI-22

Montefiore-Einstein Rigidity Scale — Prader-Willi Syndrome
Multiple Imputations

Modified Intent-to-Treat

Mixed effect model repeated measures

Mean sleep latency

Multiple sleep latency test

National Institutes of Health

Open-Label Extension

Pharmacokinetic(s)

Polysomnography

Prader-Willi syndrome

QT interval corrected for heart rate based on Fridericia’s formula
Reaction time

Serious adverse event

Statistical analysis plan

Standard deviation

Standard Error

International System of Units
Treatment-emergent adverse event

Time to observed maximum plasma concentration
United States (of America)

World Health Organization

WinNonLin software

22-item Zarit Burden Interview
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Appendix 2 Prior and Concomitant Medication Start/Stop Date
Imputation

Imputation Rules for Partial Dates (D = day, M = month, Y = year)

NOT ongoing

Parameter Missing Additional Conditions Imputation
Start date for | D only M and Y same as M and Y of first Date of first dose of study drug
con meds dose of study drug
M and/or Y not same as date of first | First day of month
dose of study drug
M and D Y same as Y of first dose of study Date of first dose of study drug
drug
Y not same as Y of first dose of study | Use Jan 01 of Y
drug
M, D,and Y | None - date completely missing Day prior to date of first dose of
study drug
Stop date for D only M and Y same as M and Y of last Date of last dose of study drug
con meds dose of study drug
M and/or Y not same as date of last Last day of month
dose of study drug
M and D Y same as Y of last dose of study drug| Date of last dose of study drug
Y not same as Y of last dose of study | Use Dec 31 of Y
drug
M, D,and Y | None - date completely missing and | Date of last dose of study drug

Note: In all cases, if an estimated start date is after a complete stop date,

month.

use the first day of the stop date

Similarly, if the estimated stop date is before a complete or imputed start date, use the last day of the start

day month.
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Appendix 3 Example of Prohibited Medications

Examples of medications that are strong CYP2D6 inhibitors, strong CYP3A4 inducers,
medications that prolong QT interval, and centrally acting Hi receptor antagonists.

Medication Type Example

Strong CYP2D6 inhibitors paroxetine, fluoxetine, bupropion, metoclopramide, and
quinidine.

Strong CYP3A4 inducers rifampin, carbamazepine, phenytoin, dexamethasone,

ethosuximide, griseofulvin, primidone, progesterone, rifabutin,
nafcillin, nelfinavir, nevirapine, phenobarbital, phenylbutazone,
St John’s wort, sulfadimidine, sulfinpyrazone, and troglitazone

Medications that prolong QT Class 1A antiarrhythmics: quinidine, procainamide,
interval disopyramide;

Class 3 antiarrhythmics: amiodarone, sotalol;

Antipsychotics: ziprasidone, chlorpromazine, thioridazine;
Antibiotics: moxifloxacin

H; receptor antagonists pheniramine maleate, diphenhydramine, promethazine (anti-
histamines) imipramine, clomipramine, mirtazapine (tri or
tetracyclic antidepressants

Opiates

Investigational drugs (with the
exception of diazoxide choline)

CYP = cytochrome P450.

Note: Although Section 5.7.1 of the protocol mentions carbetocin and oxytocin as being permitted, they were in fact
prohibited due to being investigational drugs (Section 5.7.2 in the protocol).

The use of strong CYP2D6 inhibitors or strong CYP3A4 inducers is not permitted during the
Double-Blind Treatment Phase of the study, and if being used, should be discontinued at
Screening; washout of 5 half-lives or 1 week (whichever is longer) of these medications is required
prior to enrollment and initiating study drug. These medications are allowed during the OLE Phase
of the study, but adjustment of the dose of pitolisant may be required.

Concomitant use of centrally acting Hi receptor antagonists is not permitted during the Double-
Blind Treatment Phase of the study (requires a washout of 5 half-lives or 1 week, whichever is
longer, prior to randomization). Although not prohibited during the OLE Phase of the study, use
of these medications should be avoided and, if needed, will require consultation with the Medical
Monitor.
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Appendix 4 SAS Sample Code

Below are examples of code for the data imputations and inferential statistics described in the SAP.
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Appendix 6 Clinical Laboratory Tests

Urine Drug Screen Serum Chemistry (5.0 mL blood sample)
-Amphetamines/stimulants® -Albumin
-Barbiturates -Alkaline phosphatase
-Benzodiazepines -Alanine aminotransferase
-Cocaine metabolites -Aspartate aminotransferase
-Opiates -Blood urea nitrogen
-Tetrahydrocannabinol -Calcium
-Phencyclidine -Chloride
Urinalysis -Creatinine
_Specific aravit -Creatine kinase
i II:I & Y -Glucose
P -High-density lipoprotein
-Blood L :
-Low-density lipoprotein
-Glucose
. -Phosphorus
-Protein .
-Potassium
-Leukocyte esterase .
-Sodium
-Ketones e
e -Total bilirubin
-Bilirubin . R
. -Direct bilirubin
-Nitrites
-Total cholesterol
-Casts .
-Total protein
-Crystals . .
-Triglycerides
-Erythrocytes haaP
o1 1 -Uric acid
-Renal tubular epithelial cells _Ghrelin®
-WBCs
-Bacteria Hematology (4.0 mL blood sample)
Serum Drug Screen -Complete blood count, including platelet count and WBC count
_Cannabidiol with differential
-Hemoglobin
Pregnancy Screen (FCBP only) | _fematocrit
-Serum (at Screening only) -HbAlc
-Urine (as scheduled after
screening)

Abbreviations: FCBP = female of child-bearing potential; HbAlc = hemoglobin Alc; WBC = white blood cell

2 Stimulants are tested in the Double-Blind Treatment Phase only.

b Acylated and unacylated ghrelin; patient must be fasting. Blood sample for ghrelin measurement may be taken at
the same time as clinical laboratory test sample.

Note: Parameters will be assessed at study visits as detailed in the Schedule of Assessments for the Double-Blind

Treatment Phase and the Schedule of Assessments for the OLE Phase.
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Appendix 7 Schedule of Assessments Double-Blind Treatment Phase

Screening/Baseline® Double-Blind Treatment Phase
(Maximum 45 days) (11 Weeks)
Titration Period Stable Daose Period
(3 weeks)” (8 weeks)*
Day 1 to 21 Day 22 to 77
VISIT
TC2 TC3 44 TCS5S
Day TC1 Day Day Day Day EOT*ETT
Visit/TC Screening Baseline 1* Day 8 15 VISIT 34 29 TC 4 50 57 VISIT 5 Safety
VISIT 1 VISIT 2 (+2 (=3 (=3 Day 22 (3 Day 36 (3 (=3 Day 77 F-Up | Unsch

Study Day Day -45 to -2 Day -1 days) | days) days) (£3 day) days) (£3 days) days) | days) (£3 days) TCs® | visits®
Informed consent X
Assess/confirm
eligibility X X
Demographics X
Medical history X X
Pregnancy test
(FCBP): X X X X X
Urine drug x x X
screeny
Physical X X X X X
examination
Body weight' X X X X X X
Height' X X X
Vital signs™ X X X X X X
12-lead ECG (in
triplicate)® X X x x X
C-SSRS® X X X X X X X X X X X
ADAMS X X X X X X X X X
Clinical

q q
laboratory tests? X X X X X

VV-CLIN-000038 1.0 Page 63

Strictly Confidential. © 2025, PRA Health Sciences. All rights reserved.



Statistical Analysis Plan (SAP)

Version Date: 120CT2022
Sponsor: Harmony Biosciences, LLC
Protocol No: HBS-101-CL-002

Screening/Baseline® Double-Blind Treatment Phase
(Maximum 45 days) (11 Weeks)
Titration Period Stable Dose Period
(3 weeks)” (8 weeks)*
Day1to2l Day 22 to 77
VISIT
TC2 TC3 44 TCS5
Day TC1 Day Day Day Day | EOTYETf
Visit/TC Screening Baseline 1* Day 8 15 VISIT 34 29 TC 4 50 57 VISIT 5 Safety
VISIT 1 VISIT 2 (+2 (=3 (=3 Day 22 (=3 Day 36 (3 (=3 Day 77 F-Up | Unsch
Study Day Day -45 to -2 Day -1 days) | days) days) (£3 day) days) (£3 days) days) | days) (£3 days) TCs® | visits®
Ghrelin xe xa
measurements
Genetic testing” X
Dispense study
e X
diary®
Adverse events' X X X X X X X X X X X X
Concontant X X X X X X X X X X X X
medications
Randomization X
Dispense study
drug® X X X X
Administer/titrate b b b
study drug X X X X
Study drug
compliance/ X X X X X X X X X
accountability
Blood sample for .
PK X X X
ESS-CHAD
(parent/caregiver X X X X X
version)
CaGI-S (of EDS) X X X X
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Screening/Baseline® Double-Blind Treatment Phase
(Maximum 45 days) (11 Weeks)
Titration Period Stable Dose Period
(3 weeks)” (8 weeks)*
Day1to2l Day 22 to 77
VISIT
TC2 TC3 44 TCS5
Day TC1 Day Day Day Day | EOTYETf
Visit/TC Screening Baseline 1* Day 8 15 VISIT 34 29 TC 4 50 57 VISIT 5 Safety
VISIT 1 VISIT 2 (+2 (=3 (=3 Day 22 (=3 Day 36 (3 (=3 Day 77 F-Up | Unsch
Study Day Day -45 to -2 Day -1 days) | days) days) (£3 day) days) (£3 days) days) | days) (£3 days) TCs® | visits®
CGI-S (overall
clinical status X X X X
related to PWS)
ABC-2 X X X X
MERS-PWS X X X X
Cogstate
Detection X X X X
Cogstate
Identification X X X X
Cogstate One
Back X X X X
ZBI-22 X X X X
HQ-CT X X X X
FSZQ X X X X

Abbreviations: ABC-2 = Aberrant Behavior Checklist, Second Edition; ADAMS = Anxiety, Depression, and Mood Scale; AE = adverse event; CaGI-S = Caregiver Global
Impression of Severity; CDC = Centers for Disease Control and Prevention; CGI-S = Clinical Global Impression of Severity; C-SSRS = Columbia-Suicide Severity Rating Scale;
ECG = electrocardiogram; EDS = excessive daytime sleepiness; EOT = end of treatment; ESS-CHAD = Epworth Sleepiness Scale for Children and Adolescents; ET = early
termination; FCBP = female of child-bearing potential; FSZQ = Food Safe Zone Questionnaire; F-Up = follow-up; HbAlc = hemoglobin Alc; HQ-CT = Hyperphagia
Questionnaire for Clinical Trials; MERS-PWS = Montefiore-Einstein Rigidity Scale - Prader-Willi Syndrome; OLE = Open-Label Extension; PK = pharmacokinetic(s); PWS

= Prader-Willi syndrome; TC = telephone call; Unsch = unscheduled; ZBI-22 = 22-item Zarit Burden Interview.

2 In the event that a portion of the Screening Visit is conducted remotely, specific procedures for both the Screening Visit and Baseline Visit will be conducted as detailed in
Protocol Section 6.6.

® The 3-week Titration Period for the Double-Blind Treatment Phase will be from Days 1 to 21 (3 days). Patients should take their first dose of study drug on the day after the
Baseline Visit (Day 1), and study drug dose will be titrated on Day 8 and again on Day 15 (as appropriate based on randomized stable dose, Protocol Table 6); all patients will
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be at their randomized stable dose of study drug by Day 15. Patients and/or their caregivers will receive TCs on Days 8 and 15 (+3 days) to assess for AEs and concomitant

medication use, complete the C-SSRS, and review/confirm titration of study drug.

The 8-week Stable Dose Period in the Double-Blind Treatment Phase will be from Days 22 to 77 (£3 days); patients will take their last dose of blinded treatment on

Day 77 +3 days; study drug compliance will be monitored at TCs and study visits as detailed in Protocol Section 5.5.

In the event that Visit 3 and/or Visit 4 are conducted remotely, specific procedures will be conducted as detailed in Protocol Section 6.6.1.2.

Visit 5 (Day 77 £3 days) is the EOT visit for the Double-Blind Treatment Phase. Eligible patients who enter the optional OLE Phase will be dispensed open-label pitolisant at

this visit (Protocol Section 5.2.2); eligibility criteria must be confirmed before a patient can participate in the OLE Phase.

Patients who prematurely discontinue study drug are required to complete the ET Visit. Procedures to be performed are the same as for the EOT Visit (Protocol Section 7.3.3).

Reasons for discontinuation must be recorded.

Patients who do not enter the optional OLE Phase will receive Safety Follow-up TCs from the study site 15 (+3 days) and 30 days (+3 days) after their final dose of blinded

treatment to assess for AEs (including inquiries regarding signs and symptoms of arrhythmia, any other cardiac manifestations [e.g., syncope], and psychiatric events

[e.g., suicidality, compulsive behavior, anxiety]) and concomitant medication use.

Unscheduled visits and assessments may be conducted by telephone or at an on-site study visit and should be performed if clinically indicated in the opinion of the Investigator

(Protocol Section 7.6).

Serum pregnancy test is to be performed at Screening and a urine pregnancy test is to be performed at all other visits, as indicated.

1" Urine drug screen as detailed in Protocol Table 9 is to be performed at the Screening Visit, Baseline Visit (on Visit 2), and at Visit 5 (Day 77).

¥ Full physical examination is to be performed at the Screening Visit and Visit 5 (Day 77); abbreviated physical examination is to be performed at Visits 2, 3 and 4 (Protocol

Section 6.5.2).

! Height and weight will be measured using standardized methods and recorded on a standardized growth chart (CDC Clinical Growth Charts).

™ Vital signs include blood pressure, heart rate, respiratory rate, and body temperature; patients should be resting for at least 5 minutes before measuring vital signs.

" Perform 12-lead ECGs (in triplicate) after the patient has been resting for at least 5 minutes. Any clinically significant ECG reading should be promptly addressed by the
Investigator as detailed in Protocol Section 6.5.4.

° At Screening, suicidality is to be assessed through use of the Very Young Child/Cognitively Impaired—Lifetime Recent C-SSRS. (Protocol Appendix L). At all other study visits
and TCs, suicidality will be assessed through use of the Very Young Child/Cognitively Impaired—Since Last Contact C-SSRS (Protocol Appendix M).

P Clinical laboratory tests (serum chemistry, hematology, urinalysis) to include lipid profile and HbAlc (Protocol Table 9); laboratory tests may be repeated at unscheduled visits

if necessary.

9 Ghrelin measurement is to be done fasting; clinical laboratory tests, including PK sample at Visit 5, may be done with the fasting ghrelin test.

' Genetic testing will be provided by the Sponsor for patients who do not have documented genetic confirmation of PWS diagnosis based on the review of the patient’s medical

records.

Patients will be dispensed a study diary containing a sleep diary section and a study drug dosing section at the Screening Visit (Protocol Appendix B).

All AEs regardless of seriousness, severity, or causality will be collected from the time the patient/parent(s)/legal guardian(s) provides written informed consent/assent through

30 days (+3 days) after final dose of study drug (Safety Follow-up TCs, Protocol Section 7.5). At the Safety Follow-up TCs, AEs (including inquiries regarding signs and

symptoms of arrhythmia, any other cardiac manifestations [e.g., syncope], and psychiatric events [e.g., suicidality, compulsive behavior, anxiety]) and concomitant medication

use will be recorded , and the C-SSRS and ADAMS will be completed.

Patients will be instructed to take study drug once daily in the morning upon wakening; exception is on the morning of Visit 4, when study drug administration will be at the

study site, with the timing of administration based on the PK sampling schedule. Patients will be instructed to record in the study drug dosing section of the study diary (with

the assistance of their caregiver if needed) the number of tablets administered from each bottle daily (Protocol Appendix B); the time of study drug dosing will be recorded on

the day before Study Visit 4.

Blood sample collection for PK analyses at Visit 3 and Visit 5 may be at any time after the morning dose of study drug and samples may be collected at the same time as the

clinical laboratory sample (including the fasting ghrelin sample at Visit 5). Time of last dose of study drug and time of blood sample collection for PK analyses must be

recorded.

Patients and/or their caregiver will be instructed to record in the study drug dosing section of the study diary the time of day that they take study drug on the day before Visit 4.

On the day of Visit 4, patients will not take their daily dose of study drug before arriving at the study site. Study drug administration will be at the study site and timing

will be based on the PK sampling schedule. At the study site, a blood sample for PK analyses will be collected before administration of the daily dose of study drug. The time

o
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of study drug administration will be recorded. Blood sample collection for PK analyses will be at the following times after study drug administration: between 45 and 75 minutes
after dosing, between 1.5 and 2.5 hours after dosing, between 3.0 and 4.0 hours after dosing, and between 5.0 and 6.0 hours after dosing. The time of each blood sample
collection for PK analyses is to be recorded. The total volume of blood collected is not to exceed the maximal allowable of 3.0 mL/kg per day (Protocol Appendix A and
Table 8).

* To familiarize patients with the Cogstate Computerized Cognitive Test Battery, the tests are to be administered twice during Screening with a break of at least 15 minutes
between battery administrations.

Assessments associated with on-site study visits during the Double-Blind Treatment Phase may be completed remotely, under the oversight of the Investigator, as
detailed in Protocol Section 6.7.

VV-CLIN-000038 1.0 Page 67
Strictly Confidential. © 2025, PRA Health Sciences. All rights reserved.



Statistical Analysis Plan (SAP)
Version Date: 120CT2022

Sponsor: Harmony Biosciences, LLC
Protocol No: HBS-101-CL-002

Appendix 8 Schedule of Assessments Open-Label Extension Phase

OLE 3-Week Titration Period® OLE Long-Term Dosing Period”
Day 78 to Day 98 Day 99 to End of Treatment®
Telephone Calls On-site Visits
Omn-site Visits Month 15 then Month 18 then
Month 3 Months 4, 6, 9, and 124 every 6 months every 6 month sd
VISIT 6 VISIT 7
Day 99 (+3 Day 189 TC 8¢
days) (=7 days) | Day 459 (7 days) VISIT 10°¢
TC7 and and then every Day 549 (£7 days)

. TCO6 Day 92 VISIT 8 VISIT ¢ 180 Days then every Safety
Visit/TC Day 78 Day 85 (3 Day 279 (+7 | Day 369 (+7 days) 180 Days (+7 days) | EOTYETE F-Up | Unsch
Study Day (£3 days) (3 days) days) days) (=7 days) through EOS through EOS Visit TCs! visitst
Urine pregnancy test
(FCBP) X X X X
Full physical
examination X X X X
Body weight and
height! X X X X X
Clinical laboratory
testsk X X X X
Urine drug screen! X X X X
Vital signs™ X X X X X
12-lead ECG (in
triplicate)® X X X X
C-SSRS° X X X X X X X
ADAMS X X X X X
Dlspe11se.-"c91@111 X X X X
receipt of pitolisant?

Study drug
compliance and X X X X X X X X
accountability
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OLE 3-Week Titration Period® OLE Long-Term Dosing Period”
Day 78 to Day 98 Day 99 to End of Treatment®
Telephone Calls On-site Visits
Omn-site Visits Month 15 then Month 18 then
Month 3 Months 4, 6, 9, and 124 every 6 months every 6 month sd
VISIT 6 VISIT 7
Day 99 (+3 Day 189 TC 8¢
days) (7 days) | Day 459 (£7 days) VISIT 10¢
TC7 and and then every Day 549 (£7 days)

. TC6 Day 92 VISIT 8 VISIT 9 180 Days then every Safety
Visit/TC Day 78 Day 85 @3 Day 279 (+7 | Day 369 (+7 days) 180 Days (+7 days) | EOTYET: F-Up | Unsch
Study Day (£3 days) (3 days) days) days) (=7 days) through EOS through EOS Visit TCs® visitst
Administer/titrate xP
pitolisant X X xe
Adverse events? X X X X X X X X X
Concomitant
medications X X X X X X X X X
ESS-CHAD
(parent/caregiver
version) X X X X
CaGI-S (of EDS) X X X X
CGI-S (overall
clinical status related
to PWS) X X X X
ABC-2 X X
MERS-PWS X
Cogstate Detection X
Cogstate
Identification X
Cogstate One Back X
ZBI-22 X X
HQ-CT X X
FSZQ X X
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Abbreviations: ABC-2 = Aberrant Behavior Checklist, Second Edition; ADAMS = Anxiety, Depression, and Mood Scale; AE = adverse event; CaGI-S = Caregiver Global
Impression of Severity; CDC = Centers for Disease Control and Prevention; CGI-S = Clinical Global Impression of Severity; C-SSRS = Columbia-Suicide Severity Rating;
ECG = electrocardiogram; EDS = excessive daytime sleepiness; EOS = end of study; EOT = end of treatment; ESS-CHAD = Epworth Sleepiness Scale for Children and
Adolescents; ET = early Termination; FCBP = female of child-bearing potential; FSZQ = Food Safe Zone Questionnaire; F-Up = follow-up; HbA 1c = hemoglobin Alc;
HQ-CT = Hyperphagia Questionnaire for Clinical Trials; MERS-PWS = Montefiore-Einstein Rigidity Scale-Prader-Willi Syndrome; OLE = Open-Label Extension, PWS =
Prader-Willi syndrome; TC = telephone call; Unsch = unscheduled; ZBI-22 = 22-item Zarit Burden Interview.

2 Eligible patients who enter the OLE Phase will begin a 3-week titration period after completion of the Double-Blind Treatment Phase of the study. The Titration Period for the

OLE Phase will start on Day 78 (£3 days), i.e., the day after the EOT visit (Visit 5) in the Double-Blind Treatment Phase and will end on Day 98 (+3 days). Pitolisant doses will

be titrated to a target dose (based on age); first day of open-label treatment is on Day 78 (£3 days), and pitolisant dose will be titrated on Day 85 (+3 days) and again on Day 92

(£3 days), as outlined in Protocol Table 7. Patients and/or their caregivers will receive TCs on Days 85 and 92 (+3 days) to assess for AEs and concomitant medication use,

complete the C-SSRS, and review/confirm titration of pitolisant dose. Pitolisant doses may be adjusted as detailed in Protocol Section 3.1.5.2.

At the end of the 3-week OLE Titration Period, patients will continue to take open-label pitolisant once daily in the morning upon wakening through the end of the study

(Long-Term Dosing Period). Adjustments to pitolisant dose are permitted as detailed in Protocol Section 3.1.5.2.

¢ The Long-Term Dosing Period for the OLE Phase will be from Day 99 (+3 days) until either pitolisant is approved for patients with PWS or the Sponsor elects to terminate the

study.

Patients will have the option to complete up to two of the scheduled on-site study visits (i.e., Visits 6, 7, 8, and 9) remotely; thereafter (i.e., after Visit 9/Month 12), patients may

complete one of the scheduled on-site visits remotely per year. Assessments associated with on-site study visits that may be completed remotely, under the oversight of the

Investigator, are detailed in Protocol Section 6.6.

¢ Patients and/or their caregivers will receive a TC on Day 459 (+7 days; TC 8) and will return with their caregivers to the study site for an on-site visit on Day 549 (+7 days; Visit

10). Patients will continue to have alternating TCs and on-site study visits approximately every 3 months (90 days +£7 days) thereafter until the end of the study. The TCs will be

to record AEs and concomitant medication use, complete the C-SSRS, confirm the current dose of study drug and compliance with dosing, and confirm shipment/receipt of study

drug in a quantity sufficient for 3 months (i.e., 90 days) of once daily administration. Safety and efficacy evaluations performed at the on-site study visits will be the same as

those outlined for Visit 10. Study drug compliance will be monitored at TCs and study visits as detailed in Protocol Section 5.5.

All patients will complete an EOT Visit (Protocol Section 7.4.2.4). The safety and efficacy evaluations to be performed are the same as those listed for Visit 10.

Patients who prematurely discontinue study drug are required to complete the ET Visit (Protocol Section 7.4.3). Reasons for discontinuation must be recorded.

All patients and/or their caregiver will receive Safety Follow-up TCs from the study site 15 (£3 days) and 30 days (+3 days) after their final dose of open-label pitolisant to

assess for AEs (including inquiries regarding signs and symptoms of arrhythmia, any other cardiac manifestations [e.g., syncope], and psychiatric events [e.g., suicidality,

compulsive behavior, anxiety]) and concomitant medication use.

i Unscheduled visits and assessments may be conducted by telephone or at an on-site study visit and should be performed if clinically indicated in the opinion of the Investigator
(Protocol Section 7.6).

I Height and weight will be measured using standardized methods and recorded on a standardized growth chart (CDC Clinical Growth Charts).

Clinical laboratory tests (serum chemistry, hematology, urinalysis) to include lipid profile and HbAlc (Protocol Table 9); laboratory tests may be repeated at unscheduled visits

if necessary.

Protocol Table 6 provides a list of drugs that are tested.

™ Vital signs include blood pressure, heart rate, respiratory rate, and body temperature; patients should be resting for at least 5 minutes before measuring vital signs.

Perform 12-lead ECGs (in triplicate) after the patient has been resting for at least 5 minutes. Any clinically significant ECG reading should be promptly addressed by the

Investigator as detailed in Protocol Section 6.5.4.

Suicide risk/suicidality will be assessed at all study visits and TCs using the Very Young Child/Cognitively Impaired-Since Last Contact C-SSRS (Protocol Appendix M).

During the OLE Phase, open-label pitolisant in a quantity sufficient for 90 days of once daily administration will be provided to patients every 3 months (90 days) either via mail

or at the on-site study visits. Patients will be instructed to take pitolisant once daily in the morning upon wakening.

All AEs regardless of seriousness, severity, or causality will be collected from the time the patient/parent(s)/legal guardian(s) provides written informed consent/assent through

30 days (+3 days) after final dose of open-label pitolisant (Safety Follow-up TCs, Protocol Section 7.5). At the Safety Follow-up TCs, AEs (including inquiries regarding signs
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and symptoms of arrhythmia, any other cardiac manifestations [e.g., syncope], and psychiatric events [e.g., suicidality, compulsive behavior, anxiety]) and concomitant
medication use will be recorded, and the ADAMS will be completed.

Assessments associated with on-site study visits during the OLE Phase may be completed remotely, as directed and overseen by the Investigator, and detailed in
Protocol Section 6.6.
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