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Harmonization (ICH) and all applicable local Good Clinical Practice (GCP) guidelines, including
the Declaration of Helsinki and all its accepted amendments to date.
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This summary table lists all clarifications, administrative changes or amendments to Supernus
protocol 810P503. Additions are denoted by bold letters and deletions by strikethrough.

Section

Page

Description of Change

Rationale

Changes to 810P503 V1.0 Dated 31 May 2018

Title Page

The following was changed:

A-PhasetHFriatte Assessment theof Efficacy and
Safety of SPN810 for the Treatment of Impulsive
Aggression (lA) in Adolescent PatientSubjects with
Attention Deficit/Hyperactivity Disorder (ADHD) in
Conjunction with Standard ADHD Treatment.

Administrative

Title Page

Protocol version and date was updated

Administrative

Synopsis

The following was changed:

A-PhasetH-TFrial-te Assessment theof Efficacy and
Safety of SPN810 for the Treatment of Impulsive
Aggression (lIA) in Adolescent RatientSubjects with
Attention Deficit/Hyperactivity Disorder (ADHD) in
Conjunction with Standard ADHD Treatment.

Administrative

Sec. 4.1

30

The following was changed:

The incidence of these infrequent |IA behaviors will be
assessed on paper at Visit 2 and using the checklist in
the same |IA diary from Visit 3 to Visit 7.

Clarification

Sec.4.3.1.2

34

The following was added:

At Visit 2 infrequent behaviors will also be recorded.

Clarification

Table 1

39,40

Infrequent Behavior Checklist was added at Visit 2
The footnote was added:

k. The checklist will be recorded on a paper source
and entered on EDC only at Visit 2.

Clarification

Sec.5.3.2

41

The following was added:

5. Record Infrequent IA Behaviors

Clarification

Sec. 6.4.10

63

The following was changed:

Clarification
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Section

Page

Description of Change

Rationale

At Visit 2 the c€aregivers will be asked which, if any,
of these behaviors have been observed since
screening. At the following visits (Visit 3-7) any of
these behaviors will be recorded if they were
observed since the patient’s last visit. Fhis

L Lonini ot it 3 7

Sec. 7.1

63

The following was added:
All the modules will be administered except for
modulesR, S, T, U, Vand W.

Clarification

Changes to 810P503 V2.0 Dated 08 Jun 2018

Version 2.0 (dated 08 June, 2018) of the protocol was amended to include a clarification of the
R-MOAS score as well as a definition of the R-MOAS remission, an update to schedule of
assessments for blood collection for PK analysis to facilitate enrollment, inclusion of urine drug
screen at each visit and vital signs at Visit 3 for safety. A complete list of all changes is summarized

3. R-MOAS remission rate defined as a score <10
Additional Secondary Endpoints:

below.
Synopsis 18 Additional secondary objectives To clarify
These additional secondary objectives are to assess
the effect of treating adolescents with SPN-810 on
the following:
4. Inattention, Hyperactivity-Impulsivity and ODD
measured by the SNAP-1V;
5. Child’s overall health as measured by the Child
Health Questionnaire Parent Form 28-item (CHQ-
PF28);
6. Parental stress measured by the Stress Index for
Parents of Adolescents (SIPA);
7. Safety of SPN-810 in adolescent subjects.
Synopsis 19 The following text was changed: To clarify
e Treatment Phase: 4536 days
Titration period: 2 weeks
Synopsis 20 The following text was added: To clarify
Dose reduction will be allowed during maintenance
in consultation with the Medical Monitor and the
Sponsor; at Visit 6 the Investigator may adjust the
dose based upon tolerability.
Synopsis 21 The following were added: To clarify
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Section

Page

Description of Change

Rationale

Additional Secondary Safety and Tolerability
Endpoints:

Exploratory Endpoints:

Synopsis

22

The following text was added:
Pharmacogenomic testing is optional.

Administrative

Synopsis

22

The following was changed:

Assuming a mean difference dewviatien-of 15
between SPN-810 dose group and placebo with a
common standard deviation of 35, a sample of 93
subjects per arm will yield 80 % power to detect a
non-zero difference between the median of SPN-810
treatment group and the placebo group using the
Wilcoxon rank-sum test with a 2-sided significance
level a=0.05.

Administrative

Synopsis

22

The following text was added:

It is assumed that approximately 20% subjects will
dropout before the completion of the study and
hence, an adjusted total of 186 subjects will be
randomized in a 1:1 ratio to obtain approximately
150 subjects at the completion of the study.

Improve study
design

Synopsis

22

The following text was changed:

Per-Protocol (PP) Population: will include all of the
subjects in—the—FAS who completed the Treatment
Phase with-70%-diary-completioncomphanece-and whe
did not have major protocol deviations (as defined in
the SAP).

Improve study
design

Synopsis

23

The following was added:

For the efficacy endpoint, the frequency of IA
behaviors during the Treatment Phase will be
calculated over the number of days with non-missing
IA diary data in the Treatment Phase (titration +
maintenance).

To clarify

Synopsis

23

The following text was added:

Improve study
design
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Section

Page

Description of Change

Rationale

Each of the secondary endpoints will be analyzed
using a Mixed-Effect Model for Repeated Measure
(MMRM). MMRM assumes missing data as Missing
at Random. The model includes treatment, visit, and
interaction between treatment and visit as fixed
factors, baseline as covariate. The model parameters
will be estimated using restricted maximum
likelihood method with unstructured variance-
covariance matrix and Kenward-Roger
approximation to estimate denominator degrees of
freedom. The between-group comparison will be
performed using the simple contrast at the
respective visits.

The following text was removed:

Sec 2.5

38

The following was changed:

The primary objective of 810P301 and 810P302 is to
assess the efficacy and safety of SPN-810 in reducing
the frequency of IA behaviors in children 6 to 12 years
of age with ADHD and eemerbidassociated features
of IA when taken in conjunction with standard ADHD
treatment.

To clarify

Sec 3.2

39 and
40

The following text were changed:

To clarify
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Section

Page

Description of Change

Rationale

3. R-MOASremissionrate-Percent of children
whose IA behaviors were remitted at the end of
the study measured by R-MOAS score < 10.

Additional secondary objectives are to assess the
effect of treating adolescents with SPN-810 on the
following:

1. Caregiver-rated CGl-I Scale;
2. Caregiver-rated Clinical Global Impression -
Severity Scale (CGI-S);
3. Inattention and Hyperactivity-Impulsivity and
ODD measured by the SNAP-IV rating scale;
7. Safety Monitoring
a. Incidence of Adverse Events
b. Incidence of Extrapyramidal Symptoms
(EPS) as assessed by Simpson-Angus
Scale Barnes Akathisia Scale, Abnormal
Involuntary Movement Scale
¢. Columbia Suicide Severity Rating Scale
(C-SSRS)
d. Laboratory Parameters (Hematology,
Chemistry, Urinalysis, Insulin and
Prolactin)
e. Vital signs, Standardized BMI, Physical
Examination and ECG (12-lead)
f. Infrequent Behaviors Checklist

Sec. 4.1

41

The following text was changed.

“Key secondary measures of efficacy of SPN-810 will
include the Clinical Global Impression - Severity Scale
(CGI-S) scores completed by the Investigator, R-MOAS
score and the percent of adolescents whose IA
behaviors were remitted at the end of study (R-MOAS
score < 10). Additional secondary measures include the
Investigator and Caregiver-rated Clinical Global
Impression- Improvement Scale (CGI-I) scores, the
Caregiver-rated Clinical Global Impression - Severity
Scale (CGI-S) score, the inattention, hyperactivity-
impulsivity and ODD measured by the SNAP-IV...”

To clarify

Sec4.1

41

The following text was changed:

To clarify
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Section

Page

Description of Change

Rationale

The incidence of these infrequent IA behaviors will be
assessed on paper at Visit 2 and using the checklist in
the electronic IA diary from Visit 3 to Visit 7.

Sec. 4.2

42

The following text was added:

Dose reduction will be allowed during maintenance
in consultation with the Medical Monitor and the
Sponsor; at Visit 6 the Investigator may adjust the
dose based upon tolerability.

To clarify

Sec. 4.2

42

The following text was changed:

Improve study
design

Sec4.3

42

The following was changed,;
Treatment Phase: 3646 days

Administrative

Figures 1
and 2

44 and
45

Figures 1 and 2 were updated to clarify the increase
of dosage at Visit 5 and to specify option for dose
reduction from 45mg to 36mg/day during the third
week of titration.

To clarify

Sec.4.3.1.1

46

The following were changed:

Both these scales measure severity of aggressive
behaviors; only those subjects with an R-MOAS score
of 220 224 and scoring of at least “moderately ill”
(score of 2 4) on CGI-S will be eligible for the study

The following was added:

To increase study
enrollment
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Section Page Description of Change Rationale

Serum pregnancy test will be performed at Screening
for all female subjects.

Sec4.3.1.2 46 The following text was added: To clarify

At Visit 2 infrequent behaviors will also be recorded
on paper source.

Sec 4.3.1.2 47 The following text was changed: To clarify

Although there are up to 30 days available for each of
the Screening andor the Baseline period, the total
duration of Screening and Baseline periods may not
exceed 45 days.

Sec4.3.2 47 The following text was changed: Administrative

Treatment Phase: (2-8 5 weeks)

Sec4.3.2.2 47 Flexible Maintenance period (3 weeks), Day 15 to Administrative

Day 3635

The following text was added:

Dose reduction will also be allowed during the
second week of the Maintenance period in
consultation with the Medical Monitor and the
Sponsor; at Visit 6 the Investigator may adjust the
dose based upon tolerability.

Sec4.3.3 47 Conversion Phase (10 days), Day 36 to day 4645 Administrative

Sec4.34 48 Taper Phase (10 days), Day 36 to day 4645 Administrative

Sec5.1 48 The following was changed: To clarify

The population will be male and female subjects
diagnosed with ADHD, eemerbidwith associated
features of 1A and currently being treated with an
FDA-approved standard ADHD treatment
(psychostimulants and non-stimulants).

Sec.5.1.1 49 The following were changed: To increase study
4. Retrospective Modified Overt Aggression Scale (R- enrollment
MOAS) score of 2 20 224 at Screening and Visit 3

This document is confidential. It contains proprietary information of Supernus® Pharmaceuticals, Inc. Any viewing or disclosure
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Section Page Description of Change Rationale

5. CGI-S score at least moderately ill (>4) at
Screening and Visit 3.

Sec.5.1.2 49 and | The following was changed: Administrative

50
2. History or Ceurrent erlifetime diagnosis of

epilepsy, major depressive disorder, bipolar
disorder, schizophrenia and other psychotic
disorders, personality disorder, Tourette’s
disorder, dissociative disorder, substance
abuse diserderor autism spectrum disorder.

14. Use of an investigational drug or participation in
an investigational study within 30 days prior Visit 2.

Table 1 51 and | The following were changed: Procedural

52

e Recording of vital signs was added at each
visit.

e Urine drug screen was added at each visit.

e PKsampling at Visits 4 and 7 were removed.

e PKsampling at Visits 5 and 6 were added.

e Footnote ‘e” was changed: Urine pregnancy
test will be performed for all female
subjects. pPrior to the administration of the
first dose of SM subjects will have to be
tested as negative to continue in the study. If
Visit 1 and Visit 2 occur on the same day
then both urine and serum pregnancy tests
must be performed.

e Serum pregnancy test was added at Screening
for all female subjects and pregnancy test was
added at Visit 2.

e Footnote “f” was changed: Serum pregnancy
test will be performed at Misit-2 Screening for
all female subjects.

e Footnote “i" was changed: PK blood samples
will be obtained over two visits. Visit4,-6-and

e Footnote “I: Optional” was added

aon

e Footnote “j” was changed: Only the
Investigator-rated CGI-S will be completed at
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Section Page Description of Change Rationale

Screening; Caregiver and Investigator-rated

CGI-S will be collected at every-visit-after

randomization and every visit thereafter.

Sec.5.3.1 53 The following were changed: Administrative

11. Collect Yurine sample for drug screen; and
urinalysis and-pregrancy-test.

12. Collect blood for serum pregnancy test (If Visit 1
and Visit 2 occur on the same day then both
urine and serum pregnancy tests must be
performed)

13. Record vital signs (HR, BP, temperature, and RR)

15. Collect blood samples for optional PGx testing

Sec.5.3.2 53 The following was changed: Procedural

Colleet-blood-forserumpregnaney Collect urine for
drug screen and pregnancy test (If Visit 1 and Visit 2

occur on the same day then both urine and serum
pregnancy tests must be performed)

Sec.5.3.3 54 The following was added: Procedural

8. Record vital signs (HR, BP, temperature, and RR)

Sec.5.3.4 54 The following were added: Procedural

3. Collect urine sample for pregnancy test and drug
screen.

4. Collectblood for PK analysis

5. Record vital signs (HR, BP, temperature, and RR)

The following text was removed.

b A eri he elinic i : il
ke the firct  SM ot the elini

Sec.5.3.5 55 The following were added: Procedural

(Refer to Section 5.3.9 for details regarding timing of
the dose of SM prior PK sampling.)

4. Collect urine sample for pregnancy test and drug
screen.
6. Record vital signs (HR, BP, temperature, and RR)

This document is confidential. It contains proprietary information of Supernus® Pharmaceuticals, Inc. Any viewing or disclosure
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Section Page Description of Change Rationale

7. Collect blood for PK analysis

Sec.5.3.6 55 The following text was added: Procedural

(Refer to Section 5.3.9 for details regarding timing of
the dose of SM prior to PK sampling.)

The following were added:

4. Record vital signs (HR, BP, temperature, and RR)
5. Collect urine sample for pregnancy test and drug
screen

The following text was removed.

b i aeri he elinic i : !l
ke the firct  SM ot the elini

Sec.5.3.7 56 The following were added: Procedural

6. Collect urine sample for urinalysis, ard-pregnancy
test and drug screen.

7. Record vital signs (HR, BP, temperature, and RR)

The following were removed.

b i aeri he elinic i : !l
ke the firct  SM ot the elini

Collect blood-forPKkanalysis
Sec.5.3.8 56 The following was changed: Procedural
2: Collecturineforpregnancy-test

Collect urine for urinalysis, drug screen and
pregnancy test

Sec5.3.9 57 The following text was changed: Procedural

This document is confidential. It contains proprietary information of Supernus® Pharmaceuticals, Inc. Any viewing or disclosure
of such information that is not authorized in writing by the Sponsor is strictly prohibited. Such information may be used solely
for the purpose of reviewing or performing this study.



Supernus® Pharmaceuticals, Inc CONFIDENTIAL
810P503 Version 3 Page 14 of 180

Section Page Description of Change Rationale

Sec.5.4.1 57 Subjects will take up to (6) six molindone To clarify
hydrochloride extended release tablet (SPN-810) or
placebo twice each day (BID) with or without food, in
the morning and in the evening, in addition to the
stable dose of the optimized ADHD medication.
During the conversion phase, subjects will take up to
(8) eight molindone hydrochloride extended release
tablet (SPN-810) or placebo twice each day (BID).
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Section

Page

Description of Change

Rationale

Sec.5.4.1

57 and
58

The following text was changed.

Subjects will remain at the target dose of 36 mg/day
or placebo for one week during maintenance. In the
second week of maintenance (Visit 65), the treatment
dose could be increased in a blinded fashion to 45 mg
(TTD) based on Investigator discretion or maintained
at 36mg (TDD) or placebo. In the following week (Visit
6), the Investigator will re-assess the dosage: the
subject may remain at 36 mg (TDD) or 45 mg (TDD) or
matching placebo (depending on the dosage from the
previous week) or titrate up to the higher dose of 45
mg or 54 mg (TDD) or placebo. At the same Visit,
dose reduction will be allowed in consultation with
the Medical Monitor and the Sponsor: the
Investigator may adjust the dose based upon
tolerability.

To clarify

Sec.5.4.2

58

The following text was changed

The Investigator is not allowed to adjust the FDA-
approved ADHD monotherapy (either IR or ER not
both) medication and/or its dose at any time during
the course of this study.

To clarify

Sec. 5.5

61

The following was added:

5. For the treatment of Akathisia, propranolol is
recommended up to 90 mg /day in divided
doses, three times per day, starting at 10 mg BID
and up to 30 mg TID, as needed.

To clarify

Sec 6.2

63

The following text was changed
Secondary Efficacy VariablesEndpoints

The secondary efficacy endpoint is the Theeffectof
SPN-810-on-thefolowingscales-will-be-measured-asa
change from Baseline to the end of the study where
the Baseline is defined as the last observation prior
to the first dose, Visit 3. The effect of SPN-810 will
be measured on the following efficacy scales willbe
administered at visits designated in the Schedule of
Visits and Procedures (Table 1).

Administrative
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Section Page Description of Change Rationale
Sec.6.2.3 64 The following was changed: Administrative
6.2.32 Additional Secondary Variables-Efficacy
Endpoints
Sec6.2.3.3 64 The following was changed Administrative
e ADHD-Combined subscales (items #1-18)
e ODD (items #19-26) the-firsttwo-subscalesare
combined
Sec.6.3.3.3 66 The following was added: Administrative
Pharmacogenomic testing is optional.
Sec6.4.2.2 68 “...occurrence of AEs will be assessed starting at Administrative
Visit Z 8 of this study (810P503) or Visit 1 in the OLE.”
Sec.6.4.3.1 70 The following was changed: Administrative
All SAEs must be reported to the Drug Safety
Contact and-BSE within 24 hours of first becoming
aware of the SAE.
Sec.6.4.4.4 72 The following was added: To clarify
For the treatment of Akathisia, propranolol is
recommended up to 90 mg /day in divided doses,
three times per day, starting at 10 mg BID and up to
30 mg TID, as needed.
Sec. 6.4.6 73 The following was changed: To adjust for PK
sampling change
Table 3 74 Table 3 was updated to specify Urine tests To clarify

Urinalysis: Glucose, protein (total), ketones, bilirubin,
urobilinogen, hemoglobin, leucocyte esterase, nitrite
Urine: Cocaine, amphetamines, barbiturates,
benzodiazepines, cannabinoids, opioids,
phencyclidine, propoxyphene, methadone and
alcohol

Urine Pregnancy tests: hCG
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Section Page Description of Change Rationale
Sec 6.4.10 75 The following was added: Administrative

At the following visits (Visit 3-7) any of these
behaviors will be recorded on the electronic IA diary
if they were observed since the patient’s last visit.
Sec. 8.2 76 The following was added: To clarify

For the primary efficacy end point, the frequency of
IA behaviors during the Treatment Phase will be
calculated over the number of days with non-missing
IA diary data in the Treatment Phase (titration +
maintenance).

Sec. 8.3 77 The following was changed: To clarify

Safety Population: will include all

subjects sereened-who received at least 1 dose of
study drug and had at least one post-baseline safety
assessment.

Per-Protocol (PP) Population: will include all efthe
subjects in-the-FAS who completed the Treatment
Phase with-70%-diary-completion-complianee and
who did not have major protocol deviations as
defined in the SAP).

Sec. 8.7 78 The following was added: To clarify
{(D-R)/T*(D.- D¢)}*100 changed to {(D-R)/T*(D.-
De+1)}*100
Sec. 12.10 180 SIPA scale was added Administrative
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CLINICAL PROTOCOL SYNOPSIS

Name of Company: IND Number: 106,515
Supernus Pharmaceuticals, Inc.

Name of Product: Name of Active Ingredient:
Molindone Hydrochloride Extended-Release | Molindone Hydrochloride

Tablets (SPN-810)
Protocol Number: 810P503 Phase of Development: 3

Full Title of Study: Assessment of Efficacy and Safety of SPN-810 for the Treatment of
Impulsive Aggression (IA) in Adolescent Subjects with Attention Deficit/Hyperactivity
Disorder (ADHD) in Conjunction with Standard ADHD Treatment.

Investigator(s) / Center(s): Approximately 35-40 US centers

Objectives:

Primary

Efficacy and safety of SPN-810 treatment in reducing the frequency of impulsive aggression
(1A) behaviors in adolescents with ADHD when taken in conjunction with standard ADHD
treatment.

Secondary

Key secondary objectives of the study are to assess the effect of SPN-810 on the following:

1. Investigator-rated Clinical Global Impression — Severity Scale (CGI-S)

Retrospective Overt Modified Aggression Scale (R-MOAS)

3. Percent of children whose |IA behaviors were remitted at the end of the study
measured by R-MOAS score < 10.

N

Additional secondary objectives
These additional secondary objectives are to assess the effect of treating adolescents with
SPN-810 on the following:

Investigator-rated Clinical Global Impression — Improvement Scale (CGI-I);
Caregiver-rated Clinical Global Impression — Improvement Scale (CGI-l);
Caregiver-rated Clinical Global Impression — Severity Scale (CGI-S);

Inattention, Hyperactivity-Impulsivity and ODD measured by the SNAP-1V;

Child’s overall health as measured by the Child Health Questionnaire Parent Form 28-
item (CHQ-PF28);

Parental stress measured by the Stress Index for Parents of Adolescents (SIPA);
Safety of SPN-810 in adolescent subjects.

uhwnNeE

No
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Exploratory

1. Cross-validation of the electronic impulsive aggression (IA) Diary in adolescents;

>
3. Pharmacogenomics (PGx).
Study Design: This is a double-blind, randomized, parallel group, two-arm, placebo-controlled

study with flexible dosing (36, 45 or 54 mg/day) of SPN-810. Subjects will be randomized to
the two arms in 1:1 ratio of SPN-810 or placebo.

Number of Subjects: Approximately 372 subjects aged 12-17 years (inclusive) will be
screened to randomize approximately 186 subjects; 93 in the SPN-810 arm, 93 in the placebo
arm.

The sample size for the trial may be revised after the results of the ongoing 810P301 and
810P302 studies become available.

Key Criteria for Inclusion:
Otherwise, healthy non-smoking, male and females adolescents (12-17 years of age at the
time of screening) with a primary diagnosis of ADHD and currently taking an optimized FDA-
approved ADHD medication. IA will be confirmed at screening using R-MOAS scale and
Vitiello Aggression Questionnaire.
Key Criteria for Exclusion:
History or current diagnosis of epilepsy, major depressive disorder, bipolar disorder,
schizophrenia and other psychotic disorders, personality disorder, Tourette’s syndrome or
dissociative disorder, autism spectrum disorder, pervasive developmental disorder, obsessive
compulsive disorder, post-traumatic stress disorder, or intermittent explosive disorder.
Known or suspected intelligence quotient (IQ) <70, active suicidal plan/intent or active
suicidal thought, criminal arrest, alcohol or drug use or pregnancy.
Treatment, Dose, and Mode of Administration:
Molindone hydrochloride extended-release tablet dosage forms of 3 mg and 9 mg with
matching placebo tablets. Treatment to be administered orally twice daily with or without
food. Subjects will be force-titrated over a period of 2 weeks to 36 mg/day.
e Treatment 1: Placebo
e Treatment 2: Flexible dose of SPN-810 titrated to 36 mg, 45 mg, or 54 mg
Duration of Treatment and Study Duration:
Total duration of study: Approximately 13 weeks
e Pre-treatment Phase: Up to 45 days
o Screening period: Up to 30 days
o Baseline period: At least 15 days
e Treatment Phase: 36 days
o Titration period: 2 weeks

o Maintenance period: 3 weeks
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Conversion/taper Phase: 10 days
Pre-Treatment Phase:
Screening and Baseline
Subjects will be screened approximately 45 days before the Treatment Phase. Prior to
conducting any screening procedures, written Informed Consent/Assent must be obtained
from the subject’s parents or legal representative and the subject (when required). During
the Screening Visit (Visit 1), the R-MOAS scale and the Vitiello Aggression Questionnaire will
be administered to determine the subject’s IA eligibility for the study by evaluating the
severity and the subtype of aggression, respectively.

Following screening eligible subjects will enter a two-week flexible baseline period, at which
time the caregivers will receive the IA diary and will receive training on how to use the diary
to identify IA behaviors.

Treatment Phase:

After completing the Baseline period, eligibility criteria will be confirmed: only those subjects
who achieve 270% compliance in completing the IA diary during Baseline period and have a
baseline score of IA behaviors per 7 days > 6 will be randomized. A dose titration schedule
will be followed, where dosing will be initiated at- for all subjects in the active
treatment group and will increase approximately every three days in the first two weeks of
drug administration until 36 mg/day dose is reached.

All subjects will remain at 36 mg/day during the first week of the Maintenance period. At the
following week during maintenance, the Investigator will assess whether to increase the dose
to 45 mg/day SPN-810 or placebo, or remain on 36 mg/day of SPN-810 or placebo. A week
later, the Investigator will re-assess whether the subject will remain at 36 mg or 45 mg/day or
titrate up to the higher dose of 45 mg or 54 mg/day of SPN-810 or placebo. Dose reduction
will be allowed during maintenance in consultation with the Medical Monitor and the
Sponsor; at Visit 6 the Investigator may adjust the dose based upon tolerability.

After completing the three-week Maintenance period, subjects will enter a taper down
period if they decide to discontinue from the study, or will be given the option to convert to
an open label extension (OLE) study (810P304). Subjects who choose to participate in the OLE
will receive a blinded double-dummy conversion card to down or up-titrate the study
medication and matching placebo to enter the study at a dose of 36 mg/day SPN-810.

Endpoints:

Primary Efficacy Endpoint:

The primary efficacy variable will be based on a checklist of 15 IA behaviors collected in an
electronic IA diary.
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The primary efficacy endpoint is the percent change (PCHt) in the frequency (unweighted
score) of 1A behaviors per 7 days in the Treatment Phase (titration + maintenance) relative to
the Baseline period calculated over the number of days with non-missing IA diary data.

The primary efficacy endpoint PCHt will be calculated by PCHt= 100*(T — B)/B, where T and B
are |A behavior frequencies per 7 days during the Treatment Phase and Baseline period,
respectively. The IA behavior frequency per 7 days is defined as (SUM/DAY) x 7, where SUM
is the total of the 15 IA behaviors reported in IA diary, and DAY is the number of days with
non-missing IA score in the IA diary during the specified study period.

Key Secondary Efficacy Endpoints:

1. Investigator-rated CGI-S scale
2. R-MOAS rating scale
3. R-MOAS remission rate defined by a score <10

Additional Secondary Endpoints:

Investigator-rated CGl-I scale
Caregiver-rated CGl-I scale
Caregiver-rated CGI-S scale
SNAP-IV rating scale
CHQ-PF28 rating scale

SIPA rating scale

ounhwnNneE

Additional Secondary Safety and Tolerability Endpoints:

1. Incidence of Adverse Events

2. Incidence of Extrapyramidal Symptoms (EPS) as assessed by Simpson-Angus Scale
Barnes Akathisia Scale, Abnormal Involuntary Movement Scale
Columbia Suicide Severity Rating Scale (C-SSRS)
Laboratory Parameters (Hematology, Chemistry, Urinalysis, Insulin and Prolactin)
Vital signs, Standardized BMI, Physical Examination and ECG (12-lead)
Infrequent Behaviors Checklist

oukuw

Exploratory Endpoints:

1. 1A Diary Cross-Validation
The data generated from 810P301 and 810P302 pediatric studies during the diary
validation process may be used for cross-validation of the IA Diary in adolescents. If the
decision is made to proceed with the analysis, the cross-validation plan and results will be
provided in a separate stand-alone report.
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2. Population Pharmacokinetics/Pharmacodynamics:

3. Pharmacogenomics (PGx) Testing:

Pharmacogenomic testing is optional. The DNA will be extracted and tested for any
genetic variations associated with CYP2D6 enzyme. This enzyme is involved in the
metabolism of molindone and genetic variations of the CYP2D6 gene may affect the
pharmacokinetics of the drug. Test results in this study will identify the subject’s
metabolizer phenotype.

Sample size:

Assuming a mean difference of 15 between SPN-810 dose group and placebo with a
common standard deviation of 35, a sample of 93 subjects per arm will yield 80 % power to
detect a non-zero difference between the median of SPN-810 treatment group and the
placebo group using the Wilcoxon rank-sum test with a 2-sided significance level a=0.05.

It is assumed that approximately 20% subjects will dropout before the completion of the
study and hence, an adjusted total of 186 subjects will be randomized in a 1:1 ratio to obtain
approximately 150 subjects at the completion of the study.

Sample size may be recalculated based on the effect size of the ongoing 810P301 and
810P302 studies.

Analysis Populations:

Safety Population: will include all subjects who received at least 1 dose of study drug and
had at least one post-baseline safety assessment.

FAS (Full Analysis Set): include all subjects who received at least 1 dose of study drug and
have completed baseline and at least 1 valid post-randomization assessment of frequency of
IA behaviors based on IA diary entry.

Per-Protocol (PP) Population: will include all of the subjects who completed the Treatment
Phase and did not have major protocol deviations (as defined in the SAP).

PK population: will include all subjects in the safety population who have received at least 1
dose of active study medication and had one PK sample drawn which had quantifiable
concentration for molindone.

Efficacy Hypothesis:
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Let u1, and p2 represent the median percent change in the frequency of IA behaviors per 7
days in the Treatment Phase relative to the Baseline period in the FAS population for subjects
treated with placebo and SPN-810 treatment, respectively. The null (Ho) and the alternative
(Ha) hypotheses are as in the following:

Ho: n2= p1, [there is no difference between the median of the SPN-810 treatment
group and the median of placebo group] vs. Ha: n2# 1, [there is a difference between
the median of the SPN-810 treatment group and the median of placebo].

Handling Missing Data:

For the efficacy endpoint, the frequency of IA behaviors during the Treatment Phase will be
calculated over the number of days with non-missing IA diary data in the Treatment Phase
(titration + maintenance).

For subjects who have partial IA diary data during Maintenance period (<7 days with non-
missing |A diary data), the IA behaviors from both Titration and partial Maintenance period
will be counted together and used for the Maintenance period. For subjects with IA diary
data only available during Titration period, the IA behaviors from the Titration period will be
used for the Maintenance period.

Statistical Methods:

Summaries for continuous variables will include the sample size, mean, and standard
deviation, median, minimum, and maximum. Summaries for discrete variables will include
the tabulation of frequencies and percentages.

Analysis of PCHt will be performed using the Wilcoxon rank-sum test to test the hypothesis
of equality of the median of SPN-810 treatment group with the median of the placebo group.
The Hodges-Lehmann estimate and the associated 95% confidence interval (Cl) will be
calculated.

Each of the secondary endpoints will be analyzed using a Mixed-Effect Model for Repeated
Measure (MMRM). MMRM assumes missing data as Missing at Random. The model includes
treatment, visit, and interaction between treatment and visit as fixed factors, baseline as
covariate. The model parameters will be estimated using restricted maximum likelihood
method with unstructured variance-covariance matrix and Kenward-Roger approximation to
estimate denominator degrees of freedom. The between-group comparison will be performed
using the simple contrast at the respective visits.

The least squares mean of the treatment groups, the difference in the least squares mean
(SPN-810 minus placebo), and the 2-sided 95% ClI for the difference will be obtained.
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Safety Monitoring:

An independent and unblinded Data and Safety Committee (DSC) will be established to
assess the safety of the subjects participating in the study. An interim safety data analysis will
be performed if required to support a registration filing. The DSC will consist of 3 individuals.

Safety Analysis:

Safety analyses will be based on the safety population. All AEs will be coded using the
Medical Dictionary for Regulatory Activities (MedDRA) and preferred term. All AEs with
onset date on or after the first dose of double-blind study medication and prior to 7 days
after the permanent discontinuation of study medication (onset date — last date of dose <=7)
will be summarized using discrete summaries at the subject and event level by system organ
class and preferred term for each treatment group. AEs with onset date after Visit 7, will be
summarized in the OLE study (810P304) for subjects who decide to enroll in the OLE.
Similarly, treatment-emergent AEs will be summarized by severity and relationship
separately. Vital signs and all other safety endpoints will be summarized using descriptive
statistics by treatment groups. If applicable, categorical laboratory tests will be summarized
using number and percent of subjects by treatment groups. Data on infrequent behaviors will
be listed.

IA Diary Cross-Validation:

Cross-validation model generated based on the results from the validation of the IA diary in
the 810P301 and 810P302 studies may be used to predict and estimate the accuracy of
electronic IA diary to measure aggressive behaviors in adolescents.

Pharmacokinetic Analysis:

Bioanalytical Analysis:

—

Pharmacogenomics (PGx) Analysis:

The DNA will be extracted and tested for any genetic variations associated with CYP2D6
enzyme. The residual DNA will be stored for possible testing of genes involved in the efficacy
and possible association with particular adverse events of the drug (e.g., understand the non-
responders to treatment and/or individuals who show unusual safety profile). The DNA
analysis will not be used for individual genetic characterization and the subject identity will
be kept confidential. The PGx report will be a stand-alone document.
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1. ETHICS
1.1 Institutional Review Boards / Independent Ethics Committees

A list of the Institutional Review Board(s) (IRB) and/or Independent Ethics Committee(s) (IEC)
that approved this study will be included in the clinical study report for this protocol.

The protocol, any protocol amendments, and the informed consent form (ICF) will be reviewed
and approved by the appropriate IRB before subjects are enrolled. IRB Approval is required and
will be acquired prior to the distributing SM to investigational sites. The Investigators or
Sponsor will submit, depending on local regulations, periodic reports and inform the IRB of any
reportable adverse events (AEs) per International Conference on Harmonization (ICH)
guidelines and local IRB standards of practice.

1.2  Ethical Conduct of the Study

This study will be conducted in accordance with standard operating procedures (SOPs) from the
Sponsor. These SOPs are designed to ensure adherence to GCP guidelines as required by:

e Declaration of Helsinki, 1964 (“Recommendations Guiding Physicians in Biomedical
Research Involving Human Patients”), and all its accepted amendments to date
concerning medical research in humans.

e |ICH Guideline for GCP (Committee for Proprietary Medicinal Products/ICH/135/95) of
the European Agency for the Evaluation of Medicinal Products, Committee for
Proprietary Medicinal Products, ICH of Pharmaceuticals for Human Use.

e United States (US) Code of Federal Regulations (CFR) dealing with clinical studies
(21 CFR, including parts 50 and 56 concerning Patient Informed Consent and IRB
regulations).

e Local and national legal guidelines.

1.3  Investigators and Study Personnel

This study will be conducted by qualified Investigators under the sponsorship of Supernus
Pharmaceuticals, Inc. (Sponsor) at US study sites.

Contact persons at the Sponsor are listed in the reference binder provided to each
investigational site. The study will be monitored by qualified personnel from Sponsor. The
Sponsor will oversee and review the monitoring activities for the study. Medical writing, data
management, and statistical analyses will be performed by qualified service partners.
Laboratory tests will be conducted by a central laboratory as designated in the reference
binder.
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1.4  Subject Information and Consent/Assent

The Investigator (or designee) will inform the subject and their parent(s), or legal
representative, of all aspects pertaining to the subject’s participation in the study and will
provide oral and written information describing the nature of the study, the procedures
involved, the expected duration, the potential risks and benefits involved, and any potential
discomfort.

The process for obtaining informed consent/assent will be in accordance with all applicable
regulatory requirements. The Investigator (or designee) and the parent (or legal
representative) must sign and date the Informed Consent Form (ICF)/Informed Assent Form
(IAF) before the subject can participate in the study. The parent or legal representative and the
subject will be given a copy of the signed and dated consent/assent form and the original will
be retained in the investigational site study records.

All subject participation in the study is voluntary. The Investigator (or designee) must
emphasize to the subject and their parent(s) or legal representative that consent regarding
study participation may be withdrawn at any time without penalty or loss of benefits to which
the subject is otherwise entitled.

The ICF/IAF should be given by means of a standard written statement, written in non-technical
language. The subject should understand the statement before signing and dating it. If written
consent is not possible, oral consent may be obtained if witnessed by at least one person not
involved in the study. The verbal consent will be documented and signed by the Investigator
and the witness(es). No subject can enter the study before his/her ICF has been obtained.

If the ICF/IAF is amended during the study, the Investigator must follow all applicable
regulatory requirements pertaining to approval of the amended ICF by the IRB and use the
amended consent form. All ongoing subjects must be reconsented per the IRB guidelines. All
versions of the signed consent forms (including reconsents) must be retained by the sites.

2. INTRODUCTION
2.1 Background

Aggression refers to a behavior that can result in both physical and psychological harm to
oneself, others or objects in the environment. Aggression is manifested verbally, mentally, and
physically. Such behavior becomes maladaptive when it persists, occurs outside an acceptable
social context, and is of an intensity, frequency, severity and/or duration detrimental to the
child’s interests (Jensen, et al., 2007; Connor & McLauglin, 2006).

Aggression can be categorized into two broad subtypes based on the aggressor’s motivation —
1) reactive or impulsive and 2) proactive or instrumental (Vitiello & Stoff, 1997). Impulsive
aggression (lA) is angry, retaliatory aggression arising out of frustration, annoyance, or hostility
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triggered by real or perceived provocations — stressors that non-affected youth of the same age
can typically control in a more socially acceptable manner. IA is an unplanned, immediate
response and an out-of-control emotional state, reflecting the inability to contain rage in
response to apparent threat that usually does not lead to a secondary benefit. In contrast,
instrumental aggression is consciously planned, goal-oriented behavior with the specific intent
of benefiting the aggressor, a planned act, used for personal gain (Jensen, et al., 2007). IA is
then a behavior that implies an immediate action without thinking: this type of impulsivity
seems to nurture internalizing behaviors leading to depression and anxiety due to poor parent-
child interaction, peer rejection or sensitivity to stress.

2.2  Impulsive Aggression Comorbid with ADHD

ADHD is the most prevalent neurological disorder in youth with a parent-reported prevalence
of 6.8-10.2% in children and adolescents (Visser, et al., 2010; Visser, et al., 2014). |Ais a
common feature in the clinical presentation of ADHD patients and has a much greater impact
on parents’ overall impairment ratings than the core ADHD symptoms themselves. Among
participants of the Multimodal Treatment of Children with ADHD (MTA) study, 54% of subjects
with ADHD exhibited clinically significant aggression at baseline (Jensen, et al., 2007). IA
amplifies the psychological, academic, emotional, and social problems associated with

ADHD (Shelton, et al., 1998), markedly increasing the risk of persistent behavioral problems,
conduct disorder, encounters with the justice system, deficits in academic achievement,
behavioral and disciplinary problems at school, and substance experimentation/abuse. In
adolescents, reactive aggression is strongly correlated with anxiety and ADHD problems.
(Smeets, et al., 2017).

Prospective longitudinal studies have established that consequences of childhood ADHD persist
through adolescence. In younger adolescents, low or moderate levels of IA are considered
normal as coping skills are not fully developed yet at younger age. However, in pediatric ADHD
patients, IA may become more persistent and severe at older age (Smeets, et al., 2017).
Pervasive IA in children, which is characterized by impulsive thoughts, emotional lability, and
impulsive behavior is thought to represent a high-risk profile for progression from childhood
ADHD to adult antisocial disorders (McKay & Halperin, 2001). Physical and emotional changes
occur while transitioning from childhood to adolescence. A lack of self-regulation during this
period adversely affects these changes and results in low self-esteem and sociability in
adolescents with ADHD. While inattention and impaired executive functions mostly impact
academic achievement, impulsivity affects the non-academic aspects of functionality that may
lead to development of oppositional defiant disorder (ODD), drug experimentation, speeding
while driving, risky sexual behavior, impulsive verbal behaviors and reactive aggression
(Wehmeier, et al., 2010). Adolescents are at higher risks for more severe reactive aggression at
older age hence, treatment is needed to prevent the progression of unwanted behaviors.
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Children and adolescents are an especially vulnerable population that bear the brunt of ADHD-
related morbidity, and may therefore benefit from the addition of a drug specifically targeting
residual aggressive behaviors refractory to primary ADHD therapy. A stepped-care approach
with aggression-targeted therapy, such as an antipsychotic added to ADHD therapy has been
recommended to treat residual aggressive behaviors (Scotto-Rosato, et al., 2012). IA represents
a serious clinical and public health concern and requires effective and timely intervention
(Saylor & Amann, 2016). For these reasons, it is important to understand and characterize IA
behaviors and to assess the response to medication in adolescents with ADHD for an effective
treatment.

2.3  Current Treatment Options

Based largely on the beneficial effects of risperidone on disruptive behavior disorders in
children of sub-average intelligence, antipsychotics are used as adjunctive therapy for treating
aggression in children with ADHD (Pappadopulos, et al., 2003; Pliszka, 2007; Pliszka, et al.,
2006). The TOSCA (Treatment of Severe Childhood Aggression) study has provided empirical
evidence to support a stepped-care approach in which children with ADHD and severe
aggression are initially treated with primary ADHD therapy followed by adjunctive antipsychotic
therapy targeting residual aggressive behaviors (Farmer, et al., 2011; Aman, et al.,

2014; Gadow, et al., 2014). However, risperidone had only a limited impact on aggression in the
TOSCA study even though the dosage was flexible for optimal effect. Moreover, the TOSCA
study confirmed that stimulant co-therapy does not attenuate the long-term effects of
risperidone or similar agents on body composition, metabolic parameters, prolactin, or
sedation (Penzner, et al., 2009; Calarge, et al., 2009). Use of the antipsychotics olanzapine,
guetiapine, risperidone, and aripiprazole in children were all associated with significant
increase in weight and BMI (8.5 kg/3.01 kg/m?, 6.1 kg/2.12 kg/m?, 5.3 kg/1.92 kg/m?, and

4.4 kg/1.67 kg/m?, respectively) (Correll, et al., 2009). Olanzapine and quetiapine also produced
significant increases in multiple metabolic parameters and risperidone significantly increased
triglyceride levels.

Molindone hydrochloride is a first-generation mid-potency compound for which the Sponsor
has developed an extended release (ER) formulation (SPN-810), administered orally for the
treatment of IA in children with ADHD. The immediate-release molindone (Moban®) was
approved in 1974 for the management of schizophrenia in adults and adolescents but was
discontinued due to commercial reasons by the original manufacturer. Its effects relative to the
second-generation antipsychotics (olanzapine and risperidone) were evaluated in a pediatric
population with early-onset schizophrenia and schizoaffective disorder in the Treatment of
Early-Onset Schizophrenia Spectrum Disorders Study (TEOSS) (McClellan, et al., 2007).
Molindone was selected as the first generation antipsychotic based on its favorable safety
profile in comparison with the second generation agents. At the average dose of 60 mg/day
molindone was shown to be safe and well tolerated (Sikich, et al., 2008). Molindone was not
associated with significant increases in weight/BMI in contrast to olanzapine.
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Molindone has been shown to be effective in treating aggressive behavior in children with
undersocialized conduct disorder, aggressive type, in an open label and a double-blind
study (Greenhill, et al., 1981; Greenhill, et al., 1985).

Results of randomized controlled trials such as TEOSS and other studies has stimulated interest
in the potential usefulness of molindone as a weight- and metabolically-neutral D2-receptor
antagonist in children with ADHD and comorbid IA. The overall clinical profile of molindone in
children makes it an attractive candidate for the treatment of 1A in children and adolescents
with ADHD, especially with the anticipated benefits of an ER formulation.

2.4  Sponsor’s Phase 2 Studies

Study 810P201 was a proof-of-concept, open label, parallel-group, randomized, dose-ranging,
safety and tolerability study using the investigational immediate-release (IR) formulation of
molindone (Molindone IR) dosed three times a day (TID) in children with ADHD and persistent
serious conduct problems (Stocks, et al., 2012). Target subjects were healthy male or female
children aged 6 to 12 years, with a diagnosis of ADHD accompanied by persistent serious
conduct problems. A total of 78 subjects (19-20 per treatment group) in ten U.S sites were
randomized. The primary objective was to evaluate the safety and tolerability of four weight-
based dosages of Molindone IR dosed three times daily in children with ADHD and persistent
serious conduct problems ).

The secondary objectives were to 1) explore the relationship between molindone plasma
concentration exposure and safety/tolerability endpoints and 2) assess the effect of Molindone
IR after 6 weeks of maintenance treatment in reducing persistent serious conduct problems as
measured by the Conduct Problem Subscale of the Nisonger Child Behavior Rating Form-Typical
Intelligence Quotient (NCBRF-TIQ).

Study 810P202 was a Phase 2b multicenter, randomized, double-blind, placebo-controlled trial
in a pediatric population of subjects 6-12 years of age diagnosed with ADHD and IA that was not
controlled by optimal stimulant and behavioral therapy (Study 810P202, 2013). The primary
objective of the study was to assess the effect of an extended-release (ER) tablet formulation of
molindone hydrochloride (SPN-810) (12 to 54 mg/day) in reducing IA as measured by the
Retrospective-Modified Overt Aggression Scale (R-MOAS) after at least three weeks of assigned
treatment. Secondary endpoints included the rate of remission of IA and measurement of the
effectiveness of SPN-810 on Clinical Global Impression (CGl) and ADHD scales as well as
evaluation of the safety and tolerability of the drug. Patients who completed the study could
continue into an open-label phase of six months duration.
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SPN-810 dose within treatment groups was stratified by weight (below/above 30 kg). Both the
Medium (24/36 mg) and Low (12/18 mg) dose groups showed a statistically significant
difference from the Placebo group in the change from baseline to final visit (Visit 10) in R-MOAS
but the High (36/54 mg) dose group was not significantly different from the Placebo group.

SPN-810 ER formulation exhibited a satisfactory safety and tolerability profile, with low
incidence of AEs and no unexpected, life threatening or dose-limiting safety issues. The adverse
events (AEs) reported in this study were consistent with the types of events that could be
expected in a pediatric population taking low-dose antipsychotic medication and
psychostimulant ADHD medication. The overall frequency of events was relatively low, as were
discontinuations due to AEs. The frequency of AEs associated with extrapyramidal symptoms
(EPS) was also low and the two serious adverse events that occurred were not drug-related.

Other study results further supported a beneficial treatment effect on IA behaviors. The CGlI
results (Severity and Improvement) were consistent with the findings for the R-MOAS; notable
improvement occurred primarily in the Low dose and Medium dose groups. Scores for
Swanson, Nolan and Pelham Questionnaire (SNAP-1V) Hyperactivity and Impulsivity did not
exhibit statistically significant differences across groups. Numeral trends in SNAP-IV
Oppositional Defiant Disorder (ODD) scores, while not always significant, consistently favored
the Low dose and Medium dose groups over Placebo.

Study 810P203 was a multicenter open label extension (OLE) to the Phase 2b trial in a pediatric
population of subjects 6-12 years of age diagnosed with ADHD and IA (Study 810P203, 2013).

The starting dose for this open-label extension study was based on subjects’ weight at the end
of 810P202. Subjects were initiated at doses of 18 and 36 mg/day, in children weighing less
than 30 kg, and more than 30 kg, respectively. The dose was gradually adjusted based on
tolerability or effectiveness, regardless of weight group to 9 mg/day, 18 mg/day, 27 mg/day or
36 mg/day. Of the 121 subjects randomized into the double blind Study 810P202, 78 subjects
continued on to the OLE study and received SPN-810 for up to 6 months.
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2.5 Sponsor’s Phase 3 Studies

The Sponsor is conducting three Phase 3 multicenter studies, of which two are randomized,
double-blind, placebo-controlled trials in pediatric population (810P301 and 810P302) and one
is an open-label extension (OLE) study, 810P304. After completing the 810P301 or 810P302
studies, subjects will have the option to enroll in the 810P304 study that is designed to assess
long-term safety and tolerability of SPN-810.

The primary objective of 810P301 and 810P302 is to assess the efficacy and safety of SPN-810
in reducing the frequency of IA behaviors in children 6 to 12 years of age with ADHD and
associated features of IA when taken in conjunction with standard ADHD treatment. In these
two studies, the percent change in the frequency of 15 identified IA behaviors per 7 days during
the treatment, is measured using and electronic diary that was developed by the Sponsor to
characterize the nature of impulsive aggressive behaviors in children (6-12 years old) with a
confirmed diagnosis of ADHD.

2.6 IA Diary

From 2013 to 2015, Endpoint Outcomes (EO) in partnership wit' developed a new
impulsive aggression diary (IA diary). The IA diary is an electronic observer-reported outcome
(eObsRO) instrument that is comprised of an episodic diary (to be reported as soon as possible
after the parent or other guardian or observer witnesses the child’s IA behavior) and an evening
diary (to enable at a minimum, completion of the diary once each day). The development of
this diary was as per FDA’s “Guidance for Industry Patient-Reported Outcome Measures: Use in
Medical Product Development to Support Labeling Claims” (US FDA, 2009).

Psychometric testing of the electronic diary was conducted in parents of children aged 6 to 12
years with a primary diagnosis of ADHD (Sponsor Study 810P501, 2015) to establish the validity
and reliability of the IA diary. The results indicate that 15 items of the original diary (30 items)
best describe IA and demonstrate sufficient reporting prevalence at baseline and across all
diaries exhibiting acceptable psychometric properties. The following 15 items are: Yelling,
Screaming, Threatening, Scratching, Throwing, Slamming, Hitting Self, Arguing, Cursing, Name
Calling, Shoving, Hair Pulling, Fighting, Hitting Others, and Kicking Others. Hence, the IA diary is
currently used for the first time in the pediatric studies (810P301 and 810P302) to monitor the
frequency of these 15-items in children 6-12 years old with a primary diagnosis of ADHD.

2.7  Study Rationale

Supernus was interested in expanding the potential age range of the subjects in future trials of
SPN-810 and has conducted a preliminary concept elicitation and cognitive interviews, using
This document is confidential. It contains proprietary information of Supernus® Pharmaceuticals, Inc. Any viewing or disclosure

of such information that is not authorized in writing by the Sponsor is strictly prohibited. Such information may be used solely
for the purpose of reviewing or performing this study.



Supernus® Pharmaceuticals, Inc CONFIDENTIAL
810P503 Version 3 Page 39 of 180

the original IA diary (15 items) in an adolescent (13-17 years old) population (Sponsor Study
810P502, 2016). The results from the study found the concepts that are present in the 15-item
IA diary developed for children as relevant in the older population (i.e., Yelling, Arguing,
Cursing, Name Calling, Threatening, Shoving/Pushing, Fighting, Throwing, Slamming, and Hitting
were each reported by >60% of the subjects). Two items in the IA diary were not endorsed as
frequently (Scratching and Pulling Hair) and were each reported by <25% of the population. The
low reporting of these two behaviors may suggest them as outlier concepts in a sample of
mostly boys who tend to have shorter hair and/or nails than girls, and therefore less likely to
pull hair or scratch in the context of fighting. Even though these concepts were reported less
frequently than other concepts, keeping these items in the current 15-item IA diary may help to
comprehensively cover and adequately characterize the IA experience in girls.

This research finding supports the content validity of the 15-item IA diary developed for
children 6-12 years old as an adequate measure IA behaviors that can be applied to an older
population (13-17 years old). Furthermore, the results suggested the appropriateness of a
common parent/caregiver reported eObsRO diary for children and adolescents diagnosed with
ADHD and exhibiting significant IA behaviors.

3. STUDY OBJECTIVES
3.1 Primary Objective

The primary objective of this study is to assess the efficacy and safety of flexible doses of
SPN-810 (36 to 54 mg/day) in the improvement of IA behaviors in adolescents diagnosed with
ADHD when taken in conjunction with standard ADHD treatment.

3.2  Secondary Objectives

The key secondary objectives of this study are to assess the effect of SPN-810 on the following
scales:
1. Investigator-rated Clinical Global Impression — Severity Scale (CGI-S);
2. Retrospective Overt Modified Aggression Scale (R-MOAS);
3. Percent of children whose |IA behaviors were remitted at the end of the study measured
by R-MOAS score < 10.

Additional secondary objectives are to assess the effect of treating adolescents with SPN-810
on the following:

1. Investigator- rated Clinical Global Impression — Improvement Scale (CGI-I);

2. Caregiver-rated CGI-I Scale;

3. Caregiver-rated Clinical Global Impression — Severity Scale (CGI-S);

4. Inattention, Hyperactivity-Impulsivity and ODD measured by the SNAP-IV rating scale;

5. Child Health Questionnaire Parent Form 28-item (CHQ-PF28);
This document is confidential. It contains proprietary information of Supernus® Pharmaceuticals, Inc. Any viewing or disclosure

of such information that is not authorized in writing by the Sponsor is strictly prohibited. Such information may be used solely
for the purpose of reviewing or performing this study.



Supernus® Pharmaceuticals, Inc CONFIDENTIAL
810P503 Version 3 Page 40 of 180

6. Stress Index for Parents of Adolescents (SIPA);
7. Safety monitoring.

a. Incidence of Adverse Events

b. Incidence of Extrapyramidal Symptoms (EPS) as assessed by Simpson-Angus
Scale Barnes Akathisia Scale, Abnormal Involuntary Movement Scale
Columbia Suicide Severity Rating Scale (C-SSRS)
Laboratory Parameters (Hematology, Chemistry, Urinalysis, Insulin and Prolactin)
Vital signs, Standardized BMI, Physical Examination and ECG (12-lead)
Infrequent Behaviors Checklist

S0 a0

3.3  Exploratory Objectives

The following objectives will also be evaluated; the report from each results analysis will be a
stand-alone document:

1. Across-validation of the electronic IA diary will be conducted using the parameters
obtained from the psychometric validation in the two pediatric Phase 3 studies
(810P301 and 810P302) to assess the minimal clinically important changes (MCIC) in this
population;

3. Pharmacogenomics (PGx) of molindone.
4. INVESTIGATIONAL PLAN

4.1 Rationale for Study Design and Appropriateness of Measurements

The study is designed to assess the efficacy and safety of an extended release oral formulation
of molindone as a treatment for reducing impulsive aggression in adolescents with ADHD when
given in conjunction with each subject standard prescribed ADHD medication.

The IA diary will serve as the primary assessment tool to measure the improvement in the
frequency of the IA behaviors as it is used in the Phase 3 studies (810P301 and 810P302) in
pediatric population. The content validity of the 15-item IA diary as an adequate measure of IA
behaviors for older children (13-17 years old) was confirmed by the concept elicitation
interviews study (Sponsor Study 810P502, 2016) conducted in adolescents (13-17 years of age)
suggesting that the 15-item IA diary developed for children (i.e., Yelling, Screaming,
Threatening, Scratching, Throwing, Slamming, Hitting Self, Arguing, Cursing, Name Calling,
Shoving, Hair Pulling, Fighting, Hitting Others and Kicking Others) may also be used as an
appropriate instrument to assess the frequency of the IA behaviors in adolescents with ADHD.
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Key secondary measures of efficacy of SPN-810 will include the Clinical Global Impression -
Severity Scale (CGI-S) scores completed by the Investigator, R-MOAS score and the percent of
adolescents whose IA behaviors were remitted at the end of study (R-MOAS score < 10).
Additional secondary measures include the Investigator and Caregiver-rated Clinical Global
Impression- Improvement Scale (CGI-1) scores, the Caregiver-rated Clinical Global Impression -
Severity Scale (CGI-S) score, the inattention, hyperactivity-impulsivity and ODD measured by
the SNAP-IV, the treatment effect of the child‘s overall heath as measured by the Child Heath
Questionnaire Parent Form 28-item (CHQ-PF28), and parental and child stress measured by the
Stress Index for Parents of Adolescents (SIPA).

Besides routine safety monitoring, incidence of extrapyramidal symptoms will be assessed by
special scales, i.e., Simpson-Angus Scale, the Barnes Akathisia Scale, and the Abnormal
Involuntary Movement Scale (AIMS). Suicidal thoughts and ideation will be assessed by the
Columbia Suicide Severity Rating Scale (C-SSRS).

A list of 15 behaviors such as Teasing, Spitting, Biting, Weapons, Ripping, Breaking, Vandalizing,
Destroying, Fire Setting, Hitting Animal, Kicking self, Kicking Animal, Severe Injury Self, Severe
Injury Others and Severe Injury Animal, were considered infrequent in the qualitative study
conducted during the IA diary development (Sponsor Study 810501, 2015). The incidence of
these infrequent IA behaviors will be assessed on paper at Visit 2 and using the checklist in the
electronic |A diary from Visit 3 to Visit 7.

As an exploratory measure, this study will also permit us to psychometrically cross-validate, if
needed, the IA diary as a tool to measure IA behaviors in subjects aged 12 to 17 years with
ADHD and comorbid IA.

Additional exploratory analyses include the pharmacokinetic/pharmacodynamics and
pharmacogenomics of molindone.

4.2 Overall Study Design and Plan

The study is a randomized, double-blind, multicenter, placebo-controlled, flexible-dose (36, 45
or 54 mg/day), 2-arm, (1:1) parallel group study to evaluate the safety and efficacy of SPN-810
(molindone extended release tablets) for reducing impulsive aggression in adolescents

(12-17 years of age) with ADHD as an adjunctive treatment to an approved ADHD medication.

The study will consist of 3 phases: (1) Pre-Treatment Phase, (2) Treatment Phase and (3)
Conversion/Taper Phase (Figure 1).

Following Screening, eligible subjects will enter a flexible Baseline period, during which the
subject’s primary caregiver (or secondary if assigned) will use the IA diary to record daily the
occurrence of IA behaviors.
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After the completion of the Baseline period, at Visit 3 eligibility criteria will be re-confirmed:
only subjects who achieve > 70% in the completion of the IA diary during baseline, with a
threshold of > 6 IA behaviors per 7 days observed during the flexible Baseline period, will be
randomized in a 1:1 ratio to the SPN-810 group (n=93) or placebo group (n=93).

Subsequently, the randomized subjects will follow a dose titration schedule as shown in

(Figure 1). The titration will consist of dosing starting at_ and increasing approximately
every 3 days until the target dose of 36 mg/day is reached within 2 weeks. This will be followed
by a flexible three-week Maintenance period during which the Investigator will have the option
to gradually increase the total daily dose (TDD) of SPN-810.

During the first week of the Maintenance period, all subjects will remain at 36 mg/day. After
the first week of maintenance, the Investigator will assess whether to increase the dose to

45 mg/day SPN-810 or placebo, or remain on 36 mg/day of SPN-810 or placebo. In the following
week, the Investigator will re-assess the dosage: the subject may remain at 36 mg/day or 45
mg/day or matching placebo (depending on the dosage from the previous week) or titrate up to
the higher dose of 45 mg/day or 54 mg/day of SPN-810 or placebo, respectively. Dose reduction
will be allowed during maintenance in consultation with the Medical Monitor and the Sponsor;
at Visit 6 the Investigator may adjust the dose based upon tolerability.

At the end of the Maintenance period, all subjects who complete the study will have the option
to participate in an OLE study (Study Protocol 810P304) in which all subjects will receive active
SM treatment. Subjects choosing to participate will receive a blinded double-dummy
conversion medication card which will adjust the subject’s TDD to 36 mg for initiation into the
open label extension study (Figure 1). Those subjects who do not elect to participate in this
extension will be tapered down prior to discontinuation of SM (Figure 2).

A subject who discontinues early in the Maintenance period, i.e., prior to Visit 7 may be allowed
to participate in the OLE on a case-by-case basis after consultation between the Investigator,
Medical Monitor, and the Sponsor.

4.3 Duration of Study Treatment

Total duration of study: Approximately 13 weeks

e Pre-treatment Phase: Up to 45 days
o Screening period: Up to 30 days
o Baseline period: At least 15 days
e Treatment Phase: 36 days
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o Titration period: 2 weeks
o Maintenance period: 3 weeks
e Conversion/Taper Phase: 10 days
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Figure 1 Schematic of Conversion to Open Label Study
Pre-Treatment Treatment
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1 ;3 A blinded double-dummy conversion card will be distributed to down or up-titrate the study medication and matching placebo.
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Figure 2 Schematic of Tapering for Subjects who Discontinue
Pre-Treatment Treatment
Taper
Screening | Baseline Titration Maintenance

Treatment 1: Placebo
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43.1 Pre-Treatment Phase
4.3.1.1 Screening Period

Screening procedures will be conducted within 45 days prior to subject randomization (Visit 3)
and may be carried out over more than one visit if needed. Prior to conducting any study
related procedures, a written informed consent/assent must be obtained from the parent or
legal representative, and subject (when required). Abnormal results on screening laboratory
tests may be repeated only at the discretion of the Investigator, in consultation with the
Medical Monitor and the Sponsor on a case by case basis. Re-screening of subjects is not
allowed. Each screened subject will be assigned a subject number starting from 5001 to 5999 in
a sequential order. Staff and study sites are encouraged to complete screening procedures as
early as possible to allow more flexibility on the Baseline period for the caregiver to achieve
the IA diary compliance.

The diagnosis of ADHD will follow the definition found in the Diagnostic and Statistical Manual
of Mental Disorders-5 (DSM-5), as confirmed with the Mini International Neuropsychiatric
Interview for Children and Adolescents (MINI-KID).

The R-MOAS and CGI-S completed by the Investigator will be administered to determine if the
subject is eligible to participate in the study. Both these scales measure severity of aggressive
behaviors; only those subjects with an R-MOAS score of > 20 and scoring of at least
“moderately ill” (score of > 4) on CGI-S will be eligible for the study.

The Vitiello Aggression Questionnaire will be used to evaluate the subtype of aggression
(planned vs. impulsive); only those children who score between -2 and -5 and are considered
predominantly impulsive will be included.

Serum pregnancy test will be performed at Screening for all female subjects.

4.3.1.2 Baseline Period

Subjects who meet all study criteria will proceed to the flexible 15-day Baseline period. At Visit
2 an A diary electronic device will be issued: the subject’s primary caregiver and a secondary
caregiver (if assigned) will be trained on how to use the device. Every effort will be made to
provide adequate caregiver training on the use of the diary and acknowledgment of training will
be captured on the device. At Visit 2 infrequent behaviors will also be recorded on paper
source.

Following at least 15 days of using the diary, caregiver’s compliance with the IA diary will be
assessed. Compliance will be calculated as percentage of days over the past 15 days during the
Baseline period for which an evening diary was completed. A diary compliance 270 % in the
completion of the diary is for eligibility.
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Subjects whose caregivers do not reach 70% compliance (at least 11 out 15 days) during the
first 15 days of the Baseline period may be allowed to continue to use the diary for up to 15
additional days to improve caregivers’ performance with the IA diary and demonstrate > 70%
compliance over the past 15-day rolling window. For these subjects, caregivers will receive
remedial training on the use of the |A diary. During this time, caregiver compliance with the IA
diary will be monitored daily by study site personnel over the past 15-days as a “rolling
window”.

Although there are up to 30 days available for each of the Screening or the Baseline period,
the total duration of Screening and Baseline periods may not exceed 45 days.

A baseline score of 26 of IA behaviors per 7 days is required for randomization. The score
represents the frequency of IA behaviors per 7 days and, will be calculated as the sum of the
scores of the IA behaviors collected during the entire Baseline period, divided by the number of
days with non-missing IA behaviors, then multiplied by 7 days.

Subjects whose caregivers demonstrate > 70% diary compliance and an IA baseline score 26 will
be eligible for randomization and continue into the Titration period.

4.3.2 Treatment Phase: (2-5 weeks)
4.3.2.1 Titration period (2 weeks), Day 1 to Day 14

Inclusion/exclusion criteria will be re-assessed to verify eligibility prior to study randomization
at the end of Visit 3. Eligible subjects will be randomized at Visit 3 (Day 1) in a 1: 1 ratio to
receive 36 mg/day SPN-810 or placebo and proceed to the two-week Titration period in order
to reach the maintenance dose of 36 mg/day over a period of 2 weeks.

4.3.2.2 Flexible Maintenance period (3 weeks), Day 15 to Day 35

Following dose titration, all subjects will remain at the reached dose of SPN-810 (36 mg/day) or
placebo on the first week of the Maintenance period. After the first week, the Investigator will
clinically assess whether to increase the dose to 45 mg/day SPN-810 or placebo, or remain at 36
mg/day of SPN-810 or placebo. On the following week, the Investigator will re-assess the dosage:
the subject may remain at 36 mg/day or 45 mg/day or matching placebo (depending on the
dosage from the previous week) or titrate up to the higher dose of 45 mg/day or 54 mg/day of
SPN-810 or placebo, respectively. Dose reduction will also be allowed during the second week of
the Maintenance period in consultation with the Medical Monitor and the Sponsor; at Visit 6 the
Investigator may adjust the dose based upon tolerability.

4.3.3 Conversion Phase (10 days), Day 36 to day 45

At the end of the 3-week Maintenance period (Visit 7), subjects will enter a 10 day Conversion
Phase if the subject chooses to enroll into an ongoing open-label extension (OLE) study (i.e.,
810P304). A blinded double-dummy conversion card will be distributed to down or up-titrate
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the study medication and matching placebo. Subjects will return to the study site for a final
end-of-study (EQS) visit, (Visit 8), after completing the Conversion Phase (Figure 1).

43.4 Taper Phase (10 days), Day 36 to day 45

At Visit 7, subjects who opt to discontinue from the study will receive a blinded taper card to
titrate down the study medication. At the completion of the Taper Phase, subjects will return to
the study site to complete the EOS procedures (Figure 2).

Subjects who choose to continue into the OLE, will enter the study at a dose of 36 mg/day
SPN-810. A subject who discontinues early in the Maintenance period, i.e., prior to Visit 7 may
be allowed to participate in the OLE on a case-by-case basis after consultation between the
Investigator, Medical Monitor, and the Sponsor.

435 End of the Study (EOS)/Early Termination, Day 46

Subjects will return to the study site for a final visit, after completing the 10 day period of Taper
or Conversion Phase. Those subjects who choose to continue in the OLE study (810P304) will
have baseline procedures performed for that study; eligibility criteria will be confirmed (at Visit
1 of study protocol 810P304) or EQS (Visit 8) in this study (810P503).

4.3.6 Early Termination

All subjects who discontinue early (i.e. during Titration period, Day 1 to Day 14) will be
instructed to return to the study site for a final visit (EOS), one week after discontinuation.
Subjects who discontinue from the study following Day 15 in the Titration period or during the
Maintenance period will be offered a taper card and will return to the study site for a final visit
(EOS).

5. STUDY METHODS

5.1 Selection of Study Population

Approximately 372 subjects aged 12-17 years (inclusive) will be screened to enroll and
randomize 186 subjects; 93 in the SPN-810 arm and 93 in the placebo arm. The population will
be male and female subjects diagnosed with ADHD, with associated features of IA and currently
being treated with an FDA-approved standard ADHD treatment (psychostimulants and non-
stimulants).

5.1.1 Inclusion Criteria

The following inclusion criteria must be met in order for a subject to be enrolled and
randomized to treatment:

1. Healthy male or female subjects, age 12-17 years at the time of screening, including
outpatients in foster care living at home.
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2.  Diagnosis of ADHD according to the Diagnostic and Statistical Manual of Mental
Disorders-5 (DSM-5) confirmed by MINI-KID.

3.  Monotherapy treatment with an FDA-approved optimized ADHD medication
(psychostimulants and non-stimulants for at least one month prior to Screening and
willing to maintain the dose throughout the duration of the study.

4.  Retrospective Modified Overt Aggression Scale (R-MOAS) score of > 20 at Screening and
Visit 3.

5.  CGI-S score at least moderately ill (>4) at Screening and Visit 3.

6. Vitiello Aggression Questionnaire score from -2 to -5 at Screening.

7.  Free of antipsychotic medication for at least 2 weeks or 5x drug’s half-life or whatever is
longer prior to Visit 2.

8.  Discontinuation of a2-adrenergic agonists (e.g. clonidine and guanfacine) used for any
other reason except for monotherapy treatment of ADHD (e.g. aggression or insomnia)
at least two-weeks prior to Visit 2.

9. Medically healthy with clinically normal laboratory profiles, vital signs and
electrocardiograms (ECGs).

10.  Able and willing to swallow tablets whole and not chewed, cut or crushed.

11.  Written informed consent/assent obtained from the subject’s parent or legal authorized
representative (LAR), and written informed assent from the subject if required.

12.  Compliance = 70% for completion of the IA Diary during the Baseline period.

13.  lAscore 2 6 during the Baseline period.

5.1.2 Exclusion Criteria

Any of the following will disqualify a subject from being enrolled and randomized:

1.
2.

8.

Body Mass Index (BMI) less than 25" and above 99" percentile.

History or current diagnosis of epilepsy, major depressive disorder, bipolar disorder,
schizophrenia and other psychotic disorders, personality disorder, Tourette’s disorder,
dissociative disorder, or autism spectrum disorder.

Currently meeting DSM-5 criteria for pervasive developmental disorder, obsessive
compulsive disorder, post-traumatic stress disorder or intermittent explosive disorder.
Use of anticonvulsants including carbamazepine and valproic acid, antidepressants, mood
stabilizers including lithium, benzodiazepines, cholinesterase inhibitors or any drug
known to strongly inhibit and induce CYP2D6 activity within (2) two weeks or 5x drug’s
half-life or whatever is longer, before Screening.

Use of herbal supplements one week prior Screening.

Known or suspected intelligence quotient (1Q) < 70, including speech/language problems,
non-verbal learning disabilities, lead intoxication and traumatic brain injury.

Suicidality, defined as either active suicidal plan/intent or active suicidal thought in the
six months before the Screening Visit or more than one lifetime suicide attempt
confirmed by the Columbia-Suicide Severity Rating Scale (C-SSRS).

Historical and current evidence of violence abuse or neglect.
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9.  Pregnancy, breastfeeding or refusal to use birth control during the study (for female
subjects of childbearing potential and sexually active males).

10.  Substance or alcohol/abuse use during the last three months prior to Screening.

11.  Criminal arrest reports at least six months prior to Screening.

12.  Known allergy or sensitivity to molindone hydrochloride or inactive ingredients.

13.  Any reasons which, in the opinion of the Investigator or the Sponsor, would prevent the
subject and the subjects’ caregiver from participating in the study or complying with the
study procedures.

14.  Use of an investigational drug or participation in an investigational study within 30 days
prior Visit 2.

5.2 Schedule of Visits and Procedures

All subjects who are consented are required to follow the protocol procedures regardless of the
number of doses of SM taken. The Sponsor, or the Sponsor’s designee, must be notified of all
deviations from the Schedule of Visits and Procedures (Table 1), and these procedures, if
applicable, should be performed at the nearest possible time to the original schedule. Subjects
will be instructed to call study site personnel to report any issues or abnormal reactions during
the intervals in between study visits and to return to the study site if medical evaluation is
needed especially when urgent. Unscheduled visits may be conducted at the discretion of the
Investigator throughout all study periods. The medical monitor must be promptly contacted in
the event that any clinically significant findings or information is obtained during the
unscheduled visit. For emergency and other unscheduled visits to a medical facility other than
the study site, medical records will be obtained by the Investigator or qualified designee as
source data for study follow-up by the Investigator.
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Table 1 Schedule of Visits and Procedures
Conversion/Taper
Period Screening Baseline Titration Maintenance
VISIT NUMBER 1 2 3 4 5 6 7 8 (EOS)
DAY -45 -15 1 15 22 29 36 46
WINDOW (DAYS) <45d p-rior to ZlSde.rior to 14di-2(-i 14di'2fl Zldt'Zt.:l 28di-2fl TdiZd-from 10dﬂ(-i from
Visit 3 Visit 3 from Visit 2 | from Visit3 | from Visit3 | from Visit 3 Visit 6 Visit 7
Informed Consent/Assent?® Xb
R-MOAS Scale X X X X X X X X
MINI-KID & Vitiello
Aggression Scales X
Medical History X Xe
Demographics X
Physical Examination & ECG
X X
(12-lead)
Inclusion/Exclusion Criteria X xd
Randomization ),
Urine Drug Screen X X X X X X X X
Pregnancy Test® 4 X X X X X X X
D_lar\{ Tra.lnlng & . X XE X X X X
Distribution or Evaluation
Vital Signs" X X X X X X X
Weight, Height, BMI X X X X
Hemgtology/Chemlstw/Url % % % 5
nalysis
PK Blood Sampling' X X
PGx sampling' X
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Columbia Suicide Severit
) y X X X X X X X
Rating Scale (CSSRS)
Caregiver and Investigator ,
& g X X X X X X
CGI-S
Caregiver and Investigator
8 & X X X X
CGl-I
SNAP-IV, CHQ-PF28, SIPA X X
Infrequent Behaviors
av XK X X X X X
Checklist
Simpson-Angus, Barnes &
P gus, X X X X X X
AIMS
Adverse Events X X X X X X
Concomitant Medications X X X X X X X X
Drug Dispensation XP X X X X
Drug Return and Compliance X X X X X
Diary Return X
a.  Written consent must be obtained prior to performing any study-related procedure.
b. Subject number will be assigned via
c. Assess for any clinically significant change in Medical History since screening.
d. Confirm inclusion/exclusion criteria.
e. Urine pregnancy test will be performed for all female subjects. Prior to the administration of the first dose of SM subjects will have to be tested as negative to continue in the study. If Visit 1 and
Visit 2 occur on the same day then both urine and serum pregnancy tests must be performed.
f.  Serum pregnancy test will be performed at Screening for all female subjects.
g. Diary compliance must be at least 70% (minimum of 11 days out of 15) to qualify for randomization.
h. Heart Rate (HR), blood pressure (BP), temperature, and respiratory rate will be measured.
i.  PKblood samples will be obtained over two visits
j. Only the Investigator-rated CGI-S will be completed at Screening; Caregiver and Investigator-rated CGI-S will be collected at randomization and every visit thereafter.
k.  The checklist will be recorded on a paper source and entered on EDC only at Visit 2.

|.  Optional
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5.3  Study Procedures

5.3.1 Screening/ Visit 1 (Day -45)

Prior to conducting any procedures, written Informed Consent will be obtained from the parent
or LAR, and, if appropriate, Informed Assent from the subject. Subjects screening procedures
will be performed within 45 days prior Visit 3 and may be done on more than one day.
Abnormal results on screening laboratory tests may be repeated at the discretion of the
Investigator.

The following procedures will be performed at screening (Visit 1):

Obtain written informed consent and assent
Administer R-MOAS scale
Administer MINI-KID for ADHD diagnosis
Administer Vitiello Aggression Questionnaire
Record medical history
Record demographic information
Perform physical examination
Perform 12-lead ECG
Confirm Inclusion/Exclusion criteria
. Access- for subject number
. Collect urine sample for drug screen and urinalysis
. Collect blood for serum pregnancy test (If Visit 1 and Visit 2 occur on the same day then
both urine and serum pregnancy tests must be performed)
13. Record vital signs (HR, BP, temperature, and RR)
14. Record weight, height, BMI
15. Collect blood samples for hematology and chemistry
16. Collect blood samples for optional PGx testing
17. Administer Columbia Suicide Severity Rating Scale (C-SSRS)
18. Administer Investigator CGI-S scale
19. Record concomitant medications

LoOoNOUEWNE
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5.3.2 Baseline/ Visit 2, Day -15

Visit 2 will occur at least 15 days prior to Visit 3 as per the Schedule of Events and Procedures.

1. Administer R-MOAS scale

2. Collect urine for drug screen and pregnancy test (If Visit 1 and Visit 2 occur on the same
day then both urine and serum pregnancy tests must be performed)

3. Conduct training for the electronic IA diary

4. Distribution of IA diary
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5. Record Infrequent IA Behaviors
6. Record and assess concomitant medications

5.3.3 Visit 3, Day 1

Visit 3 will occur at least 14 days (+2 days) following Visit 2 as per the Schedule of Events and
Procedures.

Administer R-MOAS scale
Assessment for any clinically significant changes in medical history
Confirm eligibility to randomize subject
Assess IA diary compliance/review training as necessary
Randomize subject
Collect urine sample for drug screen, urinalysis and pregnancy test
Record weight, height and BMI
Record vital signs (HR, BP, temperature, and RR)
Collect blood samples for hematology and chemistry
. Administer Columbia Suicide Severity Rating Scale (C-SSRS)
. Administer Caregiver and Investigator-completed CGI-S scale
. Administer SNAP-1V, CHQ-PF 28 and SIPA scales
. Administer safety scales (Simpson-Angus, Barnes-Akathisia, AIMS)
. Record adverse events
. Record Infrequent IA Behaviors
. Record concomitant medications

. Dispense SM via -

534 Visit 4, Day 15
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Visit 4 will occur 14 days (£2 days) following Visit 3 according to the Schedule of Visits and
Procedures.

1. Administer R-MOAS scale

2. Review IA diary compliance and provide training as needed

3. Record dosing diary compliance and provide training as needed
4. Collect urine sample for pregnancy test and drug screen

5. Record vital signs (HR, BP, temperature, and RR)

6. Administer Columbia Suicide Severity Rating Scale (C-SSRS)

7. Administer Caregiver and Investigator-completed CGI-S scale

8. Administer Caregiver and Investigator- completed CGI-I scale

9. Administer safety scales (Simpson-Angus, Barnes-Akathisia, AIMS)
10. Record adverse events

11. Record Infrequent IA Behaviors

12. Record concomitant medications

13. Collect returned SM assess treatment compliance
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14. Dispense SM

535 Visit 5, Day 22

Visit 5 will occur 21 days (£2 days) following Visit 3 according to the Schedule of Visits and
Procedures. Refer to Section 5.3.9 for details regarding timing of the dose of SM prior PK
sampling.

1. Administer R-MOAS scale

2. Review IA diary compliance and provide training as needed

3. Record dosing diary compliance and provide training as needed
4. Collect urine sample for pregnancy test and drug screen

5. Record vital signs (HR, BP, temperature, and RR)

6. Collect blood for PK analysis

7. Administer Columbia Suicide Severity Rating Scale (C-SSRS)

8. Administer Caregiver and Investigator-completed CGI-S scale

9. Administer Caregiver and Investigator- completed CGI-I scale
10. Administer safety scales (Simpson-Angus, Barnes-Akathisia, AIMS)
11. Record adverse events

12. Record Infrequent |IA Behaviors

13. Record concomitant medications

14. Collect returned SM; assess treatment compliance

15. Dispense SM

5.3.6 Visit 6, Day 29

Visit 6 will occur 28 days (£2 days) following Visit 3 according to the Schedule of Visits and
Procedures. Refer to Section 5.3.9 for details regarding timing of the dose of SM prior to PK
sampling.

1. Administer R-MOAS scale

2. Review IA diary compliance and provide training as needed

3. Record dosing diary compliance and provide training as needed
4. Record vital signs (HR, BP, temperature, and RR)

5. Record weight, height and BMI

6. Collect blood for PK analysis

7. Collect urine sample for pregnancy test and drug screen

8. Administer Columbia Suicide Severity Rating Scale (C-SSRS)

9. Administer Caregiver and Investigator-completed CGI-S scale
10. Administer Caregiver and Investigator- completed CGI-I scale
11. Administer safety scales (Simpson-Angus, Barnes-Akathisia, AIMS)
12. Record adverse events

13. Record Infrequent |IA Behaviors

14. Record concomitant medications
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15. Collect returned SM; assess treatment compliance
16. Dispense SM

5.3.7 Visit 7, Day 36

Visit 7 will occur 7 days (+2 days) following Visit 6 according to the Schedule of Visits and
Procedures.

Administer R-MOAS scale
Perform physical examination
Perform 12-lead ECG
Review IA diary compliance and provide training as needed
Record dosing diary compliance and provide training as needed
Collect urine sample for urinalysis, pregnancy test and drug screen
Record vital signs (HR, BP, temperature, and RR)
Collect blood samples for hematology and chemistry
Administer Columbia Suicide Severity Rating Scale (C-SSRS)
. Administer Caregiver and Investigator-completed CGI-S scale
. Administer Caregiver and Investigator-completed CGl-I scale
. Administer SNAP-IV, CHQ-PF 28 and SIPA scales
. Administer safety scales (Simpson-Angus, Barnes-Akathisia, AIMS)
. Record adverse events
. Record Infrequent |IA Behaviors
. Record concomitant medications
. Collect returned SM; assess treatment compliance
. Dispense SM (either taper or conversion card based upon the subject’s decision about
participation in the open-label extension)
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5.3.8 Visit 8/ End of the Study, Day 46

Visit 8 will occur 10 days (+1 day) following Visit 7 according to the Schedule of Visits and
Procedures. These procedures will be performed for all subjects who complete the
Maintenance period and for those who discontinue early. Subjects who discontinue after Visit 4
will be offered a taper kit and return to the study site to complete Visit 8. Any subject, who
discontinues between Visit 3 and Visit 4, will be instructed to return to the study site for the
final visit, within one week after discontinuation.

Administer R-MOAS scale

Record vital signs (HR, BP, temperature, and RR)

Record height, weight and BMI

Collect blood for hematology and chemistry

Collect urine for urinalysis, drug screen and pregnancy test
Administer Columbia Suicide Severity Rating Scale (C-SSRS)

7. Administer safety scales (Simpson-Angus, Barnes-Akathisia, AIMS)

ok wWwNE
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8. Record adverse events

9. Record concomitant medications

10. Collect SM and assess treatment compliance
11. Collect Diary

12. Complete/Discontinue subject

5.3.9 Pharmacokinetic Blood Sampling

54 Treatments

5.4.1 Treatment Administered

Subjects will take up to (6) six molindone hydrochloride extended release tablet (SPN-810) or
placebo twice each day (BID) with or without food, in the morning and in the evening, in
addition to the stable dose of the optimized ADHD medication. During the conversion phase,
subjects will take up to (8) eight molindone hydrochloride extended release tablet (SPN-810) or
placebo twice each day (BID).

If dosing starts before noon, the subject should start with the morning dose; if dosing starts
after noon, the subject should start with the evening dose. Subjects will be randomized to one
of the two treatments at Visit 3 and will be titrated to the final randomized total daily dose
(TDD) of 36 mg/day.

o Treatment 1: Placebo, PO, BID
o Treatment 2: Flexible dose titrated to one of SPN-810 45 mg, or 54 mg, PO, BID

Subjects will remain at the target dose of 36 mg/day or placebo for one week during
maintenance. In the second week of maintenance (Visit 5), the treatment dose could be
increased in a blinded fashion to 45 mg (TTD) based on Investigator discretion or maintained at
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36mg (TDD) or placebo. In the following week (Visit 6), the Investigator will re-assess the
dosage: the subject may remain at 36 mg (TDD) or 45 mg (TDD) or matching placebo
(depending on the dosage from the previous week) or titrate up to the higher dose of 45 mg or
54 mg (TDD) or placebo. At the same Visit, dose reduction will be allowed in consultation with
the Medical Monitor and the Sponsor: the Investigator may adjust the dose based upon
tolerability.

5.4.2 ADHD medication

The Investigator is not allowed to adjust the FDA-approved ADHD monotherapy (either IR or ER
not both) medication and/or its dose at any time during the course of this study.

5.4.3 Identity of Investigational Product(s)

SM and reference (matching placebo) products are either purple (3mg) or yellow (9mg) round
tablets printed on one side with the tablet dose strength (“3” or “9”) that will be supplied in
labeled blister cards by the Sponsor. The Sponsor will package the SM in a double-blind
configuration.

Each SM blister card will contain combinations of molindone extended-release and/or placebo
tablets, which will supply a subject with 7 (seven) days of dosing as well as some extras to
account for visit delays associated with patient/site schedules. A single SM kit contains a total
of 7 pre-packaged blister cards (two Titration blister cards, three maintenance blister cards, one
tapering blister card and one conversion blister card) and is marked with a unique 4-digit SM kit
number.

Instructions will be provided to site staff and caregiver(s) on how to move between the
different dose-levels during the Maintenance period (36mg, 45mg and 54mg TDD).

5.4.4 Study Medication Handling and Accountability

All SM is supplied to the Investigator by the Sponsor. SM must be kept in an appropriate secure
area (e.g., locked cabinet) and stored according to the conditions specified on the SM labels.
SM must be stored between 59°F — 86°F (15°C — 30°C).

Following Sponsor instructions and in compliance with ICH E6 as well as local, state, and federal
regulations, the Investigator and study staff will be responsible for the accountability of all
clinical supplies (receiving, shipment, dispensing, inventory, and record keeping) in a SM
accountability log, a copy of which will be collected by the Sponsor at the end of the study.

Under no circumstances will the Investigator allow the SM to be used other than as directed by
this protocol. Clinical supplies will not be dispensed to any individual who is not enrolled into
the study.

An accurate and timely record of the receipt of all clinical supplies; dispensing of SM to the
subject; collection of unused supplies returned by the subject; and subsequent return of
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unused SM to the Sponsor must be maintained with dates. This SM accountability log includes,
but may not be limited to: (a) documentation of receipt of clinical supplies, (b) SM inventory
log, (c) SM accountability log, and (d) all shipping notifications. All forms will be provided by the
Sponsor. Any comparable forms that the study site wishes to use must be approved by the
Sponsor.

Supplies and inventory records must be made available, upon request, for inspection by the
designated representative of the Sponsor or a representative of the FDA. The assigned CRA will
review these documents along with all other study conduct documents at each and every visit
to the study site once SM has been received by the study site. All used, partly used, and unused
clinical supplies, including empty containers, are to be returned to the Investigator by the
subject and ultimately to the Sponsor at the conclusion of the study, unless provision is made
by the Sponsor for destruction of supplies and containers at the study site. Upon completion of
SM accountability and reconciliation procedures by study site personnel and documentation
procedures by Sponsor personnel, SM is to be returned to the Sponsor with a copy of the
completed SM disposition form as outlined in the Study Medication Manual.

5.4.5 Methods of Assigning Subjects to Treatment Group

The final randomization schedules will be created by a designated unmasked statistician using
SAS (SAS Institute, Cary, North Carolina, Version 9.2 or higher). Separate schedules for subject
randomization and drug kit list will be created. The randomization scheme assigns treatment
codes to each randomization number in a 1:1 ratio. Dispending of the SM will be completed

centrally through the use of an_ that will determine

which kit to assign to the subject.

Upon enrollment to the study, subjects will be assigned site (01-99) and subject numbers (5001-
5999), in the sequence that they are entered. On Visit 3, subjects who complete the IA Diary
Baseline period and met all eligibility criteria will be assigned kit numbers, according to the
randomization schedule, by using the-

5.4.6 Treatment Replacement

In the event that a subjects’ original kit is lost, damaged or consumed prior to the end of
treatment, the Investigator will use the- which will specify a new kit number to be
dispensed to that subject from the supplies already at that site. Separate reserve will not be
provided to the Investigators.

5.4.7 Dosing Schedule

At Visit 3, subject will be randomized to Placebo or SPN-810 in a 1:1 ratio and the dosing will
begin. Table 2 below presents the details of the dosing for each treatment group throughout
the 2-week titration phase for this study. During Maintenance period, the Investigator will
assess the dosage at his discretion. Dose reduction will be discussed with the Medical Monitor.
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Table 2 Titration Dosing Schedule
Treatment Study Days
Arm Final Dose

1-2 3-5 6-8 9-11 12-14 15+

Period* T T T T T M

1 Placebo PBO PBO PBO PBO PBO PBO

*T= Titration period; M= Maintenance period; PBO= Placebo
136 mg (TDD) will be maintained for the first week into Maintenance period, in the following two weeks the dose
could be adjusted to 45 mg or 54 mg (TDD) or placebo.

5.4.8 Method of Administration

The SM must be swallowed whole. SM must not be crushed, chewed or cut. The SM may be
taken with or without food in the morning and in the evening, no more than 12 hours between
doses (i.e., if the morning dose is taken at 8:00 am, the evening dose should be taken at 8:00

pm).
549 Blinding

The subject and all study personnel involved with the conduct and interpretation of the study,
including the Investigators, site personnel, the Sponsor, DSC and clinical staff will be blinded to
the medication codes. A limited number of Supernus personnel will perform and interpret the
plasma assays for the population PK analysis and will be aware of these PK data during the
study. These personnel are not associated with the clinical conduct of the study and will not
have access to the randomization schedule, nor will reveal to any clinical personnel involved in
the study the treatment to which a subject is assighed. Randomization schedule data will be
kept strictly confidential, filed securely by theiendor, and accessible only to authorized
persons until the time of unblinding.

The SM tablets have matching placebo tablets. The blind is maintained through the-The
blind will be maintained through the end of the Conversion/Taper period.

The Investigator must try to avoid breaking the blind. The decoding information will not be
viewed unless an actual medical or medication safety emergency occurs. The Investigator can
access the subject’s randomized treatment information via -:mly if knowledge of the
treatment regimen will influence or assist with medical management of the subject in an acute
emergency. Before breaking the blind, every effort must be made to contact the Medical
Monitor to ascertain the necessity of breaking the code. If the Investigator is unsuccessful in
contacting the Medical Monitor, he/she will contact the backup Medical Monitor (or other
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appropriate designee if the backup Medical Monitor is unavailable). If it is not possible to
contact the Medical Monitor or the backup Medical Monitor (or designee), and the situation is
an emergency, the Investigator may break the blind and contact the Medical Monitor as soon
as possible. The Investigator is to make a careful note of the date and time of decoding, the
reason that necessitated breaking the code, and the signature of the person who broke the
code. Upon breaking the randomization code, the subject should be withdrawn from the study
but should be followed up for safety purposes.

5.5 Allowed Concomitant Medications

The dose of the ongoing ADHD therapy will not be adjusted during the study, starting at Visit 1.
No additional concomitant medications are allowed, with the following exceptions:

Emla or other numbing cream for PK venipuncture

Standard childhood vaccinations and prophylactic flu shots

Nutritional supplements (e.g. multivitamins, fish oil)

Benztropine is permitted for the treatment of emerging EPS at a starting dose of 0.5 mg

BID up to a range of 1 to 4 mg/day. Lorazepam (1 to 2 mg per dose not to exceed three

times daily) and clonazepam (0.25 to 1 mg per dose not to exceed twice daily) is also

permitted to treat extrapyramidal symptoms.

5. For the treatment of Akathisia, propranolol is recommended up to 90 mg /day in divided
doses, three times per day, starting at 10 mg BID and up to 30 mg TID, as needed.

6. Common over-the-counter (OTC) therapies for minor transient ailments (e.g.
acetaminophen for headache, ibuprofen for fever) will be allowed without exception.

7. Treatment for AEs other than EPS or minor transient ailments is permitted in

consultation with the Medical Monitor and Sponsor.

PwwnNpeE

All concomitant medications will be recorded in the eCRF.
5.6 Prohibited Medications

1. Use of anticonvulsants including carbamazepine and valproic acid, antidepressants,
mood stabilizers including lithium, benzodiazepines, cholinesterase inhibitors or any
drug known to inhibit or induce CYP2D6 activity.

2. Use of herbal supplements.

3. a2-adrenergic agonists (e.g. clonidine and guanfacine) used for other reasons except for
monotherapy treatment of ADHD.

5.7 Completion of Study and Discontinuation of Subjects

Subjects will be considered to have completed the study if they complete all visits up to and
including Visit 8. Any subject, who discontinues from the study during the Maintenance period
or following day 15 in the Titration period, will be offered a taper kit, whereas subjects who
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discontinue prior Visit 4 (i.e. during Titration period, Day 1 to Day 14) will be instructed to
return to the study site for a final visit, one week after discontinuation. All subjects who
discontinue early will complete Visit 8, EOS procedures.

The Investigator(s) or subjects themselves may stop SM treatment at any time for safety or
personal reasons. A subject is free to withdraw from the study at any time for any reason
without prejudice to their future medical care by the physician or at the institution. The
Investigator or Sponsor may also withdraw the subject at any time in the interest of subject
safety. The withdrawal of a subject from the study should be discussed where possible and as
applicable with the Medical Monitor, the Investigator and the Sponsor before the subject stops
SM. Subjects removed from the study for any reason will not be replaced.

Reasons for withdrawal may include but are not limited to subject withdrawal of consent,
occurrence of unmanageable AEs, or if it is in the best interest of the subject as per
Investigator’s discretion.

The primary reason for withdrawal must be recorded in the subject’s medical record and on the
eCRF. If a subject is withdrawn for more than one reason, each reason should be documented
in the source document and the most medically significant reason should be entered on the
eCRF.

6. STUDY ENDPOINTS

6.1 Primary Efficacy Endpoint

The primary efficacy endpoint is the percent change (PCHrt) in the frequency (unweighted score)
of IA behaviors per 7 days in the Treatment Phase (titration + maintenance) relative to the
Baseline period calculated over the number of days with non-missing IA diary data.

The primary efficacy endpoint PCHt will be calculated by PCHr= 100*(T —B)/B, where T and B are
IA behavior frequencies per 7 days during the Treatment Phase and Baseline period, respectively.
The IA behavior frequency per 7 days is defined as (SUM/DAY) x 7, where SUM is the total of the
15 IA behaviors reported in the subject IA diary, and DAY is the number of days with non-missing
IA score in the subject IA diary during the specified study period.

6.1.1 Primary Efficacy Variable

The primary efficacy outcome variable will be based on a checklist of 15 IA behaviors collected
in the electronic IA diary. These behaviors were described in the non-interventional study
(Sponsor Study 810P502, 2016); they include Yelling, Screaming, Threatening, Scratching,
Throwing, Slamming, Hitting Self, Arguing, Cursing, Name Calling, Shoving, Hair Pulling, Fighting,
Hitting Others and Kicking Others. The IA diary consists of two parts: 1) an episodic diary that
will be used by the primary or alternate caregiver to enter events as soon as possible after they
are observed; and 2) an evening diary that will prompt the caregiver to review events for the
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day and to enter any events that were not previously captured. Events can be directly observed
by the caregiver or could be reported to the caregiver by another observer such as a teacher, a
friend of the subject or the parent of a friend.

Each event will be characterized by a checklist of one or more behaviors observed during the
day. The checklist will indicate whether each behavior was observed (coded 1) or was not
observed (coded 0) during the incidence of an event. Each day can have multiple events. A day
can have no event, as can be attested in the evening diary. In this case, if no event is reported
during a day, and the evening diary confirms this, the daily event score for that subject will be
0. Behaviors not on this list will not be captured.

6.2 Secondary Efficacy Endpoints

The secondary efficacy endpoint is the change from Baseline to the end of the study where the
Baseline is defined as the last observation prior to the first dose, Visit 3. The effect of SPN-810
will be measured on the following efficacy scales administered at visits designated in the
Schedule of Visits and Procedures (Table 1).

6.2.1 Investigator-Rated Clinical Global Severity of lliness Scale (CGI-S)

Effect of SPN-810 on the Clinical Global Impression — Severity of lliness Scale (CGI-S) completed
by the Investigator will be assessed as a key secondary efficacy measure. The CGI scale was
developed to provide a brief, stand-alone assessment of the clinician’s view of a subject’s global
functioning (Guy, 1976). Successful therapy is indicated by a lower overall score in subsequent
testing. Investigators should consider their total clinical experience with children who have IA
comorbid with ADHD and rate how severe the subject’s condition is at the time.

CGI-S will be evaluated on a 7-point scale:
e 1=Normal, 2=Borderline ill, 3=Mildly ill, 4=Moderately ill, 5=Markedly ill, 6=Severely ill,
and 7=Extremelyill.

CGI-S will be assessed at Screening and at each visit after randomization (Visit 3).

6.2.2 Retrospective-Modified Overt Aggression Scale (R-MOAS)

The treatment effect on the Retrospective-Modified Overt Aggression Scale (R-MOAS) will be
assessed to capture the severity of the aggressive behaviors and to correlate with the IA
behaviors in the diary.

This scale was developed to gauge the severity of aggressive behavior (Blader, et al., 2010).
Parents rate the frequency over the past week of 16 aggressive behaviors in four areas: verbal
aggression; physical aggression toward others; aggression toward oneself; and destruction or
hostile misuse of property.

The remission rate will be defined as a score < 10.
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The scale will be administered at each visit.

6.2.3 Additional Secondary Efficacy Endpoints
6.2.3.1 Clinical Global Impression — Improvement Scale (CGI-I)

Effect of SPN-810 on the Clinical Global Impression — Improvement Scale (CGI-l) completed by
the Investigator and the Caregiver will be assessed as an additional secondary efficacy measure.

CGl-l, relative to the condition at baseline, will be evaluated by the Investigator and the
Caregiver on a 7-point scale:
e 1=Very much improved, 2=Much improved, 3=Minimally improved, 4=No change,
5=Minimally worse, 6=Much worse, and 7=Very much worse.

CGI-I will be assessed at Visit 4-7.

6.2.3.2 Caregiver-Rated Clinical Global Severity of Illiness Scale (CGI-S)

The Clinical Global Impression — Severity of lliness Scale (CGI-S) completed by the Caregiver will
be assessed as an additional secondary efficacy measure.

CGI-S will be evaluated on a 7-point scale:
e 1=Normal, 2=Borderline ill, 3=Mildly ill, 4=Moderately ill, 5=Markedly ill, 6=Severely ill,
and 7=Extremelyill.

CGI-S will be assessed at each visit after randomization (Visit 3).

6.2.3.3 Swanson, Nolan, Pelham Rating Scale-Revised (SNAP-1V)

The SNAP-IV rating scale includes 18 ADHD and 8 oppositional defiant disorder (ODD)
symptoms as specified in the DSM-IV-TR and International Statistical Classification of Diseases
and Health Related Problems 10th Revision (ICD-10) Classification of Mental and Behavioral
Disorders. The symptoms are scored by assigning a severity estimate for each symptom on a 4-
point scale (Swanson 2001). The SNAP-IV rating should be performed by the same parent or
legal representative.

The ratings from the SNAP-1V scale are grouped into the following 4 subscales:

e ADHD-Inattention (items #1-9),

e ADHD-Hyperactivity/Impulsivity (items #10-18)
e ADHD-Combined subscales (items #1-18)

e ODD (items #19-26)

Each subscale score is calculated by averaging the items scores within each subscale.

The SNAP-IV rating scale will be administered at Visit 3 and Visit 7.
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6.2.3.4 Child Health Questionnaire Parent Form 28-Item (CHQ-PF28)

The Child Health Questionnaire Parent Form 28-item (CHQ-PF28) is a short generic measure of
health status and health related quality of life (Landgraf 1996). CHQ-PF28 items have four, five,
or six response options, divided over eight multi-item scales (physical functioning, general
behavior, mental health, self-esteem, general health perceptions, parental impact: emotional,
parental impact: time, and family activities) and five single item concepts (role functioning:
emotional/behavior, role functioning: physical, bodily pain, family cohesion, and change in
health). The CHQ-PF28 should be performed by the primary caregiver.

The CHQ-PF28 will be administered at Visit 3 and Visit 7.

6.2.3.5 Stress Index for Parents of Adolescents (SIPA)

The Stress Index for Parents of Adolescents (SIPA) is a screening and diagnostic instrument that
identifies areas of stress in parent—adolescent interactions, allowing examination of the
relationship of parenting stress to adolescent characteristics, parent characteristics, the quality
of the adolescent—parent interactions, and stressful life circumstances in parents of adolescents
(11-19 years old). The SIPA consists of 90 items divided in three major domains, the
Adolescents Domain (AD), the Parent Domain (PD) and the Adolescent-Parent Relationship
Domain (APRD), which include the following subscales: moodiness/emotional lability, social
isolation/withdrawal, delinquency/antisocial, failure to achieve and persevere, relationship
with spouse/partner, social alienation and incompetence/guilt. The SIPA includes 22 item Life
Stressors (LS) Scale and the Index of Total Parenting Stress (TS).

Parents respond to the first 90 items using a 5-point rating scale ranging from Strongly Disagree
(5) to Strongly Agree (1) and the final 22 items by indicating Yes (Y) or No (N).

The SIPA will be administered at Visit 3 and Visit 7.
6.3  Exploratory Endpoints

6.3.1 IA Diary Cross-Validation

The data generated from 810P301 and 810P302 pediatric studies during the diary validation
process will be used for cross-validation of the |IA Diary in adolescents. The parameters used will
be specified in the statistical analysis plan (SAP).

6.3.2 Pharmacokinetic Measurements
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6.3.2.1 Pharmacokinetic Variables

The pharmacokinetic variables are:

e Apparent clearance (CL/F) of molindone
e Apparent volume of distribution (V/F) of molindone

6.3.2.2 Additional Pharmacokinetic Variables

6.3.3 Pharmacogenomics (PGx Testing)

Blood samples will be collected at Visit 1 after confirmation of subject’s eligibility.
Pharmacogenomic testing is optional. The DNA will be extracted and tested for any genetic
variations associated with CYP2D6 enzyme. This enzyme is involved in the metabolism of
molindone and genetic variations of the CYP2D6 gene may affect the pharmacokinetics of the
drug. Test results in this study will identify the subject’s metabolizer phenotype.

The residual DNA will be stored for possible testing of genes involved in the efficacy and possible
association with particular adverse events of the drug (e.g., to understand the non-responders
to treatment and/or individuals who show unusual safety profile). The DNA analysis will not be
used for individual genetic characterization and the subject identity will be kept confidential.

6.4 Safety and Tolerability Endpoints

The secondary outcome measures include the safety and tolerability of the SM. Safety
assessment will consist of monitoring and recording of all AEs, concomitant medications and
assessment of suicidality ideation and behaviors at every visit. Clinical laboratory tests,
including prolactin and insulin plasma levels, vital signs, physical examinations, 12-lead ECG are
performed at visits specified in the Schedule of Events and Procedures and can be repeated as
necessary as per the judgment of the Investigator and the Medical Monitor.

Assessment of possible neurological side effects and EPS will be performed using the Simpson-
Angus scale, the Barnes Akathisia scale and the Abnormal Involuntary Movement scale. A
positive rating or finding on any safety scale will be captured as an Adverse Event at the
discretion of the Investigator if it satisfied the criteria for Adverse Event.
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6.4.1 Data Safety Committee (DSC)

An independent and unblinded Data and Safety Committee (DSC) will be established to assess
the safety of the subjects participating in the study. An interim safety data analysis will be
performed if required to support a registrational filing. The DSC will not evaluate the efficacy
data. The duties and responsibilities of the DSC will be described in a separate DSC charter.

6.4.2 Adverse Events

As defined by the ICH Guideline for GCP, an adverse event (AE) is any untoward medical
occurrence in a patient or clinical investigation subject administered a pharmaceutical product
and which does not necessarily have to have a causal relationship with treatment.

An AE can be:

e Any unfavorable and unintended sign (including an abnormal laboratory finding),
symptom, or disease temporally associated with the use of a medicinal product,
whether or not considered related to the medicinal product.

e Any new disease, intercurrent injuries, or exacerbation of an existing disease.

e Any deterioration in a laboratory value or other clinical test (e.g., ECG) that results in
symptoms, a change in treatment, or discontinuation from SM.

e Recurrence of an intermittent medical condition (e.g., headache) not present at
baseline.

Surgical procedures are not AEs; they are therapeutic measures for conditions that require
surgery. The condition for which the surgery is required is an AE, if it occurs or is detected
during the study period.

6.4.2.1 Causality

AEs may be categorized as either Adverse Drug Reactions or Suspected Adverse Drug Reactions
based on their relationship to SM and the degree of certainty about causality.

e Suspected adverse drug reactions (SADRs) are a subset of adverse events for which
there is evidence to suggest a causal relationship between the drug and the AE, i.e.,
there is a reasonable possibility that the drug caused the adverse event.

e Adverse drug reactions (ADRs) are a subset of all SADRs for which there is reason to
conclude that the drug caused the event.

6.4.2.2 Recording and Evaluation of Adverse Events

All subjects who provided written Informed Consent (starting at Visit 1) will be questioned
regarding the occurrence of AEs. Treatment emergent adverse events (TEAE) are
undesirable events not present prior to study treatment/procedure, or an already

present event that worsens either in intensity or frequency following the study
treatment/procedure. A treatment emergent adverse event (TEAE) is an adverse event that
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occurs after study treatment/procedure has started. TEAEs occurring prior to the
administration of the study medication (Day 1) will become part of the subject’s medical history
including the severity of the event. At each visit, the Investigator must seek information on AEs
by specific questioning and, as appropriate, by examination. Information on all AEs should be
recorded immediately in the source document and also in the appropriate AE module of the
eCRF. All clearly related signs, symptoms, and abnormal diagnostic procedures/laboratory
results should be recorded in the source document, though they may be assessed as one
diagnosis. For example fever, elevated white blood cells, cough, abnormal chest X-ray, etc., may
all be reported as pneumonia.

All AEs occurring after enrollment and throughout the study period must be recorded. A
treatment-emergent adverse event (TEAE) is defined as an AE with a start date on or after the
first dose of study drug, or that worsened following first administration of study drug. For
subjects who receive SM, TEAEs will be collected starting from the first dose of SM. The clinical
course of each AE should be followed until resolution or until, in the medical judgment of the
Investigator, the event has stabilized or is assessed as chronic.

For subjects who opt to enroll in the OLE (810P304) study, occurrence of AEs will be assessed
starting at Visit 8 of this study (810P503) or Visit 1 in the OLE. AEs occurred in this double-blind
study or ongoing after Visit 7, will be part of the medical history in the OLE study.

An increase in the CSSRS, Simpson Angus Scale, Barnes Akathisia Scale, or the AIMS will not
necessarily be rated as an AE unless the event meets AE criteria.

The Investigator is responsible for evaluating AEs and determining the following:

e Serious vs. Non-serious: Is the event a Serious Adverse Event (SAE)?
e Causality: Was AE related or possibly related to the SM?
e Severity: How pronounced is the incapacity/discomfort caused by an AE?

6.4.2.3 Criteria for Assessing Severity

The Investigator will evaluate the comments of the subject and the response to treatment in
order that he or she may judge the true nature and severity of the AE. Severity refers to the
accumulated intensity of discomfort/impairment of health since the last recording of AEs and
will be assessed according to the following criteria:

e Mild: Awareness of sign, symptom, or event, but easily tolerated

e Moderate: Discomfort enough to interfere with usual activity and may warrant
intervention

e Severe: Incapacitating with inability to do usual activities or significantly affects clinical
status and warrants intervention

The criteria for assessing severity are different from those used for seriousness.
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6.4.2.4 Criteria for Assessing Causality

The Investigator is responsible for determining the relationship between the administration of
SM and the occurrence of an AE as not suspected or as a suspected reaction to SM. These are
defined as follows:

Not suspected: The temporal relationship of the AE to SM administration makes a causal
relationship unlikely, or other drugs, therapeutic interventions, or underlying conditions
provide a sufficient explanation for the observed event.

e Notrelated: Temporal relationship to SM administration is missing or implausible, or
there is an evident other cause.

e Unlikely related: Temporal relationship to SM administration makes a causal
relationship improbable; and other drugs, chemicals, or underlying disease provide
plausible explanations.

Suspected: The temporal relationship of the AE to SM administration makes a causal
relationship possible, and other drugs, therapeutic interventions, or underlying conditions do
not provide a sufficient explanation for the observed event.

e Possibly related: Temporal relationship to SM administration is plausible, but
concurrent disease or other drugs or chemicals could also explain event. Information on
drug withdrawal may be lacking or unclear. This will be reported as a Suspected
Adverse Drug Reaction (SADR).

e Definitely related: Temporal relationship to SM administration is plausible, and
concurrent disease or other drugs or chemicals cannot explain event. The response to
withdrawal of the medication (dechallenge) should be clinically plausible. The event
must be definitive pharmacologically or phenomenologically, using a satisfactory
rechallenge procedure if necessary. This will be reported as an Adverse Drug Reaction
(ADR).

6.4.3 Serious Adverse Events (SAE)

AEs are classified as serious or non-serious. An AE or ADR is considered “serious” if, in the view
of either the Investigator or Sponsor, it results in one of the following outcomes:

e death

e |ife-threatening AE (i.e., the subject was at immediate risk of death from the AE as it
occurred. This does not include an event that, had it occurred in a more severe form or
was allowed to continue, might have caused death.)

e in-patient hospitalization or prolongation of existing hospitalization

e persistent or significant disability or incapacity or substantial disruption of the ability to
conduct normal life functions

e acongenital anomaly or birth defect
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e animportant medical event

Important medical events are those that may not be immediately life threatening or result in
death or hospitalization, but are clearly of major clinical significance. They may jeopardize the
subject, and may require intervention to prevent one of the other serious outcomes noted
above. For example, drug dependence or abuse, blood dyscrasias, a seizure that did not result
in in-patient hospitalization, or intensive treatment for allergic bronchospasm in an emergency
department would typically be considered serious.

6.4.3.1 Investigator Responsibilities for Reporting SAEs

The Investigator must immediately report to the Sponsor all SAEs, regardless of whether the
Investigator believes they are drug related.

All SAEs must be reported to the Drug Safety Contact within 24 hours of first becoming aware
of the SAE. The Investigator must complete an SAE eCRF in EDC and include a detailed
description of the SAE, as well as other available information pertinent to the case (e.g.,
hospital records, autopsy reports and other relevant documents). Should the site be unable to
access EDC, a paper SAE form must be completed and sent to- Drug Safety by email or fax.
The Investigator will keep a copy of this SAE Report form on file at the study site. Once EDC
becomes available, the site must complete the SAE eCRF in EDC.

The Investigator or study physician, after thorough consideration of all facts that are available,
must include an assessment of causality of an AE to SM in the report to the Sponsor.

Follow-up information, or new information available after the initial report, should be actively
sought and reported to the Sponsor as it becomes available using the SAE Report Form.

The Drug Safety Contact for SAE reporting is:

6.4.3.2 Other Events Requiring Immediate Reporting

The Investigator must report a pregnancy that occurs in a subject during a clinical study to the
Drug Safety Contact within 24 hours of first becoming aware of the event. Pregnancy should be
reported on a Pregnancy Report Form. The Investigator should discuss the case with the
Medical Monitor; the Investigator must follow any pregnant subject for 3 months after the child
is born. The Investigator must complete a Pregnancy Outcome Form as a follow up. Any AEs
concerning the pregnancy of the subject during pregnancy or the child after birth must be
documented and reported to the Sponsor.
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Treatment-emerging EPS (e.g. akathisia, dystonia, Parkinsonism, tardive dyskinesia) and
neuroleptic malignant syndrome should be reported to the Drug Safety Contact person(s) by
completing the Adverse Event of Special Interest (AESI) eCRF in EDC. Should the site be unable
to access EDC, a paper AESI form must be completed and sent to- Drug Safety by email or
fax within 24 hours of first becoming aware of the event. Once EDC becomes available the site
must complete AESI eCRF in EDC. EPS incidence will be summarized and shared with study
Investigators throughout the trial.

Overdosage of molindone presumably may be manifested by severe EPS and sedation. Coma
with respiratory depression and severe hypotension resulting in a shock-like syndrome could
occur. In the event of a suspected overdose, the parent or legal representative should be
instructed to call 911 or their local poison control center at_

Symptomatic, supportive therapy should be the rule. Gastric lavage is indicated for the
reduction of absorption of molindone which is freely soluble in water. Since the adsorption of
molindone by activated charcoal has not been determined, the use of this antidote must be
considered of theoretical value.

Emesis in a comatose patient is contraindicated. Additionally, while the emetic effect of
apomorphine is blocked by molindone in animals, this blocking effect has not been determined
in humans.

6.4.3.3 Sponsor Responsibilities for Expedited Reporting of SAEs

The Sponsor will inform Investigators and regulatory authorities of reportable events, in
compliance with applicable regulatory requirements, on an expedited basis (i.e., within specific
timeframes). For this reason, it is imperative that study sites submit SAE information to the
Sponsor in the manner described above.

Investigators must comply with the applicable regulatory requirements related to the reporting
of SAEs to the IRB/IEC. Investigators must also submit the safety information provided by the
Sponsor to the IRB/IEC unless the country legal regulation requires that the Sponsor should be
responsible for the safety reporting to the IRB/IEC.

It is the responsibility of the Sponsor to notify all participating Investigators, in a written IND
safety report, of any SADR that is both serious and unexpected. The Sponsor will also notify
participating Investigators of any findings from other sources (other studies, animal and in vitro
testing, etc.) that suggest a significant risk for human subjects. Such findings will typically lead
to safety-related changes in the study protocol, Informed Consent, and/or Investigator’s
Brochure.
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6.4.4 Assessment of Neurological Side Effects and EPS
6.4.4.1 Simpson-Angus Scale

The Simpson-Angus scale is a 10-item rating scale that is widely used for assessment of
neuroleptic-induced Parkinsonism (Simpson 1970). It consists of 1 item measuring gait, 6 items
measuring rigidity, and three items measuring glabella tap, tremor and salivation, respectively.
This assessment will be administered at Visit 3 and all subsequent visits.

6.4.4.2 Barnes Akathisia Scale

The Barnes Akathisia scale is a rating scale for drug-induced akathisia and includes components
for rating the observable, restless movements characteristic of akathisia, the awareness of
restlessness, and any distress associated with the condition (Barnes 1989). This assessment will
be administered at Visit 3 and all subsequent visits.

6.4.4.3 Abnormal Involuntary Movement Scale (AIMS)

The AIMS test is a rating scale used to measure tardive dyskinesia (Munetz 1988). There are 12
items that rate involuntary movements of various areas of the subject’s body. This assessment
will be administered at Visit 3 and all subsequent visits.

6.4.4.4 Management of Treatment-Emerging EPS

If a subject experiences treatment-emerging EPS (including akathisia, dystonia, Parkinsonism, or
tardive dyskinesia), benztropine will be permitted at a starting dose of 0.5 mg BID up to a range
of 1 to 4 mg/day. Lorazepam (1 to 2 mg per dose not to exceed three times daily) and
clonazepam (0.25 to 1 mg per dose not to exceed twice daily) will also be permitted to treat
emerging EPS.

For the treatment of Akathisia, propranolol is recommended up to 90 mg /day in divided doses,
three times per day, starting at 10 mg BID and up to 30 mg TID, as needed.

A positive finding on an EPS safety assessment scale (Barnes Akathisia, Simpson-Angus, AIMS)
does not necessarily equate to an EPS event. Investigators should evaluate positive findings on
the EPS safety assessment scales and integrate them into a global clinical observation to
determine if an AE of EPS should be recorded.

6.4.5 Columbia Suicide Severity Rating Scale (C-SSRS)

The C-SSRS is a questionnaire that prospectively assesses suicidal ideation and behavior using a
semi-structured interview to probe patient responses (Posner 2011). The C-SSRS versions
applicable to the current study are the Baseline version and the Since Last Visit version.

The Baseline version of the scale assesses lifetime suicidal ideation and behavior. This version
is suitable as part of a subject’s first interview and will be used at Visit 1 to identify volunteers
who must not participate in the trial due to their suicidal tendencies.
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The Since Last Visit version of the scale assesses any suicidal thoughts or behaviors the subjects
may have had since the last administration of the C-SSRS. This version will be used for all the
other study visits.

6.4.6 Laboratory Measurements

With the exception of urine pregnancy test, clinical laboratory tests will be performed by a
central laboratory as specified in the reference binder.

Details for collecting, handling, and shipping samples (including shipment addresses) will be
detailed in a separate laboratory manual. The Schedule of Visits and Procedures (Table 1)
shows the time points at which urine samples will be collected for urinalysis and blood samples
will be collected for clinical laboratory tests and plasma concentration levels.

Table 3 presents the clinical laboratory tests to be performed. Metabolic parameters (including
insulin, glucose, triglycerides, and cholesterol) and prolactin will be measured. A subject will be
excluded if the Screening blood test results indicates > 2 times the upper limit of normal (ULN)
of alanine aminotransferase (ALT), aspartate aminotransferase (AST), gamma glutamyl
transpeptidase (GGT), and/or serum creatinine. Laboratory tests will not be repeated for these
subjects.

All laboratory tests will be reviewed in a timely manner by qualified site personnel to ensure
safety. Abnormal lab findings may be confirmed if necessary by one repeated testing at the
discretion of the Investigator. Any repeat laboratory testing will be conducted under fasting
condition. Any laboratory abnormality may qualify as an AE in the Investigator’s judgment.
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Table 3 Clinical Laboratory Tests
Category Parameters
Hematology RBC, WBC, Hgb, HCT, MCH, MCHC, MCV, platelet count, and WBC with

differential (neutrophils, lymphocytes, monocytes, eosinophils,
basophils, large unstained cells)

Chemistry Electrolytes: Na*, K*, chloride, bicarbonate

Liver function tests: alkaline phosphatase, AST, ALT, total bilirubin,
direct bilirubin ,indirect bilirubin

Renal function parameters: BUN, creatinine

Other: glucose, Ca*?, albumin, phosphorus, lactate dehydrogenase, total
protein, CK/CPK, globulin, uric acid, triglycerides, insulin, prolactin,
cholesterol —total, HDL and LDL

Amylase, gammaGT (GGT), Iron, Lipase, Magnhesium

Urinalysis Glucose, protein (total), ketones, bilirubin, urobilinogen, hemoglobin,
leucocyte esterase, nitrite

Urine Cocaine, amphetamines, barbiturates, benzodiazepines, cannabinoids,
opioids, phencyclidine, propoxyphene, methadone and alcohol

Urine Pregnancy | hcG
Test

6.4.7 Vital Signs and Weight Measurements

Vital signs’ measurements (e.g., blood pressure, heart rate, temperature, and respiratory rate)
and height, weight and BMI will be obtained at visits designated on the Schedule of Visits and
Procedures (Table 1). Blood pressure and heart rate will be measured after the subject has
been sitting for 5 minutes. Vital signhs may be taken at any other time, as deemed necessary by
the Investigator.

6.4.8 Medical History and Physical Examinations

Medical history will be taken at screening. Physical examinations will be performed at
screening and at the end of the study as desighated on the Schedule of Visits and Procedures
(Table 1).

6.4.9 Electrocardiograms (ECGs)

A 12-lead ECG will be obtained at visits designated on the Schedule of Visits and Procedures
(Table 1). Additional ECGs may be performed at other times if deemed necessary by the
Investigator.
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The ECG will be recorded while the subject is resting in a supine position. The ECG will
electronically measure the PR, QRS, QT, and QTc intervals, and heart rate.

All ECG tracings will be reviewed within 24 hours by the Investigator or qualified Sub-
Investigator. PR intervals will be determined for each of these ECGs from a single reading.
Invalid measurements will be repeated. QTc will be reported as QTcF (QT corrected using
Fridericia's method).

Infrequent Behaviors Checklist

The infrequent behaviors checklist is a list of 15 behaviors that (along with the 15 IA Diary
behaviors) were qualitatively linked to IA during the development of the IA diary (Sponsor
Study 810P501, 2015). These behaviors include Teasing, Spitting, Biting, Weapons, Ripping,
Breaking, Vandalizing, Destroying, Fire Setting, Hitting Animal, Kicking Self, Kicking Animal,
Severe Injury Self, Severe Injury Others and Severe Injury Animal. At Visit 2 the caregivers will be
asked which, if any, of these behaviors have been observed since Screening. At the following
visits (Visit 3-7) any of these behaviors will be recorded on the electronic IA diary if they were
observed since the patient’s last visit.

7. OTHER SPECIAL TESTS

The following special tests will be administered in the clinic at visits designated in the Schedule
of Visits and Procedures (Table 1).

7.1  MINI-KID

The MINI-KID is designed to be used for children aged 6 to 17 years old, and has been shown to
have substantial to excellent concordance with the diagnosis of ADHD, among other Axis |
psychiatric disorders (Sheehan et al., 2010; Leffler et al., 2015). The interview can take from 15
to 50 minutes, and can be given to parents or children, together or separately (Leffler et al.
2015). All the modules will be administered except for modules R, S, T, U, V and W. This
assessment will be administered at Visit 1.

7.2  Vitiello Aggression Questionnaire

The Vitiello Aggression Questionnaire is a 10-item rating scale that uses a cluster analysis to
categorize aggression into two subtypes, predatory (or planned) and affective (or impulsive)
(Vitiello 1990). This assessment will be administered at Visit 1.
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8. STATISTICAL METHODS
8.1 Statistical and Analytical Plans

Tabular summaries of the data collected during the study will be presented to provide a general
description of the subjects studied and an overview of the efficacy, PK and safety results. Data
from all sites will be combined in the computation of these summaries and summaries will be
presented by treatment group. Continuous variables will be summarized using descriptive
statistics (number of subjects, mean, standard deviation [SD], median, and minimum and
maximum values). Categorical (nominal) variables will be summarized using frequency tables
(number and percentage of subjects in each category).

In addition to tabular summaries, subject data listings, as specified in Sections 16.2 and 16.4 of
ICH Guidance E3, will be provided. Additional subject data listings to be provided for this study
are listed under the relevant subsections below. All data analyses will be performed by-
which is designated CRO, after the study is completed and the database is
released. Statistical programming and analyses will be performed using SAS® and/or other
validated statistical software as required.

Complete details of the statistical analysis will be provided in a separate statistical analysis plan
(SAP), which will be written, finalized, and approved prior to database lock and will be included
in the Clinical Study Report (CSR) as an appendix. The SAP will supersede the statistical analysis
methods described in this clinical protocol. Any deviation from the statistical plan will be
documented and described in the CSR. If changes to principal features stated in the protocol
are required, these will be documented in a protocol amendment. The final SAP will take into
account any amendment to the protocol.

In general, the baseline value for a variable is defined as the last observation prior to the first
dose of double-blind study medication, ideally Visit 3, but including the screening value, if
necessary.

8.2 Handling Missing Data

For the primary efficacy end point, the frequency of IA behaviors during the Treatment Phase
will be calculated over the number of days with non-missing IA diary data in the Treatment
Phase (titration + maintenance). For subjects who have partial IA diary data during
Maintenance period (<7 days with non-missing IA diary data), the IA behaviors from both
titration and partial maintenance period will be counted together and used for the
maintenance period. For subjects with |A diary data only available during titration period, the IA
behaviors from the titration period will be used for the maintenance period.
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8.3  Analysis Populations

The population of “all enrolled subjects” consists of all those screened subjects who meet the
requirements for study participation and are entered in the Baseline period of the study. The
population of “all randomized subjects” consists of all those enrolled subjects who complete
the Baseline Period, meet the inclusion/exclusion criteria and are randomized.

Safety Population: will include all subjects who received at least 1 dose of study drug and had
at least one post-baseline safety assessment.

Full Analysis Set (FAS): will include all screened subjects who received at least 1 dose of study
drug and have completed baseline and at least 1 valid post-randomization assessment of
frequency of IA behaviors based on IA diary entry.

Per-Protocol (PP) Population: will include all subjects who completed Treatment Phase and did
not have major protocol deviations (as defined in the SAP).

PK population: will include all subjects in the safety population who have received at least 1
dose of study drug and had one PK sample drawn which had quantifiable concentration for
molindone.

The safety, psychometric, FAS, PP, and PK populations are based on randomized treatment
received.

8.4 Demographics

Demographic variables include age, sex, ethnicity, race, height, weight, and medical history at
Screening. Tabular summaries of the demographic/baseline variables will be presented for the
safety, psychometric, FAS, and PP populations, except for medical history, which will be
summarized for the safety population.

8.5 Subject Disposition

The number and percentage of subjects who completed and discontinued from the study will
be summarized in each of the following categories:

e Subjects in the randomized population
e Subjects in the FAS population

e Subjects treated (safety population)

e Subjects in the PP study population

The reasons for study discontinuation may include one of the following:
e Subject withdrew consent
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e Lost to follow-up

e Administrative reason

e Adverse event

e Investigator decision

e Failure to follow required study procedures
e Other

Only one reason for study discontinuation will be recorded for each subject.
8.6  Protocol Deviations

Protocol deviations will be presented in listings. If applicable, the number and percent of
subjects within each type of protocol deviation will be presented using discrete summary
statistics. Protocol deviations may include, but are not limited to:

e Non-compliance with any scheduled study visit

e Non-compliance with study treatment

e Disallowed concomitant medications

e Non-compliance with study inclusion or exclusion criteria
e Non-compliance with study assessment procedures

8.7 Study Medication Exposure and Compliance

Duration of exposure is defined as the total number of days a subject is exposed to study
treatment. This will be calculated for each subject by taking the difference between the date of
last dose minus the date of the first dose, plus 1 (date of last dose — date of first dose +1).

Duration of Treatment exposure will also be summarized using descriptive statistics (n, mean,
SD, median, minimum, and maximum).

Percent of study drug compliance will be calculated as:

{(D-R)/T*(D.- D¢ + 1)}*100, where D=number of tablets dispensed, R= number of tablets
returned, T= number of tablets administered, D, = date of last visit (dose) and D¢= date
of first visit (dose)

The number of tablets (T) taken each day may vary during the flexible Maintenance period:
during the first week of maintenance a total of 6 tablets per day will be taken, whereas during
week 2 and 3 of maintenance, the number of tablets taken will be between 4 and 6 depending
upon the dose.

The study medication compliance will be summarized by compliance category (<80%, 80-120%,
and >120%) and number of subjects in each compliance category. Study medication
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compliance will also be summarized as a continuous variable using descriptive statistics (n,
mean, standard deviation, median, minimum, and maximum).

Summaries of treatment compliance and exposure will be presented separately for the
Titration period, Maintenance period and combined Titration and Maintenance periods.

9. EFFICACY ANALYSES
9.1 Primary Efficacy Analysis

The primary efficacy analysis is the percent change (PCHr) in the frequency (unweighted score)
of IA behaviors per 7 days in the Treatment Phase (titration + maintenance) relative to the
Baseline period calculated over the number of days with non-missing IA diary data. The
frequency of the IA behaviors per 7 days is the sum of the scores for all the events collected in a
given period of sequential days, adjusted per 7 days.

The primary efficacy endpoint PCHt will be calculated by PCHt= 100*(T — B)/B, where T and B
are |A behavior frequencies per 7 days during the Treatment Phase and Baseline period,
respectively. The IA behavior frequency per 7 days is defined as (SUM/DAY) x 7, where SUM s
the sum of the IA behaviors reported in the subject IA diary, and DAY is the number of days
with non-missing IA frequency data in the subject IA diary during the specified study period.

Let p1, and u2 represent the median percent change in the frequency of IA behaviors per 7 days
in the Treatment Phase, relative to the Baseline period in the FAS population for subjects treated
with placebo and SPN-810 treatment, respectively. The null (Ho) and the alternative (Ha)
hypotheses are as in the following:

Ho: W2= 1, [there is no difference between the median of the SPN-810 treatment group
and the median of placebo group] vs. Ha: p2# u1, [there is a difference between the
median of the SPN-810 treatment group and the median of placebo].

To test the above hypothesis, the primary efficacy analysis will be performed using the
Wilcoxon rank-sum test to compare the median of SPN-810 with the median of the Placebo.
The Hodges-Lehmann estimate of the difference (SPN-810 minus placebo) and the associated
95% confidence interval (Cl) around the difference will be calculated.

When the median PCHt from subjects in SPN-810 treatment group is significantly different from
the placebo, further exploratory testing may be performed between other doses (45mg and
54mg) and placebo depending on the available sample size at each dose level.

9.2 Secondary Efficacy Analyses

9.2.1 Key secondary endpoints are:

1. Change from Visit 3 to Visit 7 in the Investigator-rated CGI-S score
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2. Change from Visit 3 to Visit 7 in R-MOAS score
3. R-MOAS remission rate at Visit 7

9.2.2 Additional secondary endpoints:

1. Actual Investigator CGI-I score at Visit 7 and change from Visit 4
2. Actual Caregiver CGI-I score at Visit 7 and change from Visit 4
3. Change from Visit 3 to Visit 7 in the Caregiver-rated CGI-S score
4. Change from Visit 3 to Visit 7 in the SNAP-IV ADHD scores in:

a. Inattention ratings

b. Hyperactivity/Impulsivity ratings

c. ODD ratings

d. Combined scale ratings
5. Change from Visit 3 to Visit 7 in the CHQ-PF28 score
6. Change from Visit 3 to Visit 7 in the SIPA scores in:

a. Adolescents domain

b. Parent domain

c. Adolescents-Parents Relationship domain

d. Life Stressor domain

Each of the secondary endpoints will be analyzed using a Mixed-Effect Model for Repeated
Measure (MMRM). MMRM assumes missing data as Missing at Random. The model includes
treatment, visit, and interaction between treatment and visit as fixed factors, baseline as
covariate. The model parameters will be estimated using restricted maximum likelihood
method with unstructured variance-covariance matrix and Kenward-Roger approximation to
estimate denominator degrees of freedom. The between-group comparison will be performed
using the simple contrast at the respective visits. The least squares mean of the treatment
group, the difference in the least squares mean (SPN-810 minus placebo), and the 2-sided 95%
Cl for the difference will be obtained.

To preserve the overall type | error rate at 0.05 for the secondary endpoints, only SPN-810
treatment group is significantly different from placebo for the primary endpoint will be tested
for secondary endpoints.

The ordering of the three (3) key secondary endpoints from first to be tested to third is:
Investigator-completed Clinical Global Impression — Severity Scale (CGI-S) (Endpoint 1);
Retrospective Modified Aggression Scale (R-MOAS)(Endpoint 2); Retrospective Modified
Aggression (R-MOAS) remission (Endpoint 3).

The ordering for the additional six (6) secondary endpoints from the first to the sixth is:
Investigator-completed Clinical Global Impression — Improvement Scale (CGI-I)(Endpoint 1);
Caregiver-completed Clinical Global Impression — Improvement Scale (CGI-1)(Endpoint 2);
Caregiver-completed Clinical Global Impression — Severity Scale (CGI-S)(Endpoint 3);SNAP-IV
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Rating Scale (Endpoint 4); Child Health Questionnaire (CHQ-PF28) (Endpoint 5) and SIPA Rating
scale (Endpoint 6).

9.2.3 Sensitivity Analysis

The purpose of the sensitivity analysis is to see whether different methods of handling missing
data provide consistent and similar results for the primary efficacy analysis. To this end, the
following sensitivity analysis will be considered:

1. Multiple imputation under MAR
2. Placebo-based imputation under MNAR
3. Percent change (PCHwm) in the frequency of IA behaviors per 7 days in the Maintenance

period relative to the Baseline period calculated over the number of days with non-
missing IA diary data.

9.2.3.1 Multiple imputation under Missing at Random (MAR)

The multiple imputation (MI) method assumes that the missing data are missing at random
(MAR), that is, the probability that an observation is missing may depend on the observed
values but not the missing values. For example, if a subject’s Diary values are available on Day 1
and Day 2 but missing on Day 3, then the missing value on Day 3 is related to the non-missing
value on Day 1 and Day 2.

Ml is implemented using the following three steps.

1. SAS PROC Ml is applied with input dataset containing some missing values for all days
during the titration and maintenance period to create 100 datasets. The data sets will
include separate columns for the frequency of incidences during each day starting from
baseline. The Markov Chain Monte Carlo (MCMC) method will be used to complete the
missingness pattern to a monotone pattern separately by treatment arm. The
monotone patterns will be achieved by applying sequential imputation based on
Bayesian regression with the treatment arm included as a covariate. All copies contain
identical values of the non-missing data items, but different values imputed for missing
values.

2. For each of these Ml data sets, the percent change will be computed as in the observed
data set and the primary analysis based on the Wilcoxon rank-sum test will be
conducted and asymptotic 95% confidence intervals will be constructed.

3. To produce a single confidence interval for each dose placebo comparison (e.g., Dose 1
versus placebo), PROC MIANALYZE will be used and Rubin’s combination rules will be
applied to the treatment effect estimates and associated asymptotic standard errors
from the Ml data sets. The treatment effect estimates will be defined as the midpoints
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of the asymptotic confidence intervals and the standard errors will be defined as the
asymptotic standard errors (based on the width of the associated 95% confidence
intervals) from the Hodges-Lehmann estimate of the individual datasets (Rubin 1987).

9.2.3.2 Multiple imputation under Missing Not at Random (MNAR)

This approach can be labeled “worst-case” sensitivity analyses as it assumes that after
discontinuation subjects from the dosing arms would adopt the outcome model estimated from
the placebo arm. To generate missing values from this “placebo-based” imputation model,
PROC MI with the MNAR statement (available in SAS 9.3 and later versions) will be used or,
alternatively, SAS macros available at the DIA Missing Data Working Group site (Ratitch et al.,
2013; Ayele et al., 2014) can be used.

9.2.3.3 Per Protocol Analysis

This analysis will be conducted by repeating the primary analysis on the per protocol
population.

9.3 Sample Size and Power Consideration

Assuming a mean difference of 15 between SPN-810 dose group and placebo with a common
standard deviation of 35, a sample of 93 subjects per arm will yield 80 % power to detect a non-
zero difference between the median of SPN-810 treatment group and the placebo group using
the Wilcoxon rank-sum test with a 2-sided significance level a=0.05.

It is assumed that approximately 20% subjects will dropout before the completion of the study
and hence, an adjusted total of 186 subjects will be randomized in a 1:1 ratio to obtain
approximately 150 subjects at the completion of the study.

Sample size may be recalculated based on the effect size of the ongoing 810P301 and 810P302
studies.

9.4 Exploratory Analyses

9.4.1 IA Diary Cross Validation

Cross-validation model will be generated based on the results from the IA diary validation in the
810P301 and 810P302 studies. The model will estimate the minimal clinical important change
(MCIC) for improvement of IA behaviors in adolescents. The cross-validation plan and results
will be provided in a separate report.

9.4.2 Pharmacokinetic

A population PK model will be developed for molindone using the nonlinear mixed-effects
modeling program NONMEM. The structural model for molindone will incorporate data from
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studies in which sampling was more intensive than in the present study. Results from the data
analysis will be provided in a separate and stand-alone report.

9.4.3 Pharmacogenomic (PGx)

Genetic variations associated with CYP2D6 enzyme will be analyzed using the FAS population.
Paired t-test will be used to compare the treatment groups, results will be summarized by
treatment group using descriptive statistics. A stand-alone analysis and report will be
generated.

9.5 Safety Analysis

Evaluation of safety will be performed for the safety population. Safety data that will be
evaluated include concomitant medications, AEs, clinical laboratory results, vital signs, ECGs,
and findings from the physical examinations. The occurrence of neurological side effects will be
assessed by looking at any worsening in scores from Visit 3 to each subsequent visit for each of
the Simpson-Angus scale, Barnes Akathisia scale, and AIMS. Suicidal ideation and suicidal
behavior will be measured by C-SSRS.

All summary tables related to safety analyses will use the safety population.

9.5.1 Adverse Events

AEs will be classified into standardized medical terminology from the verbatim description
(Investigator term) using the Medical Dictionary for Regulatory Activities (MedDRA). AEs will be
summarized using discrete summaries at the subject and event level by system organ class and
preferred term for each group of doses. Similarly, treatment-emergent AEs will be summarized
by severity and relationship separately. Verbatim description and all MedDRA level terms,
including the lower level terms, for all AEs will be contained in the subject data listings.

All AEs occurring throughout the study period will be recorded. Treatment-emergent AEs
(TEAEs) will be collected starting after the first dose of study medication (after Visit 3) to the
end of the study. These AEs include those that emerge during treatment or worsen in severity
during treatment. These AEs will be tabulated, listed, and analyzed.

Separate TEAE incidence tables will be presented for the two treatment groups. The incidence
rates for all SADRs will also be summarized as described for all TEAEs.

In addition, these same tables will be presented by treatment period (Titration, Maintenance,
and combined Titration and Maintenance). For the combined Titration and Maintenance
Periods, the incidence of TEAEs will also be presented by highest severity reported and the dose
of SM at first occurrence. Listings (and tabular summaries, if warranted) of deaths, other SAEs,
and other significant TEAEs, including TEAEs resulting in treatment discontinuation, will be
provided.
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9.5.2 C-SSRS

C-SSRS outcomes will be summarized using number and percent of subjects by categories for
suicidal ideation only, suicidal behavior only and suicidality (ideation and behavior combined).
The summary will be presented by treatment group. The proportion of subjects in each
treatment group will be compared with the proportion of subjects in the placebo group using
Fisher’s exact test or Chi-square test as applicable if appropriate.

953 Extrapyramidal Signs

The occurrence of neurological side effects will be assessed by looking at the changes in scores
from Baseline to each of the post-Baseline visit for each of the Simpson-Angus scale, Barnes
Akathisia scale, and AIMS. For each item on each of these scales, the number (and percentage)
of subjects with a worse score at any post-Baseline visit, compared to Baseline, will be
presented. A listing of these subjects will also be provided.

9.5.4 Laboratory Values

Clinical laboratory values will be summarized by visit and by treatment group using descriptive
statistics for hematology and chemistry. For quantitative laboratory parameters, both actual
values and change from Baseline values will be summarized.

Laboratory test results will be assigned a low, normal, high (LNH) classification according to
whether the values were below (L), within (N), or above (H) the laboratory parameters’
reference ranges provided by the central laboratory. Within-treatment comparisons will be
based on three by three tables (shift tables) that, for a particular laboratory test, compare the
LNH classification at baseline to the LNH classification at visit. By subject-listings of all abnormal
laboratory values, i.e., those with L or H classification will be provided.

9.5.5 Vital Signs, Height, Weight and BMI

Vital signs will be summarized by the visit and by treatment group using descriptive statistics.
Both actual values and changes from the Baseline to final visit will be summarized. Descriptive
summary statistics (mean, SD, median, and range) for vital sign data, height, weight and BMI
will be evaluated by treatment group.

9.5.6 ECG Results

Tabular summaries of the quantitative ECG parameters and the overall ECG findings (normal,
abnormal not clinically significant, or abnormal clinically significant) will be presented. The QT
will be corrected using Fridericia’s method.

ECG results will be summarized by visit and by treatment group using descriptive statistics (for
guantitative ECG parameters) and frequency tables (for qualitative ECG parameters, including
the overall ECG finding). For quantitative ECG parameters, both actual values and change from
Baseline values will be summarized.

This document is confidential. It contains proprietary information of Supernus® Pharmaceuticals, Inc. Any viewing or disclosure
of such information that is not authorized in writing by the Sponsor is strictly prohibited. Such information may be used solely
for the purpose of reviewing or performing this study.



Supernus® Pharmaceuticals, Inc CONFIDENTIAL
810P503 Version 3 Page 85 of 180

9.5.7 Physical Examinations

Findings from the physical examinations will be listed for each system or area examined.

9.5.8 Infrequent Behaviors Checklist

Infrequent behaviors will be listed for each subject by treatment group.

10. PROCEDURES AND INSTRUCTIONS
10.1 Adherence to the Protocol

The Investigator agrees, when signing the protocol, to adhere to the instructions and
procedures described within and to the principles of ICH GCP as well as all governing local
regulations and principles for medical research.

The protocol, ICF, and appropriate related documents must be reviewed and approved by an
IRB constituted and functioning in accordance with ICH E6 and any local regulations.
Documentation of IRB compliance with the ICH and any local regulations regarding constitution
and review conduct will be provided to the Sponsor.

A signed letter of study approval from the IRB must be sent to the Investigator with a copy to
the Sponsor prior to study start and the release of SM to the site by the Sponsor or its designee.
If the IRB decides to suspend or terminate the study, the Investigator will immediately send the
notice of study suspension or termination by the IRB to the Sponsor.

Study progress is to be reported to IRB annually (or as required) by the Investigator or Sponsor,
depending on local regulatory obligations. If the Investigator is required to report to the IRB,
he/she will forward a copy to the Sponsor at the time of each periodic report.

10.2 Changes to the Protocol

There are to be no changes to the protocol without written approval from the Sponsor.

Any change to the protocol requires a written protocol amendment or administrative change
that must be approved by the Sponsor before implementation. Amendments specifically
affecting the safety of subjects, the scope of the investigation, or the scientific quality of the
study require additional approval by the applicable IRB [and, in some countries, by the
regulatory authority]. These requirements should in no way prevent any immediate action
from being taken by the Investigator, or by the Sponsor, in the interest of preserving the safety
of all subjects included in the study. If an immediate change to the protocol is felt by the
Investigator to be necessary for safety reasons, the Medical monitor and the IRB for the site
must be informed promptly.
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Changes affecting only administrative aspects of the study do not require formal protocol
amendments or IRB approval but the IRB must be kept informed of such changes. In these
cases, the Sponsor will send a letter to the IRB detailing such changes.

10.3 Protocol Deviations

There are to be no Investigator-initiated deviations from the protocol. Any subject whose
treatment deviates from the protocol or who is not qualified for study participation may be
ineligible for analysis and may compromise the study. The date of and reason for deviations
must be documented in all cases. Significant or major protocol deviations impacting the safety
of the subject or the integrity of the study must be reported by the Investigator to the IRB
immediately. Reporting of all other protocol deviations must adhere to the requirements of the
governing IRB. Protocol assessments will continue until the end of the study, unless the
protocol deviations put the subject at risk or the subject’s condition requires that he/she be
discontinued from the study. The Sponsor will make the determination as to whether the
subject will continue in the study. The Sponsor also has the right to discontinue the subject for
protocol violations. The IRB may also have to be contacted if safety to the subject or if the
scientific soundness of the study is involved. All protocol deviations must be documented in the
eCRFs.

10.4 Data Quality Assurance

This study will be organized, performed, and reported in compliance with the protocol,
standard operating procedures (SOPs), working practice documents, and applicable regulations
and guidelines. Site audits may be made periodically by the Sponsor’s Quality Assurance team
or qualified designee, as an independent function from the study conduct team.

Data Collection

The primary source document will be the subject’s medical record. If separate research records
are maintained by the Investigator(s), both the medical record and the research record will be
considered the source documents for the purposes of monitoring and auditing the study.

Electronic data collection techniques will be used to collect data directly from the study sites
using eCRFs. The electronic data will be stored centrally in a fully validated clinical database.

Data recorded on source documents will be transcribed into the eCRFs in accordance with the
eCRF Completion Instructions provided to the study sites. The Investigator is responsible for
ensuring that all sections of each eCRF are completed correctly, and that entries can be verified
against source documents. The eCRFs will be monitored for completeness and accuracy against
the source documents by the CRA(s) on a regular basis. Inconsistencies between the eCRFs and
source documents will be resolved in accordance with the principles of Good Clinical Practice
(GCP).
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The Investigator will permit representatives of the Sponsor to inspect all CRFs and
corresponding study subject original medical records (source documents) at regular intervals
throughout the study. Subject original medical records and other relevant data must be
available to support all data recorded in the eCRF. In addition to the original medical records,
these data may include but are not limited to study, laboratory reports, etc.

In accordance with federal regulations, site inspections will serve to verify strict adherence to
the protocol and the accuracy of the data that is being entered on the case report forms. A
Monitoring Log will be maintained at each study site. The Monitoring Log will be signed by the
monitor, dated and stated the type of visit. The Investigator should be aware that the study site
and subject records may be inspected by the Sponsor and/or their designees, FDA or other
regional regulatory authority.

At the conclusion of the clinical study, each site’s eCRF data will be extracted from the clinical
database, stored on a CD-ROM and sent to the respective clinical study site for archiving. A
CD-ROM containing all eCRFs will be kept by the Sponsor in the Sponsor’s Trial Master File.

Clinical Data Management

Data from eCRFs and other external data sources (e.g., laboratory data) will be entered into
and/or merged within a single clinical database as specified in the data management plan.
Quality control and data validation procedures will be applied to ensure the validity and
accuracy of the data in the clinical database.

Database Quality Assurance

In accordance with the vendor’s procedures, the clinical database will be reviewed and checked
for omissions, apparent errors, and values requiring further clarification using computerized
and manual procedures. Data queries requiring clarification will be documented and returned
to the study site for resolution. Only authorized personnel will make corrections to the clinical
database, and all corrections will be documented in an audit trail.

10.5 Retention of Records

The Investigator has the responsibility to retain all study “essential documents”, as described in
ICH E6. Essential documents include but are not limited to the protocol, copies of paper CRFs
or eCRFs, source documents, laboratory test results, SM inventory records, Investigator's
Brochure, and regulatory agency registration documents (e.g., FDA form 1572, ICFs, and IRB/IEC
correspondence). The Investigator should take measures to prevent accidental or premature
destruction of these documents. Study essential documents should be retained until at least
two years after the last approval of a marketing application or after formal discontinuation of
clinical development of the investigational product. These documents should be retained for a
longer period, however, if required by the applicable regulatory requirements or by an
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agreement with the Sponsor. The Investigator must obtain written permission from the
Sponsor prior to the destruction of any study document.

It is requested that at the completion of the required retention period, or should the
Investigator retire or relocate, the Investigator contact the Sponsor, allowing the Sponsor the
option of permanently retaining the study records.

These records must be made available at reasonable times for inspection and duplication, if
required, by a properly authorized representative of the US FDA in accordance with the US 21
CFR 312.68 or other national or foreign regulatory authorities in accordance with regulatory
requirements.

10.6 Auditing Procedures

In addition to the routine monitoring procedures, the Sponsor’s Corporate Quality Assurance
department or qualified designee may conduct audits of clinical research activities in
accordance with the Sponsor’s written SOPs to evaluate compliance with the principles of ICH
GCP and all applicable local regulations. A government regulatory authority may also wish to
conduct an inspection (during the study or after its completion). Any inspections requested by
a regulatory authority must be communicated immediately by the Investigator to the Sponsor.

All study-related records must be made available at reasonable times for inspection and
duplication, if required, by a properly authorized representative of the US FDA in accordance
with the US 21 CFR 312.68 or other national or foreign regulatory authorities in accordance
with regulatory requirements.

10.7 Publication of Results

Any presentation or publication of data collected as a direct or indirect result of this trial will be
considered as a joint publication by the Investigator(s) and the appropriate personnel at the
Sponsor. Authorship will be determined by mutual agreement. All manuscripts, abstracts or
other modes of presentation arising from the results of the study must be reviewed and
approved in writing by the Sponsor, prior to submission for publication or presentation. No
publication or presentation with respect to the study shall be made until any Sponsor
comments on the proposed publication or presentation have been addressed to the Sponsor’s
satisfaction.

The detailed obligations regarding the publication of any data, material results, or other
information, generated or created in relation to the study shall be outlined in the agreement
between each Investigator and the Sponsor or designee.
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10.8 Financing and Insurance

Financing and Insurance information will be set forth in a separate document between the
Investigator and Sponsor (provided by the Sponsor or designee).

10.9 Disclosure and Confidentiality

The contents of this protocol, any amendments and results obtained during the course of this

study will be kept confidential by the Investigator, the Investigator’s staff, and the IRB and will
not be disclosed in whole or in part to others or used for any purpose other than reviewing or

performing the study without the written consent of the Sponsor. No data collected as part of
this study will appear in any written work, including publications, without the written consent

of Sponsor.

All persons assisting in the performance of this study must be bound by the obligations of
confidentiality and non-use set forth in the Confidentiality Agreement between the Investigator
and Sponsor.

10.10 Discontinuation of Study

The Sponsor reserves the right to discontinue the study for medical or administrative reasons at
any time. The Investigator will be reimbursed for reasonable expenses covering subjects, use of
live-in facilities, laboratory tests, and other professional fees. The Investigator will refund the
excess of payments made in advance.

The Investigator reserves the right to discontinue the study should his/her judgment so dictate.
The Investigator will notify the IRB in case of study discontinuation. Study records must be
retained as noted above.
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12. APPENDICES

12.1 Retrospective-Modified Overt Aggression Scale (R-MOAS)

for the purpose of reviewing or performing this study.
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12.2 Mini International Neuropsychiatric Interview for Children and Adolescents
(MINI-KID)
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Patient Name: Patient Number:
Date of Birth: Time Interview Began:
Interviewer’'s Name: Time Interview Ended:
Date of interview: Totul Time:
MEETS PRIMARY
MODULES TIME FRAME CRITERIA  ICD-10-CM DIAGNOSIS
A MAJOR DEPRESSIVE EPISODE Current (2 weeks) (|
Past a
Recurrent ]
MAJOR DEPRESSIVE DISORDER Current (2 weeks) a F32.x O
Past | Fi2x O
Recurrent a Fidx O
B SUICIDALITY Current [Past Manth] a a
Lifetime attempt 0 Diow D Maderate TlHigh [
SUICIDE BEHAVIOR DISORDER Current ] {In Past Year) 0
In early remission 1 (1-2Years Ago) O
€ MANIC EPISODE Current ||
Past O
HYPOMANIC EPISODE Current a
Past 1 [ Net Explared
BIPOLAR | DISORDER Current [m| F31.0-F31.76 (]
Past O F31.0-F31.76 O
BIPOLAR Il DISORDER Current a F31.81 O
Past (] F31.81 Od
OTHER SPECIFIED BIPOLAR AND RELATED DISORDER Current O F31.89 0
Past (] F31.89 O
D  PANIC DISORDER Current [Past Manth] a F41.0 a
Lifetime O F40.0 0
E  AGORAPHOBIA Current O Fa0.00 0
F SEPARATION ANXIETY DISORDER Current (Past Manth) O Fe3.n ]
G SOCIAL ANXIETY DISORDER (Social Phobia) Current [Past Manth] O Fa0.10 (]
H  SPECIFIC PHOBIA Current (Past Month) (2] FA0 218 = F40.298 O
| OBSESSIVE-COMPULSIVE DISORDER Current (Past Manth] O Fa2.2 O
J POSTTRAUMATIC STRESS DISORDER Current (Past Month) O F43.10 O
K  ALCOHOL USE DISORDER Past 12 Months a F10.10 - F10.21 O
L  SUBSTANCE USE DISORDER (Non-alcohol) Past 12 Months a F11.10 - F19.21 O
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TOURETTE’S DISORDER Current O F95.2 O
PERSISTENT (CHRONIC) MOTOR TIC DISORDER Current O F95.1 O
PERSISTENT (CHRONIC) VOCAL TIC DISORDER Current O F95.1 O
PROVISIONAL TIC DISORDER Current O F95.0 O
ADHD COMBINED PRESENTATION Past 6 Manths O F90.2 O
ADHD PREDOMINANTLY INATTENTIVE PRESENTATION Past 6 Manths O F90.0 O
ADHD PREDOMINANTLY HYPERACTIVE TYPE PRESENTATION Past 6 Manths O F90.1 O
CONDUCT DISORDER Past 12 Months O F91.1/F91.2/F91.9 O
OPPOSITIONAL DEFIANT DISORDER Past 6 Manths O F91.3 O

Q  ANY PSYCHOTIC DISORDER Current O F20.xx-F29 O
Lifetime O F20.xx-F29 O

MAJOR DEPRESSIVE DISORDER WITH PSYCHOTIC FEATURES Current O F32.3/F33.3 O

Past O F32.3/F33.3 O

BIPOLAR | DISORDER WITH PSYCHOTIC FEATURES Current O F31.2/F31.5/F31.64 O

Past O F31.2/F31.5/F31.64 O

R ANOREXIA NERVOSA Current (Past 3 Months) O F50.01/F50.02 O
S BULIMIA NERVOSA Current (Past 3 Months) O F50.2 O
T  BINGE-EATING DISORDER Current (Past 3 Months) O F50.81 O
U GENERALIZED ANXIETY DISORDER Current (Past 6 Months) O F41.1 O
V  ADJUSTMENT DISORDERS Current O F43.20-43.25 O
W MEDICAL, ORGANIC, DRUG CAUSE RULED OUT [ONeo [Yes [lUncertain
X AUTISM SPECTRUM DISORDER Cannot be ruled out O F84.0 O

IDENTIFY THE PRIMARY DIAGNOSIS BY CHECKING THE APPROPRIATE CHECK BOX. |
(Which problem troubles you the most or dominates the others or came first in the natural history?)
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INTERVIEWER INSTRUCTIONS

INTRODUCING THE INTERVIEW

The nature and purpose of the interview should be explained to the child or adolescent prior to the interview. A sample
introduction is provided below:

"I'm going to ask you a lot of questions about yourself. Thisis so that | can get to know more about you and figure out how
to help you. Most of the questions can be answered either 'yes' or 'no’. If you don't understand a word or a question, ask
me, and I'll explain it. If you are not sure how to answer a guestion, don't guess - just tell me you are not sure. Some of the
guestions may seem weird to you, but try to answer them anyway. It is important that you answer the questions as
honestly as you can so that | can help you. Do you have any questions before we start?”

For children under 13, we recommend interviewing the parent and the child together. Questions should be directed to the
child, but the parent should be encouraged to interject if s/he feels that the child’s answers are unclear or inaccurate. The
interviewer makes the final decision based on his/her best clinical judgment, whether the child’s answers meet the
diagnostic criterion in question. With children you will need to use more examples than with adolescents and adults.

GENERAL FORMAT:

The MINI is divided into modules identified by letters, each corresponding to a diagnostic category.

* At the beginning of each diagnostic module (except for psychotic disorders module), screening question(s)
corresponding to the main criteria of the disorder are presented in a gray box.

¢ At the end of each module, diagnostic box(es) permit the clinician to indicate whether diagnostic criteria are met.

CONVENTIONS:

Sentences written in «normal font» should be read exactly as written to the patient in order to standardize the assessment
of diagnostic criteria.

Sentences written in «CAPITALS» should not be read to the patient. They are instructions for the interviewer to assist in the
scoring of the diagnostic algorithms.

Sentences written in «bold» indicate the time frame being investigated. The interviewer should read them as often as
necessary. Only symptoms occurring during the time frame indicated should be considered in scoring the responses.

Answers with an arrow above them (W) indicate that one of the criteria necessary for the diagnosis or the diagnoses is not
met. In this case, the interviewer should go to the end of the medule and circle «NO= in all the diagnestic boxes and move
to the next module.

When terms are separated by a slash (/) the interviewer should read only those symptoms known to be present in the
patient (for example, guestion L2b).

Phrases in (parentheses) are clinical examples of the symptom. These may be read to the patient to clarify the guestion.
FORMAT OF THE INTERVIEW

The interview guestions are designed to elicit specific diagnostic criteria. The guestions should be read verbatim. If the
child or adeolescent does not understand a particular word or concept, you may explain what it means or give examples that
capture its essence. If a child or adolescent is unsure if s/he has a particular symptom, you may ask him/her provide an
explanation or example to determine if it matches the criterion being investigated. If an interview item has more than 1
guestion, the interviewer should pause between questions to allow the child or adolescent time to respond.

Questions about the duration of symptoms are included for diagnoses when the time frame of symptoms is a critical
element. Because children may have difficulty estimating time, you may assist them by helping them connect times to
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significant events in their lives. For example, the starting point for "past year" might relate to a birthday, the end or
beginning of a school year, a particular holiday or another annual event.

RATING INSTRUCTIONS:
All guestions must be rated. The rating is done at the right of each question by circling either YES or NO. Clinical judgment
by the rater should be used in coding the responses. The rater should ask for examples when necessary, to ensure accurate

coding. The child or adolescent should be encouraged to ask for clarification on any question that is not absolutely clear.

The clinician should take each dimension of the question into account (for example, time frame, frequency, severity, and/or
alternatives).

Symptoms better accounted for by an organic cause or by the use of alcohol or drugs should not be coded positive in the
MINI KID. The MINI Kid has questions that investigate these issues (Module W).

For any questions, suggestions, need for a training session or information about updates of the MINI Kid, please contact:
David V Sheehan, M.D., V.B.A.

University of South Florida College of Medicine

tel : +1 813-956-8437

email: dsheehan@health.usf.edu

For licensing, permissions, or questions, contact: davidvsheehan@gmail.com
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A. MAIOR DEPRESSIVE EPISODE

(‘ MEANS: GO TO THE DIAGNOSTIC BOX, CIRCLE NO IN THE DIAGNOSTIC BOX, AND MOVE TO THE NEXT MDDULE]

Al a Atanytime in your life, did you feel sad or depressed? Felt down or empty or hopeless?
Felt grouchy or annoyed? Did you feel this way most of the time, for at least 2 weeks?
IF YES TO ANY, CONTINUE. IF NO TO ALL, CODE NO TO Ala AND Alb. NO YES

b For the past 2 weeks, did you feel this way, most of the day, nearly every day? NO YES

A2 a Atanytime in your life, were you bored a lot or much less interested in things
{like playing your favorite games)? Have you felt that you couldn't enjoy things?
Did you feel this way most of the time, for at least 2 weeks?

IF YES TO ANY, CONTINUE. IF NO TO ALL, CODE NO TO A2a AND A2b. NO YES
b For the past 2 weeks, did you feel this way, most of the day, nearly every day? NO YES
»
Is Ala OR A2a CODED YES? NO YES
A3 IF Alb OR A2b = YES: EXPLORE THE CURRENT AND THE MOST SYMPTOMATIC PAST EPISODE, OTHERWISE

IFAlb AND A2b = NO: EXPLORE ONLY THE MOST SYMPTOMATIC PAST CPISODE

In the past two weeks, when you felt depressed / grouchy / uninterested: Past 2 Weeks Past Episode
a Were you less hungry or more hungry most days? Did you lose or gain NO YES NO YES

weight without trying? [i.e., by + 5% of body weight in the past month|?
IF YES TO EITHER, CODE YES.

b Did you have trouble sleeping almost every night ("trouble sleeping” means NO YES NO YES
trouble falling asleep, waking up in the middle of the night, waking up
too early or sleeping too much)?

¢ Did you talk or move slower than usual? Were you fidgety, restless NO YES NO YES
or couldn't sit still almost every day? Did anyone notice this?
IF YES TO EITHER, CODE YES.

d Did you feel tired most of the time? NO YES NO YES

¢ Did you feel bad about yourself most of the time? Did you feel guilty NO YES NO YES
most of the time?
IF YES TO EITHER, CODE YES.

IF YES, ASK FOR EXAMPLES. LOOK FOR DELUSIONS OF FAILURE, OF INADEQUACY, OF RUIN OR OF GUILT, OR
OF NEEDING PUNISHMENT OR DELUSIONS OF DISEASE OR DEATH OR NIHILISTIC OR SOMATIC DELUSIONS.
THE EXAMPLES ARE CONSISTENT WITH A DELUSIONALIDEA.  Current Episede [ Ne [ Yes

Past Episode [T ne [ves
f Did you have trouble concentrating or thinking or did you have trouble NO YES NO YES
making up your mind almost every day?
IF YES TO EITHER, CODE YES.
g Did you feel so bad that you wished that you were dead? NO YES NO YES

Did you think about hurting yourself? Did you have thoughts of death?
Did you think about killing yourself?
IF YES TO ANY, CODE YES. (FEAR OF DYING DOES NOT COUNT HERE).
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Past 2 Weeks Past Episode
Ad Did these sad, depressed feelings cause a lot of problems at home? NO YES NO YES

At school? With friends? With other people?
Or in some other important way?

A5 In between your times of depression, were you free of depression or
sadness for of at least 2 months? N/A NO YES
ARE 5 OR MCORE ANSWERS [A1-A3) CODED YES AND IS A4 CODED YES NO YES

FOR THAT TIME FRAME?

AND MAJOR DEPRESSIVE
EPISODE
IS “RULE QUT ORGANIC CAUSE (W2 SUMMARY)” CODED YES?
CURRENT |
SPECIFY IF THE EPISODE IS CURRENT AND / OR PAST. PAST n
RECURRENT (|

IF A5 IS CODED YES, CODE YES FOR RECURRENT.

A6 a How many episodes of depression did you have in your lifetime?

Between each episode there must be at least 2 months without any significant depression.
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B. SUICIDALITY (for ages 13 through 17)

Points
In the past month did you:
Bl Have any accident? This includes taking too much of your medication by accident. NO YES 0
IF NO TO B1, SKIP TO B2. IF YES, ASK Bla:
Bla Plan or expect to hurt yourself on purpose in any accident, or put yourself in a position NO YES 0
where you could be hurt?
IF NO TO Bla, SKIP TO B2. IF YES, ASK Blb:
Blb Want to die as a result of any accident? NO YES 0
B2 Think that you would be better off dead or wish you were dead or NO YES 1
need to be dead?
B3 Think about hurting yourself, with the possibility that you might die? NO YES 6
Or did you think about killing yourself? IF YES TO EITHER, CODE YES.
IF NO TO B2 + B3, SKIP TO B4. OTHERWISE ASK:
How often? How strong were the thoughts?
Occasionally [ Mild ]
Often | Moderate [
Very often ] Severe ]
B4 Hear a voice or voices telling you to kill yourself or have a dream or a nightmare NO YES 4
about killing yourself?
IFYES, mark either or both: O was ita voice or voices? [ was ita dream or a nightmare?
B5 Have a way or a method in mind to kill yourself (i.e. how)? NO YES 8
B6 Think about what you would use to kill yourself? NO YES 8
B7 Think about where you would go to kill yourself? NO YES 8
B8 Think about when you could kill yourself? NO YES 8
B9 Think about anything you would like to finish before trying to kill yourself? NO YES 8
(e.g. writing a suicide note)
B10 Expect to go through with a plan to kill yourself? NO YES 8
IFYES, mark either or both: O did you intend to act at the time?
O did you intend to act at some time in the future?
B11 Expect to die as a result of trying to hurt yourself? NO YES 8
IFYES, mark either or both: O did you intend to die by suicide at the time?
O did you intend to die by suicide at some time in the future?
B12 Feel the need or impulse to kill yourself or to plan to kill yourself sooner rather than later? NO YES 8

IFYES, mark either or both: O was it tokill yourself? O wasitto plan to kill yourself?

IFYES, mark either or both: O was it for no good reason? O was it for some goodreason?

IN ASSESSING WHETHER THIS WAS LARGELY UNPROVOKED (“FOR NO GOOD REASON”) OR PROVOKED ASK:
“5 minutes before this impulse to kill yourself, could you have predicted it would occur at that time?”

IFNO TO B12, skiP TO B14.
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B13 Have difficulty resisting these impulses to kill yourself? NO YES 8
B14 Do things to prepare to kill yourself, but were interrupted or stopped yourself, NO YES

before harming yourself?
IF NO TO B14, SKIP TO B15. OTHERWISE GO TO Bl4a.
Blda Do things to get ready to kill yourself, but you did not start to kill yourself? NO YES 9
Bl4b Do things to get ready to kill yourself, but then you stopped yourself just before NO YES 10
you hurt yourself (“aborted”)?
Bldc Do things to get ready to kill yourself, but then someone or something
stopped you just before you hurt yourself (“interrupted”)? NO YES 11
B15 Hurt yourself on purpose without trying to kill yourself? NO YES 0
{B15 1S NOT COUNTED AS SUICIDAL BEHAVIOR)
B16 Try to kill yourself? NO YES
IF NO TO B16, SKIP TO B17.
Bl6a Start to kill yourself, but then you decided to stop NO YES 12
and you did not finish the attempt?
B16b  Start to kill yourself, but then someone or something stopped you NO YES 13
and you did not finish the attempt?
Bl6ec Do everything you could to try to kill yourself completely, as you meant to? NO YES 14
A suicide attempt means you did something where you could possibly be injured,
with at least a slight intent to die.
IF NO, SKIP TO B17.
Hope to be rescued / survive ]
Expected / intended to die [
B17 TIME SPENT PER DAY WITH ANY SUICIDAL IMPULSES, THOUGHTS OR ACTIONS:
Usual time spent per day: ___ _hours ____ minutes.
Least amount of time spent per day: ___ hours ____ minutes.
Most amount of time spent per day: ____ hours ____ minutes.
In your lifetime:
B18 Did you ever try to kill yourself? NO YES 4
IF YES, how many times? ___
IF YES, when was the last suicide attempt?
Current: within the past 12 months ]
In early remission: between 12 and 24 months ago O
In remission: more than 24 months ago O
“A suicide attempt is ahy self-injurious behavior, with at least some intent (> 0) to die as a result of the act. Evidence that
the individual intended to kill him-or herself, at least to some degree, can be explicit or inferred from the behavior or
circumstance. For example, it is defined as a suicide attempt if it is clearly not an accident or if the individual thinks the act
could be lethal, even though denying intent.” (FDA Guidance for Industry Suicidal Ideation and Behavior Document 2012
and C-CASA definition). Posher K et al. Am J Psychiatry 2007; 164 (7): 1035-1043 &
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryinformation/Guidances/default.htm/
B19 How likely are you to try to kill yourself within the next 3 months on a scale of 0-100% _____ %
ANY LIKELIHOOD > 0% ON B19 SHOULD BE CODED YES. NO YES 13
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IS AT LEAST 1 OF THE ABOVE (EXCEPT B1) CODED YES? NO YES
IF YES, ADD THE TOTAL PGINTS FOR THE ANSWERS (B1-B19) CHECKED 'YES” AND SUICIDALITY
SPECIFY THE SUICIDALITY SCORE CATEGORY AS INDICATED IN THE DIAGNOSTIC BOX:
1-8 points Low O
INDICATE WHETHER THE SUICIDALITY IS CURRENT (PAST MONTH) GR A LIFETIME SUICIDE ATTEMPT OR )
9-16 points Moderate [
BQTH BY MARKING THE APPROPRIATE BGXES OR BY LEAVING EITHER OR BOTH GF THEM UNMARKED.
> 17 points High |

CURRENT = ANY POSITIVE RESPONSE IN B1a THROUGH B16¢ (EXCEPT B15) GR ANY TIME SPENT IN B17.
LIFETIME ATTEMPT = B18 CODED YES. CURRENT n
LIKELY IN THE NEAR FUTURE = B19 CODED YES.

MAKE ANY ADDITIONAL COMMENTS ABOUT YQUR ASSESSMENT OF THIS PATIENT'S CURRENT LIFETIME ATTEMPT U
AND NEAR FUTURE SUICIDALITY IN THE SPACE BELOW: LIKELY IN NEAR FUTURE []
IS B18 CODED YES? NO YES
AND A YES RESPONSE TO SUICIDAL BEHAVIOR
DISORDER
WAS THE SUICIDAL ACT STARTED WHEN THE SUBJECT WAS NOT IN A STATE GF CONFUSION OR DELIRIUM?
Current |
AND A YES RESPONSE TO
In early remission ]
Was the suicidal act done without a political or religious purpose? In remission ]

IF YES, SPECIFY WHETHER THE DISORDER IS CURRENT, IN EARLY REMISSICN OR IN REMISSICN.
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B. SUICIDALITY (for ages 9 through 12)

Points
In the past month did you:
Bl Have an accident? This includes taking too much of your medication by accident. NO YES 0
IF NO TO B1, SKIP TO B2. IF YES, ASK Bla:
Bla Plan or expect to hurt yourself on purpose in an accident? NO YES 0
IF NO TO B1la, SKIP TO B2. IF YES, ASK Blb:
Blb Try to die as a result of an accident? NO YES 0
B2 Think {even momentarily) that you would be better off dead or wish you were dead? NO YES 1
B3 Think about hurting yourself, with the possibility that you might die? NO YES 6
Or did you think about killing yourself? IF YES TO EITHER, CODE YES.
IF NO TO B2 + B3, SKIP TO B4. OTHERWISE ASK:
How often? How strong were the thoughts?
Occasionally [ Mild ]
Often [l Moderate [
Very often ] Severe ]
B4 Hear a voice or voices telling you to kill yourself or have a dream or a nightmare NO YES 4
about killing yourself?
IFYES, mark either or both: O was ita voice or voices? [ was ita dream or a nightmare?
B5 Think about how to kill yourself? NO YES 8
B6 Think about what you would use to kill yourself? NO YES 8
B7 Think about where you would go to kill yourself? NO YES 8
B8 Think about when to kill yourself? NO YES 8
B9 Think about anything you would like to finish before you tried to kill yourself? NO YES 8
(e.g. writing a suicide note)
B10 Want to go through with a plan to kill yourself? NO YES 8
B11 Want to die by hurting yourself? NO YES 8
B12 Think all of a sudden about killing yourself sooner rather than later? NO YES 8
IFYES, mark either or both: O was this to kill yourself? O was this to plan to kill yourself?
IFYES, mark either or both: O was it for no good reason? O  was it for some good reason?
IN ASSESSING WHETHER THIS WAS LARGELY UNPROVOKED (“FOR NO GOOD REASON") OR PROVOKED ASK:
“5 minutes before this impulse to kill yourself, could you have predicted it would occur at that time?”
IFNOTO B12, 5KIP TO B14.
B13 Have difficulty resisting (or fighting against) these impulses to kill yourself? NO YES 8

B14 Do things to prepare to kill yourself? NO YES
IF NO TO B14, SKIP TO B15. OTHERWISE GO TO Bl4a.
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Blda Do things to get ready to kill yourself, but you did not start to kill yourself? NO YES 9
Bl4b Do things to get ready to kill yourself, but then you stopped yourself just before NO YES 10

you hurt yourself (“aborted”)?
Bldc Do things to get ready to kill yourself, but then someone or something
stopped you just before you hurt yourself {“interrupted”)? NO YES 11
B15 Hurt yourself on purpose without trying to kill yourself? NO YES 0
{B15 1S NOT COUNTED AS SUICIDAL BEHAVIOR)
B16 Try to kill yourself? NO YES
IF NO TO B16, SKIP TO B17.
Bl6a Start to kill yourself, but then you decided to stop NO YES 12
and did not finish trying?
B16b  Start to kill yourself, but then someone or something stopped you NO YES 13
and did not finish the attempt?
Bl6ec Do everything you could to try to kill yourself? NO YES 14
A suicide attempt means you did something where you could possibly be injured,
with at least a slight intent to die.
IF NO, SKIP TO B17.
Hope to be rescued / survive ]
Expected / intended to die [
B17 TIME SPENT PER DAY WITH ANY SUICIDAL IMPULSES, THOUGHTS OR ACTIONS:
Usual time spent per day: ___ _hours ____ minutes.
Least amount of time spent per day: ___ hours ____ minutes.
Most amount of time spent perday: ____hours ____ minutes.
In your lifetime:
B18 Did you ever try to kill yourself? NO YES 4
IF YES, how many times? ___
IF YES, when was the last suicide attempt?
Current: within the past 12 months ]
In early remission: between 12 and 24 menths ago U
In remission: more than 24 months ago O
“A suicide attempt is ahy self-injurious behavior, with at least some intent (> 0) to die as a result of the act. Evidence that
the individual intended to kill him-or herself, at least to some degree, can be explicit or inferred from the behavior or
circumstance. For example, it is defined as a suicide attempt if it is clearly not an accident or if the individual thinks the act
could be lethal, even though denying intent.” (FDA Guidance for Industry Suicidal Ideation and Behavior Document 2012
and C-CASA definition). Posher K et al. Am J Psychiatry 2007; 164 (7): 1035-1043 &
http://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/default. htm/
B19 How likely are you to try to kill yourself within the next 3 months on a scale of 0-100% _____ %
ANY LIKELIHOOD > 0% ON B19 SHOULD BE CODED YES. NO YES 13
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IS AT LEAST 1 OF THE ABOVE (EXCEPT B1) CODED YES? NO YES
IF YES, ADD THE TOTAL PGINTS FOR THE ANSWERS (B1-B19) CHECKED ‘YES” AND SUICIDALITY
SPECIFY THE SUICIDALITY SCORE CATEGORY AS INDICATED IN THE DIAGNOSTIC BOX:
1-8 points  Low ]
INDICATE WHETHER THE SUICIDALITY IS CURRENT (PAST MONTH) OR A LIFETIME SUICIDE ATTEMPT OR )
9-16 points Moderate []
BOTH BY MARKING THE APPROPRIATE BOXES OR BY LEAVING EITHER OR BOTH GF THEM UNMARKED.
> 17 points High O

CURRENT = ANY POSITIVE RESPONSE IN Bla THROUGH B16C (EXCEPT BlS) CR ANY TIME SPENT IN B17.
LIFETIME ATTEMPT = B18 CODED YES.

CURRENT ]
LIKELY IN THE NEAR FUTURE = B19 CODED YES.

MAKE ANY ADDITIONAL COMMENTS ABOUT YOUR ASSESSMENT OF THIS PATIENT’S CURRENT LIFETIME ATTEMPT |
AND NEAR FUTURE SUICIDALITY IN THE SPACE BELOW: LIKELY IN NEAR FUTURE [J
IS B18 CODED YES? NO YES
AND A YES RESPONSE TO SUICIDAL BEHAVIOR
DISORDER
WAS THE SUICIDAL ACT STARTED WHEN THE SUBJECT WAS NOT IN A STATE GF CONFUSION OR BELIRIUM?
Current |
AND A YES RESPONSE TO
In early remission ]
WAS THE SUICIDAL ACT DONE WITHOUT A PCLITICAL OR RELIGIOUS PURPOSE? In remission ]

IF YES, SPECIFY WHETHER THE DISORDER IS CURRENT, IN EARLY REMISSICN OR IN REMISSICN.
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B. SUICIDALITY (for ages 6 through 8)

Points
In the past month did you:
Bl Have an accident? This includes taking too much of your medication by accident. NO YES 0
IF NO TO B1, SKIP TO B2. IF YES, ASK Bla:
Bla Plan or expect to try to get hurt or to hurt yourself in an accident? NO YES 0
IF NO TO B1la, SKIP TO B2. IF YES, ASK Blb:
Blb Try to die or to make yourself dead in an accident? NO YES 0
B2 Wish you were dead? NO YES 1
B3 Think about hurting yourself, knowing you could die, NO YES 6
or how much did you think about making yourself dead or killing yourself?
IF YES TO EITHER, CODE YES.
IF NO TO B2 + B3, SKIP TO B4. OTHERWISE ASK:
How often? How strong were the thoughts?
Occasionally [ Mild ]
Often L Moderate [
Very often ] Severe ]
B4 Hear a voice telling you to make yourself dead or to kill yourself or NO YES 4
have a dream or a nightmare about killing yourself?
IFYES, mark either or both: O was ita voice or voices? [ wasita dream or a nightmare?
B5 Think about how to kill yourself or how to make yourself dead? NO YES 8
B6 Think about what you would use to kill yourself or to make yourself dead? NO YES 8
B7 Think about where you would go to kill yourself or to make yourself dead? NO YES 8
B8 Think about when you would kill yourself or to make yourself dead? NO YES 8
B9 Think about anything you would like to finish before you tried to kill yourself? NO YES 8
(e.g. writing a suicide note)
B10 Mean to go ahead and to do something to make yourself dead? NO YES 8
B11 Mean to die (or make yourself dead) by hurting yourself? NO YES 8
B12 Feel all of a sudden that you needed to kill yourself (or to make yourself dead)? NO YES 8
IFYES, mark either or both: O was it for no good reason? O was it for some good reason?
IFNOTO B12, SkiP TG B14.
B13 Have difficulty resisting (or fighting against) the sudden need (or impulse) to kill yourself? NO YES 3
B14 Do things to get ready to kill yourself? NO YES
IF NO TO B14, SKIP TO B15. OTHERWISE GO TO Bl4a.
Bl4a Do things to get ready to kill yourself, but you did not start to kill yourself? NO YES 9
Bl4b Do things to get ready to kill yourself, but then you stopped yourself just before NO YES 10

harming yourself (“aborted”)?
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Blde Do things to get ready to kill yourself, but then someone or something
stopped you just before harming yourself {“interrupted”)? NO YES 11

B15 Hurt yourself on purpose without trying to kill yourself? NO YES 0
(B15 IS NOT COUNTED A3 SUICIDAL BEHAVIOR)

B16 Try to kill yourself (or to make yourself dead)? NO YES
IF NO TO B16, SKIP TO B17.

Bl6a Start to try to kill yourself, but then you decided to stop NO YES 12
and did not finish the attempt?

B16b  Start to try to kill yourself, but then you were interrupted NO YES 13
and did not finish the attempt?

Bl6ec Do everything you could to kill yourself completely (or to make yourself dead)? NO YES 14
IF NO to B16¢, SKIP TO B17.

Hope to be rescued / survive ]
Expected / intended to die [l

B17 TIME SPENT PER DAY WITH ANY SUICIDAL IMPULSES, THOUGHTS OR ACTIONS:

Usual time spent per day: ___ hours ____ minutes.
Least amount of time spent per day: ___ hours ____ minutes.
Most amount of time spent perday: ____hours ____ minutes.
In your lifetime:
B18 Did you ever try to kill yourself or to make yourself dead? NO YES 4
IF YES, how many times? ___
IF YES, when was the last suicide attempt?
Current: within the past 12 months ]
In early remission: between 12 and 24 months ago ]
In remission: more than 24 months ago [l

“A suicide attempt is any self-injurious behavior, with at least some intent (> 0) to die as a result of the act. Evidence that
the individual intended to kill him-or herself, at least to some degree, can be explicit or inferred from the behavior or
circumstance. For example, it is defined as a suicide attempt if it is clearly not an accident or if the individual thinks the act
could be lethal, even though denying intent.” (FDA Guidance for Industry Suicidal Ideation and Behavior Document 2012
and C-CASA definition). Posner K et al. Am J Psychiatry 2007; 164 (7): 1035-1043 &
http://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/default. htm/

B19 How likely are you to try to kill yourself within the next 3 months on a scale of 0-100% __ %
ANY LIKELIHOOD > 0% ON B19 SHOULD BE CODED YES. NO YES 13
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IS AT LEAST 1 OF THE ABOVE (EXCEPT B1) CODED YES? NO YES
IF YES, ADD THE TOTAL PGINTS FOR THE ANSWERS (B1-B19) CHECKED ‘YES” AND SUICIDALITY
SPECIFY THE SUICIDALITY SCORE CATEGORY AS INDICATED IN THE DIAGNOSTIC BOX:
1-8 points  Low ]
INDICATE WHETHER THE SUICIDALITY IS CURRENT (PAST MONTH) OR A LIFETIME SUICIDE ATTEMPT OR )
9-16 points Moderate []
BOTH BY MARKING THE APPROPRIATE BOXES OR BY LEAVING EITHER OR BOTH GF THEM UNMARKED.
> 17 points High O

CURRENT = ANY POSITIVE RESPONSE IN Bla THROUGH B16C (EXCEPT BlS) CR ANY TIME SPENT IN B17.
LIFETIME ATTEMPT = B18 CODED YES.

CURRENT ]
LIKELY IN THE NEAR FUTURE = B19 CODED YES.

MAKE ANY ADDITIONAL COMMENTS ABOUT YOUR ASSESSMENT OF THIS PATIENT’S CURRENT LIFETIME ATTEMPT |
AND NEAR FUTURE SUICIDALITY IN THE SPACE BELOW: LIKELY IN NEAR FUTURE [J
IS B18 CODED YES? NO YES
AND A YES RESPONSE TO SUICIDAL BEHAVIOR
DISORDER
WAS THE SUICIDAL ACT STARTED WHEN THE SUBJECT WAS NOT IN A STATE GF CONFUSION OR BELIRIUM?
Current |
AND A YES RESPONSE TO
In early remission ]
WAS THE SUICIDAL ACT DONE WITHOUT A PCLITICAL OR RELIGIOUS PURPOSE? In remission ]

IF YES, SPECIFY WHETHER THE DISORDER IS CURRENT, IN EARLY REMISSICN OR IN REMISSICN.
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C. MANIC AND HYPOMANIC EPISODES

{* MEANS: GO TO THE DIAGNOSTIC BOXES, CIRCLE NOC TO THE RELEVANT TIME FRAME IN THE DIAGNOSTIC BOXES AND THEN MOVE TO THE NEXT MODULE]

Do you have anyone in your family who had manic-depressive iliness or bipolar disorder,

or a family member who had mood swings treated with a medication like

lithium, sodium valproate (Depakote or Valproate), lamotrigine (Lamictal)? NO
THIS QUESTION IS NOT A CRITERION FOR BIPOLAR DISORDER, BUT IS ASKED

TCO INCREASE THE CLINICIAN'S VIGILANCE ABOUT RISK FOR BIPOLAR DISORDER.

IF YES, PLEASE SPECIFY WHO:

e |

c2

Has there ever been a time when you were so happy that you felt 'up’ or 'high' or "hyper’ NO
and full of energy? By 'up' or 'high’ or ‘hyper’ | mean feeling really good; full of energy;

needing less sleep; your thoughts going very fast or being full of ideas.

Did you feel very active or full of energy? CODE YES ONLY IF BOTH QUESTIONS ARE ANSWERED YES.

DO NOT CONSIDER TIMES WHEN THE PATIENT WAS INTOXICATED ON DRUGS OR ALCOHOL
OR DURING SITUATIONS THAT NORMALLY OVER STIMULATE AND MAKE CHILDREN VERY
EXCITED LIKE CHRISTMAS, BIRTHDAYS, ETC.

IF PATIENT IS PUZZLED OR UNCLEAR ABOUT WHAT YOU MEAN BY 'UP’ OR 'HIGH’ OR "HYPER’
CLARIFY AS FOLLOWS: By ‘up’ or ‘high’ or "hyper’ | mean: having elated mood; increased

energy or increased activity; needing less sleep; your thoughts going very fast; being full of ideas;
having an increase in productivity, motivation, creativity or impulsive behavior; phoning

or working excessively or spending more money.

IF NO TO ALL, CODE NO TO C1b. IF YES TO ANY, ASK:

Are you currently feeling full of energy or ‘up’ or ‘high’ or ‘hyper’ and more active than usual? NO
Has there ever been a time when you were so grouchy or annoyed for several days, NO
that you yelled or started fights with people outside your family? Have you or others

noticed that you have been more grouchy than other kids, even when you thought

you were right to act this way?

DO NOT CONSIDER TIMES WHEN THE PATIENT WAS INTOXICATED ON DRUGS OR ALCOHOL.

IF NO TO ALL, CODE NO TO C2b. IF YES TO ANY, ASK:

Are you currently feeling grouchy or annoyed most of the time? NO

IS Cla OR C2a CODED YES? NO

YES

YES

YES

YES

YES

c3

IF C1b OR CZb = YES: EXPLORE THE CURRENT EPISODE FIRST AND THEN THE MOST SYMPTOMATIC PAST EPISODE, OTHERWISE
IFC1lb AND C2b = NO: EXPLORE ONLY THE MOST SYMPTOMATIC PAST EPISODE

WHEN EXPLORING THE CURRENT EPISCDE, PREFACE EACH QUESTICN AS FOLLOWS:
Over the past few days including today, when you felt high and full of energy or irritable, did you:

WHEN EXPLORING THE PAST EPISODE, PREFACE EACH QUESTICN AS FOLLOWS;
Over a period of a few days in the past, when you felt most high and most full of energy or most irritable, did you:
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Past Episode

a Feel that you could do things others couldn't do? Feel that you are NO YES
a very important person?
IF YES TO EITHER, CODE YES. IF YES, ASK FOR EXAMPLES.
THE EXAMPLES ARE CONSISTENT WITH A DELUSICNAL IDEA.  Current Episcde O No [ ves
Past Episode I Ne [ ves

b Need less sleep {Did you feel rested after only a few hours of sleep)? NO YES

¢ Talk too much without stopping? Talk so fast that people couldn’t NO YES
understand or follow what you were saying?
Did you feel a pressure to keep talking?

d Notice your thoughts going very fast or running together or racing NO YES
or moving very quickly from one subject to another?

e Get distracted very easily by little things? NO YES

f Get much more involved in things at school, at home or socially than NO YES
others, or did you feel much more fidgety or restless?
THIS INCREASE IN ACTIVITY MAY BE WITH OR WITHOUT A PURPOSE.

g Wanttodo fun things even if you could get hurt doing them? NO YES
Want to do things even though it could get you into trouble?
(Like staying out late, skipping school, driving dangerously
or spending too much money)?
IF YES TO ANY, CODE YES.

€3 SUMMARY: WHEN RATING CURRENT EPISODE: NO YES
IFC1b 1s NO, ARE 4 OR MORE €3 ANSWERS INCLUDING C3f CODED YES?
IFC1b 1S YES, ARE 3 GR MORE C3 ANSWERS INCLUDING C3f CODED YES?

WHEN RATING PAST EPISODE:
IFCla 1S NO, ARE 4 OR MORE C3 ANSWERS INCLUDING C3f CCDED YES?
IF Cla IS YES, ARE 3 OR MORE C3 ANSWERS INCLUDING C3f CODED YES?

CODE YES ONLY IF THE ABOVE 3 OR 4 SYMPTOMS OCCURRED DURING THE SAME TIME PERIOD.

RULE: ELATION/EXPANSIVENESS REQUIRES ONLY 3 €3 SYMPTOMS, WHILE
IRRITABLE MOOD ALONE REQUIRES 4 OF THE C3 SYMPTOMS.

c4 What is the longest time these symptoms lasted?
ASSESS THIS DURATION FROM THE VERY START TO THE VERY END OF SYMPTOMS, NOT JUST THE PEAK.

a) 3 consecutive days or less O
b) 4,5 or 6 consecutive days or more |
(|

¢) 7 consecutive days or more

c5 Were you put in the hospital for these problems? NO YES
IF YES, CIRCLE YES IN MANIC EPISODE FOR THAT TIME FRAME AND GO TO C7.

cé Did these symptoms cause a lot of problems at home? At school? NO YES
With friends? With other people? Or in some other important way?
IF YES TO ANY, CODE YES.

c7 Were these problems different from the way you were before? NO YES
Was it different from the way that you usually are?
IF YES TO EITHER, CODE YES.
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ARE C3 SUMMARY AND C7 AND (C4c OR €5 OR €6 OR ANY PSYCHOTIC FEATURE IN Q1 THROUGH Q8) NO YES
CODED YES?
AND MANIC EPISODE
1S “RULE QUT ORGANIC CAUSE (W2 SUMMARY)” CODED YES? CURRENT O
PAST O

SPECIFY IF THE EPISODE IS CURRENT AND / OR PAST.

1S €3 SUMMARY CCDED YES AND ARE €5 AND C6 CODED NO AND €7 cODED YES, HYPOMANIC EPISODE
AND IS EITHER C4b OR CAC CODED YES?
AND
IS “RULE QUT ORGANIC CAUSE (W2 SUMMARY)” CODED YES?
AND CURRENT 1 NO
ARE ALL PSYCHOTIC FEATURES IN Q1 THROUGH Q8 CODED NO? 1 YES

SPECIFY IF THE EPISODE IS CURRENT AND / OR PAST. PAST I:l NO

[ YES
[] NOTEXPLORED

IF YES TO CURRENT MANIC EPISODE, THEN CODE CURRENT HYPOMANIC EPISODE AS NO.

IF YES TO PAST MANIC EPISCDE, THEN CODE PAST HYPOMANIC EPISODE AS NOT EXPLORED.

ARE C3 SUMMARY AND C4a CODED YES AND IS C5 CODED NO? HYPOMANIC SYMPTOMS

SPECIFY IF THE EPISQDE IS CURRENTAND/ OR PAST.
CURRENT L1 NO

IF YES TO CURRENT MANIC EPISODE OR HYPOMANIC EPISODE, ] YES
THEN CODE CURRENT HYPOMANIC SYMPTOMS AS NO.

PAST [ No
[ YES
[] NOTEXPLORED

IF YES TO PAST MANIC EPISCDE CR YES TO PAST HYPOMANIC EPISODE,
THEN CODE PAST HYPOMANIC SYMPTGMS AS NOT EXPLORED.

c8 a) IF MANIC EPISODE IS POSITIVE FOR EITHER CURRENT OR PAST ASK:
Did you have 2 or more of these (manic) episodes lasting 7 days or more (C4c) in your
lifetime (including the current episode if present)? NO YES

b) IF MANIC OR HYPOMANIC EPISODE IS POSITIVE FOR EITHER CURRENT OR PAST ASK:
Did you have 2 or more of these (hypomanic) episodes lasting 4 days or more (C4b)
in your lifetime (including the current episode)? NO YES

c) IF THE PAST “HYPOMANIC SYMPTOMS” CATEGORY IS CODED POSITIVE ASK:
Did you have (hypomanic) symptoms like these lasting only 1 to 3 days (C4a)
2 or more times in your lifetime, (including the current episode, if present)? NO YES
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D. PANIC DISORDER

{’ MEANS: GO TO THE DIAGNOSTIC BOX, CIRCLE NO AND MOVE TO THE NEXT MODULE]

D1 a Have you ever been really frightened or nervous for no reason;
or have you ever been really frightened or nervous in a situation »

where most kids would not feel that way? NO YES
IF YES TC EITHER, CODE YES. IF NO TO ALL, CODE NO.

»
b Did this happen more than one time? NO YES
»
¢ Did this nervous feeling increase quickly over the first few minutes? NO YES
»
D2 Has this ever happened when you didn't expect it? NO YES
D3 a After this happened, were you afraid it would happen again or that something bad
would happen as a result of these attacks? Did you change what you did because
of these attacks? (e.g., going out only with someone, not wanting to leave your house,
going to the doctor more frequently or doing things to avoid a panic attack)? NO YES
b Did you have these worries for a month or more? NO YES
D3 SUMMARY: IF YES TO BOTH D3a AND D3b QUESTIONS, CODE YES. NO YES
D4 Think about the time you were the most frightened or nervous for
no good reason:
a  Did your heart beat fast or loud? NO YES
b Did you sweat? Did your hands sweat a lot? NO YES
IF YES TO EITHER, CODE YES.
¢ Did your hands or body shake? NO YES
d  Did you have trouble breathing or feel like you were running out of air? NO YES
e Did you feel like you were choking? Did you feel you couldn't swallow? NO YES
IF YES TO EITHER, CODE YES.
f  Did you have pain or pressure in your chest? NO YES
g Did you feel like throwing up? Did you have an upset stomach? NO YES
Did you have diarrhea?
IF YES TO ANY, CODE YES.
h  Did you feel dizzy or faint? NO YES
i Did you feel hot or cold? NO YES
i Did parts of your body tingle or go numb? NO YES
M.LN.I. Reéd 7.0.2 (August 8, 2016) (8/8/16). 20

This document is confidential. It contains proprietary information of Supernus® Pharmaceuticals, Inc. Any viewing or disclosure
of such information that is not authorized in writing by the Sponsor is strictly prohibited. Such information may be used solely
for the purpose of reviewing or performing this study.



Supernus® Pharmaceuticals, Inc CONFIDENTIAL
810P503 Version 3 Page 116 of 180

k  Did things around you feel strange or like they weren't real? Did NO YES
you feel or see things as if they were far away? Did you feel outside of
or cut off from your body?
IF YES TO ANY, CODE YES.

| Were you afraid that you were losing control of yourself? NO YES
Were you afraid that you were going crazy?
IF YES TO EITHER, CODE YES.

m  Were you afraid that you were dying? NO YES
-»
D5 ARE BOTH D3 SUMMARY, AND 4 OR MIORE D4 ANSWERS, CODED YES? NO YES
PANIC DISORDER
LIFETIME
D6 a Inthe past month, did you have these problems more than one time? NO YES

IF NO, CIRCLE NO TO D6 SUMMARY, COMPLETE THE DIAGNOSTIC BOX AND MOVE TO E1.

For the past month:

b Did you worry that it would happen again? NO YES
¢ Did you worry that something bad would happen because of the attack? NO YES
d Did anything change for you because of the attack? NO YES

(e.g., going out only with someone, not wanting to leave your house,
going to the doctor more frequently)?

D6 SUMMARY: IF YES TO D6b, or Déc, or D6d, CODE YES. NO YES

PANIC DISORDER

CURRENT
IS EITHER D5 OR D6 CODED YES? NO YES

AND
PANIC DISORDER
IS “RULE GUT ORGANIC CAUSE (W2 SUMMARY)" CODED YES?
LIFETIME O

SPECIFY IF THE EPISODE IS CURRENT AND / OR LIFETIME. CURRENT |
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E. AGORAPHOBIA

(“ MEANS: GO TO THE DIAGNOSTIC BOX, CIRCLE NO AND MOVE TO THE NEXT MDDULE:I

»
El Do you feel anxious, scared, or uneasy in places or situations where you might become NO YES
really frightened; like being in a crowd or in a closed place, standing in a line (gueue),
when you are all alone, or when crossing a bridge or when you are in an open space, or
when traveling in a bus, train, car or on a subway?
IF YES TO ANY, CODE YES.
»
ARE 2 OR MORE OF THE ABOVE SITUATIONS CODED YES? NO YES
»
E2 Do these situations almost always make you anxious or scared? NO YES
»
E3 Are you so afraid of these things that you try to stay away from them? NO YES
Or you can only do them if someone is with you? Or you do them, but
it's really hard for you?
IF YES TO ANY, CODE YES.
»
E4 Are you much more scared than other kids your age in these situations? NO YES
»
ES Have you been scared of and avoiding these situations for at least 6 months? NO YES
»
E6 Did these symptoms cause significant problems at home, at school, at work, NO YES
with your friends, or upset you in some other important way?
15 E6 CODED YES? NO YES
AGORAPHOBIA
CURRENT
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F. SEPARATION ANXIETY DISORDER

t‘ MEANS: GO TO THE DIAGNOSTIC BOX, CIRCLE NO AND MOVE TO THE NEXT MODULE}

-»
F1 a Inthe past month, were you really afraid about being away from someone close NO YES
to you; or have you been really afraid that you would lose somebody you are close to?
(Like getting lost from your parents or having something bad happen to them).
IF YES TO EITHER, CODE YES.
b Wheo are you afraid of losing or being away from ?
F2 a Didithappen several times that you got upset a lot when you wereawayfrom _______ 7 NO YES
Did you get upset a lot when you thought you would be away from — ?
IF YES TO EITHER, CODE YES.
b Did you get really worried that you would lose ? NO YES
Did you get really worried that something bad would happento ____ I, ?
{like having a car accident or dying).
IF YES TO EITHER, CODE YES.
¢ Did you get really worried that you would be separated from ? NO YES
(Like getting lost or being kidnapped?
d Did you refuse to go to school or other places because you were afraid to be NO YES
away from ?
e Did you get really afraid being at home or anywhereelseif ____ wasn't there? NO YES
f Did you not want to go to sleep unless was there? NO YES
g Did you have nightmares about being away from ? NO YES
Did this happen more than once?
IF NO TO EITHER, CODE NO.
h  Did you feel sick a lot (like headaches, stomach aches, nausea or vomiting, NO YES
heart beating fast or feeling dizzy) when you were away from ?
Did you feel sick a lot when you thought you were going to be away from _— _—
IF YES TO EITHER, CODE YES.
»
F2 SUMMARY: ARE AT LEAST 3 OF F2a-h CODED YES? NG YES
»
F3 Did this last for at least 4 weeks? NO YES
F4 Did your fears of being away from _____ really bother you a lot? »
Cause you a ot of problems at home? At school? With friends? NO YES
In any other way?
IF YES TO ANY, CODE YES.
ARE F1, F2 SUMMARY, F3 AND F4 CODED YES? NO YES
SEPARATION
ANXIETY DISORDER
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G. SOCIAL ANXIETY DISORDER (Social Phobia)

[‘ MEANS: GO TO THE DIAGNOSTIC BOX, CIRCLE NO AND MOVE TO THE NEXT MODULE}

»
Gl In the past month, were you afraid or embarrassed when others your age were watching you? NO YES
Were you afraid of being teased? Like talking in front of the class?
Or eating or writing or doing things in front of others?
IF YES TO ANY, CODE YES.
»
G2 Do these social situations almost always make you anxious or scared? NO YES
»
G3 Are you so afraid of these things that you try to stay away from them? NO YES
Or you can only do them if someeone is with you? Or you do them, but
it's really hard for you?
IF YES TO ANY, CODE YES.
»
G4 Are you much more scared of these situations than other kids your age? NO YES
»
G5 Have you been scared of and avoiding these situations for at least 6 months? NO YES
»
G6 Did these social fears cause significant problems at home, at school, at work, NC YES
with your friends, or upset you in some other important way?
15 G6 CODED YES? NO YES
AND
SOCIAL ANXIETY
15 "RULE GUT GRGANIC CAUSE (W2 SUMMARY)" CODED YES? DISORDER
{Social Phobia)
CURRENT

NOTE TO INTERVIEWER: PLEASE SPECIFY IF THE SUBJECT'S FEARS ARE RESTRICTED TO SPEAKING OR
PERFORMING IN PUBLIC.
RESTRICTED TO PERFORMANCE

SAD ONLY O
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H. SPECIFIC PHOBIA

[’ MEANS: GO TO THE DIAGNOSTIC BOX, CIRCLE NO AND MOVE TO THE NEXT MODULE}

»
H1 In the past month, have you been really afraid of something like: snakes or bugs? NO YES
Dogs or other animals? High places? Flying? Storms? The dark?
Or seeing blood or needles?
H2 List any specific phobia(s):
CLINICIAN: MAKE SURE THIS PHOBIA IS NOT BETTER EXPLAINED BY A FEAR, ANXIETY
OR AVOIDANCE ASSOCIATED WITH PANIC DISORDER, AGORAPHOBIA, SEPARATION ANXIETY
OCD, PTSD, OR SOCIAL ANXIETY DISORDER.
»
H3 Does being near or around (NAME SPECIFIC PHOBIA) make you afraid immediately? NO YES
»
H4 Are you so afraid of ([NAME SPECIFIC PHOBIA) that you try to stay away from NO YES
it / them? Or you can only be around it / them if someone is with you?
Or can you be around it / them but it's really hard for you?
IF YES TO ANY, CODE YES.
»
H5 Are you more afraid of (NAME SPECIFIC PHOBIA) than other kids your age? NO YES
»
HE Have you been afraid of (NAME SPECIFIC PHOBIA) for 6 months or more? NO YES
»
H?7 Does this fear really bother you a lot? Does it cause you problems at home or at school NO YES
or at work or with your friends? Does it keep you from doing things you want to do?
IF YES TO ANY, CODE YES.
IS H7 CODED YES? NO YES
SPECIFIC PHOBIA
CURRENT
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I. OBSESSIVE-COMPULSIVE DISORDER

t‘ MEANS: GO TO THE DIAGNOSTIC BOX, CIRCLE NO AND MOVE TO THE NEXT MODULE}

11a In the past moenth, have you been bothered by bad things that come into your NO YES
mind that you couldn't get rid of? Like bad thoughts or urges? Or nasty pictures? 4
For example, did you think about hurting somebody even though it disturbs or SKIP TO I3a

distresses you? Were you afraid you or someone would get hurt because

of some little thing you did or didn't do? Did you worry a lot about having dirt or
germs on you? Did you worry a lot that you would give someone else germs or make
them sick somehow? Or were you afraid that you would do something really shocking?
IF YES TO ANY, CODE YES.

I1b In the past month, did you try to make these thoughts, impulses, or NO YES
images go away or try to push them away with some other thought or action? ~L
SKIP TG 13a

DO NOT INCLUDE SIMPLY EXCESSIVE WORRIES ABOUT REAL LIFE PROBLEMS.

DO NOT INCLUDE OBSESSIONS DIRECTLY RELATED TO HOARDING, HAIR PULLING, SKIN PICKING,

BODY DYSMORPHIC DISORDER, TO EATING DISORDERS, SEXUAL BEHAVIOR, PATHOLOGICAL GAMBLING,
OR ALCOHOL OR DRUG ABUSE BECAUSE THE PATIENT MAY DERIVE PLEASURE FROM THE ACTIVITY
AND MAY WANT TO RESIST IT ONLY BECAUSE OF ITS NEGATIVE CONSEQUENCES.

12 Did they keep coming back into your mind even when you tried to ignore or NO YES
get rid of them?
13a In the past month, did you do something over and over without being able to stop NO YES

doing it, like washing over and over? Straightening things up over and over? Counting
something or checking on something over and over? Saying or doing something over and over?

IF YES TO ANY, CODE YES.
13b Did you do these rituals to make the anxiety less or to prevent something NO YES
bad from happening? Do they happen to you more than to other kids your age?

CODE YES ONLY IF YES TC BOTH PARTS OF 13b. CHILDREN MAY NOT BE ABLE TO EXPLAIN THE PURPOSE OF THE RITUALS.

»
ARE (11a AND 11b AnD 12) ok (138 AND 13b) CODED YES? NO YES
14 In the past month, did these thoughts or actions cause you to miss out on things at NO YES
home? At school? With friends? Did they cause a lot of problems with other people?
Did these things take more than one hour a day? 0.C.D.
IF YES TO ANY, CODE YES. CURRENT
AND INSIGHT:
GOOD OR FAIR ()
15 "RULE OUT ORGANIC CAUSE [W2 SUMMARY)" coDED YES?
(CHECK FOR ANY CESESSIVE-COMPULSIVE SYMPTOMS STARTING WITHIN 3 WEEKS OF AN INFECTION) POOR ]
ABSENT g
SPECIFY THE LEVEL OF INSIGHT AND IF THE EPISCDE IS TIC-RELATED. DELUSIONAL 0
TIC - RELATED [l
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J. POSTTRAUMATIC STRESS DISORDER

{* MEANS: GO TO THE DIAGNOSTIC BOXES, CIRCLE NO IN ALL DIAGNOSTIC BOXES, AND MOVE TO THE NEXT MO DULE]

-»
1k Has anything really awful ever happened to you? Like being in a flood, tornado or NO YES
earthquake? Like being in a fire or a really bad accident? Like seeing
someone being killed or badly hurt. Have you ever been attacked by someone?
EXAMPLES OF TRAUMATIC EVENTS INCLUDE: SERICUS ACCIDENTS, SEXUAL OR PHYSICAL
ASSAULT, A TERRORIST ATTACK, BEING HELD HOSTAGE, KIDNAPPING, FIRE, DISCOVERING
ABODY, WAR, OR NATURAL DISASTER, WITNESSING THE VIOLENT OR SUDDEN DEATH OF
SOMECNE CLOSE TO YOU, OR A LIFE THREATENING ILLNESS.
»
12 In the past month, has this awful thing come back to you in some way? NO YES
Like dreaming about it or having a strong memory of it or feeling it in your body?
IN CHILDREN THE TRAUMA MAY BE EXPRESSED IN REPETITIVE PLAY, AND THE DREAMS
MAY BE FRIGHTENING WITHOUT OBVIOUS CONTENT.
13 In the past month:
a Have you tried not to think about or talk about this awful thing? NO YES
b Have you tried to stay away from people or things that might remind you of it? NO YES
»
13 SUMMARY: ARE 1 OR MORE J3 ANSWERS CODED YES? NO YES
14 In the past month:
a Have you had trouble remembering some important part of what happened? NO YES
b Were you down on yourself or others too much? NO YES
¢ Did you frequently blame yourself or others for the bad things that happened? NO YES
d Did you feel more down on yourself, like teeling guilty, ashamed, angry or frightened? NO YES
e Have you been much less interested in your hobbies or your friends? NO YES
f Have you felt cut off from other people? NO YES
g Have you not been able to feel any good feelings, (like being happy)? NO YES
»
J4 SUMMARY: ARE 3 OR MORE J4 ANSWERS CODED YES? NO YES
15 In the past month:
a  Were you been moody or angry for no reason? NO ¥YES
b Did you do more risky things or do things that could harm you? NO YES
¢ Were you nervous or watching out in case something bad might happen? NO YES
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d Would you jJump when you heard neises? Or when you saw something NO YES
out of the corner of your eye?
IF YES TO EITHER, CODE YES.

e Did you have trouble paying attention? NO YES
f Did you have trouble sleeping? NO YES
»
J5 SUMMARY: ARE 2 OR MORE J5 ANSWERS CODED YES? NO YES
»
I6 Did all these problems start after the traumatic event and last for more than one month? NO YES
NO YES
17 In the past month, have these problems upset you a lot? Have they caused
you to have problems at school? At home? At work? With your friends? POSTTRAUMATIC
With your family? Or in some other important way?
IF YES TO ANY, CODE YES. STRESS DISORDER
CURRENT
AND
WITH
1S “RULE QUT ORGANIC CAUSE (W2 SUMMARY)" CODED YES? DEPERSONALIZATION O
DEREALIZATION O
SPECIFY IF THE CONDITION IS ASSGCIATED WITH DEPERSONALIZATICN, DEREALIZATION GR DELAYED EXPRESSION [

WITH DELAYED EXPRESSICN.
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K. ALCOHOL USE DISORDER

t‘ MEANS: GO TO THE DIAGNOSTIC BOX, CIRCLE NO AND MOVE TO THE NEXT MODULE]

»
K1 In the past year, have you had 3 or more drinks of alcohol in a day? NO YES
At those times, did you have 3 or more drinks in 3 hours? Did you do this
3 or more times in the past year?
IF NO TO ANY, CODE NO.
K2 In the past year:
a During the times when you drank alcohoel, did you end up drinking more than NO YES
you planned to?
b Did you repeatedly want to reduce or control your alcohol use? NO YES
Did you try to cut down or stop your alcohol use, but were not able to?
IF YES TO EITHER, CODE YES.
¢ On days when you drank, did you spend more than three hours doing it? NO YES
Count the time it took you to get the alcohol, drink it, and get over it.
d Did you crave or have a strong desire or urge to use alcohol? NO YES
e Did you spend less time doing things you were supposed to do at school, at work, NO YES
or at home, because of your repeated drinking?
f Did you keep on drinking even if it caused problems with your family or with other people? NOC YES
g Woere you drunk more than once while doing something risky (like riding a bike, NO YES
driving a car or boat, or using machines)?
h Did your drinking cause problems with your health or your mind? Did you keep on NO YES
drinking even though you knew that it caused these problems or made them worse?
IF YES TO BOTH, CODE YES.
i Did you reduce or give up important work, school, social or other activities NO YES
because of your drinking?
i Did you need to drink a lot more alcohol to get the same feeling you got when NO YES
you first started drinking? Did the same amount of alcohol have less effect over time?
IF YES TO EITHER, CODE YES.
k1 When you cut down on drinking did you have any of the following: NO YES
1. increased sweating or increased heart rate, (]
2. hand tremor or “the shakes” 1
3. trouble sleeping O
4. nausea or vomiting a
5. hearing or seeing things other people could not see or hear
or having sensations in your skin for no apparent reason O
6. agitation 1
7. anxiety a
8. seizures O

IF YES TO 2 OR MORE OF THE ABOVE 8, CODE k1 As YES.
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k2 Did you drink alcohol to reduce or avoid these withdrawal symptoms or NO YES
to avoid being hung-over?

K2K SUMMARY: IF YES TO K2k1 OR K2K2, CODE YES. NO YES

ARE 2 OR MCRE K2 ANSWERS FROM K2a THROUGH K2K SUMMARY CODED YES? NO YES
(K2k1 AND K2k2 TOGETHER COUNT AS ONE AMONG THESE CHOICES. )

ALCOHOL USE DISORDER

PAST 12 MONTHS
SPECIFIERS FOR ALCOHOL USE DISORDER: SPECIFY IF:
MILD = 2-3 OF THE K2 SYMPTOMS MILD O
MODERATE = 4-5 OF THE K2 SYMPTOMS
SEVERE = 6 OR VIORE OF THE K2 SYMPTOMS MODERATE -
SEVERE O

IN EARLY REMISSION = CRITERIA NOT MET FOR BETWEEN 3 & 12 MONTHS.
IN SUSTAINED REMISSION = CRITERIA NOT MET FOR 12 MONTHS OR MORE. IN EARLY REMISSION O
(BOTH WITH THE EXCEPTION OF CRITERION d [CRAVING] ABOVE). IN SUSTAINED REMISSION L]
IN A CONTROLLED ENVIRONMENT = WHERE ALCOHOL ACCESS IS RESTRICTED. IN A CONTROLLED

ENVIRONMENT O
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L. SUBSTANCE USE DISORDER (Non-Alcohol)

t‘ MEANS: GO TO THE DIAGNOSTIC BOX, CIRCLE NO AND MOVE TO THE NEXT MODULE]

L1 a Nowlam going to read you a list of street drugs or medicines. NO YES
Stop me if, In the past year, you have taken any of them more
than one time to get high? To feel better or to change your mood?

CIRCLE EACH DRUG TAKEN:

Stimulants: amphetamines, "speed", crystal meth, "crank”, Dexedrine, Ritalin, diet pills.

Cocaine: snorting, IV, freebase, crack, "speedball”.

Opiates: herein, morphine, Dilaudid, opium, Demerol, methadone, Darvon, codeine, Percodan, Vicedin, OxyContin.
Hallucinogens: LSD ("acid"), mescaline, peyote, psilocybin, STP, "mushrooms", “ecstasy”, MDA, MDMA.
Dissociative Drugs: PCP [Phencyclidine,"Angel Dust”, "Peace Pill", “"Hog"), or ketamine (“Special K").
Inhalants: "glue”, ethyl chloride, "rush”, nitrous oxide ("laughing gas”), amyl or butyl nitrate ("poppers").
Cannabis: marijuana, hashish ("hash"), THC, "pot", "grass", "weed", "reefer".

Tranquilizers: Quaalude, Seconal ("reds"), Valium, Xanax, Librium, Ativan, Dalmane, Halcion, barbiturates,
Miltown, GHB, Roofinol, “Roofies”.

Miscellaneous: steroids, nonprescription sleep or diet pills. Cough Medicine? Any others?

SPECIFY THE MOST USED DRUG(S):

WHICH DRUG(S] CAUSE THE BIGGEST PROBLEMS?

FIRST EXPLORE THE CRITERIA BELOW FOR THE DRUG CLASS CAUSING THE BIGGEST PROBLEMS AND THE ONE MOST LIKELY TO MEET CRITERIA FOR

SUBSTANCE USE DISORDER. IF SEVERAL DRUG CLASSES HAVE BEEN MISUSED, EXPLORE AS MANY OR AS FEW AS REQUIRED BY THE PROTOCOL.

L2 Think about your use of (NAME THE DRUG/DRUG CLASS SELECTED) over the past year:

a During the times when you used (NAME THE DRUG/DRUG CLASS SELECTED), NO YES
did you end up using more than you planned to?

b Did you repeatedly want to reduce or control your (NAME THE DRUG/DRUG CLASS SELECTED) use? NO YES
Did you try to cut down or stop your (NAME THE DRUG/DRUG CLASS SELECTED) use,
but were not able to?
IF YES T EITHER, CODE YES.

¢ 0On days when you used (NAME THE DRUG/DRUG CLASS SELECTED), NO YES
did you spend more than three hours doing it?
Count the time it tock you to get the drug, use it, and recover from it.

d Did you crave or have a strong desire or urge to use (NAME THE DRUG/DRUG CLASS SELECTED)? NO YES

e Did you spend less time doing things you were supposed to do at school, at work, NO YES
or at home, because of your repeated {(NAME THE DRUG/DRUG CLASS SELECTED) use?

f Did you keep on using (NAME THE DRUG/DRUG CLASS SELECTED), even if it caused problems NO YES
with your family or with other people?

M.LN.I. Reéd 7.0.2 (August 8, 2016) (8/8/16). 31

This document is confidential. It contains proprietary information of Supernus® Pharmaceuticals, Inc. Any viewing or disclosure
of such information that is not authorized in writing by the Sponsor is strictly prohibited. Such information may be used solely
for the purpose of reviewing or performing this study.



Supernus® Pharmaceuticals, Inc CONFIDENTIAL
810P503 Version 3 Page 127 of 180

g Woere you using (NAME THE DRUG/DRUG CLASS SELECTED), mere than once while doing NO YES
something risky (like riding a bike, driving a car or boat, or using machines)?

h  Did your use of (NAME THE DRUG/DRUG CLASS SELECTED), cause problems with your health NO YES
or your mind? Did you keep on using (NAME THE DRUG/DRUG CLASS SELECTED)
even though you knew that it caused these problems or made them worse?
IF YES TO BOTH, CODE YES.

i Did you reduce or give up important work, school, social or other activities NO YES
because of your use of (NAME THE DRUG/DRUG CLASS SELECTED)?

j Did you need to use a lot more (NAME THE DRUG/DRUG CLASS SELECTED) to get the same NO YES
feeling you got when you first started using it? Did the same amount of drug
have less effect over time?
IF YES TO EITHER, CODE YES.
THIS CRITERION IS CODED NO IF THE MEDICATION IS PRESCRIBED AND USED UNDER MEDICAL SUPERVISION.

k1 When you cut down on heavy or prolonged use of the drug did you have any of the NO YES
following withdrawal symptoms:
IF YES TO THE REQUIRED NUMBER OF WITHDRAWAL SYMPTOMS FOR EACH CLASS, CODE L2k1 AS YES.
THIS CRITERICN IS CODED NO IF THE MEDICATION IS PRESCRIBED AND USED UNDER MEDICAL SUPERVISION.

Sedative, Hypnotic or Anxiolytic (2 or more withdrawal symptoms)
increased sweating or increased heart rate

hand tremor or “the shakes”

trouble sleeping

nausea or vomiting

hearing or seeing things other people could not see or hear

or having sensations in your skin for no apparent reason
agitation

anxiety

seizures

ok wN e

o

~
oooo goood

&

Opiates (3 or more withdrawal symptoms)
feeling depressed

nausea or vomiting

muscle aches

runny nose or teary eyes

dilated pupils, goose bumps or hair standing on end
or sweating

diarrhea

yawning

hot flashes

trouble sleeping

UoEwN e
ogooog oood

L X ~No

Stimulants (2 or more withdrawal symptoms)

1. fatigue

2. vivid or unpleasant dreams

3. difficulty sleeping or sleeping too much

4. increased appetite

5. feeling or looking physically or mentally slowed down

ooooad

M.IN.I. 4 7.0.2 (August 8, 2016) (8/8/16). 32

This document is confidential. It contains proprietary information of Supernus® Pharmaceuticals, Inc. Any viewing or disclosure
of such information that is not authorized in writing by the Sponsor is strictly prohibited. Such information may be used solely
for the purpose of reviewing or performing this study.



Supernus® Pharmaceuticals, Inc CONFIDENTIAL
810P503 Version 3 Page 128 of 180

Cannabis (3 or more withdrawal symptoms)

1. irritability, anger or aggression O
2. nervousness or anxiety O
3. trouble sleeping O
4, appetite or weight loss O
5. restlessness O
6. feeling depressed O
7. significant discomfort from one of the following:
“stomach pain”, tremors or “shakes”, sweating, hot flashes,
chills, headaches. O
k2 Did you use (NAME OF DRUG / DRUG CLASS SELECTED) T0 reduce or avoid withdrawal symptoms? NO YES
L2k suMMARY: IF YES TO L2k1 R L2k2, CODE YES. NO YES
ARE 2 OR MORE L2 ANSWERS FROM L2a THROUGH L2k SUMMARY CODED YES? NO YES
(L2k1 AND L2k2 TOGETHER COUNT AS ONE AMONG THESE CHOICES. )
SUBSTANCE
{Drug or
Drug Class Name)
USE DISORDER
PAST 12 MONTHS
SPECIFIERS FOR SUBSTANCE USE DISORDER:
SPECIFY IF:
MILD = 2-3 OF THE L2 SYMPTOMS
MODERATE = 4-5 OF THE L2 SYMPTOMS MILD O
SEVERE =6 OR MORE GF THE L2 SYMPTOMS
MODERATE 1
IN EARLY REMISSION = CRITERIA NOT MET FOR BETWEEN 3 & 12 MONTHS SEVERE O
IN SUSTAINED REMISSION = CRITERIA NOT MET FOR 12 MONTHS OR MORE
(BOTH WITH THE EXCEPTION OF CRITERION d [CRAVING] ABOVE). IN EARLY REMISSION O
IN A CONTROLLED ENVIRONMENT = WHERE SUBSTANCE / DRUG ACCESS IS IN SUSTAINED REMISSION  []
RESTRICTED.
IN A CONTROLLED
ENVIRONMENT Ol
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M. TIC DISORDERS

{* MEANS: GO TO THE DIAGNOSTIC BOXES, CIRCLE NO IN ALL DIAGNOSTIC BOXES, AND MOVE TO THE NEXT MODULE]

M1 a Didyouever have movements of your body called "Tics"? "Tics" are NO NES
sudden, guick movements of some part of your body that are hard to control. A tic
might be blinking your eyes over and over, twitches of your face, jerking your head,
making a movement with your hand over and over, or squatting, or shrugging your
shoulders over and over.

IF NO, CODE NO TO M1b: IF YES ASK:
M1 b Inthe past month, did you have these movements of your body called "Tics"? NO YES
M2 a Didyou ever had a tic that made you say something or make a sound over and NO YES
over and was hard to stop? Like coughing or sniffling or clearing your throat
over and over when you did not have a cold; or grunting or snorting or barking;
having to say certain words over and over, having to say bad words, or
having to repeat sounds you hear or words that other people say?

IE NG, CODE NG TO MI2b: IF YES ASK:

M2 b Inthe past month, did you have any tics that made you say something or make a sound NO YES
over and was hard to stop?

IF BOTH M1a AND M2a ARE BOTH CODED NO,
CIRCLE NO IN ALL DIAGNOSTIC BOXES AND SKIP TO N1.

M3 Did they keep happening for a year or more after the first tic, NO YES
even if they came and went during this time?

M4 Did the tics only occur when you are taking a medicine or drug, like Ritalin, up
Adderal, Cylert, Dexedrine, Provigil, Concerta or other medications for ADHD NO YES
or after using cocaine?

M5 Did the tics only occur because of another medical condition? »
LIKE HUNTINGTON’S DISEASE OR POSTVIRAL ENCEPHALITIS? NO YES

M6& a AREM1la+ Mz2a+ M3 CODED YES? NO YES

AND »
TOURETTE’S DISORDER,
ARE M4 + M5 CODED NO?
CURRENT O

SPECIFY IF TOURETTE'S DISORDER IS PRESENT, CURRENT OR LIFETIME, OR BOTH. LIFETIME O

CODE LIFETIME IF M1a AND M2a ARE BOTH CODED YES
CODE CURRENT IF M1b AND M2b ARE BOTH CODED YES
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NO YES

PERSISTENT (CHRONIC})
MOTOR TIC DISORDER,

AND
IS M6a CODED NO LIFETIME?
LIFETIME O
SPECIFY IF PERSISTENT MOTOR TIC DISORDER IS PRESENT, CURRENT OR LIFETIME, OR CURRENT U
BOTH.
CODE LIFETIME IF M1a IS CODED YES
CODE CURRENT IF M1b IS CODED YES
M6 ¢ ARE M2a+ M3 CODED YES? NO YES
AND
PERSISTENT (CHRONIC)
ARE Mla+ M4 + M5 CODED NO? VOCAL TIC DISORDER,
AND LIFETIME |
IS M6a CODED NO LIFETIME? CURRENT U
SPECIFY IF PERSISTENT VOCAL TIC DISORDER IS PRESENT, CURRENT OR LIFETIME, OR
BOTH.
CODE LIFETIME IF M2a IS CODED YES
CODE CURRENT IF M2b IS CODED YES
M6 d ARE Mlaor M2a CODED YES? NO YES
AND
PROVISIONAL
ARE M3 + M4 + M5 CODED NO? TIC DISORDER,
AND LIFETIME O
CURRENT O

ARE M6a AND M6b AND M6¢ CODED NO LIFETIME?

SPECIFY IF PROVISIONAL TIC DISORDER IS PRESENT, CURRENT OR LIFETIVIE, OR BOTH.

CODE LIFETIME IF M1a OR M2a OR BOTH ARE CODED YES
CODE CURRENT IF M1b OR M2b OR BOTH ARE CODED YES
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N. ATTENTION - DEFICIT / HYPERACTIVITY DISORDER

{* MEANS: GO TO THE DIAGNOSTIC BOXES, CIRCLE NO IN ALL DIAGNOSTIC BOXES, AND MOVE TO THE NEXT MO DULE]

SCREENING QUESTION FOR 3 DISORDERS (ADHD, CD, ODD)
-

N1 Has anyone (teacher, baby sitter, friend or parent) ever complained about your NO YES
behavior or performance in school?
IF NO TO THIS QUESTION, ALSO CODE NO TO CONDUCT DISORDER AND OPPOSITIONAL DEFIANT DISORDER.

In the past six months:

N2 a Have you often not paid enough attention to details? Made careless NO YES
mistakes in school?

b Have you often had trouble keeping your attention focused when playing NO YES
or doing schoolwork?

¢ Have you often been told that you do not listen when others talk directly to you? NO YES

d Have you often had trouble following through with what you were NO YES
told to do (Like not following through on schoolwork or chores)?
Did this happen even though you understood what you were supposed to do?
Did this happen even though you weren't trying to be difficult?
IF NO TO ANY, CODE NO.

e Have you often had a hard time getting organized? NO YES
f Have you often tried to avoid things that make you concentrate NO YES
or think hard (like schoolwork)? Do you hate or dislike things
that make you concentrate or think hard?

IF YES TO EITHER, CODE YES.

g Have you often lost or forgotten things you needed? Like homework NO YES
assignments, pencils, or toys?

h Do you often get distracted easily by little things (Like sounds or NO YES
things outside the room)?

i Do you often forget to do things you need to do every day (like forget to comb NO YES
your hair or brush your teeth, keeping appointments, doing chores)?

N2 SUMMARY: ARE 6 OR MORE N2 ANSWERS CODED YES? NO YES
In the past six months:

N3 a Did you often fidget with your hands or feet? Or did you squirm in your seat? NO YES
IF YES TO EITHER, CODE YES.

b Did you often get out of your seat in class when you were not supposed to? NO YES
¢ Have you often run around or climbed on things when you weren't supposed to? NO YES
Did you want to run around or climb on things even though you didn't?

IF YES TO EITHER, CODE YES.
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d Have you often had a hard time playing quietly? NO YES
e Were you always "on the go"? NO YES
f Have you often talked too much? NO YES
g Have you often blurted out answers before the person or teacher has NO YES

finished the question?

h Have you often had trouble waiting your turn? NO YES

i Have you often interrupted other people? Like butting in when other NO YES
people are talking or busy or when they are on the phone?

N3 SUMMARY: ARE 6 OR MORE N3 ANSWERS CODED YES? NO YES
-»
N4 Did you have problems paying attention, being hyper, or impulsive before NO YES

you were 12 years old?

»
N5 Did these things cause problems at school? At home? With your NO YES
family? With your friends?
CODE YES IF 2 OR MORE ARE ENDORSED YES.
IS N2 SUMMARY AND N3 SUMMARY CODED YES? NO YES
AND ATTENTION - DEFICIT /
THE ADHD IS NOT RESTRICTED EXCLUSIVELY TO OR BETTER EXPLAINED BY ANGTHER HYPERACTIVITY DISORDER
PSYCHIATRIC DISORDER? COMBINED PRESENTATION
IS N2 SUMMARY CODED YES AND N3 SUMMARY CODED NO? NO YES
AND ATTENTION - DEFICIT/
HYPERACTIVITY DISORDER

THE ADHD IS NOT RESTRICTED EXCLUSIVELY TO OR BETTER EXPLAINED BY ANOTHER
PSYCHIATRIC DISORDER? PREDOMINANTLY
INATTENTIVE PRESENTATION

1S N2 SUMMARY CODED NO AND N3 SUMMARY CODED YES? NO YES
AND ATTENTION - DEFICIT/
HYPERACTIVITY DISORDER

THE ADHD IS NOT RESTRICTED EXCLUSIVELY TO OR BETTER EXPLAINED BY ANOTHER

PSYCHIATRIC DISORDER? PREDOMINANTLY

HYPERACTIVE / IMPULSIVE
PRESENTATION
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O. CONDUCT DISORDER

{* MEANS: GO TO THE DIAGNOSTIC BOXES, CIRCLE NO IN ALL DIAGNOSTIC BOXES, AND MOVE TO THE NEXT MODULE]

SCREENING QUESTION
01 IF QUESTION N1 IN ADHD IS ANSWERED NO, CODE NO TO CONDUCT DISORDER.

IF N1 WAS NOT ASKED ALREADY, ASK THE QUESTION BELOW.

3
(Has anyone (teacher, baby sitter, friend, parent) ever complained about your NO YES
behavior or performance in school?)
02 In the past year:
a Have you bullied or threatened other people (excluding siblings)? NO YES
b Hawve you started fights with others (excluding siblings)? NO YES
¢ Have you used a weapon to hurt someone? Like a knife, gun, bat, NO YES
or other object?
d Hawve you hurt someone (physically] on purpose (excluding siblings)? NO YES
e Have you hurt animals on purpose? NO YES
f Have you stolen things using force? Like robbing someone NO YES
using a weapon or grabbing something from someone like purse snatching?
g Have you forced anyone to have sex with you? NO YES
h Have you started fires on purpose in order to cause damage? NO YES
i Have you destroyed things that belonged to other people on purpose? NO YES
i Have you broken into someone's house or car? NO YES
k Have you lied many times in order to get things from people or to get out of things? NO YES
Or tricked other people into doing what you wanted?
IF YES TO EITHER, CODE YES.
| Have you stolen things that were worth money (like shoplifting or forging a check)? NO YES
m Have you often stayed out a lot later than your parents let you? NO YES
Did this start before you were 13 years old?
IF NO TO EITHER, CODE NO.
n Have you run away from home two times or more? NO YES
o Have you skipped school often? Did this start before you were 13 years old? NO YES
IF NO TO EITHER, CODE NO.
»
02 SUMMARY: ARE 3 OR MORE 02 ANSWERS CODED YES NO YES

WITH AT LEAST 1 PRESENT IN THE PAST 6 MONTHS?
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03 Did these behaviors cause big problems at school? At home? NO YES
With your family? Or with your friends?
IF YES TO ANY, CODE YES. CONDUCT DISORDER
CURRENT

SPECIFY IF THE FIRST SYMPTOM OF CONDUCT DISORDER STARTED:

BEFORE AGE 10 = CHILDHOOD-ONSET TYPE. CHILDHOOD-ONSET TYPE [

AFTER AGE 10 = ADOLESCENT-ONSET TYPE. ADOLESCENT-ONSET TYPE [
UNKNOWN AGE OF ONSET = UNSPECIFIED-ONSET TYPE. UNSPECIFIED-ONSET TYPE [
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P. OPPOSITIONAL DEFIANT DISORDER
{= MEANS: GO TO THE DIAGNOSTIC BOXES, CIRCLE NO IN ALL DIAGNOSTIC BOXES, AND MOVE TO THE NEXT MODULE)

ATTENTION: IF CODED POSITIVE FOR CONDUCT DISORDER, CIRCLE NO IN DIAGNOSTIC BOX AND MOVE TO THE NEXT MODULE.

SCREENING QUESTION
P1 IF QUESTION N1 IN ADHD IS ANSWERED NO, CODE NO TO OPPOSITIONAL DEFIANT DISORDER.

IF N1 WAS NOT ASKED ALREADY, ASK THE QUESTION BELOW.

»
(Has anyone (teacher, baby sitter, friend, parent) ever complained about your NO YES
behavior or performance in school?)
P2 At least once a week, over the past six months:
a Have you often lost your temper? NO YES
b Have you often been "touchy” or easily annoyed by other people? NO YES
¢ Have you often been angry and resentful toward others? NOC YES
d Have you often argued with adults? NO YES
e Have you often refused to do what adults tell you to do? Refused to follow rules? NO YES
IF YES TO EITHER, CODE YES.
f Have you often annoyed people on purpose? NO YES
g Have you often blamed other people for your mistakes or for your NO YES
bad behavior?
h  Have you often been "spiteful” or quick to "pay back" somebody who NO YES
treats you wrong? Have you done this 2 or more times in the past 6 months?
IF YES TO BOTH QUESTIONS, CODE YES.
»
P2 SUMMARY: ARE 4 OR MORE OF P2 ANSWERS CODED YES? NO YES
»
P3  Did these behaviors last at least &6 months? NO YES
»
P4 Did these behaviors occur with people outside your brothers or sisters? NO YES
»
PS5 Did these behaviors cause problems at school? At home? With your family? NO YES
Or with your friends?
IF YES TO ANY, CODE YES.
2
ARE P2 SUMMARY + P3 + P4 + P5 CODED YES? NO YES
THE OPPOSITIONAL DEFIANT DISORDER 1S NOT RESTRICTED EXCLUSIVELY T OR
BETTER EXPLAINED BY ANOTHER PSYCHIATRIC DISORDER, LIKE A MOOD DISORDER, OPPOSITIONAL DEFIANT
SUBSTANCE USE, PSYCHOTIC DISORDER AND THE PATIENT DOES NOT HAVE A DISORDER
DISRUPTIVE MOOD DYSREGULATION DISORDER. CURRENT
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Q. PSYCHOTIC DISORDERS AND MOOD DISORDERS WITH PSYCHOTIC FEATURES

ASK FOR AN EXAMPLE OF EACH QUESTION ANSWERED POSITIVELY. CODE YES ONLY IF THE EXAMPLES CLEARLY SHOW A DISTORTION OF THCUGHT OR OF
PERCEPTION OR IF THEY ARE NOT CULTURALLY APPRGPRIATE. THE PURPOSE OF THIS MODULE IS TO EXCLUDE PATIENTS WITH PSYCHOTIC DISORDERS. THIS MCDULE
NEEDS EXPERIENCE.

Now | am going to ask you about unusual experiences that some people have.

Q1 a Haveyouever believed that people were secretly watching you? NO YES
Have you believed that someone was trying to get you, or hurt you?
IF YES TO ANY, CODE YES.
NOTE: ASK FOR EXAMPLES TO RULE OUT ACTUAL STALKING.

b IFYES: Do you believe this now? NO YES
Q2 a Haveyou ever believed that somecne was reading your mind or that NO YES

someone could hear your thoughts? Qr that you could actually read
someone else's mind or hear what they were thinking?

IF YES TO ANY, CODE YES.
b IFYES: Do you believe this now? NO YES
Q3 a Haveyou ever believed that someone or something put thoughts in NO YES

your mind that were not your own? Have you believed that someone
or something made you act in a way that was not your usual self?
Have you ever felt that you were possessed?

CLINICIAN: IF YES TO ANY, CODE YES.
NOTE: ASK FOR EXAMPLES AND DISCOUNT ANY THAT ARE NOT PSYCHOTIC.

b IFYES: Do you believe this now? NO YES
Q4 a Have you ever believed that you were being sent special messages through the TV, NO YES
radio, internet, newspapers, books, magazines, or through your games or toys? Have

you ever believed that a person you did not personally know was especially interested
in you?

IF YES TO ANY, CODE YES.
b IFYES: Do you believe this now? NO YES

Q5 a Have your family or friends ever thought that any of your beliefs were NO YES
strange or weird? Please give me an example.

CLINICIAN: ASK FOR EXAMPLES. ONLY CODE YES IF THE EXAMPLES ARE CLEARLY

DELUSIONAL IDEAS NOT EXPLORED IN QUESTIONS Q1 TO Q4, FOR EXAMPLE, RELIGIOUS, DEATH,
DISEASE OR SOMATIC DELUSIONS, DELUSIONS OF GRANDIOSITY, JEALOUSY OR GUILT, OR OF
FAILURE, INADEQUACY, RUIN, OR DESTITUTION, OR NIHILISTIC DELUSIONS,

b IFYES: Do they still think that your beliefs are strange? NO YES
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Q8 a

Qs b

Q8 a

Q9 b

Ql0 a

Q10 b

Qll a

Version 3

Have you ever heard things other people couldn't hear, such as voices?

IF YES: Did you hear a voice talking about you? Did you hear more
than one voice talking back and forth?

IF YES TO Q6a: Have you heard these sounds or voices in the past month?

IF YES: Did you hear a voice talking about you? Did you hear more than one voice talking

back and forth?

Have you ever had visions or have you ever seen things other people couldn't see?
CLINICIAN: CHECK TO SEE IF THESE ARE CULTURALLY INAPPROPRIATE.

IF YES: Have you seen these things in the past month?

CLINICIAN'S JUDGMENT

DID THE PATIENT EVER IN THE PAST EXHIBIT DISORGANIZED, INCOHERENT CR DERAILED
SPEECH, OR MARKED LOOSENING OF ASSOCIATIONS?

IS THE PATIENT CURRENTLY EXHIBITING INCOHERENCE, DISORGANIZED OR DERAILED
SPEECH, OR MARKED LOOSENING OF ASSOCIATIONS?

DID THE PATIENT EVER IN THE PAST EXHIBIT DISORGANIZED OR CATATONIC
BEHAVIOR?

IS THE PATIENT CURRENTLY EXHIBITING DISORGANIZED OR CATATONIC
BEHAVIOR?

DID THE PATIENT EVER IN THE PAST HAVE NEGATIVE SYMPTOMS QF SCHIZOPHRENIA, E.G. SIGNIFICANT
REDUCTION QF EMCTICNAL EXPRESSICN QR AFFECTIVE FLATTENING, POVERTY QF SPEECH (ALOGIA)
OR AN INABILITY TQ INITIATE CR PERSIST IN GOAL-DIRECTED ACTIVITIES (AVOLITIGN)?

ARE NEGATIVE SYMPTOMS CF SCHIZOPHRENIA, E.G. SIGNIFICANT REDUCTION OF EMOTIONAL
EXPRESSION OR AFFECTIVE FLATTENING, POVERTY CF SPEECH (ALOGIA) OR AN INABILITY

TO INITIATE OR PERSIST IN GOAL-DIRECTED ACTIVITIES (AVOLITIGN), PROMINENT DURING
THE INTERVIEW?

ARE 1 OR MCRE « @ » QUESTIONS FROM QlaTC Q7a, CODED YES?
AND IS EITHER:
MAIJOR DEPRESSIVE EPISODE, (CURRENT, RECURRENT OR PAST)
OoR
MANIC OR HYPOMANIC EPISODE, (CURRENT OR PAST) CODED YES?

AND

HOW LONG HAS THE MOOD EPISODE LASTED? ___
HOW LONG HAS THE PSYCHOTIC EPISODE LASTED? __

IF SUCH A MOOD EPISODE IS PRESENT, CODE YES TO Q11a CNLY IF THE MOOD DISTURBANCE IS PRESENT

FOR THE MAICRITY OF THE TOTAL DURATION OF THE ACTIVE AND RESIDUAL PERICDS OF THE
PSYCHQTIC SYMPTOMS. OTHERWISE CODE NO.

IFNO TO Qlla AND THE TOTAL DURATICN OF THE MOQCD EPISCGDE IS LESS THAN THE TOTAL DURATION

OF THE PSYCHOTIC EPISODE, THEN CIRCLE NO IN BOTH ‘MOOD DISORDER WITH PSYCHOTIC FEATURES'
DIAGNOSTIC BOXES AND MOVE TG Q13.
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Q14
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You told me earlier that you had period(s) when you felt
(depressed/high/persistently irritable).

Did you have the beliefs and experiences you just described [GIVE EXANPLES TO
PATIENT FROM SYMPTOMS CODED YES FROM Qla TO Q7a] only when you were
feeling depressed? high? very moody? very irritable?

IF THE PATIENT EVER HAD A PERIOD GF AT LEAST 2 WEEKS OF HAVING THESE BELIEFS OR EXPERIENCES
(PSYCHOTIC SYMPTOMS) WHEN THEY WERE NOT DEPRESSED/HIGH/IRRITABLE, CODE NO TO THIS

DISCRDER.

IF THE ANSWER IS NO TO THIS DISORDER GROUPING, ALSC CIRCLE NOTO Q12 AND MOVE TO Q13.

ARE 1 OR MORE « b » QUESTIONS FROM Q1b TO Q7b CODED YES?
AND IS EITHER:

MAJOR DEPRESSIVE EPISODE, (CURRENT)
OR

MANIC OR HYPOMANIC EPISODE, {CURRENT) CODED YES?

IF THE ANSWER IS YES TO THIS DISORDER (LIFETIME OR CURRENT), CIRCLE NOTO Q13 AND Q14 AND
MOVE TC THE NEXT MODULE.

ARE 1 OR MORE « b » QUESTICNS FROM Q1b TO Q8b, CODED YES?
AND

ARE 2 OR MCRE « b » QUESTIONS FROM Q1b TO Q10b, CCDED YES?
AND

DID AT LEAST 2 OF THE PSYCHOTIC SYMPTOMS OCCUR DURING THE SAME 1-MONTH PERICD?
AND

IS “RULE QUT ORGANIC CAUSE (W2 SUMMARY)” CODED YES?

15Q13 CODED YES?
OR
(ARE 1 OR MORE « & » QUESTICNS FROM Qla TC Q8a, CODED YES?
AND
ARE 2 OR MCRE « & » QUESTICNS FROM QlaTe Q10a, CODED YES?
AND
DID AT LEAST 2 GF THE PSYCHOTIC SYMPTOMS OCCUR DURING THE SAME 1-MONTH PERICD?
AND

IS “RULE QUT ORGANIC CAUSE [W2 SUMMARY]” CODED YES?)
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NO YES

MOOD DISORDER WITH
PSYCHOTIC FEATURES

LIFETIME

NO YES

MOOD DISORDER WITH
PSYCHOTIC FEATURES

CURRENT

NO YES

PSYCHOTIC DISORDER
CURRENT

NO YES

PSYCHOTIC DISORDER

LIFETIME
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R. ANOREXIA NERVOSA

{* MEANS: GO TO THE DIAGNOSTIC BOXES, CIRCLE NO IN ALL DIAGNOSTIC BOXES, AND MOVE TO THE NEXT MODULE]

Rl a How tall are you? Di‘tl:l [:lin
I

B What was your lowest weight in the past 3 months? I:J I:l l:l I
I
€ IS PATIENT'S WEIGHT EQUAL TO OR BELOW THE THRESHOLD CORRESPONDING NO YES

TO HIS / HER HEIGHT? (SEE TABLE BELOW) (THIS 1S = A BMI 0F 17.0 KG,I’M?}
d Have youlost 5 lb or more (2.3 kg or more) in the last 3 months? NO YES

e |If you are less than age 14, have you failed to gain any weight in the last 3 months? NO YES
IF PATIENT IS 14 OR OLDER, CODE NO.

f Has anyone thought that you lost too much weight in the last 3 months? NO YES
3
IF YES TO Ric OR Rid OR Rle OR R1f, CODE YES. OTHERWISE CODE NO. NO YES

In the past 3 months:

»
R2 Have you been trying to keep yourself from gaining any weight or to restrict your food intake? NO YES
»
R3 Have you been very afraid of gaining weight? Have you been very afraid of getting too fat / big? NO YES
IF YES TO EITHER, CODE YES.
R4 a Have you seen yourself as being too big / fat or that part of your body was too big / fat? NO YES
IF YES TO EITHER, CODE YES.
b Has your weight strongly affected how you feel about yourself? Has your NO YES
body shape strongly affected how you feel about yourself?
IF YES TO EITHER, CODE YES.
¢ Did you think that your low weight was normal or overweight? NO YES
»
RS ARE 1 OR MORE R4 ANSWERS CODED YES? NO YES
15 RS CODED YES? NO YES

ANOREXIA NERVOSA
CURRENT
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HEIGHT / WEIGHT TABLE CORRESPONDING TO A BMI THRESHOLD oF 17.0 KG/Mz

Height/Weight

ft/in 3'0 31 32 3'3 3'4 3'5 3'6 3'7 3'8 3'9 3'10 3'11 4'0 41

b 32 34 36 38 40 42 44 46 48 50 53 55 57 60
cm 91 94 97 99 102 104 107 109 112 114 117 119 122 125
kg 15 15 16 17 18 19 20 21 22 23 24 25 26 27

ft/in 42 4'3 4'4 4'5 4'6 4'7 4'8 4'9 4'10 4'11 5'0 51 52 53

b 62 65 67 70 72 75 78 79 82 84 87 90 93 96
cm 127 130 132 135 137 140 142 145 147 150 152 155 158 160
kg 28 29 31 32 33 34 35 36 37 38.5 39.5 41 42.5 43.5

ft/in 5'4 5'5 5'6 5'7 5'8 5'9 5'10 5'11 6'0 6'l 6'2 6'3

b 99 102 106 109 112 115 119 122 125 129 133 136
cm 163 165 168 170 173 175 178 180 183 185 188 191
kg 45.5 46.5 48 49 51 52 54 55 57 58.5 60 62

The weight thresholds above are calculated using a body mass index (BMI) equal to or below 17.0 kg/mZ for the patient's height
using the Center of Disease Control & Prevention BMI Calculator. This is the threshold guideline below which a person is deemed
underweight by the DSM-5 for Anorexia Nervosa. For children and adolescents, the above thresholds are only approximate. For a
more accurate BMI assessment of each patient, use the date of birth, the date of measurement, sex, height and weight and input
this data into the CDC BMI Calculator at www.nced.cdc.gov
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NO YES
s9 IS §7 CODED YES?
ANOREXIA NERVOSA
Binge Eating/Purging Type
CURRENT
DC THE PATIENT'S SYMPTOMS MEET CRITERIA FOR ANCREXIA NERVOSA? NO YES
AND
ANOREXIA NERVOSA
15 $2 OR §4 CODED NO? Restricting Type
CURRENT
SPECIFIERS OF EATING DISORDER: SPECIFY IF:
MILD ]
MILD = 1-3 EPISODES OF INAPPROPRIATE COMPENSATORY BEHAVIORS
MODERATE = 4-7 EPISODES OF INAPPROPRIATE COMPENSATORY BEHAVIORS MODERATE U
SEVERE = 8-13 EPISODES OF INAPPROPRIATE COMPENSATORY BEHAVIORS SEVERE O
EXTREME = 14 OR MORE EPISODES OF INAPPRCGPRIATE COMPENSATORY BEHAVIORS EXTREME O
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T. BINGE EATING DISORDER

{’ MEANS: GO TO THE DIAGNOSTIC BOX, CIRCLE NO IN THE DIAGNOSTIC BOX, AND MOVE TO THE NEXT MODU LE]

»
T1 DO THE PATIENT'S SYMPTOMS MEET CRITERIA FOR ANOREXIA NERVOSA? NO YES
-»
T2 DO THE PATIENT'S SYMPTOMS MEET CRITERIA FOR BULIMIA NERVOSA? NO YES
»
T3 15 52 CODED YES? NO YES
-
T4 IS 53 CODED YES? NO YES
»
TS 15 54 CODED YES? NO YES
IF 54 WAS BYPASSED IN MODULE S (BULIMIA NERVOSA), ASK 54 NOW TO CODE TS
In the last 3 months during the binging did you:
T6 a Eatmore rapidly than normal? NO YES
b Eat until you felt uncomfortably full? NO YES
¢ Eatlarge amounts of food when you were not hungry? NO YES
d Eat alone because you felt embarrassed about how much you were eating? NO YES
e Feel guilty, depressed or disgusted with yourself after binging? NO YES
»
ARE 3 OR MORE T6 QUESTIONS CODED YES? NO YES
-
T7 Does your binging distress you a lot? NO YES
T8 Number of Binge Eating Episodes per Week?
Number of Binge Eating Days per Week? .
NO YES
IST7 CODED YES?
BINGE-EATING DISORDER
CURRENT
SPECIFIERS OF EATING DISORDER: SPECIFY IF:
MILD = 1-3 EPISODES OF BINGE EATING PER WEEK MILD U
MODERATE = 4-7 EPISODES OF BINGE EATING PER WEEK MODERATE O
SEVERE = 8-13 EPISODES OF BINGE EATING PER WEEK SEVERE U
EXTREME = 14 OR MORE EPISODES OF BINGE EATING PER WEEK EXTREME O
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U. GENERALIZED ANXIETY DISORDER

{* MEANS: GO TO THE DIAGNOSTIC BOXES, CIRCLE NO AND MOVE TO THE NEXT MODULE]

-
Ul a For the past six months, have you worried a lot or been nervous? NO YES
Have you been worried or nervous about several things,
(like school, your health, or something bad happening)?
Have you been more worried than other kids your age?
IF YES TO ANY, CODE YES.
-
b Do you worry most days? NO YES
IS THE PATIENT'S ANXIETY RESTRICTED EXCLUSIVELY TO, »
OR BETTER EXPLAINED BY, ANY DISORDER PRIOR TO THIS POINT? NO YES
-
uz2 Do you find it hard to stop worrying? Do the worries make it hard for NO YES
you to pay attention to what you are doing?
IF YES TO EITHER, CODE YES.
u3 FOR THE FOLLOWING, CODE NO IF THE SYMPTOMS ARE COMFINED TO FEATURES
OF ANY DISORDER EXPLORED PRIOR TQ THIS POINT.
When you are worried, do you, most of the time:
a Feellike you can't sit still? NO YES
b Feel tense in your muscles? NO YES
¢ Feel tired, weak or exhausted easily? NO YES
d Have a hard time paying attention to what you are doing? Does your mind go blank? NO YES
e Feel grouchy or annoyed? NO YES
f Have trouble sleeping ("trouble sleeping” means trouble falling asleep, NO YES
waking up in the middle of the night, wakening up too early or sleeping too much)?
»
ARE 1 OR MORE U3 ANSWERS CODED YES? NO YES
ua Do these worries or anxieties cause a lot of problems at school or with NO YES
your friends or at home or at work or with other people?
GENERALIZED ANXIETY
AND
DISORDER
15 "RULE GUT ORGANIC CAUSE (W2 SUMMARY)" CODED YES? CURRENT
MLLIN.I el 7.0.2 (August 8, 2016) (8/8/16). 49

This document is confidential. It contains proprietary information of Supernus® Pharmaceuticals, Inc. Any viewing or disclosure
of such information that is not authorized in writing by the Sponsor is strictly prohibited. Such information may be used solely
for the purpose of reviewing or performing this study.



Supernus® Pharmaceuticals, Inc CONFIDENTIAL
810P503 Version 3 Page 145 of 180

V. ADJUSTMENT DISORDERS

(* MEANS: GO TO THE DIAGNOSTIC BOXES, CIRCLE NO IN ALL DIAGNOSTIC BOXES, AND MOVE TO THE NEXT MODULE}

ONLY ASK THESE QUESTIONS IF THE PATIENT CODES NO TO ALL OTHER DISORDERS.

EVEN IF A LIFE STRESS IS PRESENT OR A STRESS PRECIPITATED THE PATIENT'S DISORDER, DO NOT USE AN ADJUSTMENT DISORDER DIAGNOSIS IF
ANY OTHER PSYCHIATRIC DISORDER IS PRESENT. CIRCLE N/A IN DIAGNOSTIC BOX AND SKIP THE ADJUSTMENT DISORDER MODULE IF THE
PATIENT'S SYMPTOMS MEET CRITERIA FOR ANOTHER SPECIFIC AXIS | DISORDER OR ARE MERELY AN EXACERBATION OF A PREEXISTING AXIS | OR

Il DISORDER.
3
Vi Are you stressed out about something? Is this making you upset or NO YES
making your behavior worse?
IF NO TO EITHER, CODE NO.
Examples include anxiety/depression/physical complaints; misbehavior such as fighting,
driving recklessly, skipping school, vandalism, violating the rights of others, or illegal activity.
IDENTIFIED STRESSOR:
DATE OF ONSET OF STRESSOR:
»
V2 Did your upset/behavior problems start soon after the stress began? NO YES
Or was this within 3 months of the onset of the stressor?
IF NO TO EITHER, CODE NO.
V3 a Areyou more upset by this stress than other kids your age would be? NO YES
»
b Do these stresses or upsets cause you problems at home? With your family? At school? NO YES
With your friends? With other people? Qr in some other important way?
IF YES TO V3a OR TO ANY PART OF V3b, CODE YES.
V4 BEREAVEMENT IS PRESENT IF THESE EMOTIONAL/BEHAVIORAL SYMPTOMS ARE DUE ENTIRELY TO
THE LOSS OF A LOVED ONE AND ARE SIMILAR IN SEVERITY, LEVEL OF IMPAIRMENT AND DURATION
TO WHAT MOST OTHERS WOULD SUFFER UNDER SIMILAR CIRCUMSTANCES.
»
HAS BEREAVEMENT BEEN RULED OUT? NO YES
»
V5 Have these problems gone on for 6 months or more after the stress stopped? NO YES
WHICH OF THESE EMOTIONAL / BEHAVIORAL SUBTYPES ARE PRESENT? Mark all that apply
a Depression, tearfulness or hopelessness. O
b Anxiety, nervousness, jitteriness, worry. 0
¢ Mishehavior (Like fighting, driving recklessly, skipping school, vandalism, O
violating other's rights, doing illegal things).
d School problems, physical complaints or social withdrawal. O
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IF MARKED:

e Aonly, then code as Adjustment Disorder, with depressed mood. F43.21
e B only, then code as Adjustment Disorder, with anxious mood. F43.22
C only, then code as Adjustment Disorder, of conduct. F43.24

¢ Aand B only, then code as Adjustment Disorder, with mixed anxiety and depressed mood. F43.23
¢ Cand (A orB), then code as Adjustment Disorder, of emotions and of conduct. F43.25

e Donly, then code as Adjustment Disorder, unspecified. F43.20

e Cand D, then code as Adjustment Disorder, of conduct. F43.24

» Band D, then code as Adjustment Disorder, with anxious mood. F43.22

¢ B, Cand D, then code as Adjustment Disorder, with anxious mood and of conduct. F43.22 / F43.24

A and D, then code as Adjustment Disorder, with depressed mood. F43.21

e A, Cand D, then code as Adjustment Disorder, with depressed mood and of conduct. F43.21/ F43.24

e A, Band D, then code as Adjustment Disorder, with mixed anxiety and depressed mood. F43.23

¢ A, Band C, then code as Adjustment Disorder, with mixed anxiety and depressed mood, and of conduct. F43.23/F43.24

s A, B, Cand D, then code as Adjustment Disorder, with mixed anxiety and depressed mood, and of conduct. F43.23 / F43.24

IF V1 AND V2 AND {V3a or V3b) ARE CODED YES NO N /A YES
AND
V5 IS CODED NO, THEN CODE THE DISORDER YES WITH SUBTYPES.
ADJUSTMENT DISORDER
with

IF NO, CODE NO TO ADJUSTMENT DISORDER.
{see above for subtypes)

W. RULE OUT MEDICAL, ORGANIC OR DRUG CAUSES FOR ALL DISORDERS

IF THE PATIENT CODES PQSITIVE FOR ANY CURRENT DISORDER OR A MAJOR DEPRESSIVE EPISODE QR A MANIC OR A HYPOMANIC EPISODE ASK:

Just before these symptoms began:

W1 a Were you taking any drugs or medicines or in withdrawal from any of these? O No [ Yes [ Uncertain

W1 b Did you have any medical iliness? [0 No [ Yes [ Uncertain
w2 IF W1la OR W1b IS CODED YES, IN THE CLINICIAN'S JUDGMENT, IS EITHER LIKELY TQ BE A DIRECT

CAUSE OF THE PATIENT'S DISORDER? IF NECESSARY, ASK ADDITIONAL QPEN-ENDED QUESTICNS. O No [ Yes [ Uncertain

W2 SUMMARY: HAS AN “ORGANIC” / MEDICAL / DRUG RELATED CAUSE BEEN RULED QUT? [0 No O Yes [ Uncertain

IF W2 1S YES, THEN W2 SUMMARY IS NO.
IF W2 1S NO, THEN W2 SUMMARY IS YES.
OTHERWISE IT IS UNCERTAIN.
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Patients with Autism Spectrum Disorder (ASD) may not be able to recognize that they exhibit the behaviors described
below. Family members may have better insight into the presence or absence of these behaviors. However, where
possible the child / adolescent should be involved in this discussion.

X1

X2

X3

X4

X5

X6

X7

Since the age of 4, have you had difficulty making friends?
Do you have problems because you keep to yourself?

Is it because you are shy or because you don't fitin?

IF YES TO ANY, CODE YES.

Has anyone commented that your face lacked expressions or that you
appeared to have difficulty communicating non-verbally?
Has anyone noticed that it was very difficult to figure out what you

were thinking from your facial expression or from your body language?
IF YES TO ANY, CODE YES.

Are you fixated on routines and rituals? Do you have interests that are
special and interfere with other activities?

IF YES TO ANY, CODE YES.

Have you or anyone else noticed that you engage in repetitive movements
or repetitive speech that help you calm down or feel better (self-soothing

or self-stimulating behaviors)?

Do you react less or do you overreact to touch or sound, or to visual,
smell, taste, temperature or pain sensations?

Do other kids think you are weird or strange or awkward?

Do you play mostly alone, rather than with other children?

NG YES UNSURE

NO YES UNSURE

NG YES UNSURE

NG UES UNSURE

NG YES UNSURE

NG YES UNSURE

NG YES UNSURE

X8

IF ALL THE X ANSWERS ARE CODED NO, CODE NO.

IF 1 OR MORE OF THE X ANSWERS ARE CODED YES OR UNSURE,
CODE CANNOT BE RULED OUT.

CANNOT BE
NO RULED OUT *

AUTISM SPECTRUM
DISORDER

*Autism Spectrum Disorder is possible, but needs to be mare thoroughly investigated by a board-certified child
psychiatrist. Based on the above responses, the diagnosis of ASD cannot be ruled out. The above screening is to rule
out the diagnosis, rather than to rule it in.

'

| ADDITIONAL OPTIONAL INTERVIEW ASSESSMENTS ON PAGES 56 & 57 ,
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MOOD DISORDERS: DIAGNOSTIC ALGORITHM

Consult Modules: A Major Depressive Episode
(Hypo)manic Episode
Q Psychotic Disorders

(@]

MODULE Q:
1a 1SQ11b CODED YES? NO YES
1b IS Q12a CODED YES? NO YES
MODULES A and C: Current Past
2 a CIRCLE YES IF A DELUSIONAL IDEA IS IDENTIFIED IN A3e YES YES

OR IN ANY PSYCHOTIC FEATURE IN Q1 THROUGH Q7.

b CIRCLE YES IF A DELUSIONAL IDEA IS IDENTIFIED IN C3a YES YES
OR IN ANY PSYCHOTIC FEATURE IN Q1 THROUGH Q7.

€ IS A MAJOR DEPRESSIVE EPISGDE CODED YES (CURRENT GR PAST)? MAJOR DEPRESSIVE
AND DISORDER
IS MANIC EPISODE CODED NO (CURRENT AND PAST)?
AND Current Past
1S HYPOMANIC EPISODE CODED NO (CURRENT AND PAST)? MDD O O
AND
IS “RULE QUT ORGANIC CAUSE (W2 SUMMARY)” CODED YES? With Psychotic Features
Current O
SPECIFY: Past O

® |FTHE DEPRESSIVE EPISCDE IS CURRENT OR PAST OR BOTH.

® WITH PSYCHOTIC FEATURES, CURRENT: IF 1b OR 2a (CURRENT) = YES
WITH PSYCHOTIC FEATURES, PAST: IF 1a OR 2a (PAST) =YES
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d IS MANIC EPISODE CODED YES (CURRENT OR PAST)? BIPOLAR |
AND DISORDER

IS “RULE QUT ORGANIC CAUSE (W2 SUMMARY)” CODED YES?
Current Past
SPECIFY: Bipolar | Disorder O O
Single Manic Episode [ O
e IF THE BIPOLAR | DISORGER IS CURRENT CR PAST OR BOTH.

® WITH SINGLE MANIC EPISCDE: IF MANIC EPISODE (CURRENT OR PAST) = YES With Psychotic Features
AND MAJOR DEPRESSIVE EPISODE (CURRENT AND PAST) = NO Current |
Past O
# WITH PSYCHOTIC FEATURES, CURRENT: IF 1b OR 2a (CURRENT) OR 2b (CURRENT) = YES
WITH PSYCHOTIC FEATURES, PAST: IF 1a OR 2a {PAST) OR 2b (PAST) = YES Maost Recent Episode
Manic O
& IF THE MOST RECENT EPISODE IS MANIC, DEPRESSED, OR HYPOMANIC (MUTUALLY EXCLUSIVE). Depressed O
Hypomanic O
® IF THE MOST RECENT MOQD EPISODE IS WITH MIXED, ANXIOUS OR PSYCHOTIC FEATURES.
Most Recent Episode
HYPO/MANIC WITH MIXED FEATURES = HYPCO/MANIC + AT LEAST 3 SYMPTCMS FROM A3 With mixed features |

With anxious distress [
DEPRESSED WITH MIXED FEATURES = MAJOR DEPRESSIVE EPISODE + AT LEAST 3 SYMPTOMS FROM C3

Most Recent Episode
WITH ANXIOUS DISTRESS = WITH AT LEAST 3 SYMPTGMS FROM U3 Mild |
Moderate O
Severe O
€ 1S MAIGR DEPRESSIVE EPISCDE CODED YES [CURRENT GR PAST)?
AND BIPOLAR 1
IS HYPGMANIC EPISCDE CODED YES (CURRENT OR PAST)? DISORDER
AND
IS MANIC EPISODE CODED NO (CURRENT AND PAST)? Current Past
AND Bipolar Il Disorder O O
IS “RULE QUT ORGANIC CAUSE (W2 SUMMARY)” CODED YES?
SPECIFY: Most Recent Episode
Hypomanic O
® IF THE BIPOLAR DISORDER IS CURRENT OR PAST CR BOTH. Depressed .|
® IF THE MQST RECENT MCOD EPISODE IS HYPOMANIC OR DEPRESSED (MUTUALLY EXCLUSIVE).
Most Recent Episode

With mixed features O
With anxious distress [

® IF THE MCST RECENT MCOD EPISODE IS WITH MIXED, ANXIOUS OR PSYCHOTIC FEATURES.

HYPOMANIC WITH MIXED FEATURES = HYPOMANIC + AT LEAST 3 SYMPTOMS FROM A3

DEPRESSED WITH MIXED FEATURES = MAJOR DEPRESSIVE EPISODE + AT LEAST 3 SYMPTOMS FROM C3 Most Recent Episode
Mild O

WITH ANXIOUS DISTRESS = WITH AT LEAST 3 SYMPTGMS FROM U3 Moderate 0
Severe O
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f 1S MAJOR DEPRESSIVE EPISODE CODED NO (CURRENT AND PAST)? OTHER SPECIFIED BIPOLAR

AND AND RELATED DISORDER

IS MANIC EPISODE CODED NO (CURRENT AND PAST)?
AND Current Past

IS C4b CODED YES FOR THE APPROPRIATE TIME FRAME? Other Specified O O
AND Bipolar and Related

IS C8b CODED YES? Disorder

OR

IS MANIC EPISODE CODED NO (CURRENT AND PAST)?‘
AND

IS HYPGMANIC EPISCDE CODED NO (CURRENT AND PAST)?
AND

1S C4a CODED YES FGR THE APPROPRIATE TIME FRAME?
AND

IS C8¢ CODED YES?

SPECIFY IF THE OTHER SPECIFIED BIPGLAR AND RELATED DISORDER IS CURRENT CR PAST OR BOTH.
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OPTIONAL ASSESSMENT MEASURES TO TRACK CHANGES OVER TIME

A: CROSS CUTTING MEASURES

SEVERITY OF SYMPTOM

Use this scale to rate the severity of your symptom in the score column in the table below:

Not present Mild Moderate Severe Extreme

@O+—O—C— (@O —E—C—— @ EC—»®

Assessment of Symptoms That Cut Across Disorders

Symptom Name Score
1 Depressian
2 Anger
3 Mania (feeling up or high or hyper or full of energy with racing thoughts}
4 Anxiety
5 Physical {somatic) symptoms
6 Suicidal thoughts, impulses, plans, intent, (ANY thoughts of killing yourself), or

any preparations to kill yourself or ANY attempt to kill yourself

Hearing sounds or voices others can’t hear or fearing somecne can hear or read
7 vour thoughts or believing things others don’t accept as true e.g. that people
are spying on you or plotting against you or talking about you (Psychosis)

8 Sleep problems

9 Memory problems

10 | Repetitive or obsessive thoughts or compulsive behaviors

Feeling things around you are strange, unreal, detached or unfamiliar, or
feeling outside or detached from part or all of your body {Dissociation)

12 | Ability to function at work, at home, in your life, or in your relationships

13 Overusing alcohol or drugs

11
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B: DISABILITY / FUNCTIONAL IMPAIRMENT

SEVERITY OF DISABILITY / IMPAIRMENT

Use this scale to rate in the score column of the table below, how much your symptoms
have disrupted your ability to function in the following areas of your life:

Not present Mild Moderate Severe Extreme

(O—(Oo—C&—COr—(Oo—EO—EC— O — & ©O—»O

Assessment of Impairment of Functioning /Disability

Domain Name Score
Work or school work
Social life or leisure activities (like hobbies or things you do for enjoyment)
Family life and / or home responsibilities
Ability to get along with people
Personal and social relationships
Ability to understand and to communicate with others
Ability to take care of yourself (washing, showering, bathing, dressing properly,
brushing teeth, laundry, combing / brushing hair, eating regularly)
8 Made you disruptive or aggressive towards others
9 Financially (ability to manage your money)
10 | Ability to get around physically
11 Spiritual or religious life
12 How much did your condition have an impact on other people in your family?

[« RV, NIF SRR TR SR

~l
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12.3 Clinical Global Impression (CGl) Scale
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12.4 Columbia-Suicide Severity Rating Scales (C-SSRS)

12.4.1 C-SSRS, Lifetime/Recent

COLUMBIA-SUICIDE SEVERITY
RATING SCALE
(C-SSRS)

Lifetime Recent - Clinical

Version 1/14/09

Posner, K.; Brent, D.; Lucas, C.; Gould, M.; Stanley, B.; Brown, G.; Fisher, P.; Zelazny, J.;
Burke, A.; Oquendo, M.; Mann, J.

Disclaimer:

This scale is intended to be used by individuals who have received training in its administration. The
questions contained in the Columbia-Suicide Severity Rating Scale are suggested probes. Ultimately, the
determination of the presence of suicidal ideation or behavior depends on the judgment of the individual

administering the scale.

Definitions of behavioral suicidal events in this scale are based on those used in The Columbia Suicide
History Form, developed by John Mann, MD and Maria Oquendo, MD, Conte Center for the Neuroscience
of Mental Disorders (CCNMD), New York State Psychiatric Institute, 1051 Riverside Drive, New York, NY,
10032. (Oquendo M. A., Halberstam B. & Mann J. J, Risk factors for suicidal behavior. utility and limitations
of research instruments. In M.B. First [Fd.] Standardized Evaluation in Clinical Practice, pp. 103 -130, 2003.)

For reprints of the C-SSRS contact Kelly Posner, Ph.D., New York State Psychiatric Institute, 1051 Riverside
Drive, New York, New York, 10032; inquiries and training requirements contact
posnerk@nyspi.columbia.edu
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C-SSRS, Since Last Visit
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12.5 Simpson-Angus Scale
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12.6 Barnes Akathisia Rating Scale (BARS)
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12.7 Abnormal Involuntary Movement Scale (AIMS)
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12.8 Swanson, Nolan, Pelham Rating Scale-Revised (SNAP-IV)
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12.9 Child Health Questionnaire Parent Form 28-item (CHQ-PF28)
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12.10 Stress Index for Parents of Adolescents (SIPA)

. - Relationship Date of Ethnic
3 s Name to Child Gender Birth group

Answer Sheet Child’s name Child'sgender __________ Child’s date of birth Today's date

Peter L. Sheras, PhD, and 7
Richard R. Abidin, EAD

SD = Strongly Disagree D = Disagree NS = Not Sure A = Agree SA = Strongly Agree

1.SDONSASA 6.SDDNSASA 11,5DDNSASA 16.SDDNSASA 21,SDDNS ASA 26.SDDMNSASA 31.SDDNSAGSA 35.5D D NSASA 41.SD D NSASA 46.8D D NS A SA
2.8DDMNS ASA T.SDDNSASA 128D DNSASA 17.SDDNS ASA 2280 DNSAGA 27.SDDNSASA 32SDDNSASA B37.SDDNSASA 42.SDDNSASA 47.50 D NS A SA
3.SDONSASA BSDDNSASA 1.SDDNSASA 1B.SDONSASA 23.SDDNSASA 26.SDDNSASA 33,SDDNSASA 3B.SODNSASA 43.5DD NS ASA 48.5DD NS A SA
4.SDDOMNSASA 9.SDDNSASA 14 5DDMNSAGSA 19.5DDNSASA 2450 D NS A BA nwmzmb.wﬁ 34.80 D NS A SA 39.80 DNS ASA 44.5D D NS A BA 49.SD D NS A SA

5.8DDNS ASA 10.SD D NS A SA 15.5D D NS A 54 20.SD D NS ASA 25.5D D NS A 5A “5-’. NS ASA 35.SDDONSASA 40.SDD NS ASA 45.5D D NS A SA 50.5D D NS A SA
oot .

51.SDD NS ASA 55.SDDNSAGSA B9.SDDMNSASA BLSDDNSASA BT.SDDNSASA TILENDNSASA 75.SDDNS ASA 79.SD D NS ASA 83.5DDNSASA 87.8D D NS A SA
52.5D D MS ASA 56.SDDNSAGSA G0.SDDMNS ASA BASDDNSASA BB.SDDNSASA T2 NS A SA TE.SD D NS AGA B0.SD O NS ASA B4 50 DNSASA BB.50D NS A SA
63.SD D NS ASA 57.SDD NS 4 SA G1.LSDDNS ASA 65.SD D NS ASA BI9.8DDNSASA 78 77.5D D NS A 84 B81.8D D NS A SA 85,50 D NS A BA 89.8D D NS A SA

NS A SA
54.5D DNS A SA 58.SD D NS A SA 62,50 DNS A SA 66.S0 D NS ASA 70.SD D NS A SA J NS A SA 78.5D D NS A 5A B2.SD D NS A SA B6.SD D NS A SA 90.5D D NS A SA

9. Y N 9. Y N 9. Y N .Y N 8. Y N 0. Y N .Tg N 108, ¥ N 107. ¥ N 108. ¥ N M. Y N

92. Y N MY N 9. Y N 9. Y N 100, ¥ N 102, ¥ N 4nz 106, ¥ N 108. ¥ M M0 ¥ N 12, ¥y N
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