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INDV-7000-401

An Open-label Study to Assess the Safety, Tolerability,
Pharmacokinetics and Efficacy of 180-mg Risperidone Subcutaneous
Injection (PERSERIS™) Following a Switch from 6 mg Oral
Risperidone in Patients with Clinically Stable Schizophrenia

CONFIDENTIALITY AND INVESTIGATOR STATEMENT

The mformation contained in this protocol and all other information relevant to this
mvestigational medicinal product (IMP) 1s the confidential and proprietary information of
Indivior, and except as may be required by local laws or regulation, may not be disclosed to
others without prior written permission of Indivior.

I have read the protocol, including all appendices, and I agree that 1t contains all of the necessary
information for me and my staff to conduct this study as described. My staff and/or I will
conduct this study as outhined herein, in accordance with the regulations stated in the
International Council on Harmonisation E6 / Good Clinical Practice (ICH/GCP) guidelines and
will make a reasonable effort to complete the study within the time designated.

I agree to ensure all associates, colleagnes and employees delegated to assist with the conduct of
the study are trained on this study protocol and amendments, other study-related matenals and
are qualified to perform their delegated tasks. T will provide all study personnel copies of the
protocol and any amendments and grant access to all mformation provided by Indivior or
specified designees. I will disenss the material with them to ensure that they are fully informed
about the IMP and appropriate information throughout the study. Mechanisms are in place to
ensure that site staff receives the appropriate information thronghout the study.

Signed: Date:

Printed Name
and Credentials:
Title:

Site Name:

Telephone:

Address:
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SYNOPSIS

Protocol Title:

An Open-label Study to Assess the Safety, Tolerability, Pharmacokinetics and Efficacy of
180-mg Risperidone Subcutaneous Injection (PERSERIS™) Following a Switch from 6 mg
Oral Risperidone in Patients with Clinically Stable Schizophrenia

Protocol Number:
INDV-T000-401

Rationale:

Risperidone is an atypical antipsychotic medication with potent antagonist effects at the
dopamine type-2 (D2) and type 2A serotonin (5-HT24) receptors. The clinical effect of
risperidone results from the combined concentrations of risperidone and its major metabolite,
9-hydroxyrisperidone (1.e., total active molety). PERSERIS™ was developed to address the
compliance issues associated with oral risperidone treatment.

Recently, US Food and Drug Administration (FDA) approved PERSERIS (risperidone) for
extended-release mjectable suspension, the first once-monthly subcutaneous (SC) nsperidone-
containing long-acting injectable (LAT) at 90-mg and 120-mg doses for the treatment of
schizophrema in adults. PERSERIS 1s rispenidone 1n an extended-release delivery system that
is comprised of a sterile, polymeric solution of a biodegradable poly DL-lactide-co-glycolide
(PLGH) polymer and N-methyl-2-pyrrolidone (NMP), a water-miscible, biocompatible
solvent. The delivery system provides the monthly extended-release delivery of risperidone.

The pharmacokinetic (PK) profile of risperidone and total active moiety following SC
mjection of PERSERIS has been evaluated in subjects with clinically stable schizophrenia
after single doses (60 mg, 90 mg and 120 mg) and after repeated doses (60 mg, 90 mg and
120 mg); injections were separated by 28 days for up to 3 injections following oral
risperidone. Based on average plasma concentrations at steady-state [Cavg ()] of risperidone
and total active moiety, 90 mg PERSERIS corresponds to 3 mg oral nisperidone and 120 mg
PERSERIS corresponds to 4 mg oral nsperidone.

Pursuant to approval of the PERSERIS NDA . a post marketing commitment was made to
conduct a PK study to evaluate exposure of PERSERIS that approximates a daily
administration of 6 mg oral nspendone. This protocol will evaluate the PK of nisperidone, 9-
hydroxyrisperidone and total active moiety after three 180-mg doses (each 180-mg dose will
be admumistered as two 90-mg SC injections) m subjects and after switching treatment from a
stable oral risperidone daily dose of 6 mg (3 mg risperidone will be administered twice a day
approximately 12 hours apart). The dose(s) of PERSERIS 180 mg will be administered
subcutaneously in the abdominal region (2 imjections of 90 mg will be admimistered
different quadrants of the abdomen at the same clinic visit). Injection sites will be rotated to
minimize uritation. This study will also evaluate whether mjection of PERSERIS (180 mg) at
an alternate injection site (back of upper arm) is well tolerated and provides similar exposure
(total active moiety throughout the 28 day dosing interval) to that obtained after injjection of
PERSERIS (180 mg) in the abdominal region. Therefore, a 4th dose of 180 mg PERSERIS
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will be administered at an alternate site (SC tissue in the back of each upper arm) as two
90-mg SC mjections given at the same visit clinic.

Target Population:

Adult subjects with clinically stable schizophrenia as assessed by Diagnostic and Statistical
Mamnual of Mental Disorders, 5th Edition (DSM-35) cwrrently taking 5 mg or 6 mg oral
risperidone daily. Only extensive CYP2D6 metabolisers will be included 1 the study. Poor,
mtermediate and ultra-rapid CYP2D6 metabolisers will be excluded from the study based on
CYP2D6 genotyping results from blood sampling at Screening.

Number of Subjects:

Twentv-five subjects are planned to receive study drug treatment. No formal calculation of
study sample power was performed for the sample size for this study. This sample size is
based on earlier clinical experience and expected to provide an adequate number of subjects
(at least 15 evaluable subjects) to assess the PK parameters of PERSERIS as well as oral
risperidone.

Duration of Treatment:
The total duration of the study for each subject, including Screening, Treatment and Follow-
up, will be approximately 146 days, divided as follows:
e Screeming: Up to 21 davs screening period (Days -26 to -6)
¢ Stabilization with 6 mg oral risperidone daily (for all subjects): 5 days (Days -5 to -1):
Oral nspenidone 6 mg daily (3 mg nspenidone will be administered twice a day
approximately 12 hours apart); oral risperidone dosing will be stopped prior to
mitiating PERSERIS treatment

¢ PERSERIS treatment period: 4 doses of 180 mg PERSERIS (each 180-mg dose will be

administered as two 90-mg SC injections on Days 1 to 113); each dose of 180 mg will
be administered every 28 (+2) days

+ Follow-up: 7 days (Day 120)

Objective(s):
The primary objective of this study is:

* To evaluate the PK profiles of nspendone, 9-hydroxyrisperidone and total active
moiety after 3 monthly 180-mg doses (each 180-mg dose will be administered as two

90-mg SC imjections) of PERSERIS in subjects with clinically stable schizophrema
after switching treatment from an oral risperidone dose of 6 mg/day

The secondary objectives of this study are:
¢ To evalnate efficacy and the maintenance of stability following a switch from daily
6 mg oral risperidone to monthly 180-mg (2 x 90 mg) PERSERIS SC injections
¢ To evalnate the safety and tolerability of PERSERIS SC injections

* To evaluate whether admimistration of PERSERIS at an alternate injection site (back of
upper arm) provides an adequate exposure to total active moiety throughont the 28-day
dosing interval and determine the PK, efficacy, safety and tolerability of administering
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PERSERIS at an alternate site (back of upper arm) compared with the abdominal
region

Study Design:

This open-label study will assess the safety, tolerability, pharmacokinetics and efficacy of
180 mg of PERSERIS in subjects with clinically stable schizophrenia (as determined by the
DSM-5 critena).

The study will enrol subjects who are currently on a stable dose of 5 mg or 6 mg of oral
risperidone daily. Any daily or twice daily dosing combination will be acceptable (i.e. 4/2,
3/2). Subjects will provide wrntten mnformed consent before any protocol related procedures
commence (i.e., before screening procedures). Potential subjects will be screened considering
the inclusion and exclusion criteria, and those who have been successfully screened will be
enrolled in the stdy. All subjects will be stabilized on 6 mg daily [3 mg risperidone will be
administered twice a day approximately 12 hours (+30 mins) apart] for 5 days. Afier 5 days,
oral rnispendone dosing will be stopped and PERSERIS treatment will be mitiated.

After completion of the stabilization period, all subjects will receive 1 dose of 180 mg
PERSERIS (each 180-mg dose will be admimistered as two 90-mg SC injections) every 28
davs in the abdominal region over 3 months. The 2 imjections of 90 mg will be admimistered
different quadrants of the abdomen at the same clinic visit. Injection sites will be rotated to
minimize ritation. An additional monthly dose of 180 mg (given as two 920-mg SC mjections)
will be administered at an alternate site (back of upper arm) as a 4th dose; subjects will receive
1 injection of 90 mg in each arm at the same clinical visit.

Dosing will be split into 2 sub-groups: 5 sentinel subjects and 20 remainder subjects. A safety
and tolerability review of the data from the first 5 subjects from Day 1 to Day 15 (after
receiving the 1st dose of 180 mg) will be conducted. If no limuting safety concerns are found,
then the first 5 subjects will continue with the smady and the remaining 20 subjects will be
enrolled into the study.

Subjects will attend the clinical unit on separate occasions: one nifial screening visit, an initial
inpatient stay of 8 days [5-day stabilization period, plus 1¥ PERSERIS injection], three 4-day
mpatient stays [for 2nd, 3rd and 4th PERSERIS injections] and a total of 33 outpatient visits
followed by a final study follow-up phone call.

Adverse event (AE) assessments will be made until Day 120, and PK assessments will be
conducted through Day 113.

At the end of the study, subjects will be evaluated and prescribed an appropriate maintenance
antipsychotic. The appropriate maintenance dose will be determined by the physician’s clinical
Judgment.

Study Population:

The study population consists of subjects who are assessed with clinically stable schizophrenia
and who are already stabilized on oral nsperidone (stable dose of 5 mg or 6 mg oral
risperidone daily dose via any regimen). Only extensive CYP2D6 metabolisers will be
mcluded in the study. Poor, intermediate and ultra-rapid CYP2D6 metabolisers will be
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excluded from the study based on CYP2D6 genotyping results from blood sampling at
Screening.

Inclusion criteria
Only subjects who meet all the following conditions will be included in the study:
Sex: male and female, Age: = 18 to < 65 years

1. Diagnosis of schizophremia as defined by DSM-5 critenia

2. Status: clinically stable subjects defined as subjects with no hospitalizations for acute

exacerbations within 3 months of screening and screening Positive and Negative
Syndrome Scale (PANSS) total score < 70

Subjects with a body mass index (BMT) between 18.0 and 35.0 kg/m?® and who weigh
at least 49.9 kg

4. Subjects who have given written informed consent
Primary Endpoint(s)

e The prmary endpont for the study will be Cayg (=) for nspenidone and total active
moiety after oral and SC administration

tad

Secondary Endpoint(s):
The following safety endpoints will be analysed:

* All other PK parameters including the PK parameters dernived after the 4th dose (at an
alternate site) will be considered as secondary endpoints

* AEs, local mjection-site tolerability (1.e., injection-site reactions), concomitant
medications, changes in clinical laboratory results, vital sign measurements, 12 lead
electrocardiograms (ECGs), body weights and monitoring of extrapyramidal symptoms
(EPS) using neurological and clinical symptom assessments (Abnormal Involuntary
Movement Scale [AIMS], Simpson-Angus Scale [SAS], Barnes Akathisia Rating Scale
[BARS] and the Columbia-Suicide Seventy Rating Scale [C-SSRS])

¢ (Clinical Outcome Measurements: Change from baseline in PANSS scores (including the
Total Score, the Positive sub-scale score, the Negative sub-scale Score and the General
Psychopathology Scale Score) and Clinical Global Impression — Severity of Illness Scale
(CGI-5) scores

Pharmacokinetic Assessments:

The PK analyses will include data from all subjects who receive oral nsperidone or at least one
dose of PERSERIS and provide an adequate number of blood samples (as determined by a
pharmacokineticist) for determination of risperidone, 9-hydroxyrisperidone and total active
moiety (risperidone + 9-hydroxyrisperidone) PK parameters. Individual plasma concentrations
will be summarized using descriptive statistics and will be used to compute PK parameters.
The PK parameters will be listed and summarized using descriptive statistics.

The primary endpoint for the smudy will be the measurement of Caye (s for risperidone and total
active moiety after oral and SC admimistration. For primary PK analysis, only the data from
those subjects who receive 3 doses of PERSERIS and provide an adequate number of blood
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samples for determination of Cavg (ss) for risperidone and total active moiety (evaluable
population) will be considered.

In addition, the following secondary PK parameters for risperidone, 9 hydroxyrisperidone and
total active moiety will be derived. These PK parameters will be derived after oral risperidone
and 1st, 3rd and 4th doses of 180 mg of PERSERIS as follows:

Oral Administration:

Ctrough (trough plasma concentration), Cuax (maximum plasma concentration), tmax (fime of
occurrence of Cmax). Cmin (minimum observed plasma concentration), AUCq.12 (area under the
plasma concentration versus time curve from time zero to 12 hours post-dose) and percent
fluctuation

SC Admunistration (Doses 1. 3):
¢ Initial peak parameters: Cumax, Tmax
e Secondary peak parameters (if applicable): Cuax, tmax
¢ Overall parameters (over 28 days): Cmax, Cmmn, average plasma concentration

(Cavg)(after 1st injection only), tmax, AUC: (area under the plasma concentration versus
time curve from time zero to the time of dosing mterval), percent fluctuation, Crrough

e PK parameters over partial interval (0 to 14 days): Cuaxiadays (maximum plasma
concentration over 0 to 14 days), PAUC 44ays (area under the plasma concentration

versus time curve from time zero to 14 days), Cuuni4days (minimum plasma
concentration over 0 to 14 days), Cavgiradsys (average plasma concentration over 0 to 14
days)

e PK parameters over partial interval (14 to 28 days): Ciaxosdays (maximum plasma
concentration over 14 to 28 days), PAUC2a4ays (area under the plasma concentration
versus time curve from time 14 days to 28 days), Cminzsdays (Iinimum plasma

concentration over 14 to 28 days) Caypradays (average plasma concentration over 14 to
28 days)

Steady-state attainment after oral dosing and SC dosing will be evaluated.

Alternate Injection Site SC Administration (Dose 4):

The following PK data collected after 4th PERSERIS dose (an alternate site, back of arm) will
be compared against PK data collected after 3rd dose (the abdomuinal site):

¢ Initial peak parameters: Cumax, Tmax

e Secondary peak parameters (if applicable): Cuax, tmax

e Overall Parameters: Cumax. Cmin, Cavg (ss), tmax, AUC:, percent fluctuation, Crough

¢ PK parameters over partial mterval (0 to 14 days): Crmaxi4days. PAUC1adays, Crmin1adays,

nglddays
¢ PK parameters over partial nterval (14 to 28 days): Cmaxoedays, PAUC28days, Cminozdays,
Cave2ndays
Confidential Page 9 of 130
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A more complete description of the PK analyses will be provided in the Statistical Analysis
Plan (SAP).

Pharmacogenomic Assessments:

PERSERIS 15 metabolised to its active metabolite, 9-hydroxynisperidone, by the enzyme
cytochrome CYP2D6, with minor contribution by CYP3A4. CYP2D6 is subject to genetic
polymorphism, which influences the rapidity of risperidone metabolism. Extensive CYP2D6
metabolisers convert risperidone rapidly into 9-hydroxyrisperidone, whereas poor CYP2D6
metabolisers convert much more slowly. Approximately 6 to 8% of Caucasians and a very low
percentage of Asians have little or no activity and are “poor metabolisers™. In order to control
variability of risperidone PK parameters, only extensive CYP2D6 metabolisers will be
mcluded in the study; low, intermediate and ultra-rapid CYP2D6 metabolisers will be
excluded from the smdy.

Blood samples will be collected during the screening period for DNA analysis to evaluate
genetic polyvmorphism (CYP2D6 genotype) status. The results of the biomarkers will be
reported in the data listings.

Statistical Methods:

Demographic and baseline characteristics, (e.g.. gender, race, age, weight, height) will be
summarized for all subjects using descriptive statistics for the Safety Analysis Set.

Observed, change from baseline and percent change from baseline in PANSS total score,
PANSS positive scale score, PANSS negative scale score, PANSS general psychopathology
scale score and CGI-S score will be summarized by visit using the efficacy analysis
population.

Individual plasma concentrations will be summarized using descriptive statistics and will be
used to compute PK parameters. The PK parameters will be listed and summarized using
descriptive statistics.

Safety parameters comprise AEs and serious adverse events (SAESs), local injection-site
tolerability (1.e.. injection-site reactions), conconmutant medications, changes i clinical
laboratory results, vital sign measurements, 12 lead ECGs, physical examination and
neurological examination results, body weights and momitoring of EPS using neurological,
clinical symptom assessments (AIMS, SAS, BARS and the C-SSRS), Injection-Site Grading
Scale (ISGS) and Visual Analog Scale (VAS).

A treatment-emergent adverse event (TEAE) 1s an AE that either commenced following
mitiation of PERSERIS or was present prior to the initiation of PERSERIS dosing but
mcreased i frequency or severity following initiation of PERSERIS, regardless of causality.
The incidence of treatment-emergent AEs (TEAESs) during the study period will be tabulated
by system organ class, preferred term and treatment visit number (Day 1, Day 29, Day 57 and
Day 85). The incidence of TEAEs (any TEAE, serious TEAESs, related TEAEs, serious related
TEAEs. TEAESs leading to treatment discontinuation or death) and TEAEs by severity will be
summarized. If a TEAE 1s reported more than once by a subject within a system organ class
and/or preferred term, the maximum level of severity will be used in the severity summary
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tables. All AEs will be listed for individual subjects, along with information regarding onset,
duration, severity, relationship to study drug, mjection number and action taken.

Vital signs, body weight and 12-lead ECG will be summarized by timepoint for all subjects
using descriptive statistics at baseline and at each post-baseline assessment (along with change
from baseline). Clinical laboratory data (haematology and serum chemistry, urinalysis) will be
summarized using descriptive statistics. For each parameter with numeric results, values at
baseline and at end of treatment, together with changes from baseline, will be summarized.

The observed and change from baseline values of AIMS, SAS, BAES and C-SSRS (Suicidal
Tdeation and Suicidal Behaviour) will be summarized by timepoint.

The results ISGS, VAS and the number of subjects that experience buwrmng or stinging at the
injection site will be summarized by timepoint.

More details about safety and efficacy analyses will be provided in the SAP.
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STUDY SCHEMATIC
Figure 1 Study Schematic
Stabilization PERSERIS Treatment Period; Four 180-mg Doses every 28 days Follow-up
Days -26 to -6 Days -5 to -1 Days 1to 113 Day 120
' | J | ' !
Sta hilifatinn PERSERIS PERSERIS PERSERIS PERSERIS
Screening — 6 P.r:;d_l — Dose 1 - Dose 2 — Dose 3 - Dose 4 = | Follow up
mg Daily 2 %90 mg 2 %90 mg 2 %90 mg 2 %90 mg
(3 mg Q12h) Abdominal Abdominal Abdominal Arm
PK for oral PK for Dose 1 PK for Dose 2 PK for Dose 3 P for Doze 4
dosing, Day -1

Cavg (=<} (risperidone and total active moiety): Oral Dosing vs. Dose 3 py comparison: Dose 3 vs. Dose 4

< Total Duration = 146 days; screening, stabilization up to 6 mg daily (3 mg Q12hr) oral risperidone dose, residential & non-residential visits, follow-up >
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uDs urine dmg screen
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1 INTRODUCTION AND RATIONALE
1.1  Background and Introduction

Schizophrenia is a severe, chronic and disabling mental disorder affecting an estimated 0.5% to
1% - roughly 23 million adults - worldwide (Lieberman 2012). For most patients who have
schizophrenia, maintenance treatment with antipsychotic dmgs is necessary to reduce the risk or
relapse or recurrence of an acute exacerbation (Kane 1999),

Risperidone is an atypical antipsychotic medication with potent antagonist effects at the
dopamine type-2 (D:) and type 2A serotonin (5-HT24) receptors. The clinical effect of
risperidone results from the combined concentrations of risperidone and its major metabolite, 9-
hyvdroxynispenidone (1.e., total active moiety). Patients switching from shorter-acting oral
medications to longer-acting injectables experience significantly reduced hospitalization rates
(Chue 2005, Crvera 2011) and mmproved health-related quality of life (MacFadden 2011,
Nasrallah 2004).

PERSERIS™ (risperidone) is an extended-release subcutaneous (SC) injectable suspension
administered once-monthly for the treatment of schizophrenia in adults. PERSERIS uses the
extended-release delivery system which is comprised of a sterile, polymeric solution of a
biodegradable poly DL lactide-co-glycolide (PLGH) and N-methyl-2-pyrrolidone (NMP)
polvmer. The delivery system forms a subcutaneous depot that provides sustained levels of
risperidone over one month.

Initial peak nisperidone plasma concentrations occur within 4 to 6 hours of dosing and are due to
an mitial release of the drug during the depot formation process. Clinically relevant
concentrations are reached after the 1st injection of PERSERIS without the use of a loading dose
or any supplemental oral risperidone. Based on average plasma concentration at steady-state
(Cavp is5)) of risperidone and total active moiety, 90 mg PERSERIS corresponds to 3 mg oral
risperidone and 120 mg PERSERIS corresponds to 4 mg oral risperidone.

PERSERIS is metabolised to its active metabolite, 9-hydroxyrisperidone, by the enzyme
cytochrome CYP2D6, with minor contnibution by CYP3A4. CYP2D6 1s subject to genetic
polymorphism, which influences the rapidity of risperidone metabolism. Extensive CYP2D6
metabolisers convert nspendone rapidly into 9-hydroxyrispendone, whereas poor CYP2D6
metabolisers convert much more slowly. Approximately 6 to 8% of Cancasians and a very low
percentage of Asians have little or no activity and are “poor metabolisers”. In order to control
variability of risperidone pharmacokinetic (PK) parameters, only extensive CYP2D6
metabolisers will be included in the study; low, mtermediate and ultra-rapid CYP2D6
metabolisers will be excluded from the study.

Current labelling for oral nspendone products specifies a target daily dose of 4 to 8 mg and an
effective daily dose of 4 to 16 mg for the treatment of schizophrenia in adults. Literature
suggests that the dose response plateaus at around 4 mg per day for most patients and that the
optimal daily oral dose of risperidone in adults with schizophrenia is 4 to 6 mg per day (Davis
2004). Approximately 18% of adults with schizophrenia being treated with oral risperidone
receive dosages of 6 mg/day, and 5% receive dosages greater than 6 mg/day. Because patients
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who are prescribed long-acting mnjectable (LAI) antipsychotics generally have greater illness
severity than those prescribed oral antipsychotics (Kishimoto 2018), it is anticipated that there
will be a significant munber of patients who would benefit from a PERSERIS dose that
approximates 6 mg/day oral nsperidone.

This study will be carried out in accordance with the protocol and with local legal and regulatory
requirements, International Council on Harmomisation/Good Chinical Practice (ICH/GCP) and all
applicable subject privacy requirements.

1.2  Study Rationale

This study is designed to evaluate the safety, tolerability, pharmacokinetics and efficacy of

180 mg of PERSERIS in subjects with clinically stable schizophrema (as determined by the
Diagnostic and Statistical Manual of Mental Disorders, 5 Edition [DSM-3] criteria). The study
will enrol subjects who are currently on a stable dose of 5 mg or 6 mg of oral risperidone daily
via any regimen. Current clinical practice suggests that oral nsperidone doses Smg/day and
higher are generally administered in divided doses twice daily (1.e., 3/3, 4/2, 3/2). Therefore, in
this study, all subjects will be stabilized to receive 3 mg risperidone twice a day approximately
12 hours (+30 muns) apart (1.e.. 6 mg oral risperidone daily) prior to administration of
PERSERIS. Any prior daily or twice daily dosing combination (i.e.. 3/3, 4/2, 3/2) will be
acceptable. Subjects will provide written informed consent before any protocol related
procedures commence (i.e., before screening procedures). Potential subjects will be screened
considering the inclusion and exclusion criteria, and those who have been successfully screened
will be enrolled in the study. After 5 days, oral risperidone dosing will be stopped and
PERSERIS treatment will be initiated.

After completion of the stabilization period, all subjects will receive 1 dose of 180 mg
PERSERIS (each 180-mg dose will be administered as two 90-mg SC mjections) every 28 days
in the abdominal region over 3 months. The 2 injections of 90 mg will be administered in
different quadrants of the abdomen at the same clinic visit. Injection sites will be rotated to
minimize irritation. An additional dose of 180 mg (administered as fwo 90-mg SC injections)
will be administered at an alternate site (back of upper arm) as a 4th dose; subjects will receive 1
injection of 90 mg in each arm at the same clinical visit.

1.21 Rationale for Dose and Alternate injection site

The PK profile of risperidone and total active moiety following SC injection of PERSERIS has
been evaluated in subjects with clinically stable schizophrenia after single doses (60 mg., 90 mg
and 120 mg) and repeated doses (60 mg, 90 mg and 120 mg); injections were separated by 28
days for up to 3 injections following oral risperidone. Based on Cayg ss0f risperidone and total
active moiety, 90 mg PERSERIS cormresponds to 3 mg oral nsperidone and 120 mg PERSERIS
corresponds to 4 mg oral risperidone.

It is anticipated that Cavg (ss) 0f risperidone and total active moiety obtained after 180 mg
PERSERIS will approximate to that obtained after 6 mg oral nsperidone.
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Data cited from literature suggests that the upper arm 1s a viable mjection site for SC
administration delivering similar PK and pharmacodynamic (PD) properties. Steady-state plasma
concentrations were reached by the end of the second injections for both risperidone, 9-
hyvdroxynisperidone and total active moiety and were maintained for 4 weeks after the last
injection. Therefore, both the 3™ and 4™ injections of PERSERIS will be at steady-state allowing
a like-for-like companson of SC adminmistration in the abdomen and upper arm. Having an
alternate injection site is important in this patient population who may be taking this medication
mdefinitely, based upon clinical response. may also benefit patients with schizophrema receiving
treatment in a community mental health setting.

1.2.2 Potential for Drug-Drug Interactions

No specific dmg interaction studies have been performed with PERSERIS. The drg interaction
data provided in this section 1s based on studies with oral risperidone. Fluoxetine (20 mg once
daily) and paroxetine (20 mg once daily), potent CYP2D6 inhibitors, have been shown to
mcrease the plasma concentration of risperidone by 2.5- to 2.8-fold and 3- to 9-fold, respectively.
Co-admimistration of known CYP3A4 enzvime inducers (e.g., carbamazepine, phenytoin,
rifampin and phenobarbital) with risperidone may cause decreases in the combined plasma
concentrations of risperidone and 9-hydroxynisperidone. which could lead to decreased efficacy
of PERSERIS.

1.2.3 Clinical Adverse Event Profile

The safety of PERSERIS was evaluated in a total of 814 adult subjects with schizophrenia who
received at least 1 dose of PERSERIS dunng the clinical development program. A total of 322
subjects were exposed to PERSERIS for at least 6 months, 234 of which were exposed to
PERSERIS for at least 12 months: 281 and 176 of these, respectively, received the 120-mg dose.
Adverse drug reactions in adult subjects with scluzophrema (=5% in any PERSERIS-treated
group and greater than placebo) during the 8-week double-blind. placebo-controlled study) were
welght increased, constipation, sedation/somnolence, pain in extremity, back pain, akathisia,
anxiety and musculoskeletal pain. In addition, the frequency of reported injection-site reactions
was similar across treatment groups with both PERSERIS and placebo; the most common (= 5%)
of which were injection-site pain and erythema. During the 52-week open-label long-term safety
study, no new safety signals were observed compared with the primary double-blind study or the
known safety profile or risperidone. The overall systemic safety profile for PERSERIS was
consistent with the known safety profile of oral risperidone, with the exception of the expected
mjection-site reactions.

124  Changes in Body Weight

In the 8-week double-blind study, an increase in mean weight was observed for all treatment
groups, including the placebo group, which may be related to changes in dietary habits in this
exclusively mpatient study. There was a dose-dependent increase in mean change m weight from
baseline to post-dose assessments in the PERSERIS 90-mg and 120-mg groups when compared
to the placebo group. Overall mean weight gain from baseline to end-of-study (EOS) was 4.4 kg
in the 90-mg group, 5.3 kg in the 120-mg group and 2.6 kg in the placebo group. In the 52-week
open-label long-term safety study, mean weight increased by approximately 2 kg from baseline
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to Day 85 then remained stable for the remainder of the study. There was a mean weight gain
increase during the first 3 months of treatment, but then weight was stable over the remaining 9
months of treatment. Data from the supportive safety studies did not reveal any new safety
concerns relative to weight gamn.

1.2.5 Increased Prolactin

In the 8-week double-blind, placebo-controlled study, a fypical increase in mean prolactin levels
was observed in blood samples of fasting subjects from baseline to the EOS assessments in both
the PERSERIS 90-mg and 120-mg groups, while mean prolactin for the placebo group remained
stable during the study. Changes in mean prolactin were dose-dependent and more pronounced in
female subjects than male subjects This finding was not unexpected as increases in prolactin are
known to occur with risperidone administration. In the 52-week open-label long-term safety
study, both male and female subjects who had not received antipsychotic medications for the 8
weeks prior to participation in the open-label study (i.e., placebo rollovers) had mean increases
from baseline in prolactin values, consistent with the expected effect with oral risperidone. For
the other enrolment groups, there were no climically relevant changes i mean values from
baseline to post-dose assessments for prolactin.

1.2.6 Extrapyramidal Symptoms (EPS)

Methods to measure EPS included: (1) the Bames Akathisia Rating Scale (BARS) global clinical
rating score that evaluates akathisia, (2) the Abnormal Involuntary Movement Scale (AIMS)
scores that evaluates dyskinesia, (3) the Simpson-Angus Scale (SAS) global score that broadly
evaluates Parkinsonism and (4) the incidence of spontaneous reports of EPS-related adverse
reactions.

In the 8-week double-blind. placebo-controlled study, the mean changes from baseline in BARS,
ATMS and SAS total scores were comparable between PERSERIS- and placebo-treated patients.
At all post-baseline assessments, mean changes from baseline were between -0.1 and 0.2
(inclusive) for the BARS. between 0 and 0.2 (inclusive) for the ATMS and between -0.1 and 0.2
(inclusive) for the SAS.

A higher mcidence of akathisia was observed m the PERSERIS 120-mg (6.8%) group compared
with the PERSERIS 90-mg (2.6%) and placebo group (4.2%); reports of extrapyramidal
disorders were higher i the PERSERIS 90-mg group (4.3%) compared with the PERSERIS
120-mg (1.7%) and placebo group (0.8%).

In the 52-week open-label long-term safety study, there were no clinically relevant differences in
the mean BARS, AIMS or SAS total scores within any treatment group during the study or
across the treatment groups. At all post-baseline assessments, mean changes from baseline were
between -0.2 and 0.3 (inclusive) for the BARS, between 0.1 and 0.5 (inclusive) for the AIMS
and the SAS. The most commonly occurning EPS-related treatment-emergent adverse events
(TEAEs) were akathisia (6.0%), tremor (2.0%) and extrapyramidal disorder (1.8%).

The mcidence of treatment-emergent akathisia and other EPS symptoms was consistent with the
established safety profile of nsperidone.
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1.2.7 Dystonia

Svmptoms of dystoma, prolonged abnormal contractions of muscle groups, may occur in
susceptible individuals during the 1st few days of treatment. Although these symptoms can occur
at low doses, they occur more frequently and with greater severity with high potency and at
higher doses of first-generation antipsychotic dmgs. In the 8-week double-blind, placebo-
controlled study, there was a higher incidence of dystonia in the placebo group (2.5%) compared
with the PERSERIS groups (0 and 0.9%, respectively). In the 52-week open-label long-term
safety study, there was a low incidence of dystonia in the de novo group (subjects diagnosed
with schizophrema) (0.7%) and none reported in the rollover treatment group (subjects who have
completed a minimum of 56 days of double-blind placebo-controlled study).

1.2.8 Changes in Electrocardiograms

In the 8-week, double-blind, placebo-controlled study. there were no clinically relevant
differences m mean changes from baseline to EOS 1 electrocardiogram (ECG) parameters,
including QTcF (Fridericia’s corrected QT interval), QRS and PR intervals, and heart rate, in
subjects m either PERSERIS treatment group (90 mg and 120 mg) compared with placebo.
Similarly, i the 12-month. open-label long-term safety study, there were no climcally relevant
changes in mean EC'G mnterval values from baseline to post-dose assessments.

1.2.9 Pain Assessment and Local Injection-Site Reactions

Local injection-site pain was assessed using subject-reported Visual Analog Scales (VAS) (0-
100 mm; 0 = no pain to 100 = unbearably painful). In the 8-week, double-blind placebo-
controlled study, the mean subject-reported Injection-Site Pain VAS scores were similar for all
treatment groups following both injections. Pain scores decreased from a mean of 27 (VAS
score) 1 minute after the 1st dose to a range of 3 to 7 (VAS score) 30 to 60 minutes post-dose. In
the 12-month, long-term safety study, the 1-minute post-dose Injection-Site Pain VAS scores
were highest on Day 1 (mean of 25) and decreased over time with subsequent injections (14 to
16 following last injection).

Throughout the clinical development program, the maximum reported intensity at any time point
for each imjection-site assessment (pain, tendemess, inflammation/swelling and ervthema) was
none or mild for most subjects receiving PERSERIS. Most subjects (= 79%) reported no
tenderness and most who had tendemess reported muld seventy. Less than 1% of subjects had
moderate tenderness at any time point and 1 subject at Injections 1, 2 and 5 had severe
tenderness. At each time point, most subjects (= 75%) reported no pain on injection. Of subjects
who did have pain on injection, almost all of these were mild at each time point; only 1 or 2
subjects at Injections 1, 2. 7 and 12 had moderate pain on injection. At least 92% of subjects
reported no ervthema on each mjection. All reports of ervthema were of muld severity except for
2 cases of moderate erythema on Injection 1. Inflammation/swelling had a similar profile, with at
least 88% of subjects reporting no inflammation/swelling and only mild symptoms except for 1
case of moderate severity on Injection 1.
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1.3 Risk-Benefit Assessment

The nisks associated with PERSERIS monthly SC injectable are mdistingmishable from oral
risperidone-containing products except for local injection-site reactions that are generally mild-

to-moderate and self-limiting. The benefits of oral risperidone have been well established (NDA
210633, Section 2.7.3), as has the efficacy of PERSERIS (Nasser 2016, PERSERIS™

Prescribing Information 2018).

Over 4700 PERSERIS injections were administered across the clinical development program; all
TEAESs pertaining to mjection-site reactions were of mild-to-moderate seventy. None of the
imjection-site reactions were assessed as serious by the Investigator. Injection-site reaction
TEAESs (injection-site pain and injection-site nodule) resulted m study treatment discontimuation
in only 2 subjects across the program.

The clinical benefits of PERSERIS include achievement of rapid results following a single
treatment mtervention and the delivery of continuous medication therapy via monthly SC
injections. No loading dose or supplemental dosing is required at initiation of treatment since
clinically relevant plasma concentrations of risperidone total active moiety are achieved during
the 1st day of admimistration. The onset of action 1s rapid and persists with continued treatment,
allowing for a simpler and more consistent treatment regimen for both patients and climcians.

The benefits and safety of a 6-mg oral dose of risperidone have also been established (Risperdal®
2018). The expectation 1s that the 180-mg dose of PERSERIS will approximate both the benefit
and the risk of 6 mg oral risperidone.

2 STUDY OBJECTIVES

21 Primary

The primary objective of this study 1s:

¢ To evaluate the PK profiles of risperidone, 9-hydroxyrisperidone and total active moiety after
3 monthly 150-mg doses (each 180-mg dose will be admimistered as two 90-mg SC
injections) of PERSERIS in subjects with clinically stable schizophrenia after switching
treatment from an oral nsperidone dose of 6 mg/ day

2.2 Secondary

The secondary objectives of this study are:

* To evaluate efficacy and the maintenance of stability following a switch from daily 6 mg oral
risperidone to monthly 180 mg (2 x 90 mg) PERSERIS SC njections

* To evaluate the safety and tolerability of PERSERIS SC injections

* To evaluate whether administration of PERSERIS at an alternate injection site (back of upper
arm) provides an adequate exposure to total active moiety thronghout the 28-day dosing
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mterval and determune the PK, efficacy, safety and tolerability of admumstering PERSERIS
at an alternate site (back of upper arm) compared with the abdominal region
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3 STUDY ENDPOINTS
3.1 Primary

The primary endpoint for the study will be the measurement of Caye (s5) for risperidone and total
active moiety after oral and SC admimstration.

3.2 Secondary
The following PK endpoints and safety assessments will be analysed:

¢ All other PK parameters including the PK parameters derived after the 4th dose (at an
alternate site) will be considered as secondary endpoints

¢ AFs, local injection-site tolerability (i.e.. injection-site reactions), concomitant medications,
changes in clinical laboratory results, vital sign measurements, 12 lead ECGs, body weight
and monitoring of EPS using neurological and clinical symptom assessments (AIMS, SAS,
BARS and the Columbia-Suicide Severity Rating Scale [C-SSRS])

¢ Clinical Outcome Measurements: Change from baseline in Positive and negative syndrome
scale (PANSS) scores (including the Total Score, the Positive sub-scale score, the Negative
sub-scale Score and the General Psychopathology Scale Score) and Clinical Global
Impression Scale for Severity of Illness (CGI-S) scores
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4 STUDY PLAN
41  Study Design

This Phase IV, open-label study will assess the safety, tolerability, pharmacokinetics and
efficacy of 180 mg of PERSERIS in subjects with clinically stable schizophremia (as determuned
by the DSM-5 criteria).

The stdy will enrol subjects who are currently on a stable dose of 5 mg or 6 mg of oral
risperidone daily via any regimen. Any daily or twice daily dosing combination will be
acceptable (i.e. 3/3, 4/2, 3/2). Subjects will provide written informed consent before any protocol
related procedures commence (i.e., before screening procedures). Potential subjects will be
screened considermg the mclusion and exclusion criteria, and those who have been successfully
screened will be enrolled in the study. All subjects will be stabilized on 6 mg daily [3 mg oral
risperidone will be administered twice a day approximately 12 hours (+30 muns) apart] for 5
days. After completion of the stabilization period, all subjects will receive 1 dose of 180 mg
PERSERIS (each 180-mg dose will be administered as two 90-mg SC injections) every 28 days
m the abdominal region over 3 months. The 2 mjections of 90 mg will be admimstered in
different quadrants of the abdomen at the same clinic visit. Injection sites will be rotated to
minimize uritation. An additional dose of 180 mg (given as two 90-mg SC ijections) will be
administered at an alternate site (back of upper arm) as a 4th dose; subjects will receive 1
mjection of 90 mg in each arm at the same clinical visit. Adverse event assessments will be made
until Day 120, and PK assessments will be conducted throngh Day 113.

Dosing will be split into 2 snb-groups: 5 subjects and 20 remainder subjects. A safety and
tolerability review of the data from the first 5 subjects from Day 1 to Day 135 (after receiving the
15t dose of 180 mg) will be conducted. If no limiting safety concerns are found, then the first 5
subjects will continue with the study and the remaining 20 subjects will be enrolled mnto the
study.

At the EOS wvisit, subjects will be evaluated and prescribed an appropriate maintenance
antipsychotic at a dosage determined by the physician.

A schematic of the study design is shown in Figure 1.
4.2 Schedule of Events

A complete list of procedures and assessments is included in the Schedule of Events (SOE),
Appendix 1 through Appendix 5.

43 Duration of Treatment

Subjects will attend the clinical unit on separate occasions: one initial screening visit, an initial
inpatient stay of 8 days [5-day stabilization period, plus 1¥ PERSERIS injection]. three 4-day
mpatient stays [for 2nd, 3rd and 4th PERSERIS injections| and a total of 33 outpatient visits,
followed by a final study follow-up phone call for a total duration of 146 days.
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5 STUDY POPULATION SELECTION
3.1  Number of Subjects

Approximately 65 subjects will be screened to enrol 25 eligible subjects, with an expected study
completion of 15 evaluable subjects for the analvses.

Eligible subjects will be those who are assessed with clinically stable sclhizophrenia and who are
already stabilized on oral risperidone (stable dose of 5 mg or 6 mg oral risperidone daily via any
regimen). Any daily or twice daily dosing combination will be acceptable (i.e. 3/3, 4/2, 3/2).
Only extensive CYP2D6 metabolisers will be included in the study. Poor, intermediate and ultra-
rapid CYP2D6 metabolisers will be excluded from the study based on CYP2D6 genotyping
results from blood sampling at Screening.

5.2 Inclusion Criteria

Subjects must meet all the following criteria:

1. Sex: male and female, Age: = 18 to < 65 vyears.

2. Diagnosis of schizophrenia as defined by DSM-5 criteria.

3. Status: clinically stable subjects defined as subjects with no hospitalizations for acute
exacerbations within 3 months of Screening and Screening total PANSS score < 70.

4. Subjects with a body mass index (BMI) between 18.0 and 35.0 kg/m” and who weigh at least
19.9 kg.

5. Subjects who have given written informed consent.
5.3 Exclusion Criteria
Subjects who meet any of the following conditions must be excluded from the study:

1. Subjects who have received a once-monthly LAT antipsychotic within 60 days of screening
and a once-every-3-month LAT antipsychotic within 120 davs of screening.

2. Subjects taking the following concurrent medication/over-the-counter (OTC) products:

a. Inducers or inhibitors of CYP2D6 (See Appendix 7) within 14 days or 5 half-lives
whichever is greater prior to study screening

b. Bupropion, chlorpheniramine, cimetidine, clomipramine, doxepin or quinidine within 30
days prior to study screening

c. Clozapine, phenothiazines, aripiprazole, haloperidol or any other antipsychotic other than
oral risperidone within 14 days prior to study screening
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d. Selective serotonin reuptake mhibitors (S5RIs) (See Appendix 7) or serotonin-
norepinephrine reuptake inhibitors (SNRIs) (See Appendix 7) within 30 days prior to
study screening

e. Opioids or opioid-containing analgesics within 14 days prior to study screening

f. Medications, in the addition to those listed above which in the opimion of the Investigator
in conjunction with the medical monitor, may be expected to significantly interfere with
the metabolism or excretion of risperidone and/or 9-hydroxyrisperidone, that may be
associated with a significant drug mteraction with nsperidone, or that mav pose a
significant risk to subjects’ participation in the study. The medical momitor should be
contacted with any questions regarding the use of CYP2D6 or 3A4 inducers or inlubitors
in particular.

Subjects with a history of cancer (with the exception of resected basal cell or squamons cell
carcinoma of the skin) unless they have been disease free for =5 years.

Subjects with another active medical condition or organ disease that may either compromise
subject safety or interfere with the safety and/or outcome evaluation of the study dmg.

Subjects with evidence or history of a significant hepatic disorder that may either
compromise subject safety or mterfere with the safety and/or outcome evaluation of the study
drmg. Individuals with acute or chronic hepatitis (including but not limited to hepatitis B or
C); or individuals with 1) total bilirubin >1.5x the upper limit of normal (ULN) and/or 2)
alanine aminotransferase (ALT) or aspartate aminotransferase (AST) =3x ULN will be
excluded.

Subjects with a history of renal disease, or a creatinine clearance of less than 60 mL/min (as
determined by the Cockeroft-Gault formula).

Subjects with a lustory of orthostatic hypotension, svncope, significant low white blood cell
(WBC) count (i.e., absolute neutrophil count < 1.5 x 10°/L). or drug-induced leukopenia or
other medical conditions mcluding, but not limited to, lustory of heart attack (1.e., mvocardial
infarction) or brain injury (i.e., fraumatic with loss of consciousness and/or cardiovascular
accident) within a year of Screening and clinically significant low blood pressure or
arrthythmias as interpreted by the principal investigator (PI).

Subjects with corrected QT interval [Fridericia’s calenlation (QTcF)] =450 msec (male) or
=470 msec (female) at Screening or prior to administration of the 1st dose of PERSERIS, or
with a known history of Torsades de Points, or family member with sudden unexplammed
cardiac death.

Subjects who are known to have ATDS (acquired immunodeficiency syndrome) or to be HIV
(human immunodeficiency virus) positive.

10. Subjects with suicidal 1deation with mtent and plan (C-SSRS affinmative answers to

questions 4 and 5 of the ideation section) or suicide attempts within the last 6 months, as
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11.

12.

14.

15.

16.

7.

18.

noted on the C-S5RS, or subjects with uncontrolled depression m the opinion of the
Investigator.

Subjects with a known diagnosis of type 1 diabetes or subjects with Haemoglobin Ale
(HbAlc) >8.0% at Screening.

Subjects who have participated in a clinical trial within 30 davs prior to study screening.

3. Subjects with significant traumatic mjury, major surgery or open biopsy within 30 days prior

to study screening.

Subjects who meet the criteria for the diagnosis of current moderate or severe substance use
disorder, by DSM-5 critena.

Subjects with prior allergic reactions, sensitivities, or other known contraindications to any
component of PERSERIS (i.e, risperidone, PL.G, PLGH or NMP).

Women of childbearing potential who are pregnant or breastfeeding, seeking pregnancy or
failimg to use adequate contraceptive methods during the study.

a. Acceptable forms of contraception for female subjects mclude: oral, transdermal,
injectable or implanted contraceptives, intrauterine device. or double barrier method (e.g..
condom, diaphragm, cervical cap) with spermicide. Abstinence (defined abstaining from
heterosexual intercourse for the duration of the study) is an acceptable form of
contraception only if it 15 the subject’s pre-existing method of contraception.

b. A woman of childbearing potential is defined as any female who is less than 2 vears
postmenopausal or has not undergone a hysterectomy or surgical sterilization (e.g.,
bilateral tubal ligation, bilateral ovariectomy [cophorectomy]). Postmenopausal status
will be confirmed by follicle stunulating hormone (FSH) test at mitial screening.

¢. Male subjects with partners of childbearing potential should utilize a double barmer
contraceptive method with spermicide to prevent pregnancy.

Note: Following study termination or completion, it 1s recommended that all subjects
maintain their current form of contraception for at least 30 days after the last dose of
PERSERIS.

Subjects with a positive urine dmg screen (UDS) anytime throngh Day -1 for opioids,
cocaine, amphetamines, methadone, cannabinoids, barbiturates, benzodiazepines,
methamphetamine and phencyclidine, nnless the positive screen is determined to be
secondary to an allowable concomitant medication. If a positive UDS is possibly the result of
a subject’s use of OTC or prescription medications, a repeat urine drg screen may be
permissible. Stdy site personnel should contact the medical monitor for approval to retest.

Subjects with tardive dyskinesia as assessed by a score of =2 on Item 8 of the ATMS at
Screenng.
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19. Subjects with epilepsy or other seizure disorders, Parkinson’s disease or dementia.
20. Subjects with a lustory of neuroleptic malignant syndrome

21. Subjects who have been previously immjected with PERSERIS within 6 months prior to
Screening.

22. Subjects who are unable, in the opimon of the PI, to comply fully with the study
requirements.

23. Subjects who are determuned to be poor metabolisers, intermediate metabolisers or ultra-
rapid metabolisers for CYP2D6 genotype

5.4 Deviation from Inclusion/Exclusion Criteria

This study is intended to be conducted as described in this protocol. Waivers from inclusion and
exclusion criteria are not allowed because they have the potential to jeopardize subject safety, the
scientific integrity of the study or regulatory acceptability of the data. Indivior does not grant
walvers to the protocol-defined inclusion and exclusion criteria, and strict adherence to these
criteria as outlined in the protocol is essential. The PL, sub-Investigator or suitably qualified
designee will be responsible for identifying, documenting and reporting all deviations, which are
defined as 1solated occurrences involving a procedure that did not follow the study protocol or
study-specific procedure. In the event of a major deviation from the protocol due to an
emergency, accident or nustake (e.g., eligibility or PERSERIS dosing errors), the P, sub-
Investigator or suitably qualified designee must contact the Indivior medical monitor at the
earliest possible time by telephone. This will allow an early joint decision regarding the subject’s
continuation in the study. This decision will be documented by the PI and the Sponsor and
reviewed by the study monitor. Deviations will be reviewed at the Medical Monitor Meetings.
Deviations will be reported as required to the Institutional Review Board (IRB) and in the final
study report.

Protocol deviations will be identified and documented through programmatic checks of study
data, as well as through review of selected subject data listings prior to database lock.
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6 STUDY CONDUCT
6.1 Subject Enrolment

After the informed consent form (ICF) has been signed and initial screening assessments
completed and reviewed by the Investigator, eligible subjects who are currently on a stable dose
of 5 mg or 6 mg of oral risperidone daily via any regimen will be admitted mto the clinical umt. All
subjects will be stabilized on 6 mg daily [3 mg risperidone will be administered twice a day
approximately 12 hours (+30 mins) apart] for 5 days. After 5 days, oral nsperidone dosmg will
be stopped and PERSERIS treatment will be imtiated.

Subjects will attend the climical unit on separate occasions: one initial screening visit, an initial
inpatient stay of 8 days [5-day stabilization period, plus 1* PERSERIS injection], three 4-day
inpatient stays [for 2nd, 3rd and 4th PERSERIS injections] and a total of 33 outpatient visits,
followed by a final study follow-up phone call as mdicated in the SOE (Appendix 1).

Study participation begins once written informed consent 1s obtained; a subject ID 1s then
assigned. The subject ID will be used to identify the subject during the screening process and
throughout study participation.

The Investigator 1s responsible for mamtaming a master list (1.e., a subject identification list) of
all consented subjects and will document all subjects that did not meet study eligibility criteria
(i.e.. screen failures), including reason(s) for ineligibility (i.e.. a subject screening and enrolment
log). This document will be reviewed by Indivior or designated representative for accuracy and
completeness. Ineligible subjects, as defined by the protocol-specific inclusion and exclusion
critenia, should not receive PERSERIS and should be documented as screen failures.

6.2 Oral Risperidone

Indivior will supply oral risperidone as Risperdal® to the study site as 3-mg tablets. The oral
risperidone will be dispensed to eligible subjects at the study site by qualified study personnel
and admimistered only during the inpatient stabilization period. Oral nispenidone dosing will
occur under fasted conditions (minimum fasting 1-hour pre-dose and Thour post-dose). Water is

allowed. The 6-mg oral risperidone daily dose will be administered as 3 mg two times a day
approximately 12 hours (£30 mins) apart.

6.3 Screen Failure

A subject will be considered a screen failure if written informed consent is obtained but the
subject did not meet inclusion or exclusion criteria. The study site will keep a Screening Log
documenting subjects who have signed an informed consent. Screen failure reasons will be
documented on the Screening Log.

6.4 Subject Completion

A completed subject is one that has completed all phases of the study, including the follow-up
phone call. The end of the study is defined as the last subject’s last visit.
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6.5 Withdrawal Criteria
6.5.1 Subject Withdrawal from Treatment

A subject will be considered withdrawn from treatment if the subject has permanently
discontinned study treatment. The primary reason for withdrawal from treatment must be entered
mto the electronic case report form (eCRF) (e.g., death, adverse event (AE), protocol non-
compliance, Investigator decision, termination of the study by Indivior, or as requested by the
subject for another or unknown reason). If a subject is withdrawn or withdraws prematurely from
the study after recerving PERSERIS or oral rispenidone, the reason for withdrawal 1s to be
documented in the source documents and in the eCRF. At the time of withdrawal, the EOS
procedures will be performed as the early termination (ET) assessments and captured in the
withdrawn subject’s source documents and eCRF. Subjects who are withdrawn from the study
for any reason after treatment will not be replaced.

6.5.2 Subject Withdrawal of Consent

If a subject withdraws consent dunng study treatment, the subject will be evaluated and
prescribed an appropriate maintenance antipsychotic. The maintenance dose will be determined

by the physician’s clinical judgment. The subject may be offered additional tests as-needed to
monitor their safety (e.g., EOS safety assessments or procedures).

6.5.3 Subjects Lost to Follow-up

In cases of a missed visit, the Investigator or designee must attempt to contact the subject and re-

schedule as soon as possible. The Investigator or designee must counsel the subject on the
importance of maintaining the assigned visit schedule and ascertain whether the subject wishes

to and/or should continue in the study.

In the event a subject is lost to follow-up, the Investigator or designee must make a reasonable
effort to contact the subject. Two documented attempts (e.g., phone, email, etc.) to contact the
subject followed by a certified mailed letter is considered reasonable.

For documenting the date of discontinuation for a subject confirmed to be lost to follow-up, the
date of discontinuation should be the date of last contact with the subject.

¢ In the case where a certified letter 1s sent but not confirmed as received by the subject, the
date of discontinuation 1s the date the certified letter was sent.

¢ In the case where a certified letter is sent and has been confirmed as received by the subject,
the date of discontinuation 1s the date of the confirmed subject receipt.

If neither of the above cases applies (which should be explained in the source documents), the
date of discontinmation is the date of the subject's last sdy visit.
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7 STUDY SUSPENSION OR TERMINATION

Indivior reserves the right to temporanly suspend and/or permanently discontinue the study at
any time and for any reason, including safety or ethical concerns or severe non-compliance. If
such action 1s taken, Indivior will discuss the rationale for the decision with the PL In cases
where a trial is suspended or terminated for safety reasons, Indivior will promptly inform
Investigators and the Regulatory Authorities of this action and the reason(s) for the suspension or
termination.

If required by applicable regulations, the PI mmst inform the IRB/Independent Ethics Committee
(TEC) promptly and provide the reason(s) for the suspension or ternunation. If the study is
prematurely discontinued, all study data and study drug remaining on-site must be returned to
Indivior or its designated representative.
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8 DESCRIPTION OF STUDY PROCEDURES

Study assessments and procedures, including the timing of assessments, are summarized in

Appendix 1 through Appendix 5 Further details on safety and efficacy assessments are provided
in Section 8.10 and Section 8.11, respectively.

8.1 Informed Consent

A signed written ICF must be obtained from the subject or a legal representative before any
study assessments or procedures may be performed. The potential subject will be given the TRB-
approved ICF to review and the opportunity to ask questions concerning the study until he or she
15 satisfied. The potential subject should be able to answer simple questions about the study afier
the ICF has been reviewed and explamed. After this explanation, the potential subject will be
asked to sign and date the written ICF. The PI or designee obtaining informed consent from the
subject will also sign the ICF to confirm that consent has been obtained as requured. A copy of
the signed ICF will be given to the subject.

If an assessment or procedure has already been performed as part of routine standard of care and

was completed within the protocol-designated Screening window, the assessment or procedure
does not need to be repeated unless clinically indicated.

8.2 Demographics and Medical History

A detailed medical history will be obtained by the PI or medically qualified designee during the
Screening Visit. This will include information regarding the subject’s full medical history
including tobacco, aleohol and caffeine use, and psychiatric conditions, diagnoses, procedures,
surgery, freatments, concomitant medications, demographic information (sex, race, date of barth,
ethnicity) and any other noteworthy medical mformation, mcluding suicidal 1deation and
behaviour measured using the C-SSRS. Any updates to medical history information that the PI or
medically qualified designee becomes aware of will be captured throughout the study. If
applicable, the subject's primary care physician will be notified of their involvement (with the
subject’s agreement) and request of medical records be provided upfront (to verify eligibility)
and concomitant medication.

8.3 Physical Examination

The PI or a medically qualified designee will perform the physical examinations at the time
points indicated in the SOEs (Appendix 1 and Appendix 5). A complete physical examination
will include assessments of the skin, head, eves, ears, nose, throat, neck, thyroid, chest/lungs,
heart, abdomen, lymph nodes, extremities and general appearance. The physical examination
will not include a pelvic, breast or rectal examination. Additional unscheduled symptom-directed
physical examinations may be conducted at any time at the PI's or medically qualified designee’s
discretion.

If any climcally significant change from Screening is noted, 1t will be reported as an AE and
followed up to resolution or until reaching a stable endpoint.
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8.4 Vital Signs

Evaluation of vital signs will be performed by qualified site personnel afier the subject has been
supine for 5 minutes and will include a measurement of systolic and diastolic blood pressure,
pulse rate, oral temperature and respiratory rate. Vital sign measurements including orthostatic
measurements of blood pressure and pulse will be obtained at the time points indicated in the
SOE (Appendix 1, Appendix 2, Appendix 3, Appendix 4 and Appendix 5) and following the
supine ECG assessments, 1f taken at the same tuime. Blood pressure should be taken on the same
arm throughout the study and will be taken with either a completely automated device consisting
of an mflatable cuff and an oscillatory detection system or a non-automated device. Body
temperamre will be measured with an oral thermometer.

Weight (in kg) will be assessed in ordinary indoor clothing with shoes off and will be recorded at
the time points indicated in the SOEs (Appendix 1, Appendix 2. Appendix 3, Appendix 4 and
Appendix 5). Height (in cm) will be recorded at the Screening visit. BMI will be calculated at
Screening and at the EOS visit. BMI is defined as the subject’s weight (in kg) divided by the
square of the subject’s height in metres (kg/m?).

If the PI or medically qualified designee determines that climcally significant changes have
occinred in any vital sign measurement, that measurement will be captured as an AE and
repeated at medically appropnate mtervals until the value returns to an acceptable range wherein
the subject is clinically stable, a specific diagnosis is established. or the condition is otherwise
explaimed.

8.5 12-Lead Electrocardiograms

A 12-lead ECG will be conducted at the time points indicated in the SOEs (Appendix 1,
Appendix 2, Appendix 3, Appendix 4 and Appendix 5) following a supine rest for 5 minntes.
ECG parameters including the QT interval, QTcF, PR mnterval and QRS intervals, and heart rate
will be recorded. The ECG measurements will be reviewed during the visits by the PI or
medically qualified designee to assess any immediate abnormalities. Findings of the ECGs will
be marked by the PI or medically qualified designee as normal, abnormal-not clinically
significant or abnormal—clinically significant.

ECG parameters, mcluding the QT mterval, QTcF, PR, QRS mtervals and heart rate will be
recorded on the tracing and in the eCRF. The formula for QTcF are as follows:

QTckF = QT,"3 VRR (time between QRS complexes)
8.6 Local Tolerability
8.6.1 Injection-Site Grading

Local mjection-site grading will be assessed by appropriately trained personnel by observation
and subject questioning, according to the SOEs (Appendix 2, Appendix 3, Appendix 4 and
Appendix 5), for pain, tendemess, ervthema/redness and induration/swelling. Seventy will be
assigned as none (grade 0), mild (grade 1), moderate (grade 2), severe (grade 3) or potentially
life-threatening (grade 4) utilizing the Injection-Site Grading Scale (ISGS) (Appendix 9). The
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local mnjection-site grading assessment will be completed on injection day within 10 minutes
post-injection and at 3 hours (+ 30 minutes).

8.6.2 Injection-Site Pain Visual Analog Scale (VAS)

The Injection Site Pain Visual Analog Scale (VAS) (see Appendix 10) 100 will be completed by
the subject after each PERSERIS injection, commencing at | minute (£ 15 seconds), 5 (= 2
minutes), 30 (£ 2 minutes) and 60 minutes (+ 2 minutes), according to the SOEs (Appendix 2.
Appendix 3, Appendix 4 and Appendix 5). The timing of the VAS should be measured after the
completion of the injection. This VAS is used to measure injection site pain as rated by the
subject. For example, the amount of injection site pain that a subject has at each tune point can
be marked on paper along a contimmum from “no injection site pain” to “worst imaginable
mjection site pain.” Operationally, the VAS is a horizontal line 100 mm in length anchored by
word descriptors at each end as illustrated in Appendix 10. The sites will use the injection site
pain VAS scale that is provided and will not make any copies of the scale. The subject marks on
the line the pomt that he/she feels represents their perception of their current state. The VAS
score is determined by measuring (mm) from the left hand end of the line to the point that the
subject marks. A specific ruler will be provided to the sites to be used for the measurement of the
VAS score.

86.3 Injection-Site Evaluation

The injection site will be evaluated for the size by the appropriate trained personnel by
observation and examination, according to SOE (Appendix 2, Appendix 3, Appendix 4 and
Appendix 5). The injection-site depot will be evalnated for size (using a tape measure the length,
breadth and depth of the depot). position (quadrant of the abdomen and back of arm) and
consistency (soft, firm, hard). Previously mjected site will be mspected for all the above as well.

8.6.4 Early Removal of PERSERIS

In the event of an emergency, or if a subject withdraws or is withdrawn within the first 14 days
of being njected with PERSERIS, an attempt to surgically remove the depot may be made by a
physician 1dentified to perform surgery at the discretion of the P1. The surgical procedure
requires a small incision at the injection site with a sterile scalpel where the depot was placed,
removal of the depot with forceps and urmgation of the incision with sterile normal saline. To
close the incision, suturing may be required. The primary reason for depot removal must be
entered into the electronic eCRF (e.g., death, AE, protocol non-compliance, Investigator
decision, termination of the study by Indivior, or as requested by the subject for another or
unknown reason). If a subject elect not to have PERSERIS removed, the reason for refusal
should be fully documented. Subjects who have PERSERIS removed should undergo all EOS
assessments and follow-up visit assessments according to the procedures described in SOE
{Appendix 5) at the time of PERSERIS removal or study withdrawal. These subjects should have
an unscheduled follow-np visit within 7 days after remowval.
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8.7 Clinical Laboratory Tests

With the exception of the Screening visit, subjects should fast for a mmimum of 8 hours prior to
blood draws for all laboratory assessments. If screening random glicose is abnormal, a fasted
retest is allowed. A fasting sample will be required to measure glucose and/or cholesterol (high-
density lipoprotein [HDL], low-density lipoprotein [LDL] and triglycerides [TG]). Subjects with
clinically significant abnormal laboratory test results at Screening may enter the treatment period
only after laboratory test(s) are repeated once and the results are received and determined by the

Investigator prior to treatment to have no abnormality(ies) that is/are clinically significant.
Subjects will be 1n a seated or supine position during blood collection. Clinical laboratory
assessments will be performed by the local clinical laboratory accredited by the College of
American Pathologists or a certificate of compliance issued by the Center for Medicare &
Medicaid Services, Clinical Laboratory Improvement Amendments. PK and pharmacogenomics
(PGx) samples will be processed by the site and sent to a designated central laboratory. The
laboratory assessments will include routine and screening laboratory tests and are performed at
the visits listed in the SOEs (Appendix 1, Appendix 2, Appendix 3, Appendix 4 and Appendix

5).

Any abnormal haematology, serum chenustry or urninalysis test result after study drug intake that
1s deemed clinically significant by the PI or medically qualified designee will be reported as an
AE and repeated. including test results obtained on the final study day. For any test abnormality
deemed erroneous or clinically sigmificant, repeat analvsis will be performed until resolution or
until the PT or medically qualified designee determines that resolution of the laboratory

abnormality 1s not expected.

The following clinical laboratory (Table 1) tests will be performed according to the SOE in
Appendix 1, Appendix 2, Appendix 3, Appendix 4 and Appendix 5.

Table 1 List of Laboratory Tests
Haematology Serum Chemistry:
Haematocrit (Het) Albumin (ALB)
Haemoglobin (Hgb) Alkaline phosphatase (ALP)
Platelet count Alanine aminotransferase (ALT)

Red blood cell count (RBC)

WBC count with differential (absolute nentrophil
count, lvmphocytes, monocytes, basophils,
eosinophils)

Urinalysis:
Appearance
Bilirubin
Colour
Glucose
Ketones

Aspartate aminotransferase (AST)
Blood urea nitrogen (BUN)
Calcium

Carbon dioxide

Chloride

Creatimine

Creatinine Clearance (Cockcroft-Gault
creatinine clearance (mL/min) = [140 —
age] x [body weight (kg)] x [0.85 if
Sfemale]/[serum creatinine (mg/dL)] x
72)
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Leucocyte esterase Creatine phosphokinase (CPK)
Microscopic examination of sediment® Gamma-glitamyl transferase (GGT)
Nitrite Glucose
Occult blood HDL
pH LDL
Protein Lipase
Specific gravity Magnesmm
Urobilinogen Phosphors

Potassinm
Serology: Prolactin
Anti-Hepatitis B IgM core antibody (IgM anti-HBc) Sodium
Hepatitis B surface antigen (HBsAg) Total bilirubin
Hepatitis C virus (HCV) antibody Direct bilirubin
HIV-1 and -2 antibodies Total cholesterol
Total protein
Pregnancy: Trnglycendes
FSH for postmenopausal female subjects (screening  Uric acid
only)
Unne Pregnancy (only for females not Urine Drug Screen (UDS):
postmenopansal or surgically sterile for at least 1 Opioids®

year), Serum pregnancy fest for female subjects of

childbearing potential (screening only) Cocaine
Amphetamines
Screening Only: I\-’.[ethadq?nel
Haemoglobin Alc Cann.abmmds
PGx sample for CYP2D6 genotyping Barbiturates
Benzodiazepines
Methamphetamine
Phencyclidine

Microscopic examination of sediment will be performed only if the results of the urinalysis evaluation are
positive {(microscopic examination may mchde but is not limited to WBC count, RBC count, casts and
crystals).

Oxycodone may not show up in all opiate assays and should be assessed separately,

8.7.1 Sample Collection, Storage and Shipping

All blood sampling will be drawn by individual venipuncture or saline lock . Blood sample
collection and processing procedures will be outlined in a separate reference manual to be
provided to the clinical facility.
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8.8 Pharmacokinetic Assessments

The PK analyses will include data from all subjects who receive oral risperidone or at least one
dose of PERSERIS and provide an adequate number of blood samples (as determined by a
pharmacokineticist) for determination of risperidone, 9-hydroxyrisperidone and total active
moiety (risperidone + 9-hydroxyrisperidone) PK parameters.

The primary endpoint for the study will be the measurement of Caye (s5) for risperidone and total
active moiety after oral and SC administration. For primary analysis. only the data from those
subjects will be considered who receive 3 doses of PERSERIS and provide an adequate number
of blood samples for determination of Cavg ss) for risperidone and total active moiety.

Individual plasma concentrations will be collected according to the schedule outlined in
Appendix 6. Total active moiety plasma concentration will be determined by adding rnisperidone
concentration to 9-hydroxyrisperidone concentration after correction for their molecular weights
(410 for nspendone and 426 for 9-hydroxvrispenidone), according to the following equation:

[Total Active Moiety] = [Risperidone] + (410/426) * [9-hvdroxynsperidone |

Here [Rispenidone| and [9-hydroxyrisperidone| are the reported concentrations for the separate
analytes. Concentration data for risperidone and 9-hydroxyrisperidone that are below the limit of
quantification will be treated as zero in the calculation of total active moiety concentration.

Individual and mean plasma concentration versus time plots will be presented on linear and
semi-logarithmic scales, by treatment, for risperidone, 9-hydroxyrisperidone and total active
moiety, as appropriate.

Pharmacokinetic parameters will be calculated for nsperidone, 9-hvdroxynsperidone and total
active moiety (risperidone + 9-hydroxyrisperidone), by non-compartmental analysis.

The PK parameters calculated after the 4th dose of 180 mg PERSERIS will be considered a
secondary endpoint.
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Table 2

Pharmacokinetic Parameters

Indivior
14 Mar 2019

Oral Risperidone Administration (Day -1; 0 to 12 Hours) Note: The PK analysis will
include data from all subject who receive oral nsperidone and provide an adequate
mumber of blood samples to derive the following parameters:

Cumax Maximum observed plasma concentration

toax Time of maximmm observed plasma concentration

Cavg s9) Average plasma conceniration from time 0 to 12 hours post-dose at Day -1

Cuin Minimum observed plasma concentration

percent = 100*(Cmax-Cin)/ Cave (s9)

fluctuation

AUCo12 Area under the plasma concentration-tume curve from Time 0 to 12 hours
post-dose at Day -1; calculated using the linear trapezoidal rule

Cirough Trongh plasma concentration (measured pre-dose concentration during

oral administration period; directly before oral administration)

Subcutaneous Administration (1st, 3rd and 4th doses of 180 mg PERSERIS)

Initial Peak Parameters (approximately 0-24 hours post-dose)

Coma

Maximum observed plasma concentration

lmax

Time of maximum observed plasma concentration

Secondary Peak Parameters (approximately 24-672 hours)

Conax

Maximum observed plasma concentration

tm kg

Time of maximmm observed plasma concentration

Overall PK Profile

Conax Maximum observed plasma concentration

Cmin Minimmm observed plasma concentration

Cavg Average plasma concentration from Time 0 to 672 hours post-dose (1% SC
mjection); total exposure over the dosing interval divided by the tume of the
dosing mterval

Cavg (s9) Average plasma concentration at steady-state from Time 0 to 672 hours
post-dose (2™ and 3™ SC injection); total exposure over the dosing interval
divided by the time of the dosing nterval

toax Time of maximmm observed plasma concentration

AUC, Area under the plasma concentration-time curve from Time 0 to 672
hours post-dose; calculated using the linear trapezoidal rule

pEIEEﬂt - lﬂﬂ*{Cmax'Cmm)u'll CavE (5s)

fluctuation

Cirough Trough plasma concentration (measured pre-dose concentration during

the SC administration peniod; directly before next dose admimstration)

Partial PK Profile [0 to 336 hours (0 to 14 davs)]

{:male:h}'s

Maximum observed plasma concentration
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Cmin14days Minimum observed plasma concentration
Cavgl4days Average plasma concentration from Time 0 to 336 hours post-dose; partial
area under the curve over the 0-336 hours (PAUC 440y:) divided by 336
hours
PAUC 14days Area under the plasma concentration-time curve from Time 0 to 336

hours post-dose; calculated using the linear trapezoidal rule
Partial PK Profile [336 to 672 hours (14 to 28 days)]

Crmmcrsdays Maximum observed plasma concentration

Crmin28days Minimum observed plasma concentration

Cavpadays Average plasma concentration from Time 336 to 672 howrs post-dose;
partial area under the curve over the 336-672 hours (PAUCs4ay.) divided by
336 hours

PAUCdays Area under the plasma concentration-time curve from Time 336 to 672
hours post-dose; calculated using the linear trapezoidal mle

Analysis may include calculation of other PK parameters as applicable. Pharmacokinetic
calculations will be performed using WinNonlin Phoenix version 6.3 or lugher (Pharsight
Corporation). Summary statistics (number of observations, arithmetic mean, median, standard
deviation, mimimum, maximum, geometric mean and coefficient of variation) for all relevant PK

parameters of risperidone, 9-hydroxyrisperidone and total active moiety will be presented after
oral and subcutaneous administration.
Steady-state attainment after oral dosing and SC dosing will be evaluated.

The following PK data collected after 4th dose (an alternate site, arm) will be compared against
PK data collected after 3rd dose (the abdominal site):

¢ [Initial peak parameters: Cumax. lmax

¢ Secondary peak parameters (if applicable): Ciax, tmax

¢ Overall Parameters: Cumax, Cavg (ss). lmax, AUCq

¢ PK parameters over partial mterval (0 to 14 days): Cumaxiadays, PAUC14days, Crninladays, Cavgl4days

¢ PK parameters over partial interval (14 to 28 days): Cmax2sdays, PAUC28days , Comosdays,
C-angSds}rs

A more complete description of the PK analvses will be provided in the Statistical Analysis Plan
(SAP).

8.8.1 Plasma Samples for Pharmacokinetic Analysis

Blood samples will be collected for PK analysis according to the SOE (Appendix 6). Additional
PK samples will be collected should injection related 1ssues (1.e., obstruction or leaking) occur
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on the day of mjection. Any additional PK samples taken on mjection days will be collected
within one hour of injection.

Blood samples will be collected in pre-labelled vacutainer fubes containing K;-EDTA
(ethylenediaminetetraacetic acid) as a preservative. Blood sampling will be performed by
appropriately qualified and trained study personnel, by individual venipuncture, or, if necessary,
through an inserted indwelling catheter with a saline lock in the subject’s forearm to minimize
subject risk and discomfort. Heparin flushing 1s not permitted. The indwelling catheter will only
be flushed with saline. Each blood sample by venipuncture will be approximately 6.0 mL. In the
event an mdwelling venous catheter 1s used during PK sampling, this will result in approximately
an additional 3.0 mL of blood per sample for the initial drawback, which will be discarded prior
to obtaining the 6.0 mL blood sample for analysis.

The exact times (to the minute) and date of collection of each sample will be recorded in the
source documents.

All PK blood samples must be placed immediately into an ice bath after collection.

PK blood samples will be centrifuged at approximately 3000 rpm for 10 minutes at 4°C. The
resulting plasma samples will be harvested, divided into approximately equal aliquots of 1.5 mL
each and transferred into appropriately labelled polypropylene screw-cap tubes. Thus, one half of
each processed blood sample (i.e., plasma) will be the primary sample, and the other will be the
backup sample. The samples will be shipped to the bioanalytical lab for analvsis, as requested by
the Sponsor. The backup samples should be transferred to the bioanalytical lab only after the
clinical site has received a confirmation notice from the bioanalytical lab that the original
samples have been received.

All PK plasma samples will be placed in a storage freezer at -20°C within 60 minutes of blood

draw. Samples will remain frozen until assayed. A more detailed description of plasma sample
preparation requirements and shipment of samples will be provided in the laboratory manual.

Appropriate documentation shall be placed in the trial master file.
8.8.2 Sample Analysis

Plasma samples will be analysed for risperidone and 9-hydroxyrnisperidone concentrations using

a validated method of liquid chromatography with tandem mass spectrometry (LC-MS/MS). The
lower limit of quantitation is 0.1 ng/mL for risperidone and 0.1 ng/mL for 9-hydroxyrisperidone.
Faw data will be arcluved at the bioanalytical site.
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8.9 Biomarkers and Pharmacodynamic Markers

89.1  CYP2D6 Genotyping

Approximately 5 to 10 mL of whole blood in purple top polypropylene Vacutainers® containing
K5-EDTA will be collected at screening. The blood sample will be de-identified (i.e., labelled
with a study number and subject number) and submutted to a central laboratory for analvsis. The
blood should not be frozen prior to shipping but immediately refrigerated following collection.
No genetic investigations other than CYP2D6 genotyping are planmed, and none will be done on
subject blood samples without IRB approval and specific, written informed consent of the
subject.

The normal (wild-type) allele is designated as CYP2D6*1. Null (loss of function) alleles that are
associated with the poor metaboliser phenotype: CYP2D6*3, CYP2D6*4, CYP2D6*5 (gene
deletion), CYP2D6*6, CYP2D6*7 and will be analysed. Reduced activity alleles that are
associated with the intermediate metaboliser phenotype: CYP2D6*9, CYP2D6*10, CYP2D6*17
and CYP2D6*41 will be analyvsed. CYP2D6 phenotypes will be classified based on the
publication *Clinical Pharmacogenetics Implementation Consortium Guideline for CYP2D6 and
CYP2C19 Genotvpes and Dosmg of Tricvclic Antidepressants’ by Hicks et al (2013).

Eesults for genotyping may take 1 to 2 weeks to be received from the date of receipt at the
testing facility.

The PGx samples are for the purpose of assessing geneftic variation in enzymes that may affect
the PK of PERSERIS. PGx sample collection, handling and storage are explamed 1 greater
detail in the laboratory mannal.

8.10 Safety Assessments
8.10.1  Abnormal Involuntary Movement Scale (AIMS) for Tardive Dyskinesia

The AIMS is a tool that aids in early detection and ongoing monitoring of tardive dyskinesia. a
movement disorder that can result from long-term treatment with antipsychotic medication. By
assessing the subject’s body movement in specific positions requiring rotation, a psychiatrist is
able to determune whether abnormal facial or body movements exist (Keith 2009). Facial, oral,
extremity and tmnk degree of involuntary movement is evaluated on a scale from 0 to 4,
representing increasing symptom level, in which 0=none, 1=minimal, maybe extreme normal,
2=mild, 3=moderate and 4=severe. In addition, a global assessment of the subject 1s made, which
imcludes overall level of involuntary movement severity (based on the highest single movement
score recorded), incapacitation due to involuntary movement, self-awareness of involuntary
movement and dental status. This scale is presented in Appendix 12 and is administered at the
visits listed in the SOEs (Appendix 1, Appendix 2, Appendix 3, Appendix 4 and Appendix 5).

8.10.2 Simpson-Angus Scale (SAS)

The SAS 1s a 10-1tem scale used to detect the presence of drug-induced Parkinsonism and
extrapyramidal side effects and evaluates symptom severity (Keith 2009). The 10 items focus on
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rigidity rather than bradykinesia and do not assess subjective ngidity or slowness. Items are rated
for severity on a 0—4 scale, with definitions given for each anchor point. The SAS is presented in
Appendix 13 and is administered at the visits listed in the SOEs (Appendix 1, Appendix 2,
Appendix 3, Appendix 4 and Appendix 5).

8.10.3 Barnes Akathisia Rating Scale (BARS)

The BARS is a 4-item scale that detects the presence and severity of any drug-induced akathisia.
The scale measures objective and subjective effects such as restlessness and awareness of
restlessness, respectively (Keith 2009, Riezen 1988). Subjects are observed while seated, then
while standing and engaged in neutral conversation, for a minimum of 2 minutes in each
position. Svmptoms observed during additional situations, such as subject behaviour on the
ward, may also be rated. Subjective phenomena should be elicited through direct questioning of
the subject. Global assessment 1s made on a scale of 0 to 5, with comprehensive definitions
provided for each anchor point on a scale in which O=absent, 1=questionable, 2=mild akathisia,
3=moderate akathisia, 4=marked akathisia and 5=severe akathisia. The BARS is presented in
Appendix 15 and 1s admimistered at the visits listed m the SOEs (Appendix 1, Appendix 2,
Appendix 3, Appendix 4 and Appendix 5).

8.10.4 Columbia-Suicide Severity Rating Scale (C-SSRS)

The C-SSRS is a scale developed by the National Institute of Mental Health trial group as a
counterpart to the Food and Drug Adminmistration’s (FDA) categonzation of suicidal events
(Maller 2007, Posner 2007). It is based on a categorization of thoughts and behaviour that are
statistically 1dentified as significantly related to suicidal behaviour. The scale captures the
occurrence, severity and frequency of suicide-related thoughts and behaviours throughout
lifetime at Screening and for the time interval since last admimistration for repeat administrations
during a study. The scale includes suggested questions to solicit the type of information needed
to determine if a sumicide-related thought or behaviour occurred (baseline/screening and since-
last-visit versions of the C-S5RS are presented mn Appendix 16). For the baseline/screemng
version, the snbsection “Suicidal Ideation™ should reflect responses from the past 6 months of the
subject’s life, and the subsection “Suicidal Behaviowr™ should reflect responses from the past
year of the subject’s life. The C-SSRS is administered at the visits listed in the SOEs (Appendix
1, Appendix 2. Appendix 3, Appendix 4 and Appendix 5).

8.11 Clinical Assessments

8.11.1  Positive and Negative Syndrome Scale (PANSS)

The PANSS 1s a medical scale designed to measure symptom severity among subjects with
schizophrenia, utilizing a 30-item, 7-point rating scheme comprising adaptations of 18 items
from the Brief Psychiatric Rating Scale and 12 items from the Psychopathology Rating Schedule
(Kane 2003, Risperdal® 2018, Risperdal Consta® 2018, Kay 1987, Peralta 1994). Each item on
the PANSS is accompanied by a complete definition as well as detailed anchoring criteria for all
7 rating points, which represent increasing levels of psychopathology: 1=absent, 2=minimal,
3=mild, 4=moderate, 5=moderate severe, 6=severe and 7= extreme. The PANSS is scored by
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summation of ratings across items such that the potential ranges are 7 to 49 for the Posifive and
Negative Scales and 16 to 112 for the General Psychopathology Scale. The PANSS is presented
m Appendix 11 is administered at the visits listed in the SOEs (Appendix 1, Appendix 2,
Appendix 3, Appendix 4 and Appendix 5).

8.11.2  Clinical Global Impression — Severity of lliness Scale (CGI-S)

The overall clinical severity of illness for each subject will be rated using the Clinical Global
Impression — Severity of Tllness scale (CGI-S). To perform this assessment, the rater will answer
the following question: “Considenng vour total clinical expenence with this particular
population, how mentally ill is the patient at this time”? Response choices include: 0 = not
assessed; 1 = normal, not 1ll at all; 2 = borderline mentally 1ll; 3 = mldly 1ll; 4 = moderately 1ll;
5 = markedly ill; 6 = severely ill; and 7 = among the most extremely ill patients. This scale is
presented i Appendix 14 and 1s administered at the visits listed in the SOEs (Appendix 1.
Appendix 2, Appendix 3, Appendix 4 and Appendix 5).

8.12 Appropriateness of Measurements

The clinical data measures to be employed in this study are standard. generally accepted clinical
assessment scales, The PANSS is a medical scale designed to measure symptom severity among
subjects with schizophrenia. The CGI-S is a conventional tool for determining the subject’s
severity of illness, clinical status and change from baseline over time.

The conventional safety assessments that will be used i this study are suitable, standard and
widely used measures for evaluating the safety of the study drug. Measurement of drug levels in
plasma over time is a standard evaluation of pharmacokinetic parameters.

Secondary safety evaluations will include 4 scales: the ATMS, the SAS and BARS. which are
standard neurological and clinical symptom assessments of EPS; and the C-5SES, a validated
screening measure for detecting suicide risk.

8.13 Protocol Deviations

A protocol deviation 1s any non-compliance with the clinical study protocol or ICH/GCP
requirements. The non-compliance may be either on the part of the subject, the Investigator or
the study site staff. As a result of deviations, corrective actions are to be developed by the site
and implemented promptly and in accordance with ICH E6. It 1s the responsibility of the
Investigator and study site staff to nse continuous vigilance to identify and report deviations to
Indivior or specified designee. All deviations must be addressed in the study source documents.
Protocol deviations must be sent to the local IRB/IEC as required. The Investigator and study site
staff are responsible for knowing and adhering to the IRB/TEC’s requirements.
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9 STUDY DRUG MANAGEMENT
9.1 Description

The term ‘study treatment’ is used thronghout the protocol to describe any combination of
product received by the subject as per the protocol design. Study treatment may therefore refer to
the individual study treatments or the combination of those study treatments.

9.1.1 Study Treatment
PERSERIS

PERSERIS injection contains risperidone, an atypical antipsychotic. Risperidone belongs to the
chemical class of benzisoxazole derivatives. The chemical designation 3-[2-[4-(6-fluoro-1.2-
benzoxazol-3-yl) piperidin-1-yl] ethyl]-2-methyl-6,7 8 9-tetrahydropyrido[1,2-a] pyrimidin-4-
one. Tts molecular formula is C23H27FN4O2 and its molecular weight is 410.5 g/mol.

The structural formula 1s:

Risperidone is a white to off-white powder. It is practically insoluble in water and soluble in
methanol and 0.1 N HCL

PERSERIS is available as a sterile 2-syringe mixing system; a liquid syringe pre-filled with the
delivery system. a colourless to vellow solution. The delivery system provides the monthly
extended-release delivery of nsperidone in PERSERIS. It 1s comprised of poly (DL-lactide-co-
glycolide) polymer and N-methyl-2-pyrrolidone. The powder syringe is pre-filled with
risperidone (white to yellow). Prior to use, the product 1s constituted by coupling the liquid and
powder syringes and passing the contents back-and-forth between the syringes. On completion of
the mixing cvcles, the combined mixture resides in the liquid syringe. A sterile, safety needle is
affixed to the liquid syringe and the expressible syvringe contents are injected subcutaneously mto
the abdomen or back of upper arm. The product should be prepared immediately prior to use for
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subcutaneous mjection. See Appendix 8 for Investigational Product Preparation and Dispensing
Instructions.

After mixing, PERSERIS is available as an extended-release injectable snspension, for
subcutaneous use, in the following strengths of risperidone: 90 mg and 120 mg.

Reference:

Manufactured for: Indivior Inc., North Chesterfield, VA 23235.

Powder syringe manufactured by Patheon Manufacturing Services, Greenville, NC 27834.
Ligquid syringe manufactured by AMRI Global, Burlington, MA 01803.

Risperdal® (risperidone) Tablets for oral use, 3mg

Risperdal® contains risperidone. Risperdal® tablets are for oral administration and the 3mg tablet
15 a yellow, capsule-shaped tablet in bottles of 60 count.

Reference:

Active Ingredient 1s made in Treland
Finished Product 1s manufactured by:
Janssen Ortho, LLC

Gurabo, Puerto Faco 00778

9.2 Packaging and Storage
9.2.1 PERSERIS

PERSERIS labels will be developed in accordance with Good Manufacturing Practice (GMP)
and local regulatory requirements.

PERSERIS inner packaging (pouches) must remain with the outer product carton until the time
of administration.

How Supplied

PERSERIS (risperidone) for extended-release injectable suspension, for subcutaneous use is,

when fully mixed, a viscous suspension that varies from white to yellow-green and is
commercially available in dosage strengths of 90 mg and 120 mg.

PERSERIS 90 mg will be supplied for this study as a single-dose kit, packaged in a carton (NDC
12496-0090-1), contaiming the following:
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¢ One pouch with a sterile syringe (labelled P*for powder) pre-filled with risperidone powder

¢ One pouch with a sterile syringe (labelled ‘L'for liquid) pre-filled with the delivery system
and desiccant.

¢  One 18-gauge, 5/8-inch sterile safety needle.

Storage and Handling

Store 1 refrigerator at 2° to 8°C (36° to 46°F). Allow PERSERIS kit to come to room
temperatre, 20°C to 25°C (68°F to 77°F), for at least 15 minutes prior to mixing.

PERSERIS may be stored in its unopened original packaging at room temperature, 20°C to 25°C

(68°F to 77°F), for up to 7 days prior to administration. After removal from the refrigerator, use
PERSERIS within 7 days or discard.

9.2.2 Risperidal®

Risperdal® clinical identifier label will be developed in accordance with GMP and local
regulatory requirements.

How Supplied

Risperdal® (risperidone) tablets, for oral use will be supplied in bottles of 60 count, 3mg tablets
(NDC- 50458-0330-06). Each bottle will have a clinical trial identifier label applied.

Storage and Handling

Risperdal® tablets should be stored at controlled room temperature 15°-25°C (59°-77°F). Protect
from light and moisture.

9.3 Drug Administration

Study drug must be adnumistered under the supervision of the PI or a medically qualified
designee. Study dmg will be administered only to subjects participating in the study. The

Investigator or designee agrees to neither administer the study dmg from - nor store it at - any
location other than the study site agreed upon with Indivior.

The PI is responsible for ensuring proper and accurate documentation of the administration of
mvestigational product.

See Appendix 8 for additional instructions on preparing the study dmg for dispensing and
administering,

9.3.1 Drug Preparation, Inspection and Administration

Drug preparation, inspection and dispensing instructions are presented in Appendix 8.
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9.4 Accountability

The Investigator 1s responsible for ensuring that all study drug received at the site 1s mventoried,
acconnted for and documented in accurate study dmg accountability records. Upon completion

of the study and/or as requested by Indivior, copies of study drug accountability records will be
provided to Indivior. Upon completion of the study and following Indivior approval, all nnused
study treatment will be disposed of by the study site or specified designee. Study diug must be
handled strictly in accordance with the protocol, handling guidelines and the label; it must be
stored in a locked, limited-access area under appropriate environmental conditions.

The dispensing of all study treatments (PERSERIS and Risperdal®) to the subject must be
documented on the drug dispensing form. All study drug dispensation will be performed by a
pharmacist or designee, checked by a study site staff member and documented on a dmg
dispensation form.

Unused study treatment must be available for verification by the site momitor during on-site
monitoring visits.

9.5 Reporting Product Complaints

The Investigator and study site staff are responsible for prompt recognition and reporting of
product quality complaints to Indivior. A product complaint 1s any concern pertaining to the
manufacturing or quality control of the study drug and includes, but is not limited to, short
counts/empty pouches, broken needles, labelling defects, missing inserts, packaging defects or
difficult to open packaging, study drug that 1s thought to be meffective, or has an appearance,
taste or odour that 1s outside of what 1s expected.

All product complaints should be reported to Indivior in a timely manner and the following
mformation provided:

¢ Site Number

# Site contact/reported by

¢ Subject Number (if already assigned to a subject)
* Description of 1ssue

¢ Picture, if available (photographs should be taken only if safe to do so/within site policy or
practice to take photograph)

If the product has not yet been opened (1.e. product does not pose any hazard), retain the product
and packaging in a quarantined space until further instruction is provided by Indivior. If the
product is potentially hazardous, dispose per site process and document in the source.
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9.6 Permitted and Prohibited Concomitant Therapies

Concomitant medications will be collected 30 davs prior to screening until EOS visit at the time
points listed in Appendix 1, Appendix 2. Appendix 3, Appendix 4 and Appendix 5. Any

concomitant medications (including health, herbal and dietary supplements) taken during the
study will be recorded in the source documents and in the eCRF. Any changes in concomitant

therapy during the study will be documented, including cessation of therapy, initiation of therapy
and dose changes.

The best medical mterests of the subject should guide the Investigator in the management of
conditions that are pre-existing or that develop during the study (intercurent illness or AEs). All
study personnel should be familiar with the content of the Investigator’s Brochure (IB) in order
to manage the subject’s condition adequately and select appropriate concomitant medications, if

needed. The PT or medically qualified sub-Investigator should carefully assess the potential for
interaction with risperidone before prescribing any concomitant medications.

Concomitant use of benzodiazepines, propranolol and anti-parkinsonian medication may be
required to treat and alleviate side effects during the study treatment period.

9.6.1 Permitted Concomitant Therapies

The Investigator may prescribe concomitant medications deemed necessary to the subject, with
the exception of those medications defined in Appendix 7 of the protocol.

Treatment of Agitation and Anxiety

Concomitant nuse of the following oral (PO) benzodiazepines for treatment of agitation and/or
anxiety 1s allowed, at the Investigator’s discretion, as-needed, mn divided doses.

e Jlorazepam 3 mg/24 hours (PO)

s alprazolam 1.5 mg/24 hours (PO)
e clonazepam 1.5 mg/24 hours (PO)
* diazepam 15 mg/24 hours (PO)

If a subject requires more than the dose(s) of benzodiazepine(s) listed above or requires
benzodiazepine treatment for more than 5 days, the site should contact the medical monitor to
discuss suitability of the subject to continue in the study.

Benzodiazepines should not be administered within the 12-hour period prior to assessment with
the CGI-S, or EPS scales.
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Treatment of Insomnia

Only 1 sleep aid may be used per might.

Concomitant use of oral zolpidem should not exceed 10 mg/mght total dose.
Lorazepam can be used to treat insommnia if used as outlined above.

Eszopiclone (up to 3 mg) or zaleplon (up to 20 mg) may be used in place of zolpidem.

Sleep aids for insomnia shonld not be used within 12 hours prior to rating symptoms with the
CGI-S, or EPS scales.

Treatment of Extrapyramidal Symptoms (EPS)

In the event of newly emergent EPS dunng the treatment penod, oral propranolol (for akatlusia)
up to 60 mg/day and/or concomitant use of anti-parkinsonian medications is allowed on an as-
needed basis only. Every effort should be made to rate on neurclogical motor scales (SAS,
BARS and AIMS) prior to mitiation of anti-parkinsoman medications. Concomitant use of oral
anticholinergic medications should not exceed an equivalent of benztropine 4 mg/24 hours given
m 1 to 2-mg doses. The PI should make every effort to minimize and taper anti-parkinsonian use
as clinically indicated and appropriate.

These medications should not be used within 12 hours prior to assessment with the CGI-S, or
EPS scales.

Non-Therapy Precautions

Subjects should not undergo any elective medical procedure without prior consultation with the
Investigator. Any elective procedures (e.g., minor surgery, dental surgery. orthopaedic surgery,
etc.) that might require hospitalization or general anaesthesia should be evaluated by the P1
before the subject is enrolled in this study.

Short Term Opioid Use for Acute Pain

Short term use of opioid analgesics for acute pain during open-label treatment may be permitted
with approval of the medical monitor. In case of emergency, the Investigator may administer
necessary medication, but should inform the medical monitor as soon as possible.

9.6.2 Prohibited Concomitant Therapies

Subjects should be instructed not to take any medications, including OTC products, without first
discussing with the Investigator.

The use of the following treatments will not be permitted from Screening to EOS wvisit:

¢ Clinically relevant inducers or inhibitors of cytochrome P450 CYP2D6, or CYP3A4,
within the required washout period of a minimum of 5 half- lives prior to Day 1 and for
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the duration of the study. A list of prohibited CYP450 inducers or inhibitors 1s presented
in Appendix 7. The medical monitor should be contacted with any questions regarding
the use of CYP2D6 or CYP3A4 inducers or inhibitors.

¢ Benzodiazepines within the 12-hour period prior to administration of CGI-S and EPS
scales (SAS, BARS and ATMS).

* Non-benzodiazepine sleep aids withun 12 hours prior to adminmistration of CGI-5 and EPS
scales (SAS, BARS and ATMS).

* Propranolol within 12 hours prior to admimstration of CGI-S and EPS scales (SAS,
BARS and AIMS).

* Anti-parkinsonian medications within the 12-hour period prior to admimstration of CGI-
S and EPS scales (SAS. BARS and AIMS).

¢ Any antipsychotic medication for the duration of the study with the exception of protocol
dictated oral risperidone and PERSERIS treatment.

¢ Medications, in addition to those listed in Section 9.6.1 and Appendix 7, which, in the
opimion of the P in conjunction with the medical monitor, may be expected to
significantly interfere with the metabolism or excretion of risperidone and/or 9-
hyvdroxyvnisperidone, may be associated with a significant drug mteraction with
risperidone, or that may pose a significant risk to subjects’ participation in the study are
also prohibited.

9.6.3 Lifestyle Restrictions

Urine Drug Screen Substances

If a subject has a positive UDS for opioids, cocaine, amphetamines, methadone, barbiturates,
benzodiazepines, methamphetamine, cannabinoids or phencyclidine, the Investigator or designee
will solicit additional information from the subject regarding the use of illicit substance(s) as
well as frequency of use. Based on this information, the Investigator will consnlt with the
medical monitor to determine whether continued participation in the study would impact the
safety of the subject.

9.7 Compliance

This study involves the administration of oral risperidone and 4 doses of 180 mg of PERSERIS
(each 180-mg dose will be administered as two 90-mg SC injections). The PT or sub-Investigator
may terminate a subject based on the subject’s ability to comply with the protocol requirements.

Study dg will be administered by designated qualified study personnel at the clinical facility.
The PT or sub-Investigator will be present during the administration of study drmg. The time and
duration, the dose delivered and any dosing observations will be recorded n source
documentation. The PI, sub-Investigator or designated individual will maintain a log of all smudy
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drugs dispensed and returned. Drug supplies will be inventoried and accounted for throughout
the study.
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10 ADVERSE EVENTS

The Investigator or designee is responsible for identifying, documenting and reporting events
that meet the definition of an AE.

An AE 15 any untoward medical occwrrence in a subject associated with the use of PERSERIS
regardless of the presence of a causal relationship to the study drmug. An AE can be any
unfavourable and unintended sign (including an abnormal laboratory finding), svmptom or
disease (new or exacerbated) temporally associated with PERSERIS, whether or not considered
related to the study drug.

Events meeting the definition of an AE include:

* New condition detected after PERSERIS administration even though the AE may have
been present prior to receiving the study dmg.

* Exacerbation of a pre-existing condition (including mtensification of a condition and/or
an increase in frequency).

* Any abnormal laboratory test results or other safety assessments felt to be climically
significant in the opinion of the Investigator (including those that worsen from baseline).

¢ Symptoms and/or the clinical sequelae of a suspected interaction or an overdose of either
PERSERIS or a concomitant medication

¢ Signs, symptoms or clinical sequelae resulting from special interest conditions (e.g..
PERSERIS misuse, medication error, leaking from the injection site, PERSERIS
withdrawal, PERSERIS depot removal etc). Overdose per se will not be reported as an
AE/sernious adverse event (SAE) unless this 1s an intentional overdose taken with possible
snicidal/self-harming intent. This should be reported regardless of sequelae.

» Symptoms of dose-dumping or any obstructions/issues with PERSERIS imjection based
on the clinical judgment of the investigator.

¢ Symptoms and/or clinical sequelae resulting from lack of efficacy will be reported if they
fulfil the definition of an AE.

¢ Symptoms and/or clinical sequelae that resulted in intervention.
Events that do not meet the definition of an AE include:

¢ The disease/disorder being studied, or expected progression, signs, or symptoms or the
disease being studied, unless more severe than expected for the subject’s condition.

s Medical or surgical procedures; the condition that leads to the procedure is an AE.
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e Simations where an untoward medical occurrence did not oceur (e.g., social and/or
convenience admission to a hospital, hospitalization for elective surgery, hospitalization
for observation in the absence of an AE).

¢ Anticipated day-to-day fluctuations of pre-existing disease(s) or condition(s) present or
detected at the start of the study that do not worsen.

10.1 Assessment of Adverse Events

The Investigator is ultimately responsible for assessing and reporting all AEs as outlined in the
protocol. The assessment and reporting of AEs may be delegated to a medically gualified sub-
Investigator, trained on tlus study protocol, who 1s listed on the delegation of authority log. All
AFEs regardless of treatment group or suspected cansal relationship to the study drmg will be
reported as described 1n this protocol.

Adverse events should be volunteered by the subject or solicited from the subject using a
standard statement, obtained from examination of the subject at a site visit, or from observations
of clinmcally significant laboratory values or special examination abnormal values. If an event
assessed by one of the study scales requires infervention, or if in the opinion of the Investigator,
it 15 clinically significant, then it will be reported as an AE.

All AEs are to be assessed and recorded in a timely manner and followed to resolution or until
the Investigator determunes that there 1s not an anticipated resolution. Each AE 1s to be
documented with reference to seventy, date of occwrrence, duration, treatment and outcome.
Furthermore, each AE i1s to be classified as bemg serious or non-serious. In addition, the
Investigator must assess whether the AE is study dmg-related or not.

10.1.1  Time Period for Collecting Adverse Events

Adverse event monitoring and reporting will begin after the subjects sign the ICF, continue
throughout the study and include EOS/ET/Follow-up. Subjects will be monitored by the study
site staff for untoward effects and will be released from the study after the last procedure is
completed and confirmed that the subject has no residual untoward effects from the study drug
that may affect safety.

Surgical procedures, planned before enrolment of the subject in the study, are not considered
AEs if the condition was known before study inclusion. In this case the medical condition should
be reported in the subject’s medical history.

Any clinically significant symptoms will be reported as AEs. All AEs and corresponding
treatment will be recorded in the eCRFs and a summary of all the safety data will be presented in
the final Clinical Study Report (CSRE). Any ongommg AEs will be appropnately followed up until
resolution or 7 days after EOS/ET. The study site personnel will make every effort to contact the
subject for a minimum of 2 attempts after which the outcome of the AE will be reported as lost
to follow-up.
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If a subject expenences the onset of an SAE within 5 days following study completion and in the
opinion of the Investigator, that SAE is associated with the stdy. it will be followed and
reported as described in Section 11.2.

If an SAE occurs that is deemed related to study drug, a PK sample will be taken as soon as
possible after the event is reported. If possible, an additional sample should be collected when
the SAE has been resolved.

10.1.2 Assessment of Intensity

The term “severe” is used fo describe the intensity (severity) of a specific event (as in mild,
moderate, or severe); the event itself, however, may be of relatively minor medical significance
(such as a severe headache). This is not the same as “serious”, which 1s based on subject/event
outcome or action criteria usually associated with events that pose a threat to a subject’s life or
functioning. Serionsness (not severity) serves as a guide for defining regulatory reporting
obligations.

Intensity Definition

Mild Causes transient or mild discomfort; no limitation of usnal activities; no
medical intervention required

Moderate Causes mild-to-moderate limitation in activity; some limitation of usual
activities: no or minimal medical intervention or therapy is required

Severe Causes marked limitation in activity; some assistance is usually required;
medical itervention or therapy is required; hospitalization 1s probable

Adverse events with changes in severity should be documented as separate events.
10.1.3 Assessment of Causality

The Investigator or a medically qualified sub-Investigator trained on this study protocol, listed on
the FDA Form 1572 or equivalent and on the delegation of authority log, 1s responsible for
determimng the AE relationship to the study drug.

The following categories will be used to define the relationship of an AE to the administration of
PERSERIS:

Not Related: Data are available to 1dentify a clear alternative cause for the AE other than
the study drug.

Related: The cause of the AE is related to the study drug and cannot be reasonably
explained by other factors (e.g., the subject’s clinical state, concomitant
therapy and/or other interventions).

A "reasonable possibility" 1s meant to convey that there are facts/evidence or arguments to
suggest a cansal relationship, rather than a relationship cannot be ruled out. The Investigator will
use clinical judgment to determine the relationship. Alternative causes, such as the natural
history of the underlying diseases, concomitant therapy, other risk factors and the temporal
relationship of the event to the study drug will be considered and investigated. The Investigator
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will also consult the IB and/or Product Information, for marketed products, i the determination
of his/her assessment. For each AE/SAE the Investigator must document in the medical notes
that he/she has reviewed the AE/SAE and has provided an assessment of causality.

There may be situations when an SAE has occwred and the Investigator has minimal information
to include in the initial report to Indivior or designated representative. However, it is imperative
that the Investigator always make an assessment of causality for every event prior to the mnitial
transmussion of the SAE data to Indivior or designated representative. The Investigator may
change his/her opinion of causality in light of follow-up information and amend the SAE data
collection tool accordingly. The causality assessment 1s one of the criteria used when
determining regulatory reporting requirements.

10.1.4  Expectedness

An unexpected AE is an AE, the nature and severity of which is not consistent with the
applicable Product Information (e.g., IB for an investigational product or product label/summary
of produet characteristics for an approved product).

10.1.5  Clinical Significance

The Investigator or medically qualified sub-Investigator trained on this study protocol, listed on
the FDA Form 1572 or equivalent document and on the delegation of authonty form, 1s
responsible for determining the clinical significance of abnormal assessment results (e.g.,
laboratory or ECG results) for the subject.

10.1.6  Clinical Laboratory Changes

Changes 1n laboratory values, vital signs or other safety parameters (e.g., ECG, neurological and
clinical symptom assessments) as noted in the protocol are a subset of AEs and are reportable
only if the lab test result is associated with accompanying symptoms and/ or requires additional
diagnostic testing or intervention (medical, surgical) and/or requires additional sigmficant
treatment and/or requires temporal or permanent discontinuation of PERSERIS or a change to
dosing other than as permutted by protocol, or if considered to be climcally significant by
Investigator or medically qualified designee.

Screening laboratory assessments are differentiated from AE/symptoms that are incurred post
mformed consent. These screening laboratory assessments, if determined to be chimically
significant abnormal values, reflect the status of the subject prior to study participation. These
clinically significant pre-dose abnormal lab evaluations without clinical symptoms will not be
reported as AEs.
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11 SERIOUS ADVERSE EVENTS

The Investigator or designee 1s responsible for identifying, documenting and reporting events
that meet the definition of an SAE.

An SAE is any event that meets any of the following critenia:

e Death

¢ Life-threatening

* [npatient hospitalization or prolongation of existing hospitalization

* Persistent or significant disability/incapacity

* Congenital anomaly/birth defect in the offspring of a subject who received PERSERIS

¢ Other: Important medical events that may not result in death, be life-threatening or require
hospitalization, may be considered an SAE when, based upon appropnate medical judgment,
they may jeopardize the subject and may require medical or surgical intervention to prevent
one of the outcomes listed in this definition. Examples of such events are:

o Intensive treatment in an emergency room or at home for allergic bronchospasm
o Blood dyscrasias or convulsions that do not result in mpatient hospitalization

An AE 1s considered “life-threatening™ 1f the subject was at immediate nisk of death from the
event as it occurred: 1.e_ it does not include a reaction that if it had oceurred in a more serious
form might have caused death. For example, study dmg-induced hepatitis that resolved without
evidence of hepatic failure would not be considered life-threatening even though study dmg-
mnduced hepatitis can be fatal.

AEs requiring hospitalization should be considered SAEs. Hospitalization for elective surgery or
routine climcal procedures that are not the result of AE (e.g., elective surgery for a pre-existing
condition that has not worsened) should not be considered AEs or SAEs. If anything, untoward is
reported during the procedure, that occurrence must be reported as an AE (either 'serious’ or
'non-serious’) according to the usual criteria.

In general, hospitalization signifies that the subject has been detained (usnally involving at least
an overmight stay) at the hospital or emergency ward for observation and/or treatment that would
not have been appropriate in the physician's office or other outpatient setting. Complications that
occur during hospitalization are AEs. If a complication prolongs hospitalization or fulfils any
other serous criteria, the event 1s serious. When in doubt as to whether "hospitalization' occurred
or was necessary. the AE should be considered serious.
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An AE 1s mcapacitating or disabling if the experience results i a substantial and/or permanent
dismption of the subject's ability to carry out normal life functions.

A PK sample will be taken as soon as possible after any SAE is reported or specify SAE(s) for

which a PK sample is required. This sample should be collected as soon as the site 1s made aware
of the SAE. If possible, an additional sample should be collected when the SAE has been

resolved. Blood samples collected for PK analysis will be analysed for nisperidone and 9-
hydroxyrisperidone concentrations.

11.1 Documenting Serious Adverse Events

When an SAE occurs, it is the responsibility of the Investigator to review all documentation
(e.g.. hospital progress notes, laboratory and diagnostic reports) pertaining to the event. The
Investigator will then record all relevant information regarding an SAE on the approprate
electronic or paper form(s).

It is not acceptable for the Investigator to send photocopies of the subject’s medical records to
Indivior in heu of completion of the SAE Reporting Form. However, there may be cases where
copies of medical records are requested by Indivior or designated representative. In this instance,

all subject identifiers, except for subject number, will be redacted on the copies of the medical
records prior to submission to Indivior.

The Investigator will attempt to establish a diagnosis of the event based on signs, symptoms
and/or other clinical information. In such cases, the diagnosis will be documented as an AE or
SAE and not the mdividual signs/symptoms.

11.2 Reporting Serious Adverse Events
11.2.1  Investigator Reporting of Serious Adverse Events

Once the Investigator determines that an event meets the protocol definition of an SAE, the SAE
will be reported to Indivior (or designated representative) by the Investigator (or designee)
within 24 hours from first being aware of the event. Any follow-up information on a previously
reported SAE will also be reported to Indivior within 24 hours.

Where additional information is needed or expected, the Investigator will not wait to receive all
mformation before reporting the event to Indivior. The Investigator must provide an assessment
of causality at the time of the imtial report as described in Section 10.1.3.

In the event of an SAE, the Investigator or designee will notify Indivior Global safety by
completing the appropnate form(s) in the eCRF. Follow-up mformation will also be reported in
the eCRF.

* In the event that electronic data capture (EDC) (1.e. @CRF pages) 1s not available, a paper
SAE Reporting Form should be completed and submitted to Indivior Pharmacovigilance:
Email: PatientSafetyNA@indivior.com
Fax - (804) 423-8951
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Indrvior
10710 Midlothian Turnpike, Suite 430
Richmond, VA 23235

When the EDC is again available, the information recorded on the paper SAE Reporting Form
should be entered into the eCRF.

11.2.2 Regulatory Reporting Requirements for Serious Adverse Events

Prompt receipt of notifications of SAEs to Indivior or designated representative from

Investigators is essential in ensuring that legal obligations and ethical responsibilities regarding
the safety of subjects are met.

Indivior has a legal responsibility to notify both the local regulatory authority and other
regulatory agencies about the safety of PERSERIS. Indivior or designated representative will
comply with country-specific regulatory requirements pertaining to safety reporting to
Regulatory Authorities, IRBs/ECs and Investigators.

The Investigator or designee must inform the IRB immediately regarding any AE (does not have
to be causally related) that 1s both serious and unexpected; or that represents a series of AEs that
on analysis is unanticipated, or occurs at an unanticipated frequency, or otherwise represents an
unanticipated safety risk to the study subject. The IRB may subsequently choose to modify the
informed consent or request changes to the protocol, IB and/or or Product Information.

A suspected unexpected serious adverse reaction (SUSAR) is an SAE related to the study dmg
administered in any dose and that, in its nature or severity, 1s inconsistent with the IB or Product
Information for marketed products. Indivior and PI will determine if an SAE meets the definition
of a SUSAR and distribute SUSAR reports according to local regulatory requirements and
Indivior policy.

A SUSAR that 1s fatal or life-threatening must be reported to the competent authority and to the
Research Ethics Committee immediately (within 7 days) after Indivior becomes aware of the
event. Any additional mformation must be reported within 8 days of sending the first report.

An Investigator who receives an Investigator Safety Report describing an SAE or other specific
safety information (e.g., summary or line listing of SAEs, Dear Investigator Letter) will file it
with the study binder and will notify the IRB/EC, if required according to local reporting
requirements.

Confidential Page 63 of 130
FEM.GCD.2912, Version 3.0, CURRENT



PERSERIS™ Indivior
Clinical Study Protocol: INDV-7000-401 14 Mar 2019

12 PREGNANCY
12.1 Collecting and Reporting Pregnancy Information

All pregnancies will be collected from receipt of study drug until 5 terminal half-lives following
the last dose of study drug. For PERSERIS, this period 1s approximately 3 months. All confirmed
pregnancies that occur within this smdy will be followed until resolution (i.e., termination
[voluntary or spontaneous] or birth).

Pregnancy of a study subject without associated unexpected or adverse sequelae 1s not a
reportable AE but must be reported to Indivior Global safety or designated representative using
the Clinical Trial Pregnancy Reporting Form within 24 hours of the Investigator or designee first
being aware of the pregnancy (contact details for reporting are the same as SAEs).

The pregnancy must be followed up to determine outcome (including premature termination) and
status of mother and infant. Generally, follow-up will not be required for longer than 6 to 8
weeks bevond the estimated delivery date. Any termination of pregnancy will be reported,
regardless of foetal status (presence or absence of anomalies) or indication for procedure.

Any pregnancy complication or elective termination for medical reasons must be reported as an
AFE or SAE. A spontaneous abortion must always be reported as an SAE. Any SAE oceurring in
association with a pregnancy, brought to the Investigator’s attention after the subject has
completed the study and considered by the Investigator as possibly related to the study treatment,
must be promptly reported to Indivior or designated representative. While the Investigator is not
obligated to actively seek this information i former study subjects, he or she may learn of an
SAE through spontaneous reporting.

12.2 Action to be Taken if Pregnancy Occurs in a Female Subject

If a female subject snspect that she is pregnant (e.g., missed period, self-administered pregnancy
test) after PERSERIS admumistration and before EOS, the subject will return to the site and
undergo ET visit procedures and a urine pregnancy test will be performed.

If a female subjects urine pregnancy test confirms the subject is pregnant, no further smdy dmgs

will be administered. The Investigator should fully inform the female subject of the potential 11sk
to the foetus as well as discuss the desirability of continning the pregnancy.
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13 DATA MANAGEMENT
13.1 Data Collection and Management

Data will be entered into the eCRF and will be combined with other data captured centrally
outside of the eCRF into a validated system. Chnical data will be managed in accordance with
the data management plan to ensure that the integrity of the data 1s mamtained. Adverse events,
medical history and indication for concomitant medications will be coded using the Medical
Dictionary for Regulatory Activities (MedDRA). Concomitant medications will be coded using
the World Health Organization (WHO) Drg Dictionary. The eCRFs (including queries and
audit trails) will be retained by Indivior. An electronic copy of the eCRF will be sent to the
Investigator to maintain for their records. Subject 1dentifiers will not be collected or transmutted
to Indivior according to Indivior standards and procedures. Data collection will be completed
according to the study plans.

13.1.1 Database Quality Assurance

The eCRFs will be reviewed and checked for omissions, apparent errors and values requiring
further clarification nsing computerized and manual procedures. Data queries requiring
clarification will be generated and addressed by the mvestigational site. Only authorized
personnel will make corrections to the eCRFs, and all corrections will be docimented in an audit
trail.

13.1.2  Source Documents

The Investigator 1s responsible for the quality of the data recorded in the eCRFs. The data
recorded should be a complete and accurate account of the subject’s record collected during the
study.

Study data are not to be gathered directly onto the eCRF but must be gathered onto primary
source documents at the clinical site. Completion of source documents will precede the
completion of the eCRF. Source documents may be electronic, hard copy. or a combination of
both and are defined as the results of original observations and activities of a climical
ivestigation. Source documents will include, but are not limited to, progress notes, electronic
data, screening logs and recorded data from automated instruments. All source documents
pertaining to this smdy will be maintained by the Investigator and made available for direct
mspection by the authorized study personnel outlined in the ICF.
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14 STATISTICS
14.1 General Procedures

An SAP will be developed based on the latest version of the clinical protocol and eCRF and will
be finalized and approved prior to database lock. No database may be locked, or analyses
completed unfil the SAP has been approved.

The SAP will provide a detailed description of the statistical methodology for the data summary
and analysis of the PK, efficacy and safety variables. This protocol describes key analyses as
currently contemplated. If differences occur between analyses described 1 the SAP and the
current protocol, those found in the SAP will assume primacy.

All statistical reporting will be performed using the validated software SAS® for Windows
version 9.4 or higher (SAS Institute, Inc., Cary, NC, USA), unless otherwise specified.

Data collected from all enrolled subjects will be presented in data listings. Unless otherwise
noted, data for individunal subjects will be listed. Both absolute values and change from baseline
values for each subject will be listed where applicable.

Continuous variables will be summarized using the number of non-missing observations, mearn,
standard deviation (SD), median, minimmm and maximum; categorical variables will be
summarized using the frequency count and the percentage of subjects in each category. In
addition to the descriptive summaries, pertinent data listings will be provided to facilitate case
studies.

14.2 Sample Size

No formal statistical justification was performed to determine the sample size. The sample size
of 25 subjects was selected to recerve the study drug treatment consistent with the sample size
used in an earlier clinical trial. This sample size is expected to provide an adequate number of
subjects (at least 15 evaluable) to assess PK parameters of PERSERIS.

14.3 Analysis Populations

14.3.1  Enrolled Set

The Enrolled Set includes all subjects that sign the ICF and are assigned a subject number.
14.3.2  Safety Analysis Set

This Safety Analysis Set consists of subjects who received at least one injection of PERSERIS.
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14.3.3  Pharmacokinetic Analysis Set

The PK Analyses Set will include data from all subjects who receive oral nsperidone or at least
one dose of PERSERIS and provide an adequate number of blood samples (as determined by a

pharmacokineticist) for determination of risperidone, 9-hydroxyrisperidone and total active
moiety (risperidone + 9-hydroxyrisperidone) PK parameters.

The primary endpoint for the study will be the measurement of Caye (s5) for risperidone and total
active moiety after oral and SC administration. For primary analysis. only the data from those
subjects will be considered who receive 3 doses of PERSERIS and provide an adequate number
of blood samples for determination of Cavg ss) for risperidone and total active moiety (evaluable
population).

14.3.4  Efficacy Analysis Set

The evaluable Efficacy Analysis Set will consist of subjects who receive at least one mjection of
PERSERIS and have at least one post-dose efficacy data.

14.3.5 Demographic and Baseline Characteristics

Demographic and baseline characteristics, (e.g.. gender, race, age, weight, height) will be
summarized for all subjects using descriptive statistics for the Safety Analvsis Set.

14.4 Efficacy Analysis

The efficacy analysis will be based on the Efficacy Analysis Set. Efficacy endpoints to be
analysed include;

¢ Change from baseline in PANSS total score

¢ Change from baseline in PANSS positive scale score

¢ Change from baseline in PANSS negative scale score

¢ Change from baseline in PANSS general psychopathology scale score
¢ Change from baseline in CGI-S score

The detailed derivation of the PANSS total, positive, negative, general psychopathology scale
and CGI-S scores will be described in the SAP.

The derived total scores, change from baseline and percent change from baseline for the PD
endpoints will be summarized (mean, median, SD, minimum and maximum) for baseline and
each post-baseline time point by treatment visit mumber (Day 1, Day 29, Day 57 and Day 85).
The mean change from baseline in PD endpoints by visit will be plotted.
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Baseline for efficacy parameters 1s defined as the last non-nussing assessment prior to the 1st
injection of PERSERIS at Visit 2.

14.5 Statistical Analysis of Safety Endpoints

Safety parameters comprise AEs and SAEs, local injection-site tolerability (1.e., injection-site
reactions), concomitant medications, changes 1 clinical laboratory results, vital sign
measurements, 12 lead ECGs, physical examination and neurological examination results, body
weights and monitoring of EPS using neurclogical, clinical symptom assessments (AIMS, SAS,
BARS and the C-SSRS), ISGS and VAS.

Safety data will be summarized for all subjects in the Safety Analysis Set. Safety assessments
will be reported by dose number (1, 2, 3 and 4) using simple descriptive statistics. Data for
mdividual subjects also be listed.

All AEs and SAEs will be coded using the latest version of MedDRA.

A TEAE is an AFE that either commenced following initiation of PERSERIS or was present prior
to the imitiation of PERSERIS dosing but increased in frequency or severity following initiation
of PERSERIS, regardless of causality. The incidence of TEAESs duning the study period will be
tabulated by system organ class, treatment visit number (Day 1, Day 29, Day 57 and Day 85) and
preferred term. The mcidence of TEAEs (any TEAE, serious TEAEs, related TEAEs, serous
related TEAEs, TEAEs leading to treatment discontinuation or death) and TEAEs by severity
will be summarized. If a TEAE is reported more than once by a subject within a system organ
class and/or preferred term. the maximum level of severity will be used m the severity summary
tables. All AEs will be listed for individual subjects, along with information regarding onset,
duration, severity, relationship to study drug, treatment visit number (Day 1, Day 29, Dayv 57 and
Day 85) and action taken.

Vital signs, body weight and 12-lead ECG will be summarized by timepoint for all snbjects using
descriptive statistics at baseline and at each post-baseline assessment (along with change from
baseline). Clinical laboratory data (haematology and serum chemistry, urinalysis) will be
summarized using descriptive statistics. For each parameter with numeric results, values at
baseline and at end of treatment, together with changes from baseline, will be summanzed. Other
laboratory tests with categorical results, like urine pregnancy tests and UDS, will be listed only.
In addition, shift from baseline tables contaimning the frequency and percentage of subjects with
changes from values below, within and above the normal ranges at baseline to each visit will be
presented. Pre-dose fasting will be listed only.

Prior and concomitant medications during the study will be coded using the most recent version
of WHO Drg and will be summarized by anatomical therapeutic chemical classification
categories. The definition and algorithm for coding concomitant medications will be provided in
the SAP. Treatment visit compliance will be summanzed and listed.

The observed and change from baseline values of AIMS, SAS and BARS will be summarized by
timepoint. Baseline for ATMS, SAS, BARS is defined as the last assessment prior to the 1st
mjection of PERSERIS.
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The results from the ISGS, VAS and the number of subjects that experience burning or stinging
at the injection site will be summarized by timepoint.

For C-SSRS, the following outcomes are C-SSRS categories and have binary responses (ves/no).

The categories have been re-ordered from the actual scale to facilitate the definition of composite
endpoints Snicidal Ideation and Suicidal Behaviour:

Category 1 Wish to be Dead

Category 2 Non-specific Active Suicidal Thoughts

Category 3 Active Swicidal Tdeation with Any Methods (Not Plan) without Intent
to Act

Category 4 Active Suicidal Ideation with Some Intent to Act, without Specific
Plan

Category 5 Active Suicidal Ideation with Specific Plan and Intent

Category 6 Preparatory Acts or Behaviour

Category 7 Aborted Attempt

Category 8 Interrupted Attempt

Category 9 Actual Attempt (non-fatal)

Category 10 Completed Suicide

Suicidal TIdeation since the last assessment — A “yes” answer to any one of the 5 suicidal ideation
questions (categories 1-5) on the C-55RS

Suicidal Behavionr since the last assessment — A “yes” answer to any one of the 5 suicidal
behaviour questions (categories 6-10) on the C-SSRS

There will be no imputation of missing data for C-SSRS.

Observed and change from baseline summaries will be provided for Swicidal Ideation and
Suicidal Behavionr. The responses to the categories will be listed.

14.6 Pharmacokinetic Analysis

The primary endpoint for the study will be the measurement of Caye (s5) for risperidone and total

active moiety after oral and SC administration. For primary analysis. only the data from those
subjects will be considered who receive 3 doses of PERSERIS and provide an adequate number

of blood samples for determination of Cavg ss) for risperidone and total active moiety.
Steady-state attainment after oral dosing and SC dosing will be evaluated.
See Section 8.8 for more details.

Additional PK analyses will determine the adequate exposure of PERSERIS (2 = 90 mg) at an
alternate injection site (back of upper arm) when compared to the abdominal region (3rd vs. 4th
doses) by analysis of the total active moiety throughout the 28-day dosing. The PK data collected
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after 4th dose (an alternate site. arm) will be compared agamnst PK data collected after 3rd dose
(the abdominal site).

14.7 Handling of Missing Data
Missing data (caused by premature discontinuation or otherwise) will not be imputed.
14.8 Analysis of Safety

The safety endpoints will be analysed in Safety Analysis Set. All recorded AEs will be listed and
tabulated by system organ class, preferred term by Imjection. Vital signs, ECG, clinical
laboratory evalnations, injection-site grading results and Injection-Site Pain VAS scores will be
summarized. Any clinically significant physical examimation findings and clinical laboratory
results will be listed. ECG recordings will be evalnated by the Investigator or sub-Investigator
and abnormalities. if present, will be listed if clinically significant or not. All concommtant
medications used during the study will be listed. AIMS scores, SAS scores, BARS scales, CGI-
S and C-SSRS results will be listed and summarized.

14.8.1  Extent of Exposure

The total duration of the study for each subject, including Screening, Treatment and Follow-up,
will be approximately 146 davys, divided as follows:

e Screemng: Up to 21 days screening period (Days -26 to -6)

+ Stabilization with 3 mg oral nspenidone twice daily (for all subjects): 5 days (Days -5 to -
1)

« PERSERIS treatment period: 4 doses of 180 mg PERSERIS (Days 1 to 113)

¢ Follow-up: 7 days (Days 120)
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15 ETHICS AND RESPONSIBILITIES
15.1 Good Clinical Practice

Prior to site activation, Indivior or designated representative will obtain approval/favourable
opimion from the relevant regulatory agency(ies) to conduct the study in accordance with
ICH/GCP and any applicable country-specific regulatory requirements.

The study will be carried out in accordance with the protocol and with local legal and regulatory
requirements, ICH/GCP and all applicable subject privacy requirements.

15.2 Institutional Review Board/Independent Ethics Committee

The protocol, ICF(s) and any other written information and/or materials to be provided to
subjects will be reviewed by an independent and appropriately constituted IRB/TEC. If required
bv local regulations, the protocol should be re-approved by the IRB/IEC annually. The IRB/IEC
must be constituted and operate in accordance with the principles and requirements of ICH/GCP.

PERSERIS can only be released to the Investigator after all ethical and legal requirements for
starting the study have been met and documentation has been received by Indivior or designated
representative.

15.3 Informed Consent

The Investigator or a person designated by the Investigator (if allowed by local regulations) is to
obtain written mformed consent from each subject prior to entering the study. All written
informed consent documents are required to have been reviewed and received a favourable
opimon/approval from an IRB/IEC pnor to presenting them to a potential participant.

Any changes to the ICF must be reviewed by Indivior before submission to the IRB/IEC.

The written informed consent process will iclude the review of oral and written mformation
regarding the purpose, methods, anticipated duration and risks involved in study participation.
The Investigator 1s to ensure that each subject 1s given the opportumty to ask questions and
allowed time to consider the information provided. The Investigator or a person designated by
the Investigator must also explain to each subject that participation is voluntary and that consent
can be withdrawn at any time and without reason. Subjects will receive a signed and dated copy
of the signed ICF before any study-specific procedures are conducted.

In the event that new safety information emerges that represents a significant change in the
risk/benefit assessment, the signed ICF should be updated accordingly. All subjects should be
informed of the new information, provide their consent to continue in the study and be provided
with a signed and dated copy of the revised signed ICF.

If a subject 1s not qualified or incapable of giving legal written mformed consent, a legally
authorized representative must provide written informed consent. If both the subject and the
legally authorized representative are unable to read, an impartial witness must be present during
the entire informed consent discussion. After the subject and his/her legally authorized
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representative have provided oral consent for the subject to participate n the trial, the witness’
signature on the written ICF will attest that the informed presented was accurate and understood.

15.4 Records Management

The Investigator must maintain all study-related records (except for those required by local
regulation to be maintamed elsewhere) 1n a safe and secure location throughout the conduct and
following the closure of the study. The records must be accessible upon request (e.g., for an
IRB/IEC, Indivior or regulatory inspection) along with the facility, study personnel and
supporting systems/hardware. All documents pertaining to the study, mcluding all versions of the
approved study protocol, copy of the ICF and other documents as required per local laws and
regulations (e.g., Health Insurance Portability and Accountability Act [HIPAA] documents),
completed CRFs, source records (subject records, subject diaries, hospital records, laboratory
records. drug accountability records, etc.) and other study-related materials will be retained in the
permanent archives of the study site.

Where permitted by local laws and regulations, records may be maintained in a format other than
hard copy (e.g.. electronically in an electronic medical records system). The Investigator must
ensure that all reproductions are an accurate legible copy of the original and that they meet
necessary accessibility and retrieval standards. The Investigator must also ensure that a quality
control process 1s mn place for making reproductions and that the process has an acceptable
backup of any reproductions.

The minimum retention time for retaining study records will be in accordance with the strictest
standard applicable for the study site as determuned by local laws, regulations or mstitutional
requirements. At a minimum, records will be maintained for 7 years. If the Investigator
withdraws from the study (e.g., relocation, retirement) all study-related records should be
transferred, 1 a written agreement with Indivior, to a mutually agreed upon designee within the
Indivior-specified timeframe.
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16 AUDITING AND MONITORING

The purpose of an andit or regulatory inspection is to verify the accuracy and reliability of
clinical trial data submitted to a regulatory authority in support of research or marketing
applications and to assess compliance with statutory requirements regulations governing the
conduct of clinical trials.

In accordance with applicable regulations, GCP and Indivior procedures, the clinical monitor(s)
will periodically contact the site, including conducting on-site visits at intervals agreed by the PI
and documented in the Clinical Monitoring Plan and the Site Imtiation Visit Report.

The clinical monitor(s) will contact the site prior to the start of the study to discuss the protocol
and data collection procedures with site personnel. In accordance with applicable regulations and
GCP guidelines, the PI shall make available for direct access all study-related records upon
request by Indivior, Indivior’s agents, clinical monitor(s), auditors and/or IRB/IEC. The monitors
will wvisit the site during the study in addition to maintaining frequent telephone and written
communication. The extent, nature and frequency of on-site visits will be based on such
considerations as the study objectives and/or endpoints, the purpose of the study, study design
complexity and enrolment rate.

The PT must allow the clinical monitor(s) direct access to all relevant documents and to allocate
his/her time and the time of lus/her staff to the clinical monitor(s) to discuss findings and any
relevant issues.

Upon completion of the study, study closeout activities must be conducted by Indivior or its
designee in conjunction with the PL as appropnate.

Steps to be taken to ensure the accuracy and reliability of data include the selection of qualified
Investigators and appropriate study sites, review of protocol procedures with the Investigators
and associated personnel before the study. periodic monitoring visits by Indivior and direct
transmission of clinical laboratory data from a central laboratory into Indivior’s (or designee’s)
database. Written instructions will be provided for study drug preparation and dosing, collection,
preparation and shipment of blood, plasma and urine samples. Guidelines for CRF completion
will be provided and reviewed with study personnel before the start of the study. Indivior (or
designee) will review CRFs for accuracy and completeness during on-site monitoring visits and
after transmission to Indivior (or designee). Any discrepancies will be resolved with the PI or
smitably qualified designee, as appropriate.

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.

In accordance with the standards defined in Indivior SOPs and applicable regulatory
requirements, clinical studies sponsored by Indivior are snbject to Indivior Quality Assurance
(QA) Investigator Site Audits that may be delegated to a contract research organization (CRO) or
Indivior contract auditors. Investigator Site Audits will include review of, but are not limited to,
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drug supply. presence of required documents, the mnformed consent process and comparison of
CRFs with source documents. The PI agrees to participate with audits conducted at a reasonable
fime in a reasonable manner. Full consultation with the PT will be made prior to and during such
an audit, which will be conducted according to Indivior's or a CRO's QA SOPs. In addition, this
study is subject to inspections by Regulatory Authorities. If such a regulatory inspection occurs,
the PI agrees to allow the regulatory inspector direct access to all relevant study documents. The
PI must contact Indivior immediately if this occurs and must fully cooperate with the inspection
conducted at a reasonable time in a reasonable manner.
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17 AMENDMENTS

Protocol modifications, except those intended to reduce immediate risk to study subjects, may be

made only by Indivior. A protocol change intended to eliminate an apparent immediate hazard to
subjects may be implemented immediately, provided the IRB/IEC is notified within 5 days.

Any permanent change to the protocol must be handled as a protocol amendment. The written
amendment must be submitted to the IRB/TEC and the Investigator must await approval before
unplementing the changes. Indivior or designated representative will submit protocol
amendments to the appropriate Regulatory Authorities for approval.

If in the judgment of the IRB/TEC, the Investigator and/or Indivior, the amendment to the
protocol substantially changes the study design and/or mcreases the potential nisk to the subject
and/or has an impact on the subject's involvement as a study participant, the currently approved
written ICF will require similar modification. In such cases, informed consent will be renewed
for subjects enrolled in the study before continued participation, based on IRB/IEC
determination.
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18 STUDY REPORTS AND PUBLICATIONS

A CSR will be prepared following completion of the study. An Investigator signatory mayv be
identified for the approval of the report if required by applicable regulatory requirements.

The study data will be owned by Indivior. Publication of any and all data will be at the discretion
of Indivior. The Investigator will not disseminate, present or publish any of the study data
without the prior written approval from Indivior to do so.
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19 STUDY TERMINATION

Both Indivior and the PI reserve the right to terminate the study at the Investigator’s site at any
time. Should this be necessary, Indivior, or a specified designee will inform the appropriate
Regulatory Authorities of the termination of the study and the reasons for its termination, and the
PT will inform the IRB/TEC of the same. In terminating the study, Indivior and the PT will assure
that adequate consideration i1s given to the protection of the subjects’ mterests.
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20 CONFIDENTIALITY

All subject-identifying documentation generated in this study is confidential and may not be
disclosed to any persons not directly concerned with the study without written permission from
the subject. However, authorized regulatory officials and Indivior personnel (or their
representatives) will be allowed full access to inspect and copy the records. All subject bodily
flmds and/or other matenals collected shall be used solely m accordance with thas protocol and
the ICF signed by the subject, unless otherwise agreed to in writing by Indivior.

Each subject will be identified by initials and an assigned subject number when reporting study
mformation to any entity outside of the study site. Data containing subject identification will not
be removed from the study site without first redacting subject identifiers.
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22 APPENDICES

Appendix 1- Schedule of Events - Screening and Oral Dosing

Indivior

14 Mar 2019

Evaluation Screening Residential

Days

6 mg Oral Risperidone Dosing Stabilization (3 mg Q12hr)

Visit 1 2 3 4 5 [
Days -26 1o -6 -3 -4 -3 -2 -1
Informed Consent® X
Subject Number Assignment X
Inclusion/Exclusion Criteria b b
Medical/Psychiatric History® X
Demographics X
Vital Signs" X X X
Body Weight/Height/BMI* X X
Physical Examination® X
12-Lead Electrocardiogram? X
Pre-dose Fasting® X X X X X
Clinical Laboratory Assessments® X
Serology (HIV, Hepatitis B and C)f X
Urine Drug Screen® X
Urine Pregnancy Test or FSH* X
PGx Sample for CYP2D6 Genotyping! X
PK Blood Sample™ X X X 4 X
AFE Assessment’ X X X X X X
Concomitant MedicationsP4 bt X X X X X
PANSS' X X
CGI-S' X X
ATMS! X X
SAS! X X
BARS' X X
C-SSRS (Baseline/Screening Version)! X
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Evaluation Screening Residential
Days
6 mg Oral Risperidone Dosing Stabilization (3 mg Q12hr)
C-SSRS (Since-Last-Visit Version)' X
Admission to CU X
Clinic-administration, Oral Risperdal ° Y X Y Y W

BMI: body mass index; HIV: human immunodeficiency virus; FSH: Follicle Stimulating Hormone; PGx: Pharmacogenomics; PE: Pharmacokinetic; AE: adverse event;
PANSS: Positive and Negative Syndrome Seale; CGI-S: Climical Global Impression — Sevenity of Hlness; ATMS: Abnormal Involuntary Movement Scale for Tardive Dyskinesia;
SAS: Simpson-Angus Scale: BARS: Bames Akathisia Rating Scale; C-SSRS: Columbia-Suicide Severity Rating Scale; CU: clinical unit.

#  Informed consent form will be signed before screening procedures are initiated.

b Recording of medical and psychiatric history and conditions; demographic information; and tobacco. alcohol and caffeine use.

¢ Including physical examination and a brief neurological assessment as noted in Section 8.3,

4 Resting 12-lead ECG at Screening Visit will be recorded while the subject is supine and has been at rest for at least 5 minutes and performed prior vital
signs and to clinical laboratory tests (haematology, serum chemuistry and urinalysis).

®  Chinical laboratory assessments will include hasmatology, sermum chemistry and urinalysis panels; additional clinical laboratory testing is to be
performed as noted at specific study visits as per Section 8.7. Subjects should be fasting for 8 hours prior to laboratory testing except for screening visit.
HbAlec to be analysed at Screening Visit only. Laboratory tests with exclusionary results may be repeated once during the screening period to ensure
reproducibility of the value.

T Serology testing (HIV, Hepatitis B and C) and CYP2D6 Genotyping at Screening Visit only.

B Urinary drug screen includes testing as per Table 1.

B After a S-minute rest in the supine position. vital sign measurements (including systolic and diastolic blood pressure. pulse. respiration rate and oral
temperature) will be taken.

' Measurement of height and weight. and calculation of BMI. Caleulation of BMI performed at Screening and EOS visits only. Height taken at Screening
WVisit will be used to caleulate BMI at the EOS visit. Body weight should be taken in the moming if possible.

! FSH testing to be performed at Screening Visit only for female subjects who are postmenopausal.

E  For female subjects of childbearing potential only. urine pregnancy test will be performed prior to dosing. ALL positive urine pregnancy tests will have
a confinmatory serum pregnancy test prior to determining if the subject is a screen failure.

' Clinical symptom assessments to include: PANSS, AIMS. SAS. CGI-5. BARS and C-S5RS.

= See Appendix 6 for a detailed PK Sampling Timepoints.

®  Oral Risperidone dosing will occur under fasted conditions (minimum 1 hour pre-dose and 1 hour post-dose) Days -5 to -1. Water is allowed.

®  Oral risperidone 6 mg will be administered as 3 mg oral risperidone twice a day, with approximately 12 hours (=30 mins) between doses.

P Recording of all prior medications. including preseription and non-prescription medications and health, herbal and dietary supplements, taken by the
subject within the last 30 days prior to the initial screening date.

1 Changes to concomitant medicarions, including dose or regimen changes.

*  Recording of AFEs since the Screening visit.
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Appendix 2 — Schedule of Events — PERSERIS — Dose 1

Indivior

14 Mar 2019

Evaluation

PERSERIS Dose 1

Residential

Non-Residential Days®

Residential

Visit!

8

11

12

13

14

16

Days

2

(WS

11

15

18

22

28

WVital Signs®

=] =1

X:I'

X:I'

X

X

Body Weight

12-Lead Electrocardiogram®

Clinical Laboratory
Assessments®

Urine Pregnancy Teste

Urine Drug Screen?

PK Blood Sample

AE Assessment®

Concomitant Medications®

Cel el tad Ul sl B s

E sl B

P ] B

PANSS"

CGI-S"

e e

ATMS®

X

SASE

BARS!

o B B X A A B

P Pl et Pt Pt P ]

C-SSES (Since-Last-Visit
WVersion)!

e e

P Ecl Fol el o el P ] e

PERSERIS Injection

Tnjection-5ite Grading Scale
(ISGS)*

Tnjection-Site Pain (VAS)

Injection-Site Evalnation™

e R P

Admission to CU

Discharge From CU
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Appendix 3 — Schedule of Events — PERSERIS — Dose 2
PERSERIS Dose 2
Evaluation Residential Non-Residential Days" Residential
Visit? 17 18 19 20 21 22 23 24 25 26
Days 29 30 31 36 39 43 46 50 53 56
Vital Signs® X X X' X x X X X
Body Weight X
12-Lead Electrocardiogram® X
Clinical Laboratory
Assessments® X
Urine Pregnancy Teste X
Urine Drug Screen® X X
PK Blood Sample bt X X X b4 X X X X
AFE Assessment® b4 X bt X X X e
Concomitant Medications® X X X X X x X
PAMNSSH X X
CGI-5" X X
ATMSE X X
SASE X X
BARSH bt X
C-SSES (Since-Last-Visit
WVersion)! X
PERSERIS Injection X
Tnjection-5ite Grading Scale
(ISGS)* X
Tnjection-5ite Pain (VAS) X
Injection-Site Evalnation™ X
Admission to CU X
Discharge From CU X
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Appendix 4- Schedule of Events — PERSERIS — Dose 3

Evaluation

PERSERIS Dose 3
Residential Non-Residential Days* Residential

28 2% | 30 31 32 33 34 35 36 37 38 39 40
58 59 | 62 64 65 66 67 69 71 74 78 81 84
X X X X X X X X X X X

Visit

Days

Wital Signs"

Body Weight'

12-Lead Electrocardiogram®
Clinical Laboratory
Assessments®

Urine Pregnancy Teste
Urine Drug Screen®

PK Blood Sample!

AF Assessment®
Concomitant Medications®
PANSSE

CGI-8t

AIMSE

SASH

BARS!

C-SSES (Since-Last-Visit
Version)"

PERSERIS Injection
Tnjection-Site Grading

Scale (ISGS):

Injection-Site Pain { VAS)
Injection-Site Evalnation™
Admission to CU X
Discharge From CU X

b | [
b |4 |4
b | [
o |4 |4
i e |
o |4 |4
|
o | || 4
|
i e |

o B e P I P B B B B B S B e S B Y B Y
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Appendix 5-Schedule of Events — PERSERIS — Dose 4 (Back of Upper Arm)

PERSERIS Dose 4 (Back of Upper Arm)
Evaluation
Residential Non-Residential Days*
Visit? 41 42 | 43 44 45 46 47 48 49 50 51 52 53 54 55
Days
Follow-
ET/EOS | up Phone
Call
85 |86 |87 | 9 |02 | 93 | oa | o5 |97 | 00 [102| 105 | 10| 1207
Vital Signs*® p.4 X X X X X X X X X X X X
Body Weigllt_.-'BI\*lT X
Calculation®! X
Physical Examination X
12-Lead Electrocardiogram” X X
Clinical Laboratory X
Assessments® X
TUrine Pregnancy Teste X X
Urine Drug Screen® b X
PK Blood Sample’ X X X X X X X X X X X X X X
AF Assessment® X X X X X X X X X X X X X
Concomitant Medications® X X X X X X X X X X X X
PANSSE x X
CGI-5" x X
ATIMSE X X
SAS" X X
BARS: X X
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PERSERIS Dose 4 (Back of Upper Arm
Evaluation (_ PP )
Residential Non-Residential Days”
C-SSRS (Since-Lasi-Visit N N
WVersion)!
PERSERIS Injection X
Tnjection-5ite Grading Scale
(ISGS): X X
Injection-Site Pain { VAS) X X
Injection-Site Evaluation™ X
Discharge from CU X

BMT: body mass index; HIV: human immnnodeficiency vims, FSH: Follicle Stimulating Hormone, PGx: Pharmacogenomics; PK: Pharmacokinetic; AE: adverse event;
PANSS: Positive and Negative Syndrome Scale; CGI-5: Clinical Global Impression — Severity of Hlness; ATMS: Abnormal Involuntary Movement Scale for Tardive Dryskinesia;
SAS: Simpson-Angus Scale; BARS: Bames Akathisia Rating Scale; C-SSRS: Columbia-Suicide Severity Rating Scale; ISGS: Injection Site Grading Scale; CU: clinical unit;
VAS: Visual Analog Scale

Footnotes below apply to Schedule of Events tables included in Appendix 2, Appendix 3, Appendix 4 and Appendix 5.

E

h

On non-residential study days, subjects will retwn to the CU at approximately the same time in the moming. Subjects will report to the clinic on the
non-residential days with an allowed £1 day visit window.

On mjection visits, ECGs will be performed up to 1-hour pre-injection and 3 hours post-injection (+30 minutes). Resting 12-lead ECG will be recorded
while the subject is supine and has been at rest for at least 5 minutes and performed prior to vital signs and clinical laboratory tests (haematology. serum
chemistry and urinalysis).

Clinical laboratory assessments will be collected within 30 minutes (=10 minntes) prior to dosing and will include hasmatology, serum chemistry and
urinalysis panels; additional clinical laboratory testing is to be performed as noted at specific study visits as per Section 8.7, Subjects should be fasting
for 8 howrs prior to laboratory testing. HbAlc to be analysed at Screening Visit only.

Urinary drug sereen includes testing for presence of the following as per Table 1. Should be collected within 30 minutes (£10 minutes) prior to dosing.
After a S-minute rest in the supine position, vital sign measurements (including systolic and diastolic blood pressure, pulse, respiration rate and oral
temperature) will be taken. On injection days (Days 1. 29, 37 and 85), vital sign measurements will be taken pre-injection [0 hours (-5 minutes prior to
injection)] and at 1, 2. 3 and 6 hours (£10 minutes) post-injection. On injection days, additional orthostatic blood and pulse measurements will be taken
at the 6 hour post-injection timepoint: Make the subject stand. Repeat blood pressure and pulse measurement at 1 minute and 3 minutes.

Measurement of height and weight. and calculation of BMI. Calculation of BMI performed at Screening and EOS wvisits only. Height taken at Screening
Wisit will be used to calculate BMI at the EOS wvisit.

For female subjects of childbearing potential only. urine pregnancy test will be performed prior to dosing. ALL positive urine pregnancy tests will have
a confirmatory semm pregnancy test prior to determining if the subject is to be early terminated.

Clinical symptom assessments to include: PANSS, AIMS, SAS, CGI-5, BARS and C-35RS.
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v See Appendix 6 for a detailed PE Sampling Timepoinis. Additional PE samples will be collected should injection issues occur on the day of injection
(Days 1. 29, 57 and 85). Any additional PK samples taken on injection days will be taken within one hour of the injection.

I Body weight should be taken in the morning if possible.

¥ ISGS will be performed within 10 minutes after injection and again at 3 hours (£30 minutes) post-injection.

! Injection-site pain will be assessed by the subject with a 100mm VAS scale (See Appendix 10). The Injection-Site Pain VAS scores will be obtained
(after the completion of the injection) at 1 minute (+15 seconds). 5 minutes (2 minutes), 30 minutes (+2 minutes) and 50 minutes (+5 minutes) post-
injection.

™ Injection-Site Evaluation — Refer to Section 8.6.3 of protocol for instructions.

®  Recording of AFs and any changes to concomitant medications including dose or regimen changes since the Screening visit

®  Including physical examination and a brief neurological assessment as noted in Section 8.3.

?  Follow-up phone call conducted only to assess status of ongoing AFs and determine if any new AFEs have occurred since the last visit.

1 All visits have an allowable window of +1 day.

*  In addition to the vital signs taken after a 5-minute rest in the supine position, orthostatic blood and pulse measurements will be taken. Make the subject
stand. Repeat blood pressure and pulse measurement at 1 minute and 3 minutes.
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Appendix 6— Pharmacokinetic Sampling Schedule®
Day
. Cumulative | Relative to . ) Permitted PE Draw
Dosing Day FEach Time Study Phase Time Windows
Injection
. 'Drf'] Day -3 Day -3 Pre-dose Residential Period within 30 min P nor (o
Risperidone moming dosing
6 me Day 4 Day4 | Pre-dose Residential Period within 30 min prior o
y morning dosing
Day -3 Day -3 Pre-dose Residential Period within 3[.} Imin prior (o
moming dosing
Day -2 Day -2 Pre-dose Residential Period within 30 min P nor (o
moming dosing
) ) ) . within 30 min prior to
Day -1 Day -1 Pre-dose Eesidential Period AM dosing
Day -1 Day -1 0.5 hr Posi-dose/Residential Period +1 min
Day -1 Day -1 1 hr Post-dose/Residential Period +2 min
Day -1 Dav -1 2 hr Post-dose/Residential Period +2 min
Day -1 Day -1 4 hr Posi-dose/Residential Period +5 min
Day -1 Day -1 6 hr Post-dose/Residential Period +13 min
Day -1 Day -1 12 hr Post-dose/Residential Period | - 1I11u1: 1'?1"1,1 i 13 '_].lm
prior to evening dosing
SC _ ) ) . - 30 min; within 30
Tnjection 1 Day 1 Day 1 Predose® Pre-dose/ Residential Period min prior to SC dose
(Abdominal) Day | Day 1 2 hr Post-dose/Residential Period +2 min
Day 1 Day 1 4 hr Post-dose/Residential Period +3 min
Dav 1 Dav 1 6 hr Post-dose/Residential Period +15 min
Day 2 Day 2 24 hr Post-dose/Residential Period =30 min
Day 3 Day 3 48 hr Posi-dose/Resideniial Period +1 hr
Dav 8§ Dav 3 168 hr Post-dose/MNon-residential +1 dav
Day 11 Day 11 240 hr Post-dose/Non-residential =] day
Day 15 Day 15 336 hr Post-dose/Non-residential +1 day
Dav 18 Day 18 408 hr Post-dose/MNon-residential +1 dav
Day 22 Day 22 504 hr Post-dose/Non-residential =] day
Day 25 Day 25 376 hr Post-dose/Non-residential +1 day
SC _ ) ) . - 30 min; within 30
Injection 2 Day 29 Day 1 Predose® Pre-dose/ Residential Period min prior to SC dose
(Abdominal) Day 29 Day 1 2 hr Post-dose/Residential Period +2 min
Day 29 Day 1 4 hr Post-dose/Residential Period +3 min
Dav 29 Dav 1 6 hr Post-dose/Residential Period +15 min
Day 30 Day 2 24 hr Post-dose/Residential Period +1 hr
Day 31 Day 3 48 hr Posi-dose/Resideniial Period +1 hr
Dav 36 Dav 3 168 hr Post-dose/MNon-residential +1 dav
Day 39 Day 11 240 hr Post-dose/Non-residential =] day
Day 43 Day 15 336 hr Post-dose/Non-residential +1 day
Dav 46 Day 18 408 hr Post-dose/MNon-residential +1 dav
Day 50 Day 22 504 hr Post-dose/Non-residential =] day
Day 53 Day 25 376 hr Post-dose/Non-residential +1 day
sSC ) ) ; - 30 min; within 30
Tnjection 3 Day 57 Day 1 Predose® Pre-dose/ Residential Period min prior to SC dose
(Abdominal) Day 57 Day 1 2 hr Post-dose/Residential Period +2 min
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Day
. Cumulative | Relative to . Permitted PK Draw
Dosing Day FEach Time Study Phase Time Windows
Injection
Day 57 Day 1 4 hr Post-dose/Residential Period +5 min
Day 57 Day 1 6 hr Posi-dose/Resideniial Period £15 min
Dav 57 Dav 1 12 hr Post-dose/Residential Period +30 min
Day 58 Day 2 24 hr Post-dose/Residential Period +1 hr
Day 39 Day 3 48 hr Posi-dose/Resideniial Period +1 hr
Post-dose/Mon-residential
Day 62 Day 6 120 hr Period +1 day
Day 64 Day & 168 hr Post-dose/Non-residential =] day
Day 63 Day 9 192 hr Post-dose/Non-residential +1 day
Dav 66 Day 10 216 hr Post-dose/MNon-residential +1 dav
Day 67 Day 11 240 hr Post-dose/Non-residential =] day
Day 69 Day 13 288 hr Post-dose/Non-residential +1 day
Dav 71 Day 15 336 hr Post-dose/MNon-residential +1 dav
Day 74 Day 18 408 hr Post-dose/Non-residential =] day
Day 78 Day 22 504 hr Post-dose/Non-residential +1 day
Dav 81 Day 25 576 hr Post-dose/MNon-residential +1 dav
Illje?gﬂll 4 Day 85 Day 1 Predose® Pre-dose/ Residential Period 11:11?::};:11:]; tz 1;][1:“;222

{Arm) Day 83 Day 1 2 he Post-dose/Residential Period +2 min
Dav 85 Dav 1 4 hr Post-dose/Residential Period +5 min
Day 85 Day 1 & hr Post-dose/Residential Period +15 min
Day 83 Day 1 12 hr Posi-dose/Resideniial Period £30 min
Dav 86 Dav 2 24 hr Post-dose/Residential Period +1 hr
Day 87 Day 3 48 hr Post-dose/Residential Period +1 hr
Day 90 Day 6 120 he PGSI.dDSEIE;EI;d residential 11 day
Day 92 Dav 3 168 hr Post-dose/MNon-residential +1 dav
Day 93 Day 9 192 hr Post-dose/Non-residential =] day
Day 94 Day 10 216 hr Post-dose/Non-residential +1 day
Dav 95 Day 11 240 hr Post-dose/MNon-residential +1 dav
Day 97 Day 13 288 hr Post-dose/Non-residential =] day
Day 99 Day 15 336 hr Post-dose/Non-residential +1 day
Day 102 Day 18 408 hr Post-dose/MNon-residential +1 dav
Day 106 Day 22 504 hr Post-dose/Non-residential =] day
Day 109 Day 25 376 hr Post-dose/Non-residential +1 day
Dav 113 Day 29 72 hr Post-dose/MNon-residential +1 dav

o

Sample serves as the 0 hour time poant for Day 1 and the 24 hour tume point for the last oral dose of nspendone on Day -1.
Sample also serves as the 672 hour time point for the previous injection of PEREERIS

c.  Additional PE samples will be collected should imjection 1ssues occur on the day of mjection (Days 1, 29, 57 and 85). Any additional PE
samples taken on injection days will be taken within one hour of the injection. Additional PE samples will also be collected in the event

an SAE occurs that 15 deemed related to study drug (see section 10.1.1)
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Appendix 7 -Clinically Relevant Prohibited CYP2D6 and CYP3A4 Inducers and
Inhibitors

The medical monitor may be contacted for other CYP2D6 or CYP3A4 inducers and inhibitors to
determine acceptability for use. (This 1s not an all-inclusive list.) Source: Flockhart DA (2007).
Drug Interactions: Cvtochrome P450 Drug Interaction Table. Indiana University School of
Medicine. http://medicine mpui.edu/clinpharm/ddis/main-table/ Accessed 24 March 2015.

CYP2D6 Inducers

Medication Brand Name(s) (if applicable)

dexamethasone Baycadron, Dexamethasone Intensol, DexPak, Taperpak,
Maxidex, Zema Pak

rifampin Rifadin, Rimactane

CYP2D6 Inhibitors

Medication Brand Name(s) (if applicable)

bupropion Aplenzin, Wellbutrin

fluoxetine Prozac, Rapiflux, Sarafem, Selfemra

paroxetine Aropax, Paxil, Seroxat, Sereupin

quinidine Cardioquin, Quinaglute, Quinalan, Quinidex Extentabs

duloxetine Cymbalta

terbinafine Lamisil, Terbinex

amiodarone Cordarone, Nexterone, Pacerone

cimetidine Tagamet

sertraline Lustral, Zoloft

celecoxib Celebrex

chlorpheniramine Al_lerliLeTt . Cotabflu, Colrex, Genallerate, Prohist-8, Ridramin,
Triaminic Allergy

chlorpromazine Thorazine

citalopram Celexa

clemastine Allgrhisr— 1, Antihist-1, Contac 12 Howr Allergy, Dayhist-1,
Tawvist

clomipramine Anafranil
Alka-Seltzer Plus Allergy, Allermax, Benadryl, Diphedryl,

diphenhydramine Simply Sleep, Theraflu Multi Symptom, Triaminic Cough &
Funny Nose

doxepin Adapin, Silenor, Sinequan

doxorubicin Adnamyvcin, Rubex

escitalopram Lexapro

halofantrine Halfan
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histamine H1 receptor Benadryl, Dimenhydrinate, Doxylamine, Meclozine,
antagonists Orphenadrine, Quetiapine
hvdroxyzine Anx, Atarax, Atazine, Hypam, Rezine, Vistanl
levomepromazine Nosinan Nozinan, Levoprome
methadone Dolophine, Methadose
metoclopramide Maxolon, Metozolv, Reglan
mibefradil Posicor
midodrne Amatine, ProAmatine, Gutron
moclobenude Auvrornnx, Manerx
perphenazine Tnlafon
ranitidine Tritec, Wal-Zan, Zantac
red-haloperidol Haldol
ritonavir Norvir
ticlopidine Tichd
tripelennamine Pyribenzamine
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Appendix 8-Investigational Product Preparation and Dispensing Instructions

FOLLOW THE INSTRUCTIONS AS DIRECTED TO ENSURE PROPER
PREPARATION OF THE PRODUCT PRIOR TO ADMINISTRATION.

Instructions for Use

IMPORTANT INFORMATION

For abdominal subeutaneous injection, only. Do not administer by any other route.
Please read the mstructions carefully before handling this product.

Allow package to come to room temperature for at least 15 minutes prior to
preparation.

Only prepare medication when you are ready to admunister the dose. Once nuxed, the
product must be administered within 5 minufes.

As a universal precantion, always wear gloves.

1 CHECK CONTENTS

See Figure 1

One Liquid Syringe (I¥) prefilled with the delivery system. Inspect liquid solution for
foreign particles. This 1s the syringe you will use to inject the patient.

One Powder Syringe (0) prefilled with Risperidone powder. Inspect syringe for
consistency of powder colour and for foreign particles.

One sterile 18-gauge, 5/8-inch safety needle.

Parenteral drug products should always be mspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit.

Figure 1

naadls
[ttt nesadie

EyTNgE  EyTings gsard)

2 TAP POWDER SYRINGE
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See Figure 2

Hold the Powder Syringe upright and tap the barrel of the syringe to dislodge the packed powder.
NOTE: Powder can become packed during shipping.

Figure 2

J UNCAP LIQUID AND POWDER SYRINGES

See Figure 3

Remove the cap from the Liquid Syringe, then remove the cap from the Powder Syringe.
Holding both syringes i vour non-dominant hand can help with this step.

Figure 3

4 CONNECT THE SYRINGES
See Figure 4

Place the Liquid Syringe on top of the Powder Syringe (to prevent powder spillage) and connect
the syringes by twisting approximately 34 turn.

Do not over tighten.

Keep your fingers off the plungers during this step to avoid spillage of the medication.
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Figure 4

5 MIX THE PRODUCT
See Figure 5
Failure to fully mix the medication could result in incorrect dosage.

Figure 5

Prenuxing
¢ Transfer the contents of the Liquid Syringe into the Powder Syringe.

* Gently push the Powder Syringe plunger until you feel resistance (to wet powder and
avoid compacting).

* Bepeat tlus gentle back-and-forth process for 5 cveles.

Complete mixing

e Continue mixing the syringes for an additional 55 evcles.

e This mixing can be more vigorous than when premixing.
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¢ Figure 5 illustrates a correct full cycle.

When fully mixed, the product should be a cloudy suspension that is uniform in colour. It can
vary from white to yellow-green i colour. If you see any clear areas m the mixture, continue to
mix until the distribution of the color is uniform. The product is designed to deliver risperidone
90 mg or 120 mg.

6 PREPARE INJECTION SYRINGE
See Figure 6

Failure to aspirate the liquid from the Powder Syringe may result in incorrect dosage.

¢ First, transfer all contents into the Liquid Syringe.
¢ Next, perform the following actions SIMULTANEOUSLY:

o maintain slight pressure on the Powder Syringe plunger and

o pull back gently on the Liquid Syringe plunger while twisting the syringes apart.
¢ Finally, attach the safety needle by twisting until finger tight.

Check that medication is uniform in colour and free from foreign particles.

Figure 6

7 PREPARE THE ABDOMINAL INJECTION SITE
See Figure 7

Please note: Each dose of 180 mg (comprised of 2 injections of 90 mg) is to be administered
subcutaneously in 2 different quadrants of the abdomen at the same clinic visit. The 4™ dose of
180 mg which comprises of 2 injections of 90 mg is to be administered subentaneously on the
back of each upper arm 1n the same clinic visit (See Figure 14)
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Choose an mjection site on the abdomen with adequate subcutaneous tissue that 1s fiee of skin
conditions (e.g., nodules, lesions, excessive pigment). It is recommended that the patient is in the
supine position. The subject’s position at the time of the injection will be captured in eCRF.

Do not mject mto an area where the skin 1s untated, reddened, brused, infected or scarred in any
way.

Clean the injection site well with an alcohol pad.

To help nininize urritation. rotate injection sites following a pattern similar to the illustration
(Figure 7).

Figure 7

. Transpyloric Plane

4 3

Transtubercular Plane

3 REMOVE EXCESS AIR FROM SYRINGE

See Figure 8

Hold the syringe upright for several seconds to allow air bubbles to rise.

Remove needle cover and slowly depress the plunger to push out the excess air from the syringe.

If medication 1s seen at the needle tip, pull back slightly on the plunger to prevent medication
spillage.

Due to the viscous nature of the medication, bubbles will not rise as quickly as those in an
aqueous solution.
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Figure 8

9 PINCH INJECTION SITE
See Fisure 9

Pinch the skin around the injection area. Be sure to pinch enough skin to accommodate the size
of the needle. Lift the adipose tissue from the underlying muscle to prevent accidental
miramuscular mjection.

Figure 9

10 INJECT THE MEDICATION

See Figure 10

Insert needle fully into the subeutaneous tissne.

Inject the medication slow and steady.

PERSERIS 1s for subcutaneous administration only. Do not inject by any other route.

NOTE: Actual angle of imjection will depend on the amount of subcutaneous tissue.
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Figure 10

11 WITHDRAW NEEDLE
See Figure 11
Withdraw the needle at the same angle used for insertion and release pinched skin.

Do not rub the injection area after the injection. If there is bleeding, apply a gauze pad or
bandage but use minimal pressure.

Figure 11

12 LOCK THE NEEDLE GUARD AND DISPOSE OF SYRINGE

See Figure 12

Lock the needle guard into place by pushing it against a hard surface such as a table.
Dispose of all syringe components in a secure sharps disposal container.

Figure 12

i O I
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13 INSTRUCT THE PATIENT
See Figure 13

Advise the patient that they may have a lump for several weeks that will decrease in size over
time. Tt 1s important that the patient not rub or massage the injection site and to be aware of the
placement of any belts or clothing waistbands.

Figure 13

14 INJECTION INTO BACK OF UPPER ARM (4™ DOSE)

All instraetions as noted above should be followed when administering the 4th dose, but the
location of the injections will be the back of the upper arm.

Figure 14

Back of
upper arm
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Appendix 9- Injection-Site Grading Scale
Injection Site Grading Scale
Timepolnt: | T Wmisustes O 12 bours O 24 bours u] n-f___|
Loval Renction to jr Y Arild Alosderate Bevere R e
Injectable Product {Grade 0) (Grade 1) (Grace 2) (Gemde 3) hﬁ.-—-.l O
s
Ay use of
Mo met -;_F-ml marcots pain !—:‘r
Pain Mone -rh 4 s o m‘:h' (ER) visie or
y Lot s with F bespralisaticn
mcitivity
c c - Significant -
Midd dis ot with ER wisit or
Tenderne s Hone g Hr-ll Bl
S -
Erythema B diea. * | . 2% = S 1 = 10em = 10 e e rr—
dermat s
15-5cm
50 - 10 con o = I oo ov
Indurs son Sseelling ** Mone -“""':; [ —— prevents duiky Mecmsis
_"'"# activity
* In sddition to grading the messured local maction ot the grestest single dmeter, the measarement should be recorded as a contiowous
== Loduarstion Swelling should be evaluste d and groded wsing the fanctional scale as well as the sctual messwrement

Source: LS. Food and Drug Administration. Guidasce for Indesiry: Thxicity Grading Scale for Healthy Adslt and

Adolescent Violunteers Enrolled in Preventtve Vaccine Clindoal Trials. Retrieved January 15, 2014, from hitp:// wew.fda.gov/

BiologlcsBlood Vaccnes/'GuidanceComplianceRegulstoryln formation/Culdances Vaccines/ uan 074775 htm
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Appendix 10- Injection-Site Pain Visual Analog (VAS) Scale

Injection Site Pain Visual Analog Scale

Vst Dary: Daite of Assessrment: Time of Assessment: Time
e e | |y
)

Injection Site Pain Analog Scale

Describe the extent of your current pain at the mpection site by marking the line below at the
appropriate distance between “No injection site pain” and “Worst imaginable injection site pain”,

site pain injecton site pain

Are you currently experiencing any burning or stinging at the injection site? [JYes [ONo

Subject initials / Date

version 1.0 13December2013

Hawker GA, Mian S, Kendzerska T, French M. Measures of adult pain. Arthritis Care Res
2011:63:5240-5252
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Appendix 11— Positive and Negative Syndrome Scale (PANSS)

Positive and Negative Syndrome Scale (PANSS) - Rating Criteria

Pasitive Scale (P)

PI. Delusions. Beliefs which are unfounded, unrealistic, and idiosyncratic. Basis for rating: thought content expressed
in the interview and its influence on social relations and behavior as reported by primary care workers or family.

Rating Criteria
2 Mimimal Questionable pathology; may be at the upper extreme of normal limits,

Presence of ane or two delusions, which are vague, uncrystallized, and not tenaciously held.
Delusions do not interfere with thinking, social relations, or behavior,

Presence of cither a kaleidoscopic armay of poorly formed, unstable delusions or a few well-
formed delusions that occasionally interfere ﬂ:un.hng, social relations, or behaviar.
Moderate Presence of numerous well-formed de

Severe interfere with thinking, social relatiog

3 Mild

4 IModerate

[ Severe

held, and clearly interfere with t
Presence of a stable set of dglusiop ighly systematized or very numerous,
7 Extreme and which dnml:nn : This frequently results in inappropriate
and irresponsible ac the safety of the patient or others.
P2. Conceptual disorganization. Di gcha:a:tﬂ'i:ed by disruption of goal-directed
sequencing, e.g., circumstantiality, ions, non-sequiturs, gross logicality, or thought
block. Basis for rating: n:ng'nj proces u:luri.ng the course of interview,
Rating
1 Absent apply.
2 Minimal i pathology; may be at the upper extreme of normal limits.
Thinking is circumstantial, tangential, or paralogical. There is some difficulty in directing
2 Mild thoughts toward a goal, and some loosening of associations may be evidenced under
pressure.
Able to focus thoughts when communications are brief and structured, but becomes loose
4 Moderate  or irrelevant when dealing with more complex communications or when under minimal
pressure.

s Moderate  Generally has difficulty in organizing thoughts, as evidenced by frequent irrelevancies,
Severe disconnectedness, or loosening of associations even when not under pressure.

Thinking is seriously derailed and internally inconsistent, resulting in gross irrclevancies

. —_ and disruption of thought processes, which occur almost constantly.
Thoughts arc disrupted to the point where the patient is incoherent. There is marked
7 Extreme loosening of associations, which results in total failure of communication, eg,, “word salad™
or mutism,
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Positive Scale (P)
P3. Hallucinatery behavior. Verbal report or behavior indicating perceptions which are not generated by external
stimuli. These may occur in the auditory, visual, olfactory, or somatic realms. Basis for rating: verbal report and
physical manifestations during the course of interview as well as reports of behavior by primary care workers or
tamily.
Rating Criteria
2 Minimal Questionable pathology; may be at the upper extreme of normal limits.
3 Mild One or two dearly formed but infrequent hallucinations, or else a number of vagae
abnormal perceptions, which do not result in distortions of thinking or behavior.
4 Ml Hallucinations occur frequently but not conti and the patient’s thinking and
'€ behavior are affected only to a minor ext
Madartc Hallucinations are frequent, may ¥, and tend to
5 s distart thinking and/or disrupt ional interpretation of these
experiences and respond to gion, verbally as well.
Hallucinations are present alm i ajor disruption of thinking and
6 Severe behavior, Patient treats the functioning is impeded by frequent
emotional and verbal redpol m)
Patient is al most ici nations, which virtually dominate thinking
7 Extreme  and behavior rigid delusional interpretation and provoke
verbal and obedience to command hallucinations.
e (P)
P4. Excitement. H}'perlctimy rm:riur behavior, heightened responsivity to stimuli,
hypervigilance, or emnm Hug behavioral manifestations during the course of interview
aswe]]asrepwtsnfbelmby kers or family.
Rating Criteria
1 Absent Definition does not apply
1 Minimal Cestionable pathology; may be at the upper extreme of normal limits.
Tends to be dightly agitated, hypervigilant, or midly overaroused throughout the interview,
3 Mild but without distinct episodes of excitement or marked mood lability. Speech may be slightly
pressured.
4 Moderate  /\fitation or overarousal is clearly evident throughout the interview, affecting speech and
general mobility, or eplsodic outbursts accur sporadically.
5 Moderate Significant hyperactivity or frequent outbursts of motor activity are observed, making it
Severe difficult for the patient to sit still for longer than several minutes at any given time,
é Severe Marked excitement dominates the interview, delimits attention, and to some extent affects
personal functions such as eating and sleeping.
Marked excitement seriously interferes in eating and slecping and makes interpersonal
7 Extreme interactions virtually impossible. Acceleration of speech and motor activity may result in
incoherence and exhaustion.
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Positive Scale (P)

P5. Grandiosity. Exaggerated self-opinion and unrealistic convictions of superiority, including delusions of
extraordinary abilities, wealth, knowledge, fame, power, and moral righteousness. Basis for rating: thought content
expressed in the interview and its Influence on behavior as reported by primary care workers or family.

Rating Criteria
1 Absent Definition does not apply.
2 Minimal Ouestionable pathology; may be at the upper extreme of normal limits.
3 Mild Some expansivencss or boastfulness is evident, but without clear-cut grandiose delusions,

Feels distinctly and unrealistically superior to others. Some poorly formed delusions about
special status or abilities may be present but fre not acted upon

Severe ]
Severe :

interactions, and may be acted upon.

4 Moderate

= I Thinking, interactions by multiple delusions of amarzing ability,
wealth, knowledge, which may take on a bizarre quality.
Oasi ivglScalg (P)
P6. Suspiclousness/ persecution. Unr axa of persecution, as reflected in guardedness,
a distrustful attitude, suspicious hyperv or ons that others mean one harm., Basis for rating:
ﬂ}nughtcuiﬂﬂﬂpmdlnm@kv on behavior as reported by primary care workers or
family.
Rating : Q‘ Criteria
Absent m@:m apply.
2 Minimal Cuestionable pathology; may be at the upper extreme of normal limits,
3 Mild Presents a guarded or even openly distrustful attitude, but thoughts, interactions, and
Distrustfulness is clearly evident and intrudes on the interview and//or behavior, but there
4 [ is no evidence of persecutory delusions. Alternatively, there may be indication of loosely
formed persecutory delusions, but these do not seem to affect the patient’s attitude or
interpersonal relations.
e Patient shows marked distrustful ness, leading to major disruption of interpersonal relations,
3 A ar else there are clear-cut pemsecutory delusions that have limited impact on interpersonal
relations and behavior,
é : Clear-cut pervasive delusions of persccution which may be systematized and significantly
= interfere in interpersonal relations.
= Ext A network of systematized persecutory delusions dominates the patient’s thinking, social
M relations, and behavior.
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Pasitive Scale (P)
P7. Hostility. Verbal and nonverbal expressions of anger and resentment, including sarcasm, passive-aggressive
behavior, verbal abuse, and assaultiveness. Basis for rating: interpersonal behavior observed during the Interview
and reports by primary care workers or family.
Rating Crileria
1 Absent Definition does not apply.
2 Minirnal Questionable pathology; may be at the upper extreme of normal limits.
3 Mild Indirect or restrained communication of anger, such as sarcasm, disrespect, hostile
expressions, and occasional irritability.
4 Modersie Presents an overtly hostile attitude, showing freqent irritability and direct expression of
anger or resentment. @
Moderate
5 5 Paticnt is highly irritable and occ Qﬂy h« atening.
Uncooperativencss and verbal nce the interview and seriously
& Severe impact upon social relations. d.cl:mmvt but is not physically
assaultive toward others.
Marked anger re precluding other interactions, or in
7 Extreme
episode(s) of physi ,@‘
e (N)
N1. Blunted affect. Diminished e spm‘m’ mcmmdhyamdxxﬂmmfxﬂlmm
modulation of feelings, and comppun i for rating: observation of physical manifestations of
affective tone and emotional ‘@ Qii ourse of interview.
Rating O Criteria
Absent Definition does not apply
i Minimal Ouestionable pathology; may be at the upper extreme of normal limits.
3 Mild Changes in facial expression and communicative gestures seem to be stilted, forced, artificial,
or lacking in modulation.
4 Moderate Reduced range of facial expression and few expressive gestures result in a dull appearance.
5 Moderate  Affect is generally “flaty’ with only occasional changes in facial expression and a paucity of
Severe communicative gestures,
Marked flatness and deficiency of emotions exhibited most of the time. There may be
fi Severe unmodulated extreme affective discharges, such as excitement, rage, or inappropriate
uncontrelled laughter,
- E Changes in facial expression and evidence of communicative gestures are virtually absent.
Patient seems constantly to show a barren or *wooden” expression.
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Negative Scale (N)
N2. Emotional withdrawal. Lack of interest in, involvement with, and affective commitment to life's events. Basis
for ratimg: reports of functioning from primary care workers or family and observation of interpersonal behavior
during the course of interview.

Rating Criteria
1 Absent Definition does not apply.
1 Minimal Questionable pathology; may be at the upper extreme of normal limits.
k] Mild Usually lacks initiative and occasionally may show deficient interest in surrounding events.

Patient is generally distanced emotionally from the milieu and its challenges but, with
4 Moderate
encouragement, can be engaged.
T Patient is clearly detached LIIII in the miliew, resisting all
pe
al

5 T efforts at engagement. Paticnt but can be involved in
" communication at least bricfly sometimes with assistance.
Marked deficiency of int i results in limited comversation
fi Severe with others and frequent ndglect bf per s, for which the patient requires

y interpersonal distancing and reduced verbal and nonverbal
during the course of interview.

involvernent with the intervigwg!

communication. Basis for =® !

Rating Criteria
1 Absent Definition not apply.
2 Minimal Questionahle pathology; may be at the upper extreme of normal limits.
3 Mild Conversation is characterized by a stilted, strained, or artificial tone. It may lack emotional

Patient typically is aloof, with interpersonal distance quite evident. Patient may answer
questions mechanically, act bored, or express disinterest.
Moderate  Disinvolvement is obvious and dearly impedes the productivity of the interview. Patient may
Severe tend to avoid eye or face contact.
Patient is highly indifferent, with marked interpersonal distance. Answers are perfunctory,
fi Severe and there is litthe nonverbal evidence of imvolvement. Eye and face contact are frequently
avoided.

Patient is totally uninvolved with the interviewer, Patient appears to be completely indifferent
and consistently avoids verbal and nonverbal interactions during the interview,

4 Moderate
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Negative Scale (N)

N4. Passive/apathetic soclal withdrawal. Diminished interest and initiative in social interactions due to passivity,
apathy, anergy, or avolition. This leads to reduced interpersanal involvements and neglect of activities of daily
living. Pasis for rating: reparts on social behavior from primary care workers or family.

Rating Criteria
1 Absent Definition does not apply:
. Minimal Questionable pathology; may be at the upper extreme of normal limits.
3 Mild Shows occasional interest in social activities but poor initiative, Usually engages with others
only when approached first by them.
4 Moderate Passively goes along with most social activities b in a disinterested or mechanical way:
Tends to recede into the background.
5 Moderate  Passively participates in only a ity dggfivitia iftually no interest or
Severe initiative. Generally spends little vithyo
P 5 Tends to be apathetic and isolate in social activities and
s occasionally neglecting person s social contacts.
7 Extreme Profoundly apathetic, isolated,
Tl
N5, Difficulty in abstract thinking. th -symbolic mode of thinking, as evidenced
by difficulty in classification, forming generalhgtions, beyond concrete or egocentric thinking in
problem -solving tasks. Basis for rati onses t on similarities and proverb interpretation, and use
nfmmmw,abllrulmdeﬁb e of rview,
- O Q-
1 Absent Definition apply.
7 | Minimal Questionable pathology; may be at the upper extreme of normal limits.
3 Mild Tends to give literal or personalized interpretations to the more difficult proverbs and may
4 Mokt Often utilives a concrete mode. Has difficulty with most proverbs and some categories. Tends
¥ to be distracted by functional aspects and salient features.
5 Moderate  Deals primarily in a concrete mode, exhibiting difficulty with most proverbs and many
Severe catcgorics,
Unable to grasp the abstract meaning of any proverbs or figurative expressions and can
] Severe formulate dlassifications for only the most simple of similarities. Thinking is either vacuous

or locked into functional aspects, salient features, and idiosyncratic interpretations.

Can use only concrete modes of thinking. Shows no comprehension of proverbs, commaon
- o metaphors or similes, and simple categories. Even salient and functional attributes do not

serve as a basis for classification. This rating may apply to those who cannot interact even
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Negative Scale (N)
N6. Lack of spontanetty and flow of conversation. Reduction in the normal flow of communication associated
with apathy, avolition, defensiveness, or cognitive deficit. This is manifested by diminished fluidity and productivity
of the verbal-interactional process. Basis for nating: cognitive-verbal processes observed during the course of
Rating Criteria
1 Absent Definition does not apply.
1 Minimal Questionable pathology: may be at the upper extreme of normal limits.
3 Mild Comversation shows little initiative. Patient’s answers tend to be brief and unembellished,
Corwersation lacks free flow and appes aliifig, Leading questions are
- il frequently needed to elicit adequate spg pooget] with conversation.
5 Moderate  Patient shows a marked lack of ggfon] ing to the interviewer's
Severe questions with only ane or tye,byjel sgntence
Patient’s responses are limitkgd n v - % fs or short phrases intended to avoid or
6 Severs curtail communicatiog! (E.g.. ii n not at liberty to say”) Conversation is
seriously impaired df & g1tw is highly unproductive.
- E wmi@lﬂtﬂ. occasional utterance, making corversation
impossible.
%Sm!c (N)
N7. Stereotyped thinking. D ty. and flexibility of thinking, as evidenced in rigid,
repetitious, or barren thou v. g cognitive-verbal processes observed during the Interview.
Rating Criteria
1 Absent  Definition does not apply:
2 Minimal Chuestionable pathology; may be at the upper extreme of normal limits.
3 Mild Some rigidity shown in attitudes or beliefs. Patient may refise to consider alternative
positions or have difficulty in shifting from one idea to another.
4 Moderate mvmhn revolves around a recurrent theme, resulting in difficulty in shifting to a new
5 Moderate  Thinking is rigid and repetitious to the point that, despite the interviewer's efforts,
Severe corversation is limited to only two or three dominating topics.
6 5 Uncontrolled repetition of demands, staternents, ideas, or questions which severely impairs
conversation.
Thinking, behavior, and conversation are dominated by constant repetition of fixed ideas or
7 Extreme limited phrases, leading to gross rigidity, inappropriateness, and restrictiveness of patient’s
communication.
Confidential Page 109 of 130

FRM.GCD.2912, Version 3.0, CURRENT



PERSERIS Indivior
Clinical Study Protocol: INDWV-7000-401 14 Mar 2019

General Psychopathelogy Scale (G)

G1. Somatic concern. Physical complaints or beliefs about bodily illness or malfunctions. This may range from a
vague sense of ill being to clear-cut delusions of catastrophic physical disease. Basis for rating: thought content
expressed in the interview.

Rating Criteria
1 Absent Definition does not apply.
2 Minimal Questionable pathology: may be at the upper extreme of normal limits.
Distinctly concerned about health or somatic issues, as evidenced by occasional questions
a Mild
and desire for reassurance.
4 Mod Complains about poor health or bodily malfunc but there is no delusional conviction,

and over-concern can be allayed by rea

Mod Patient expresses numerous or frequent ess or bodily
5 S malfunction, or else patient reveals clear: involving these thermes
but is not preaccupied by them.
Patient is precccupicd by one cypigl about physical disease or organic
L] Severe malfunction, but affect is themes, and thoughts can be diverted
by the interviewer with
2 E Numerous and freq sions, or only a few somatic delusions of a
pathplogy Scale (G)
G2 Anxiety. Subjective experience sion, or restlessness, ranging from excessive
concern about the present or fi sis Sfor rumg verbal report during the course of

interview and corresponding ph mani

Rating O Criteria

1 Absent Definition does not apply.
2 Minimal Questionable pathology; may be at the upper extreme of normal limits.
3 Mild Expresses some worry, over-concern, or subjective restlessness, but no somatic and

behavioral consequences are reported or evidenced.

4 Moderate Patient reports distinct symptams of nervousness, which are reflected in mild physical
manifestations such as fine hand tremor and excessive perspiration.

Moderate  Patient reports serious problems of anxiety, which have significant physical and behavioral
S Subjective state of almost constant fear associated with phobias, marked restlessness, or
numerous somatic manifestations.

- Bl Patient’s life is seriously disrupted by anxiety, which is present almost constantly and, at
times, reaches panic proportion or is manifested in actual panic attacks,
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General Psychopathology Scale (G)

G3. Guilt feelings. Sense of remorse or self-blame for real or imagined misdeeds in the past. Basis for rating
verbal report of guilt feelings during the course of interview and the influence on attitudes and thoughts.

Rating Criters
1 Absent Definition does not apply.
2 Minimal Questionable pathology; may be at the upper extreme of normal limits,
3 Mild Questioning elicits a vague sense of guilt or self-blame for a minor incident, but the patient
clearly is not overly concerned.
4 o Patient expresses distinct concern over his or her responsibility for a real incident in his or
her life but is not preoccupied with it, and attj and behavior are essentially unaffected.
Patient expresses a strong sense of guilt with sgif-deprecation or the belief that
5 Moderate e or she deserves punishment. The ional basis, may be
Severe volunteered spontancoudy, may and/or depressed mood, and
cannot be allayed readily by the
Strong ideas of guilt take d to an attitude of hopelessness or
6 Severe worthlessness. The patient receive harsh sanctions for the misdeeds
and may even regard Jifs or her corrent ¥ ion as such punishment.
Patient’s life is dg atechb of guilt, for which he or she feels deserving
7 Extreme  of drastic puni i torture, or death. There may be associated
suicidal th problems to one’s own past misdesds.
': : ithology Scale (G)
Gd. Tenslon. Overt physical -.- v and agitation, such as stiffness, tremor, profuse
sweating, and restlessness. attesting to anxiety and, thereupon, the severity of
physical manifestations of ﬂu:lutu'\"iew.
Criteria
Absent Definition does not apply.
2 Minimal Questionable pathology; may be al the upper extreme of normal limits,
3 Mild Posture and movements indicate slight apprehensiveness, such as minor rigidity, occasional
restlessnicss, shifting of position, or fine rapid hand tremor.
4 Naderaie A dearly nervous appearance emerges from various manifestations, such as fidgety behavior,
obvious hand tremor, excessive perspiration, or nervous mannerisms.
5 Moderate Pronounced tension is evidenced by manifestations, such as nervous shaking,
Severe profuse sweating, and restlessness, but conduct in the interview is not significantly affected.
6 TR Pronounced tension to the point that interpersonal interactions are disrupted. The patient, for
example, may be constantly fidgeting, unable to st still for long, or show hyperventilation.
Marked tension is manifested by signs of panic or gross motor acceleration, such as rapid
T Extreme restless pacing and inability to remain scated for longer than a minute, which makes
sustained comversation not possible.
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General Psychopathology Secale (G)

G5 Mannerisms and posturing. Unnatural movements or posture as characterized by an awkward, stilted,
disorganized, or bizarre appearance. Basis for rating: observation of physical manifestations during the course of
interview as well as reports from primary care workers or family.

Rating Criteria
Absent Definition does not apply.

2 Minimal Questionable patholagy; may be at the upper extreme of normal limits,

k) Ivlild Slight awkwardness in movements or minor rigidity of posture.

Movements are notably awkward or disjointed, or an unnatural posture is maintained for

=

4 Moderate brief :
5 Moderate ﬂmﬂhzlrmnhmhmmtndpq‘ l‘@ﬂhﬂﬂmrﬂlﬁﬂni}

Severe sustained for extended periods.
Frequent repetition of bizarre rituals &vpud movernent s, oF a

E R contorted posture is sustained fi pe
Functioning is seriously i mvolvermnent in ritualistic,
7 Extreme manneristic, or fixed posture which is sustained

(G)
G6. Depression. Feelingsnhadnem. . and pessimism. Basis for rating: verbal

report of depressed mood durin observed influence on attitude and behavior as
reported by primary care wothers
Q“ Criteria

1 Absent npplp
P Minimal Ql:mumﬂtpuhdnmﬂmafhﬂatthcq:ptrmnfmdlimju.
3 Mild Expresses some sadness or discouragement only on questioning, but there is no evidence of

depression in general attitude or demeanoe.
Distinct feelings of sadness or hopelessness, which may be spontanecusly divalged, but
4 Moderate  depressed mood has no major impact on behavior or social functioning, and the patient
usually can be cheered up.
Distinctly depressed mood is associated with obvious sadness, pessimism, loss of social
interest, pspchomotor retardation, and some interference in appetite and sleep. The paticnt
cannot be easily cheered up.
Markedly depressed mood is associated with sustained feelings of misery, occasional crying,
[ Severe hopelessness, and worthlessness. In addition, there is major interference in appetite and/or
slecp as well as in normal motor and social functions, with possible signs of self-neglect.
Depressive feclings seriously interfere in most major functions, The manifestations inchade
s E . frequent crying, pronounced somatic symptoms, i mpaired concentration, psychomotor
retardation, social disinterest, self-neglect, possible depressive or nihilistic delusions, and/or
possible suicidal thoughts or actions.
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General Psychopathology Scale (G)
7. Moter retardation. Reduction in motor activity as reflected in slowing or lessening of movements and speech,
diminished responsiveness to stimuli, and reduced body tone. Basis for mating: manifestations during the course of
interview as well as reports by primary care workers or family.

Rating Criteria
1 Absent  Definition does not apply:
2 Minimal Questionable pathology; may be at the upper extreme of normal limits.
» Mild Slight but noticeable diminution in rate of movements and speech. Patient may be somewhat

underproductive in comversation and gestures.
Patient is cleardy slow in movements, and

may be characterized by poor productivity,

4 P including long response latency, extended

A marked reduction in motor activity
Mod erate
5 functioning in social and
Severe SR,

é e Movemenis are extremely
day is spent sitting idly or

7 Extreme Patient is almost ¢

hospital staff, or family, uhlchma}rbe L
of authority, hostility, or
interview as well as reports

MK o b~ . AR

1 Absent not apply.
2 Minimal Questionable pathology: may be at the upper extreme of normal limits.
3 Mild Complies with an attitude of resentment, impatience, or sarcasm. May inoffensively object to
sengitive probing during the interview.
Occasional outright refusal to comply with normal social demands, such as making own bed,
4 Moderate  attending scheduled programs, etc. The patient may project a hostile, defensive, or negative

attitude but usually can be worled with.

Patient frequently is incompliant with the demands of his or her miliew and may
Moderate  be characterized by others as an “outcast™ or having " serious attitude problem?”
Severe Uncooperativeness is reflected in obviouws defensiveness or irritability with the interviewer and
possible unwillingness to address many questions.

Patient is highly uncooperative, negativistic, and possibly also belligerent. Refuses to comply

g - with most social demands and may be unwilling to initiste or conchude the full interview.
Active resistance seriously impacts on virtually all major areas of functioning, Patient may
7 Extreme refuse to join in any social activities, tend 1o personal hygiene, converse with family or staifl and
participate even briefly in an interview.
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General Psychopathology Seale (G)
G9. Urnusual thought content, Thinking characterized by strange, fantastic, or bizarre ideas, ranging from those,
which are remote or atypical to those which are distorted, illogical, and patently absurd. Basis for rating: thought
content expressed during the course of interview.
Rating Criteria
1 Absent Definition does not apph
2 Minirmal Questionable pathology: may be at the upper extrerne of normal limits.
3 Mild ‘Thought content is somewhat peculiar or idiosyncratic, or familiar ideas are framed in an
odd context.
4 Moderate  Ideas are frequently distorted and occasionally quite bizarre.
Mod Patient expresses many strange and fantastic the adopted son of a king,
5 5 being an escapee from death row) ar (e.g.. having hundreds
6 5 Patient expresses many illogical or a have a distinctly bizarre
quality (e.g. having three heads.
7 Extreme  ‘Thinking is replete with absurd,
General
G10. Disorientation. Lack of awareness of one’s i iliew, including persons, place, and time,
which may be due to confusion or withdra . es to Interview questions on orientation.
Rating
1 Absent
Minimal Que mqrbt:tthcuwcrmufmmd]imiu.
General or i mwm'mdﬁcﬂnwﬁmhm.
patient kne br her location but not the strect address; knows hospital staff names but
3 Mild not their ons; knows the month but confuses the day of week with an adjacent day;
or errs htbedmbymthmmdm There may be narrowing of interest evidenced by
familiarity with the immediate but not extended milien, such as ability to identify staff but
not the Mayor, Governor, or President.
Oinly partial success in recognizing persons, places, and time. For example, patient knows he
4 Moderst or she is in a hospital but not its name; knows the name of his or her city but not the borough
= or district, knows the name of his or her primary therapist but not many other direct care
workers; knows the year and season but is not sure of the month.
Considerable fallure in recognizing persons, place, and time. Patient has only a vague notion
z Moderate  of where he or she is and seems unfamiliar with most people in his or her miliew. He or she
Severe may identify the year correctly or neardy so but not know the current month, day of week, or
even the season.
Marked failure in recognizing persons, place, and time. For ezample, patient has no
[ Severe lnowledge of his or her whereabouts; confuses the date by more than one year; can name
only one or two individuals in his or her current life.
Patient appears completely disoriented with regard to persons, place, and time. There is
7 Extreme gross confusion or total ignorance abowut one’s location, the current year, and even the most
familiar people, such as parents, spouse, friends, and primary therapist.
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General Psychopathology Scale (G)
G11. Poor attention. Failure in focused alertness manifested by poor concentration, distractibility from internal
and external stimuli, and difficulty in harnessing, sustaining, or shifting focus to new stimuli. Basis for rating:
manifestations during the course of interview.
Rating Criteria
1 Absent Definition does not apphy
2 Minimal Questionable pathology: may be at the upper extreme of normal limits.
3 sild Limited concentration evidenced by occasional vulnerability to distraction or falterng attention
toward the end of the mterview.
4 Madasis Conversation is affected by the tendency to be easily distracted, difficulty in long sustaining
concentration on a given topic, or problems in shifting attention to new topics.
g Moderate  Conversation is seriously hampered by poor collcentration, distractibility, and difficulty in shifting
Severe focus appropriately.
6 - Patient’s attention can be harnessed for ef mom great effort, due to marked
¢ distraction by internal or external sgimgll
7 Extreme Attention is so dismpled that a W e rss sible.
General o g
G12. Lack of judgment and insight. Impaired swarfEh gt onc's own peychiatric condition
and life situation. This is evidenced by failure pgnite pa pevchiatric illness or symptoms, denial
of need for prychiatric hospitalization or trg isi ardgierized by poor anticipation of consequences,
and unrealistic short-term and long-rang d j atig thought content expressed during the
Rating \ Criteria
1 Absent does
b M inirmal ; may be at the upper extreme of normal limits.
a psychiatric disorder but clearly underestimates its seriousness, the implications
k] Mild the importance of taking measures to avolid relapse. Future planning may be
poody
Fatient shows only a vague or shallow recognition of illness. There may be fluctustions in
acknowledgment of being ill or little awareness of major symptoms, which are present, such as
4 Moderate delusions, disorganized thinking, suspicdousness, and social withdrawal The patient may rationalize
the need fior treatment in terms of its relieving lesser symptoms, such as anxiety, tension, and sleep
difficulty.
Acknowledges past but not present psychiatric disorder. If challenged, the patient may concede
c Iloderate the presence of some unrelated or insignificant symptoms, which tend to be explained away by
unrecognized.
Patient denies ever having had a psychiatric disorder. He or she disavows the presence of any
] Severe psychiatric symptoms in the past or present and, though compliant, denies the need for treatment
and hospitalization.
Emphatic denlal of past and present psychiatric (liness, Current hospitalization and treatment are
7 e given a delusional interpretation (e.g. as punishment for misdeeds, as persecution by tormentors,
el ), and the patient may thus refuse to cooperate with therapists, medication, or other aspects of
treatmment.
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General Psychopathology Scale (G)
G13. Disturbance of volition. Disturbance in the willful initiation, sustenance, and control of one’s thoughts,
behavior, movements, and speech. Basis for mating: thought content and behavior manifested in the course of
interview.
Rati Criter
1 Absent Definition does not apply.
2 Minimal Questionable pathology; may be at the upper extreme of normal limits,
3 Mild There is evidence of some indecisiveness in conversation and thinking, which may impede
verbal and cognitive processes to a minor extent.
Patient is often ambivalent and shows dear di ty in ml:u.ug decisions. Conversation
4 Moderate may be marred by alteration in thinking, al and cognitive
functioning are clearly impaired.
5 Moderate
Severe
[ Severe
7 Extreme
2y Scale (G)
G14. Poor impulse control, Dm:mir e- ation o]ofacl‘nnmlnnerugﬂ,remhhlgms-nddm
unmodulated, arbitrary, or misg d s onandr_mnlimnuiﬂmummmabnm:nmqtma
Basis for rating: behavior during ¥e g view and reported by primary care workers or family.
Rating Criteria
1 Absent Definition does not WF-
2 Minimal Questionable pathology; may be at the upper extreme of normal limits.
3 Mild Patient tends to be casily angered and frustrated when facing stress or denied gratification
but rarely acts on impulse.
Patient gets angered and verbally abusive with minimal provocation. May be occasionally
4 Moderate  threatening, destructive, or have one or two episodes imvalving physical confrontation or a
minor brawl.
Mod mmwwmwwm:,mmﬂm
5 S or physical threats. There may be one or two cpisodes involving serious assanlt, for which
the patient requires isolation, physical restraint, or p.en. sedation.
Patient frequently is impulsively aggressive, threatening, demanding, and destructive,
[ Severe without any apparent consideration of consequences. Shows assaultive behavior and may
also be somally offensive and possibly respond behaviorally to hallocinatory commands.
Patient exhibits homicidal attacks, sexual assaults, repeated brutality, or self-destructive
7 Extreme behavior. Requires constant direct supervision or external constraints because of inability to
contral dangerous impulses,
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General Psychopathology Scale (G)
G15. Preoccupation. Absorption with internally generated thoughts and feelings and with autistic experiences to
the detriment of reality orientation and adaptive behavior. Basis for rafing: interpersonal behavior observed during
the course of interview.

Rating Criteria
| Absent Definition does not apply:
2 Minimal Cluestionable pathology; may be at the upper extreme of normal limits.

Excessive involvement with personal needs or problems, such that conversation veers back to

3 Mid o gocestricthemes and there is diminished concern axhibitsd towesd others.

4 Moderate  [atient occasionally sppears self-absorbed, as if daydreaming or involved with internal
experiences, which interferes with communicafion to a minor extent.

Mod Patient ofien appears to be engaged in u rlence nced by behaviors that

] R signifi cantly intrude on social and as the presence of a vacant
stare, muttering or talking to on El yped molor patterns.
Marked prescoupation with a ences, delimits concentration, ability

& Severe to comverse, and orientation The quently may be observed smiling,
laughing, muttering, talking,

7 Extreme The patient ri and behaviorally to hallicinations and show g
Eﬂulmm% tternal milien.
G 16, Active soclal avoldance. D ﬁ
distrust. Basis for rating: reports fi

fent associated with unwarranted fear, hostility, or

¢ primary care workers or family.
Rating 0 % Critaria
1 Absent Dch@ apply:
2 Minimal Quest pathology; may be at the upper extreme of normal limits.

Mild Patient seems ill at ease in the presence of others and prefers to spend time alone. although he or
she participates in social functions when required.
Patient grudgingly attends all or most social activities but may need to be persuaded or may
terminate prematurely on sccount of anxiety, suspiciousness, or hostility.
Moderate Patient fearfully or angrily keeps away from many social interactions despite others” efforts to

Severs engage him. Tends to spend unstructured time alone.

Patient participates in very few social activities because of fear, hostility or distrust. When

& Severe approached, the patient shows a strong lendency to break off interactions, and generally he or she
appenrs to isolate himself or herself from others,

Patient cannot be engaged in social activities because of proncunced fears, hostility, or
7 Extreme persecutory delusions. To the extent possible, he or she avoids all interactions and remains
isolated from others

4 Moderate

Kay S.R., Opler, LA, Fiszbein, A. (1999). Positive and Negative Syndrome Scale (PANSS) Rating Criteria. North Tonawanda,
NY: Multi-Health Systems.
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Appendix 12 — Abnormal Involuntary Movement Scale (AIMS) for Tardive
Dyskinesia

Abnormal Involuntary Movement Scale (AIMS)

Movement ratings: rate highest severity observed. Rate movements that 1 = Minimal. may be
occur upon activation one less than those observed spontaneously. T pal

FACIAL

ORAL

arecus ), athetold
enting). Do not include tremar

EXTREMITY
MOVEMENTS:
% ES) &g lateral kones movement, fool 0 a3 . A
Iwersion and eversd on of foot
mmE:IT& 7 HIPS e rocking, rwisting squirming, pelvic T Bt R N
Mome, normal o
Minimal 1
& Severlty of abnornmal moverments Mild 2
Moderate 3
Severe 4
Mona, normal o
Mimimal 1
HJE% 9. Incapacttation due to sbnonmal movements Mid 2
Moderate 3
Sevem 4

Mo swareness 0
Aweare, no distress 1
Awvare, mild distress 2
Aware, moderate distres 3
Aware, severe distress 4

10, Patlents swareness of sbnormal movements
Rate only subject’s report.

Mo o

1L current problems with teeth and/or dentures?
DENTAL - s 1
STATUS: Moo
12. Does patient usually wear dentures? e

Guy W. ECDEU Assessment Manual for Psychopharmacology. US Department of Health, Education, and
Welfare publication (ADM) 76-338 Rockville, MD: National Institute of Mental Health: 1976.
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Appendix 13— Simpson-Angus Scale (SAS)

Simpson-Angus Scale (SAS)

Circle the appropriate score for each Rem:

l. GAIT

Thi patient s atamined as he walks into the examining room; his gait, the swing of arms, his genernl postare all form
the bosis for an overall score for this item. This is reted as follows:

Maormal

Mild diminution in seing while the patient is walking
Obwiows diminsition in seing suggesting shoulder rigldity
St galt with little or no arm swing noticeable

Rigld gait with arms slightly pronated; or stooped-shifling gait with propalsion snd retropulsion

- W N = O

L ARM DROPPING
The patient and the examiner both reise their arms to shoulder height and bet them fall to thelr sides, Lo e normal
subject o stout slap is heard s the ames hit the sides, Lo the patlent with extrems Parkinsons syndeome, the arms fall
vary s bowly,

Marmal, free fall with boud slap and rebownd

Falll shevwedd sighitly with bess sudible contact and little rebound

Fall sbawsed, no rebaumd

Marked dowing, no dap st all

Arms fall as though against realstance, as though through glue

= W e = D

3. SHOUVLDERSHAKING

The subjects arms are bent ot a right angle at the elbow and taken one at a time by the examiner who grabs cne hand
and also clagps the other around the patients elbow. The subjects upper arm is pushed to and fro and the hunenas is
axtemally rotated. The degr e of resistance from normal to extreme igldity Is scored as follows:

Marmal

Slight stiffness and resigance
Maoderute stiffes and esigance

Marked rigidity with difficulty bn passive movement
Extreme ifiess and righdity with almost s frozen jolnt

= e e = 2

4. ELBOW RIGIDITY
The eltsow joints ane separately bant ot right angles and passively extended and flamed. with the subjects biceps observed
and simultaneously palpsted The resistance to the procedure is rated. (The presence of cogwhaeel rigidity is noted
separately. )

Haormal

Shight stiffness and resigance

Moderate stiffness and resistance

Marked rgidity with difficulty in passive movement
Extreme stiffness and righdity with almost a frozen polnt

B W N o= O
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5. WRIST RIGIIMTY

= M = o

Mormal

Slight stiffness and mesistance
Moderate stiffnass and reslstance

Marked rigidity with difficulty in passiee movement
Extreme siffoess and rigidity with slmast a frozen polod

6. HEAD ROTATION

- e = D

The patbent ats or stands and is fold thar you s golng to move his hed fram side to side, tha it will not hure sod the
b shoubd try and rele, (Cuestions about patn in the cervical sres or difficulty in moving his head should ba obtained
to avold causing any pain, ) Clasp the patients head between the two hands with fingers on back of the nedk, Gently
rotate the head in o chrcular motlon 3 tmes and evoluste the muscular resistance (o Uhe movement.

Loosa, no rexid ance

Slight mesistance to movement sithough the time to rotate may be normal
Resistance b apparent and time of rotation i slowed

Resistance ks obvious and rotation s slowed

Hend appears stiff and rotation is dificult to carry out

7. GLABELLA TAP

= M =

Subject s told to open bl eyes and not to blink. The glabells reglon ls tapped at o sledy, rapld speed. The number of
times patient blnks in successlon is noted:

-5 blinks

&-10 blinks

11-15 blinks

16-20 blinks

21 and more blinks

8. TREMOR

LA -

Pattent ks observed walking into examining room and then Is aomined for this tem.

MNormal

Mild finger tremog, obwlous to sight and towch
Tremor of hand or arm occurring spasmodicall y
Persistent tremor of one of more limbs
Wheole body tremor

Indivior
14 Mar 2019

The wrist is hebd in one hand and then the fingers held by the examiners other hand with the wrist moved to extension,
and both ulnar and radial deviation. The resistance to this procedure 1s rated:
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9. SALIVATION
Patient s observed while talking and then ssked to open his mouth and ehevate his tongue. The following ratings are
given:
o Normal
1 Bwcess salivation so that pooling takes place If the mouth is open and the tongue relsed
@ Ewcesssalivation is present and might occasionally result in dificulty in speaking
3 Speaking with difficulty because of excess salivation
4 Pronk drocling

10, AKATHISIA

Pattent ks observed for resthessness, If restlossness s noted, ask: "Do you feel resthess or Jittery inside; is it difficult to sit
still i Subdective response s not mecessary for scoring but patient report can help maks the isesment.

0 Mo restlessness rported or observed
| Mild restlessness obsereed

1 Moderate mestlossnens obsarved

3 Restlessness is frequantly observed
4 Westlessness persistently observed

Adapted and used with permission. Reference: Simpson GN, Angus J'W. A rating scale for extrapyramidal side effects. Acta
Psychintrica Scandinavica. 1 970s45(sappl 212):11-%.
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Appendix 14— Clinical Global Impression — Severity of lliness (CGI-S)

Clinical Global Impression - Severity of lliness [CGI-5)

Considering your total clinical experience with this particular papulation, how mentally ill is the patient at this

time?
0 = Mot assessed 4 = Moderately ill
1 = Mormal. not at all ill 5 = Markedly ill
2 = Borderline mentally ill 6 = Saverely ill
3 = Mildly ill 7 = Among the most extremely ill subjects

Guy W, BCDELU Assesment Manual For Peychopharmacology. US Department of Health, Education, and Welfare publl cation
[ADM) Te-338 Rockville, MD: Mationsl Institute of Mental Health: 1975,
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Appendix 15 — Barnes Akathisia Rating Scale (BARS)

Barmes Akathisia Rating Scale (BARS)

Rating scale for drug-induced akathisia (Rames Akathisis Rating Scale)

Tt rusctioms: Patlent should be observed while they are seated, and then standing while engeged In neutral conversation (for a
minimum of two minutes in esch position). Symptoms observed in other situations, for exampls while engaged in activity on
the ward, may also be rated. Subsequently, the subjective phenomena should be elicited by direct questioning.

Object ive
] Mormal, sccasional fidgety movements of the b

Presence of charscteristlc restless moverments shuflling or tramp ing maovements of the lega/leet, or swinging ome leg
| while sitting, andfor rocking from foot to foot of “walking on the spot” when standing Suf moverments present for les
tham half the time obsrved

2 Observed phenomens, as described in (1) above. which am present for at leas half the observation period

Patbent 1s constantly engagod in characleristlc restlom movements, ani/or his the lnabity 1o remabn sated or standing
without walking or pacing, during the time abserved

Subjective
Awrerwrss of restlessness

a Absence of Inner restlesaness
1 Hon-specific sense of nner restlssness

1 'Ihpl‘.l.thmﬂ’uhﬂrl;mtl ﬁm‘whumﬁtmmMMm

Awsrends of Intense compulsion o move most of the time and/or mports strong desiee 1o wallo or pace most of the

e
Dstress relased to restiesiness
o No digtress
1 Mild
1 Moderate
3 Sewere
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Glabal clinical assessment of akathisia

Abserd. No evidence of awamness of restlessness, Observation of charscter istic movements of akathisla in the shsence
of a subjective report of Inner restlessness or compulsive desire to mave the legs should be classtfied as pseudoakathisla

Cmestiomable. Non-specific inner tension and fidgety movements

M akathisia. Swareness of restlessness in the legs andior Inner metlessness worse when requined to stand still.
Fidgety movements present, but characteristic resthess movements of akathisis not pecessarily observed Condition
causes little or no distress \

Moderate akathisle. Awareness of restlessness as described for mild akathisla sbove, cambined with charactenstic
restless movements such ss rocking from foot (o foot when slanding, Petient finds the condition distressing

Marked akuhishe. Subjective of restlesmess includes s compulsive desire to walk or pace. However. the
patlent i able to remals seatod for af lead five minades. The condition i obwicusly dist resslng

kmmmpnuw-“lanu wp nmdd dirwn most of the time. Unable 1o o or e
down for mose than a few minube. Constant Ll Is asociotid with intense distress and insomnia

Reproduced from: A rating scale for drug-induced akathisia. T.R.E. Barmnes, British Jowrnal of Pavchiatry (1989), 154, 672676

© 1989 The Royal Callege of Psychiatrists.
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Appendix 16 — Columbia-Suicide Severity Rating Scale (C-SSRS)

COLUMBIA-SUICIDE SEVERITY
RATING SCALE
(C-SSRS)

Baszeline/Sereening Version

Yersion 11409

Posner, K.; Brent, I3 Lacas, C.; Gould, M.; Stanley, B.; Brown, G.; Fisher, P.; Zelagny, J.;
Hurke, A.; Oguendo, M.: Mann, J.

Disclafmer:

This scake i intended to be wsed by mdividyals who hove receved training in its admimstration, The questions contaned in
the Columbia-Suicide Severity Roting Scale are suggested probes. Ulimately, the determination of the presence of suicidal
ideation or behavior depends on the fudgraent of the individval odministerng the scale.

Definitions of hohavioral suicidal cvents jn this scole are bascd on thase nsed in The Columbla Suicide History Fornim,
developed by joha Mann, M2 and Mario Oquenda, MD, Canre Center far the MNeorosclence of Mental Disorders
{CCNMO), Mew York Stte Psychionic lnstitute, 1051 Riverside Drive, New York, NY, [0022. {Oguendo M. A,
Hatberstarm & & Manr . |, Risk factors for suicidal behavior: vty ond imitotons of research instruments. In MEB. First
[Ed [ Standardized Evaluaticn in Clinical Practice, pp. 103 -130, 2003

Far reprints of the C55RS contadt Kelly Posrer, Ph.D, Mew York State Psychiatric institte, 1051 Riverside Drive, New
York, Mew Yaork, 10032, inquiries and training requirements contadc pmnnrk@nyspj.fnhmhia.e:ﬁ:

& 3008 The Research Foundation for Mental Hygiene, Inc,
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SUTCIDAL IDEATION
Ask guestions | and 2. I both are negative, proceed fo “Swicidal Behavior” section. [f the annwer to Lifetime: Time | o
guieslion 2 1 “yves ", axk guesiions 3, $and 5 I the answer to guestion | amd’or 2 is "yes”, complele He/She Feli MEII';JE
“Tntensity of ldeaiton ™ section below, Mt Suilchlal
1. Wish to e Dead
Subject endorses thoughns shout a wish 10 be dead ormer alive anymane, or wish 1o fall nsleep md not wake up. Yea Mo Yes Do
Have you wixteed yeu were dewed or mdsiad pow cowld e e sleep and ned woalie up? 0 [ O 0O

I yes, desmbe:

2, Non-Specific Active Sulcidal Thoughts
Cieneral nen-specific thoughts of wanting 1o end one’s lifecommit miicide (e e thoughi abour &ilimg spell) without theughts Yes Mo Yes Do
of ways to kil oneselifassociabed metbwods. inted, or plan daring e assesament period. o o o
Have you semnalty fad any hghis o Kiling poursy”

|

T ves, desaribe:

3. Active Sulcidal Ideation with Any Methods (Not Flan) witheut Intent to Act ) _ ) :
Subject endorees toughts of uicide md bas thoaght of 9 lsas ane method during he assessment pericd. This is dfferent thin & Yee Mo Yer o
spexific plan with time, place or method details worked ool (e, thought of method to kil ssIf bul ol a spedific plank. Inchides person O O O O
whe would sy, “T thought aboar fmkiag am avesdbre bt [ rever made o specific plar as o when, where ar bow T woald actualiv ds
it T et nevew g throwgle sivh "

Have yeu been thinking abeul hew yeu sugpht de (is?

I yes, desmbe:

4. Active Sulcidal ldeation with Seme Intent to Act, withoul Specific Plan
Artive suicidal thoughs of killing onesz|f and subject reports having some imtent tooacl on such theogins, e opposed i 7 furve the Yes  MNo Yes Mo
thecongrhatr bt J g izl will mod do vty ot W ™ O O O o
Have yeu had these theughis and fed seme ntention of oeting o deon?

If yes, desonbe:

5. Active Suicidal Ideation with Specific Plan and Intent
Theaghts of killing oaeself with details of plan fully or pamially worked out and subject has some ment e carry it out. Yes  No Ves
Have yeu sorted fe work eut or worked ol e detail of howr fo kil porerself” Do pou infered fe carry out feis plan® O 0O (o]

=

If yes, desoribe:

INTENSITY OF IDEATION
Thie fodlowing features shoud be pated with respect fo fie mmost zevere fpe of fdeation (e, 1-5 from above, witlh § being
the lenst severe and 5 being the most severel. Ask abor fime he/she was feeding the most sicidal

Lifetime - Mest Bevere Ideation: Mot Maost
Thpe % (1R Description of ol Severe Severe

Past ¥ Moniths - Mest Severe Ideation:

Tipe = (1-8) Description o 1ol

Frequency
How many times have pon had these thenghes?
(17 Lo than smee o week (2 Oncea week (30 2.5 times moweek (1) Daily or almost daily (53 Many Unes cach day —

Duration

Whan pen have the tronghts hew long do they lase?
(171 Fleding - Few secomds or mmules {40 48 hoursmosd of day I .
(2] Less than | hown'some of the time (%) More than & hoursipersistent ar conlimmicous
1) 1-4 hoursa lot of time

Controllability

Conldican pou stap thinking abont killing yourself or wanting fo die If pen want ta?
(1) Easaly alsle to control tosghls (41 Cam cantral houghts with a kol o difficulty —
(Z) Can contral {houghts with likle diffiaaliy (5) Uinable to contral thoughts
31 Can control {houghts with some difficuliy {0} Droes nod wttempt Lo contral thoughts

Deterrents

Are there trings = anyone or anything feg., famdly, religion, pain of deatl) = that stapped you from wanting ta
die or acting on thoughts of commditing suicide?

(171 Dreterrems defiminely stopped you from mizmpting suicide (4] Dieterrents most likehy did non stop vou

[2) Deterremts probably sopped you (7) Debarents definitely did oot stop you

(3] Uneertnin that deterrents s opped vau {11y Does nol apply
Reazons for ldeation
Hheat sort of reasans did pou have for tinking about wanting fo die or Killing yoerself? Was i fo end the pain
or stap the way o were feeling (in other words pon conlidi't o on hang with this pain or ow pon were
Jeeling) or was it fo gef affentien, revenge or a reaction from others? Or both?

{1y Campletely o gd altention, revenge or @ reaclion from others (1) Mostly 1o end or #op the paim (yow coulda't gooan

120 Moasly o gel altention, revenge or a reaction from ohas leving with the pain ar how you were fecling)
{3y Equally 1o gel attenlion, revenie of a reaction from athers (31 Completedy B end ar sbop the pain (you couldn’t goe o
arl 1o anlslop the pain living with the punar how yvou were fecling)
1y Dies nal apply
Varon L1409
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SUTCIDAL BEHAVIOR Lifetime | Past__
(Chack all tral apply, 5o long as these are separate evenls; mist ok abour all tvpes) Years
Actual Atterpt: Yes Mo Yes Mo
A potentinlly self-injurious sct commitiedwith at lexst some wish to die, ax o result ofacd, Behavior was in par thought of 25 method to kill o o o o

oneslf. Inent does net have to be 100, [Fthere Is amy intent/desire to die associated with the act, then it can be considersd an actual suicide
mizmpt. There does mot fave fo be any fnjary or rarm, just the petential for infury or harm. If person pulls rigger while gun is in
muasth but gum is brokoen sy va mjury resulis, this is considered sn altempt,

Infeming tnteni: Even it an mdivices] denies intentowish to die. it may be mfared chinieally from the behavior or aromsiances. For example, a
highly lethal act thal is elearly not an accident =0 po other intent but suicide cen be infemed (e.g., gunshot to head, pomping fraom windew of 2
high Noor'slory). Also, iFsomeone denies mlent Lo die, bat they thought that what they did could be lethal, intesl may e infered

Have pon made a sutclde attempt?
Have pon dome anything fo haem pourself? Tetal #of | Total # of
Have pou done anything dangerons where you conid have died? Altempts (- Atterapts
What did yeu do?
Ihid you a5 @ way fo end pour dfe? — -

Il you wont fo die (ever o litie) when pou__ 7

Were pont trying fo end your lfe witen yon 7

O i yon think it was pessible yow conld Iave died from r
O Jid you da I¢ purely for ather reasons / withons ANY intention of Eilllng pourself (iike e refiave soress, feal berer,
gl wyenpetfey, or gat sometiing olse do rappen)? Seli-injorous Behwaor withoul suscidal intenl

I yes, describe Yes Ma | Yes Mo
Has subject engaged in Non-Suicidal Self-Injurious Behavior? O o)|0a0
Interrupted Atlempi: Yes No | Yes DNo
When the pasn i intemuepted {by an outsde arcamstance) fram starting the potentially sclf-mjunious sd (3 sof for thar, acfeal aien would 0O 0O o o
Nve vecurrad,

Cwverdose: Person has pills in hand b i sopped from mgesting. Omee they mgest my pills, this becomes an sitemgpt rather than s intamipted
stempl. Shostimng: Person has pon pointed towand sell, pun is ke sway by someone el or is somehow prevented from pulling ingger. Onee
they pull the irigger, even if the gun fails 1o fire, 1t i3 m oemp, Tumping: Person is poised 1o jump, i= grabbed and iken down from ledge
Hamging: Persun hus noose around neck but Bas nol vel stared to hang - is slopped from doing o, Totsl & af Tutal & of
Hay there been a time when pon starded fo de semetiing to end your life brf somerine or sometiing stopped pon before imm;{“ul interrupted
Jrow actually did anpthing?
17 yex, describe:

Aborted Altempl: Yes Mo | Yes Mo
When person begins 1o lake sheps Loward making a asicide altanpt, bl gops thansslves belors they achsally ave mgaged in any self- o O o o

destructive behnvior, Examples are similar to interruptec sttenpis, excep that the mdivicianl stops himdherself, indemd of bemg s opped by
romething else

Has there been a time when pou started fo de something to fry to end your life but you stopped yowrself before you Total #af | Total # of
wctuaily did anything? nhorted abarted

M ves, deseribe:

Preparatory Acts or Behavior:

Aris of propemmbion towards mmminently making a aieide aitempt. Thiz cm inchade anything beyond a verbalizetion o thoughit, such as
msmemblng a specific method (e buying pills, purchasng a gan) or preparing For one®s death by aicide (e g., giving things avway, writing a Yes Mo | Yes No
anicide nobe) O O O o
Have pon taken any steps fowards smakineg & selcide attenngd or preparing to Kl pourself (such as collecting pills,
gefting a gher, ghing valwables oway or writing a sufcide note)?

1 yes, describe:

Suicidal Behavior: Ves Mo [ Yes No
Suicichl bdavior was presal daring the assezamonl pericd? O o o o

Answer for Actual Artemprs Only [;u.q FLocent  [Mcel Ll ikt

Attemypl Attempl I
b [Ciade; &

Actunl Lethaliy Wedical Damage: , y .

0. Mo physical dameze o vay minor physical demage (e g., surfeoe seralches). Hurter Gt B Cocke | B Cke

1. Minoe physical damage (e . lethargic speedy; firg-degres ams, mild blesding, spmins).

2. Moderate physical damage; medical altention needed (eg., constious bt deepy, somewtnl responsve; seomid-degree
bums; hleeding of major vessel).

3. Moderacely severe physical demage; medicad hospitalization and [Eely intensive cars required {e.g., consatose with reflexes
intect; third-degree bame less than 2000 of bedy; extensive blood |oss ban can recover; major fracures).

4, Severe phiysical damage; serdicad bospitalization with intensve ¢are required (e.g., comalese wilhout reflexes; third-degree
b over 200 of body, extensive blood loss with undabde vital sene major damage 1oa vilal sea),

£ [reath

Poteniial Leihality: Omby Amswer IF Actual Lethaling = , ; .

Likely lethality of scual sitempt if no medical damage ithe follewing sxamples, while having no aciual medical demage, had Hurter Gt B Cocke | B Cke

potentinl for very =erious lethality: put gun in moath and pulled the rigger bt man Gikelo fire =0 no mediol damage; hying

om train iracks with cncoming train but pulled awsay before run over).

0l = Behavior nod ely toreult ininjury
L = Behavior [Ezely to result in injury bt nea [lely 1o cause death
2 = Hehavior [Euely to resul in demth despite available medical care
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COLUMBIA-SUICIDE SEVERITY
RATING SCALE
(C-SSRS)

Sinee Last Visi

WVersion 171409

Posner, K.; Brent, D.; Lucas, C.; Gould, M.; Stanley, B.; Brown, G.; Fisher, P.; Zelazny, J.;
Burke, A.; Oguendo, M.; Mans, J.

Disdaimer:

This scale ks intended to be used by Indiiduals who have received training in ts administration. The questions contained
i the Columbia-Suicide Severity Rating Scale are suggested prabes. Ultimaotely, the determination of the presence of
suicidal ideation ar behavior depends on the judgment of the individual administering the scale.

Befinitians of behaovioral suicidal events i this scale are bosed on thase used in The Columbia Suicide History
Eorm, developed by fohr Monn, MD ond Moo Qguends, MD, Conte Center for the Meurescience of Mental Disorders
{CCMNMD), Mew York State Psypchiatric Institute, 1031 Riverside Dirve, New York, NY, 10032, {Oguendo M. A,
Hatherstom B & Marn | [, Risk foctars for swicidal behavior: atiity and mitations of research instruments. In M.B. First
jEd.} Standardized Evaluation in Clinical Practice, pp. 103130, 2003)

For reprints of the C-35RS contaci Kelly Pasner, PhDy, New York State Peychiotric lnstituze, 1051 Riverside Drive, New
York, New York, 10032 inguirics ond training requirements corrlact posnerki@nyspi.columbiaedy
& 2008 The Research Foundation for Mental Hygiens, Inc.
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SUICIDAL IDEATION
Ak guestions 1 and 2. {f bodh are megative, proceed fo “Suicidad Behovior” seetion, [the answer fo guestion 2 15 “ves™,

aike guestians 3 4 and 3, 1f the answer ro guestian T ard'or 2 s “ves ", complare “Inensity of Tdeation " secrion belaw, hmﬁﬁ]i{a.ﬂ
1. Wish to be Dead

Sabject endorses thoushis about 3 wish 1o be dend or not alive amymore, or wish io fill sslee and no wake up, Yes  MNo
Have pour veished you were dead or witied vou could go to sledp amd mar wake up O O
I yes, describe;

1. Mon-Specific Active Suicidal Thoughis

Gmeral, nonspecific thoughts af wimting to end ene’s life'commil suicide fe.g ., e thanphe absur blmg el withoul thoeshis of wings to kill Ves Mo
pnesellfassecial pd metheds, intent, or plim during the nssesment period. O O
Have you acivaily hed any fonghis of killing yorevel?

I yes, describe;

3. Active Sulcidal Ideation with Any Methods (Not Plan) without Intent to Act

Sabject emlorees thowshis of suicide md has thought of sl least ene methed during the sssessment period. This is different than a grecific plan with time, Ves Mo

ace or methed detnils worked oul {.g.. teought of meethod 1o kil self bt nol 8 specific plank, Includes person whea would say, 7 Mol abont Liig an o o
ovendoe e Frever muude n pecfe plan as to when, wiere o fee Dwonta acisally oo & e Eweould never go theosgde wich it ™
Have yen been thinking afvea frew pon might do gels®

[f yes, describe:

4. Active Sulcidal Ideation with Some Tntent to Act, without Specific Plan

Adtive suiadal thoughls of killing eneself and subjed repon= having gome inlenl 10 act on g thoughls, s oppossd e T fave the howzhis e | Yes Mo
ity will mar do emytitivg obour them. ™ 0o o
Have yen had theve thorghiy ard kad wane imeatfon of acting on them?

[Fyes, describe:

5. Active Sulckdal Ideation with Specific Plan and Intent )

Thewght= of killing oneself with details of plan filly or parially worked out snd subject has some intent 1o camy it oul, Yes  No
Have yen sarted to wark out ar warked our e detanly af” how te B pourseli? Do pow fafend T2 carey suf this plon® 0 o
[Fyes, describe:

INTENSITY OF IDEATION

The folloving featees shordd be rated with regpect 1o Bee most severe ype of ideatson (te., 1=5 from above, with ] being S least severe
and § being the mosr severel.

Mdaost
Mot Severe Meation: Severe
Tipe ¥ (1-5) Description ef Ideation
Frequency
How ooy times v pon had these thoughits?
(1) Less tham onee & wod  (2) Onee oo week (3) 2-5 limes inweekl () Daily or almost daily (5 Many times esch day
Duration
Wi yon have the treughi, how long do ey oxt?
(11 Fleeting - few seconds or minufes (41 -8 Bourshmesd al day
(2 Less than | hour'some of the time {2 More than 8 haurspersigant or continices
(%1 14 hoours'a lod of Eme
Controllabilicy
Condd'can pou stop trinking abont Eilling yowrself or wanting fo die if you wani fo?
(1) Easaly abde to contral thoughls () Can comtrol thoweis with a lol of difficulty
(20 Cann contrd thoughts with linle difsoulty {51 Ul 1o controd thoaghis
151 Can contrad thoughts with seme difficuley (@) Tines nol nitempd i contral thoughls
Diterrents
Are there things - anyone or anyihing e g., fonily, religion, pain of death) - tha stopped you from wanting to die or acting on
thoiglty of compmitting swicide?
(1) Deterrents definivety stopped you from attempting soicide (4] Dreterrents most likehy did nat stop you e
121 Deterrents probably slopped you (5 Detorrants defimitely did nol dap wou
(31 Uncertain thal deterals dopped you 10 Does mol apply
Reazons for Ideation
Wit sert of reasons did you have for thinkicg abowt wanting to die or killing yourself? Was e to end the pain or stop the way
you were feeling (in offer words you condda 't po o ivieg witlt Sis paie or eow pon were feeling) or was @ fo get affention,
revenge or a reaction from oflers? O bodle?
(1) Completely to get atention. revenge or @ reaction from others () Maostly to end or stop tles pain (you coaldn't go on
(Z) Modly o get sitcion, revenge of a resdion from athers living with the pain or hes you were feeling)
{31 Equally ta gel Alenlion, revenge or areclion from olhers 5 Completely 1o end ar stop the pain {vou coukin'l g0 on
aml 1o epulop the pain living with the pain or haw you were feelingi
{09 Does ot apply
Vemsiom IAN0
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SUICIDAL BEHAVIOR Since Last
[k it whad apply, so loyg as those arg soprarmie Ay mst aek sbout el ) Visit
Aciual Atlempi: _
A peatentinlly self-injuricus oot commatted with at lenst some wish 1o die, 50 wesult of acr. Behovior was m part thought of ss method to kill oneself, Intent Yes Mo
doss nef have to be 100245, [T thers I8 @ny mlent'desirs 1o & ssociabsd with the act, then it can b consldersd an 2okl sudclde atbempt. There doex mot L [n
Rrave fo be any ey or fars, jus the potential for injury or harm. I person pulks irigeer while gum & in mesth bl gun & broken = po injury resulls,
thin i2 considered an altempt,

[mfeming Intent: Even if an indivewdunl denies inbent'wich o die. it may be infeed clinically from the behanior or circamst mces, For sxampe, a highly

lethval act that is clearly ool a accident 0 no olher wlanl bul susle can be infored (eg., gunshol to head, jumpmg Dom window ol 2 bigh Noecstory).

Also, W semeone denkss Intent 1o dis, bt they drought that what they &d could be kethal, intent may b infemed.

Hive pou made @ sulclde avtempe?

Huove pou done auythiing fo ko powrsedf?

Huave pon done anything dangerons wiere yon could have died? Total # of
Woiar did yor do? Arterepia
iy ax o way fo ond your Gfe?

3 e Wt fio dife (even @ fre) wiean pou ? —
Were yon rping to end your life when pou ?
e elid you think it was possible vow could v died frome F

i yon de if purely for other reesens O owithont ANY intention of kiling pewrself (Gike fo refieve stress, fecl better, get

syneparifey, or gl somvething elve to happen)? el njorions Behavior withoo soicidal intenry

7 yes, desoribe:

W Mo

Has subject engaged in Non-Subcidal Self-Injurious Behavior? 0O o

Interrupted Abbemjpl:

Whin the parsoi is intermupted (by on cmside droumsatanoeh from saning the poventially self-imjuriows na (5 noet e i, eotual affenge sowld fueve Yes Mo

arcnredl. 4

Owverdese: Persan has pills in hand bul is stopped Fram ingesting. Once they ingest any pills, this becomes an atbempd ragher than @ intemagried attampt. Lo

Shooling: Parson bas gun poimted teward slf, gun 15 taken @way by someong else, o is somehow prevenled from pallmg rigger. Once they pull the mgger,

even if the gum fadls 10 fire, it ks an aftempt. Jumping: Person is poised to jamy, is grabbed and mken doan from ledge. Hanging: Person has noose aroand

neck bul bas nol yo deried o hag = & dapped from doing =, Tainl # of

s frere beer o tieee when pon started to dio somedving foe end poor B et sooneone or sometliing stopped pou bafore you intermupted

actually did an s

Ifyee, d{:uaim' ,Hﬂ'-!-ng

Aborted Attempi: Ves Mo

When person begims 1o take steps toward making & suicade atempl, b stops themselves belore they scually have sgaged in any seli-desinoctive behmvior,

Examples are similar o mtermpld allempls, exeepl at the individeal gops himvherself, maead of bemg slopped by somdhing s oo

Has chere been a tine wiren you started to do something to try to end your iifie but you stopped yourself before ven

aotwally did anytiing? Teanl # of

I yes, describe: bt

Freparatory Acte or Behavior: _

Atls or preparalion Wowands immmently makmg a saicide atampl. This can melude angthing beyond a vabalizaton or Boughl, ssch as ascoblng a Yes Mo

specitic method (.2 usimg pills, purchasing 3 gun) of preparing for one”s Jdeath by sulclds (&, giving things 3%ay, RTRME 3 2aicide mote). n n

Hivve pon taken on) steps towardy seafing o sufclde artesnpt or preparing fo K0 poseself fsach as collecting pills, perdag o g,

giving valualley away or writing @ suicide mote)?

I yies, desoribe:

Suicidal Behavier: Yoe Mo

Surcaal behavior was presenl during he asscsaman perod? O o

Suwicide: Yes Mo

O o

Answer for Actual Attempts Only a;:ﬂ':“”‘

Dalc:

Actunl LethalityMedical Dinnsnge: Huiter Code
i Mo phoyrical demage or very minor physical damege (=g, sirface serarches)
1. Mimor physical damnge (2 2., kethargic speech: fird-degree bums; mikl Meeding; spruins).
1. Miderate physscal demage; medscal sttentson moeded (&5, consciona bul sleepy, sonsesbal responsive; secomd-degres bums, bleedeg of major vessel).
3 Muoderately severe physical damsge, mebical hospicalization and likely intensve are required (g2, comaiose with reflecess intact thind-degree bums

bess than 20%% of Dody, extensive lood less bul can rocover, mager [raclures).
4. Sewere physical damage wearcal hospiealzation with inbensiswe cane requdred (.. comatose witheut reflexes: thrd-deene bums over 200% of body:

exlensive blocd less wich mmstable vitzl € ems mgor demage to o vital are).

5 Dieaih

Fotentinl Lethality: Only Answer i Actual Lethality=0 Euter Cende

Likely lethality of achaal attemgt if no medicnl damage {the fallowing examples, while having no achanl medical damage, had potential for very sericos

lethality: pal gun in meoath and pulled the trigeer bul gun fails 1o fre sono medical domage; laying on tmin imcks with onooming train bl pulled sy

before nen averk.

(k= Behwvior mol likely ta resull in mjury

1 = Behaveor likely o rcasll in mpary bul not likely o caase death

2 = Rehavior likehy tooreash in death despite available medical care
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