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1. LIST OF ABBREVIATIONS

AE Adverse Event
AIMS Abnormal Involuntary Movement Scale
ANCOVA Analysis of Covariance
AR(1) Autoregressive(1)
ARH(1) Heterogeneous autoregressive(1)
BARS Barnes Akathisia Rating Scale
BLQ Below the limit of quantification
BMI Body mass index
BPI Bipolarity Index
C SSRS Columbia � Suicide Severity Rating Scale
CGI BP S Clinical Global Impression Scale, Bipolar Version � Severity
CI Confidence interval
COVID 19 Coronavirus Disease 2019
DMC Data Monitoring Committee
ECG Electrocardiogram
eCRF Electronic Case Report Form
ENR All Patients Enrolled
FA0(q) No diagonal factor analytic
HIV human immunodeficiency virus
HR Heart rate
IEC Independent Ethics Committee
IRB Institutional Review Board
ITCI Intra Cellular Therapies, Inc. (Sponsor)
ITT Intent to Treat
LOCF Last observation carried forward
LS Least squares
MADRS Montgomery Åsberg Depression Rating Scale
MAR Missing at random
MedDRA Medical Dictionary for Regulatory Activities
MI Multiple imputation
MMRM Mixed Effect Model Repeated Measure
MNAR Missing not at random
NEO FFI Neuroticism, Extraversion and Openness to Experience Five Factor Inventory
PK Pharmacokinetic(s)
PR PR interval of the electrocardiogram; time duration between the P and R waves
PT Preferred Term
Q LES Q SF Quality of Life Enjoyment and Satisfaction Questionnaire � Short Form
QRS QRS interval of the electrocardiogram; duration of the QRS complex
QT QT interval of ECG, duration between the Q and T waves
QTcB QT interval of ECG corrected for heart rate using Bazett�s formula
QTcF QT interval of ECG corrected for heart rate using Fridericia�s formula
RND All Patients Randomized
RR Time duration between two consecutive R waves of the electrocardiogram
SAE Serious Adverse Event
SAF Safety Analysis
SAP Statistical Analysis Plan
SAS Simpson Angus Scale
SAS® Statistical Analysis Software
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SD Standard deviation
SDS Sheehan Disability Scale
SMQs Standard MedDRA Queries
SOC System Organ Class
TEAE Treatment emergent adverse event
TOEPH Heterogeneous Toeplitz structure
TOEP Toeplitz structure
WHO World Health Organization
YMRS Young Mania Rating Scale

2. INTRODUCTION

This document describes the rules and conventions to be used in the presentation and analysis
of efficacy, safety, and pharmacokinetic (PK) data for Protocol ITI 007 402. It describes the data
to be summarized and analyzed, including specifics of the statistical analyses to be performed.

This statistical analysis plan (SAP) is based on protocol version 1.6, dated 23Mar2020.
Exploratory analyses of biomarkers will be described in a separate analysis plan.

3. STUDY OBJECTIVES

3.1. PRIMARY EFFICACY OBJECTIVE

The primary objective of this study is to compare the efficacy of 2 doses of ITI 007 adjunctive to
treatment with lithium or valproate, administered orally once daily, to that of placebo
adjunctive to treatment with lithium or valproate as measured by mean change from baseline
to Day 43 in the total score on the rater administered Montgomery Åsberg Depression Rating
Scale (MADRS) in patients with bipolar dipression.

3.2. SECONDARY OBJECTIVES

3.2.1. KEY SECONDARY EFFICACY OBJECTIVE

The key secondary objective of this study is to compare the efficacy of 2 doses of ITI 007
adjunctive to treatment with lithium or valproate, administered orally once daily to that of
placebo adjunctive to lithium or valproate as measured by mean change from baseline to Day
43 in Clinical Global Impression Scale Bipolar Version Severity (CGI BP S) Depression score in
patients with bipolar depression.
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See Appendix 2 for handling of partial or completely missing dates for AEs. In the case where it
is not possible to define an AE as treatment emergent or not, the AE will be classified as the
worst case, i.e., treatment emergent.

An overall summary of the number of patients within each of the categories described in the
sub sections 16.1.1 and 16.1.2 below will be provided as specified in the TLF shells.

Listings will include all adverse events, TEAEs and Non TEAEs.

16.1.1. AES AND TEAES

The incidence of TEAEs will be presented by SOC and PT and also broken down further by
maximum severity and relationship to study medication.

The number and percentage of patients with at least one TEAE and total number of patients
having events for each PT and SOC will be summarized. A summary of TEAEs will be provided
with only PTs and a separate summary for only SOCs. An additional summary of TEAEs will be
provided for PTs occurring in at least 5% of patients in any treatment group (ITI 007 60 mg, ITI
007 40 mg, or placebo). This summary will be repeated for TEAEs related (possibly, probably, or
definitely) to study drug. Within each patient, multiple reports of events that map to a common
MedDRA PT and/or SOC will be condensed into a single AE for incidence counts. Summaries will
be presented by treatment group and in decreasing frequency by decreasing dose group (ITI
007 60 mg, ITI 007 40 mg) and placebo group. AEs which occur during the follow up period will
be summarized by PT and SOC and treatment group.

The relative risk of at least one TEAE and for each PT and SOC will also be presented along with
95% CIs and p values obtained by the Chi square test for association.

Intensity is classed as �mild�, �moderate�, �severe�, or �life threatening� (increasing severity).
AEs and TEAEs with a missing severity will be classified as �not specified�. If a patient reports a
TEAE more than once within the same PT and SOC, the event with the worst case severity will
be used in the corresponding severity summaries.

Relationship, as indicated by the Investigator, is classed as �unrelated�, �unlikely to be related�,
�possibly related�, �probably related�, or �definitely related� (increasing severity of
relationship). A �related� TEAE is defined as a TEAE with a relationship to study medication as
�possibly related�, �probably related�, or �definitely related� to study medication. TEAEs with a
missing relationship to study medication will be classified as �related�. If a patient reports the
same AE more than once within the same PT and SOC, the AE with the worst case relationship
to study medication will be used in the corresponding relationship summaries. A summary of
related TEAEs by SOC and PT will be presented.

AEs leading to early withdrawal or discontinuation of study medication will be identified by
using the Adverse Events page of the eCRF, where item �Action taken with study treatment�
indicates permanent discontinuation of study medication, i.e., �Drug withdrawal�. AEs leading
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