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Merck Sharp & Dohme Corp. First received: November 19, 2007

Last updated: June 11, 2015
Last verified: June 2015
History of Changes

Information provided by (Responsible Party):
Merck Sharp & Dohme Corp.

Full Text View Tabular View Study Results Disclaimer =] How to Read a Study Record

P Purpose

This study was conducted to investigate the efficacy of treatment with Org 50081 (Esmirtazapine)
compared to placebo in elderly participants with chronic primary

insomnia. Primary efficacy variable is Wake time After Sleep

Onset (WASO), averaged over all in-treatment time points

and measured by polysomnography (PSG).

Condition Intervention Phase
Insomnia Drug: Esmirtazapine Phase 3
Sleep Initiation and Maintenance Disorders Drug: Placebo

Mental Disorders

Dyssomnias

Sleep Disorders

Study Type: Interventional
Study Design: Allocation: Randomized
Endpoint Classification: Efficacy Study
Intervention Model: Parallel Assignment
Masking: Double Blind (Subject, Investigator, Outcomes Assessor)
Primary Purpose: Treatment

Official Title: A Double-Blind, Randomized, Parallel Group, Placebo- Controlled Sleep Laboratory Efficacy and Safety Study With Org 50081 in
Elderly Subjects With Chronic Primary Insomnia

Further study details as provided by Merck Sharp & Dohme Corp.:

Primary Outcome Measures:
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Average Wake Time After Sleep Onset Measured by Polysomnography [ Time Frame: Up to Day 16 ] [ Designated as safety issue: No ]

Wake time after sleep onset (WASO) is the total time awake between sleep onset and "lights on"; i.e. from the onset of persistent sleep until the
end of the 8-hour polysomnography (PSG) recording. PSG assesses the quality of sleep by monitoring brain waves, breathing, heart function,

muscle activity and eye movement. PSG measurements of WASO (observed data only) taken during the 16-day double-blind treatment period,
over days 1 and 2 and days 15 and 16, were averaged.

Secondary Outcome Measures:

Average Latency to Persistent Sleep Measured by Polysomnography [ Time Frame: Up to Day 16 ] [ Designated as safety issue: No ]

Latency to Persistent Sleep (LPS) is the time from lights out to the first 20 consecutive epochs scored as sleep by PSG. PSG assesses the

quality of sleep by monitoring brain waves, breathing, heart function, muscle activity and eye movement. PSG measurements of LPS (observed
data only) taken during the 16-day double-blind treatment period, over days 1 and 2 and days 15 and 16, were averaged.

Average Total Sleep Time Measured by Polysomnography [ Time Frame: Up to Day 16 ] [ Designated as safety issue: No ]

Total sleep time (TST) is the sleep time recorded by PSG. PSG assesses the quality of sleep by monitoring brain waves, breathing, heart

function, muscle activity and eye movement. PSG measurements of TST (observed data only) taken during the 16-day double-blind treatment
period, over days 1 and 2 and days 15 and 16, were averaged.

Average Number of Awakenings Measured by Polysomnography [ Time Frame: Up to Day 16 ] [ Designated as safety issue: No ]

Number of awakenings (NAW) was measured by PSG. PSG assesses the quality of sleep by monitoring brain waves, breathing, heart function,
muscle activity and eye movement. PSG measurements of NAW (observed data only) taken during the 16-day double-blind treatment period,
over days 1 and 2 and days 15 and 16, were averaged.

Average Wake Time After Sleep Onset in the First Quarter of the Night Measured by Polysomnography [ Time Frame: Up to Day 16 ]
[ Designated as safety issue: No ]

Wake time after sleep onset (WASO) is the total time awake between sleep onset and "lights on"; i.e. from the onset of persistent sleep until the
end of the 8-hour PSG recording. WASO was recorded in the first quarter of the night, for at most 2 hours, by PSG. PSG assesses the quality

of sleep by monitoring brain waves, breathing, heart function, muscle activity and eye movement. PSG measurements of WASO (observed
data only) taken during the 16-day double-blind treatment period, over days 1 and 2 and days 15 and 16, were averaged.

Average Wake Time After Sleep Onset in the Second Quarter of the Night Measured by Polysomnography [ Time Frame: Up to Day 16 ]
[ Designated as safety issue: No ]

Wake time after sleep onset (WASO) is the total time awake between sleep onset and "lights on"; i.e. from the onset of persistent sleep until the
end of the 8-hour PSG recording. WASO was recorded in the second quarter of the night, for at most 2 hours, by PSG. PSG assesses the

quality of sleep by monitoring brain waves, breathing, heart function, muscle activity and eye movement. PSG measurements of WASO
(observed data only) taken during the 16-day double-blind treatment period, over days 1 and 2 and days 15 and 16, were averaged.

Average Wake Time After Sleep Onset in the Third Quarter of the Night Measured by Polysomnography [ Time Frame: Up to Day 16 ]
[ Designated as safety issue: No |

Wake time after sleep onset (WASO) is the total time awake between sleep onset and "lights on"; i.e. from the onset of persistent sleep until the
end of the 8-hour PSG recording. WASO was recorded in the third quarter of the night, for at most 2 hours, by PSG. PSG assesses the quality

of sleep by monitoring brain waves, breathing, heart function, muscle activity and eye movement. PSG measurements of WASO (observed
data only) taken during the 16-day double-blind treatment period, over days 1 and 2 and days 15 and 16, were averaged.

Average Wake Time After Sleep Onset in the Fourth Quarter of the Night Measured by Polysomnography [ Time Frame: Up to Day 16 ]
[ Designated as safety issue: No |

Wake time after sleep onset (WASO) is the total time awake between sleep onset and "lights on"; i.e. from the onset of persistent sleep until the
end of the 8-hour PSG recording. WASO was recorded in the fourth quarter of the night, for at most 2 hours, by PSG. PSG assesses the
quality of sleep by monitoring brain waves, breathing, heart function, muscle activity and eye movement. PSG measurements of WASO
(observed data only) taken during the 16-day double-blind treatment period, over days 1 and 2 and days 15 and 16, were averaged.

Average Number of Stage Shifts to Stage 1 or Wake Measured by Polysomnography [ Time Frame: Up to Day 16 ]

[ Designated as safety issue: No |

Number of stage shifts to stage 1 of sleep or to awaken was measured by PSG. A stage shift is the transition measured by PSG between
various sleep stages. PSG assesses the quality of sleep by monitoring brain waves, breathing, heart function, muscle activity and eye

movement. PSG measurements of the number of stage shifts (observed data only) taken during the 16-day double-blind treatment period, over
days 1 and 2 and days 15 and 16, were averaged.
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Average Subjective Total Sleep Time Based on Sleep Diary [ Time Frame: Up to Day 16 ] [ Designated as safety issue: No ]

Total Sleep Time (TST) is a subjective time (observed data only) recorded daily by the participant in an electronic diary, that was averaged over
the entire 16-day, double-blind treatment period.

Average Subjective Sleep Latency Based on Sleep Diary [ Time Frame: Up to Day 16 ] [ Designated as safety issue: No ]

Sleep latency (SL) is the time taken to fall asleep (observed data only) recorded daily by the participant in an electronic diary, that was
averaged over the entire 16-day, double-blind treatment period.

Average Subjective Number of Awakenings Based on Sleep Diary [ Time Frame: Up to Day 16 ] [ Designated as safety issue: No |

Number of awakenings between sleep onset and final awakening (NAW) is a subjective number (observed data only) recorded daily by the
participant in an electronic diary, that was averaged over the entire 16-day, double-blind treatment period.

Average Subjective Wake Time After Sleep Onset Based on Sleep Diary [ Time Frame: Up to Day 16 ] [ Designated as safety issue: No ]

Wake Time after Sleep Onset (WASO) is after falling asleep initially, the subjective time that the participant was awake during the night. Daily
recordings by the participant in an electronic diary (observed data only), were averaged over the entire 16-day, double-blind treatment period.

Average Subjective Quality of Sleep Based on Sleep Diary [ Time Frame: Up to Day 16 ] [ Designated as safety issue: No ]

Quality of Sleep (QS) is a subjective number on a Visual Analog Scale ranging from 0 to 100, where very poor is rated at O, up to excellent,
rated at 100. Daily recordings by the participant in an electronic diary (observed data only) were averaged over the entire 16-day, double-blind
treatment period.

Average Subjective Satisfaction of Sleep Duration Based on Sleep Diary [ Time Frame: Up to Day 16 ] [ Designated as safety issue: No ]

Satisfaction of Sleep Duration (SSD) is a subjective number on a Visual Analog Scale ranging from 0 to 100, where very unsatisfied is rated at
0, up to fully satisfied, rated at 100. Daily recordings by the participant in an electronic diary (observed data only) were averaged over the entire
16-day, double-blind treatment period.

Number of Participants With an Adverse Event During the 16 Day, Double-blind Treatment Period [ Time Frame: Up to Day 16 ]
[ Designated as safety issue: Yes ]

An Adverse Event (AE) is any untoward occurrence in a participant who is administered any pharmaceutical product, and which does not
necessarily have a causal relationship with this treatment. An AE can therefore be any unfavorable and unintended sign (including an abnormal
laboratory finding) symptom, or disease temporarily associated with the use of an investigational medicinal product (IMP), whether or not it is
related to the IMP.

Number of Participants Who Discontinued Treatment Due to an Adverse Event During the 16 Day, Double-blind Treatment Period
[ Time Frame: Up to Day 16 ] [ Designated as safety issue: Yes ]

An AE is any untoward occurrence in a participant who is administered any pharmaceutical product, and which does not necessarily have a
causal relationship with this treatment. An AE can therefore be any unfavorable and unintended sign (including an abnormal laboratory finding)
symptom, or disease temporarily associated with the use of an IMP, whether or not it is related to the IMP.

Enroliment: 538

Study Start Date: November 2007

Study Completion Date:  December 2009

Primary Completion Date: December 2009 (Final data collection date for primary outcome measure)

Experimental: Esmirtazapine 0.5 mg Drug:

one placebo tablet daily for 14 days, followed by one 0.5 mg tablet Esmirtazapine daily for 16 days, and then one placebo Esmirtazapine

tablet daily for 7 days one tablet daily
Drug: Placebo
one tablet daily

Experimental: Esmirtazapine 1.5 mg Drug:

one placebo tablet daily for 14 days, followed by one 1.5 mg tablet Esmirtazapine daily for 16 days, and then one placebo Esmirtazapine

tablet daily for 7 days one tablet daily
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Experimental: Esmirtazapine 3.0 mg

one placebo tablet daily for 14 days, followed by one 3.0 mg tablet Esmirtazapine daily for 16 days, and then one placebo
tablet daily for 7 days

Placebo Comparator: Placebo

one placebo tablet daily for 14 days, followed by one placebo tablet daily for 16 days, and then one placebo tablet daily
for 7 days

Detailed Description:

Insomnia is a common complaint or disorder throughout the
world. About one third of the population in the industrial
countries reports difficulty initiating or maintaining sleep,
resulting in a non-refreshing or non-restorative sleep. The
majority of the insomniacs suffer chronically from their
complaints.
The maleic acid salt of Org 4420, code name Org 50081, known as Esmirtazapine, was
selected for development in the treatment of insomnia. The
first clinical trial with Esmirtazapine was a proof-of-concept trial
with a four-way cross-over design. All 3 Esmirtazapine dose
groups showed a statistically significant positive effect on
TST (objective and subjective) and WASO, as compared to
placebo.
The current study is designed to assess the efficacy and safety
of Esmirtazapine in a double-blind, placebo-controlled, parallel,
randomized trial in elderly participants suffering from chronic

primary insomnia.
B Eligibility

Ages Eligible for Study: 65 Years and older
Genders Eligible for Study: Both
Accepts Healthy Volunteers:  No
Criteria
Inclusion Criteria:

are at least 65 years of age at screening;

sign written informed consent after the scope and
nature of the investigation have been explained to
them, before screening evaluations;

are able to speak, read and understand the language of
the investigator, study staff (including raters) and the
informed consent form, and possess the ability to
respond to questions, follow instructions and complete
guestionnaires;

have demonstrated capability to independently
complete the LogPad questionnaires and have

completed the questionnaires at least 6 out of 7 days of

https://clinicaltrials.gov/ct2/show/study/NCT00561821?term=NCT00561821&rank=1[5/9/2016 10:36:41 AM]

Drug: Placebo
one tablet daily

Drug:
Esmirtazapine

one tablet daily
Drug: Placebo

one tablet daily

Drug: Placebo
one tablet daily
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the week preceding randomization;
have a regular sleep pattern, meaning bedtime regularly
occurs between 2100 hours and 2400 hours, with no more variation
from these boundaries than 2 times/ week, with 5-8.5
hours in bed;
have a documented diagnosis of chronic primary
insomnia, defined as fulfillment of the Diagnostic and Statistical Manual of Mental Disorders IV - Text Revision (DSM-IV-TR) criteria
for primary insomnia (DSM-IV-TR 307.42) with a duration
of >= 1 month; fulfill the following PSG criteria on the
two screening/baseline PSG nights:
average Total Sleep Time (TST) < 6.5 h (and each night greater than or
equal to 3 hand <7 h),
average WASO greater than or equal to 45 minutes
(and each night greater than or equal to 30 min),
average Latency to Persistent Sleep (LPS) 15 min (and each night greater than or
equal to 10 min).
Exclusion Criteria:
have other sleep disorders (DSM-IV-TR), such as sleep
related breathing disorders Apnea-Hypopnea Index (AHI) greater than or equal
to 15), Periodic Leg Movements with Arousals Index (PLMAI)
greater than or equal to 10), restless leg syndrome,
narcolepsy, circadian sleep wake rhythm disorders,
Rapid Eye Movement (REM) behavioral disorder or any parasomnia;
have any significant medical or DSM-IV-TR
psychiatric iliness causing the sleep disturbances;
currently meet diagnostic criteria for DSM-IV-TR
depression Major Depressive Disorder (MDD) or have been diagnosed and treated
for MDD within the last 2 years;

have a history of bipolar disorder, a history of suicide attempt or a family history of suicide. A family history of suicide is defined as any history
of suicide in the first and second degree family (parents, siblings, grandparents, or offspring), or a pattern of completed suicides (more than
one) in the third degree family (aunts, uncles, nieces and nephews);

have a history or signs of dementia or other serious
cognitive impairment, as defined by a score of less than
26 on the Mini-Mental State Examination;

have a significant, unstable medical illness e.g. acute or
chronic pain, hepatic, renal, metabolic or cardiac
disease;

had serious head injury or stroke within the past year,
or a history of (non-febrile) seizures;

have clinically relevant electrocardiogram (ECG) abnormalities at
screening, as judged by the investigator;

have clinically relevant abnormal hematology or
biochemistry values at screening, as judged by the
investigator;

have DSM-IV-TR substance abuse or DSM-IV-TR
addiction within the last year;

drink more than 2 alcoholic drinks in a day. One drink is approximately equal to: 12 oz or 360 ml of beer (regular or light), or 4 oz or 120 ml of
red or white wine, or 2 oz or 60 ml of desert wine (e.g. port, sherry), or 12 oz or 360 ml of wine cooler (regular or light), or 1 oz or 30 ml or
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spirits (80 to 100 proof, e.g. whiskey, vodka);

are routinely sleeping during daytime (napping) for more than 20 minutes per day, 3 days or more per week;
are night workers or rotating shift workers currently, or in the past 6 months

use of psychotropic drugs affecting sleep within two weeks prior to randomization (fluoxetine: five weeks);

use of concomitant medication affecting sleep (e.g. anxiolytics, sedatives, antidepressants, antipsychotics, centrally active sedating
antihistamines, central nervous system (CNS)

stimulants, alpha-2-antagonists, respiratory stimulants and decongestants);

smoke > 15 cigarettes per day and/or can not abstain from smoking during the night;

drink excessive amounts of caffeinated beverages/day (more than 500 mg caffeine per day);
have a body mass index (BMI) >= 36;

have a positive urine drug screen at screening or at baseline;

have a known hypersensitivity to mirtazapine or to any of the excipients;

B> Contacts and Locations

Choosing to participate in a study is an important personal decision. Talk with your doctor and family members or friends about deciding to join a
study. To learn more about this study, you or your doctor may contact the study research staff using the Contacts provided below. For general
information, see Learn About Clinical Studies.

Please refer to this study by its ClinicalTrials.gov identifier: NCT00561821

Sponsors and Collaborators

Merck Sharp & Dohme Corp.

Investigators

Study Director: Medical Director Merck Sharp & Dohme Corp.

B More Information

Responsible Party: Merck Sharp & Dohme Corp.
ClinicalTrials.gov Identifier: NCT00561821 History of Changes

Other Study ID Numbers: P05709 21108 MK-8265-006

Study First Received: November 19, 2007

Results First Received: June 30, 2014

Last Updated: June 11, 2015

Health Authority: United States: Food and Drug Administration

Keywords provided by Merck Sharp & Dohme Corp.:
elderly

randomized

placebo controlled

Additional relevant MeSH terms:

Disease

Mental Disorders

Parasomnias

Psychotic Disorders

Sleep Disorders

Sleep Initiation and Maintenance Disorders
Dyssomnias

ClinicalTrials.gov processed this record on May 08, 2016

Nervous System Diseases

Neurologic Manifestations

Pathologic Processes

Schizophrenia and Disorders with Psychotic Features
Signs and Symptoms

Sleep Disorders, Intrinsic
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Results First Received: June 30, 2014

Study Type: Interventional

Allocation: Randomized; Endpoint Classification: Efficacy Study;
Intervention Model: Parallel Assignment;

Masking: Double Blind (Subject, Investigator, Outcomes Assessor);
Primary Purpose: Treatment

Study Design:

Insomnia

Sleep Initiation and Maintenance Disorders
Conditions:  Mental Disorders

Dyssomnias

Sleep Disorders

Drug: Esmirtazapine
Drug: Placebo

Interventions:

B Participant Flow
=| Hide Participant Flow

Recruitment Details

Key information relevant to the recruitment process for the overall study, such as dates of the recruitment period and locations

No text entered.

Pre-Assignment Details

Significant events and approaches for the overall study following participant enrollment, but prior to group assignment
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No text entered.

Reporting Groups

Description

Esmirtazapine 0.5 mg = One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg = One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Participant Flow: Overall Study

Esmirtazapine 0.5 mg Esmirtazapine 1.5 mg Esmirtazapine 3.0 mg Placebo
STARTED 132 136 134 136
Treated 132 136 133 136
COMPLETED 127 130 132 133
NOT COMPLETED 5 6 2 3
0
Not treated 0 0 1
. . 2
Withdrawal by Subject 0 1 0
. 0
Reasons not related to trial 2 1 0
Other (reason not specified) 1 1 0 0
1
Adverse Event 2 3 1

B> Baseline Characteristics

=| Hide Baseline Characteristics

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

All Subjects Treated (AST) population consisted of participants who received at least one dose of study medication.

Reporting Groups

Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days
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Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Total Total of all reporting groups

Baseline Measures

Esmirtazapine 0.5 mg Esmirtazapine 1.5 mg Esmirtazapine 3.0 mg Placebo Total

Number of Participants

. . 132 136 133 136 537
[units: participants]
Age 70.3 (4.3) 70.4 (4.5)
[units: Years] 70.1 (4.4) 70.0 (4.4) 71.1 (4.6) ' ' ' '
Mean (Standard Deviation)
Gender
[units: Participants]

Female 84 82 88 82 336

Male 48 54 45 54 201

B Outcome Measures

=| Hide All Outcome Measures

1. Primary: Average Wake Time After Sleep Onset Measured by Polysomnography [ Time Frame: Up to Day 16 |

Measure Type Primary
Measure Title Average Wake Time After Sleep Onset Measured by Polysomnography

Measure Description  Wake time after sleep onset (WASO) is the total time awake between sleep onset and "lights on"; i.e. from the onset of
persistent sleep until the end of the 8-hour polysomnography (PSG) recording. PSG assesses the quality of sleep by
monitoring brain waves, breathing, heart function, muscle activity and eye movement. PSG measurements of WASO
(observed data only) taken during the 16-day double-blind treatment period, over days 1 and 2 and days 15 and 16,
were averaged.

Time Frame Up to Day 16

Safety Issue No

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

The intent to treat (ITT) population consisted of all randomized participants who received at least one dose of double-blind study medication and
had at least one post-randomization efficacy assessment. Data from 11 participants located at one treatment site were not analyzed due to their

lack of credibility.

Reporting Groups
Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days
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Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Measured Values

Esmirtazapine 0.5 Esmirtazapine 1.5 Esmirtazapine 3.0
Placebo
mg mg mg

Number of Participants Analyzed

. - 129 132 131 133
[units: participants]
Average Wake Time After Sleep Onset Measured by
Polysomnography 109.8

80.3 (36.5 79.6 (30.7 74.8 (28.0

[units: Minutes] ( ) ( ) ( ) (42.1)
Mean (Standard Deviation)

Statistical Analysis 1 for Average Wake Time After Sleep Onset Measured by Polysomnography
Groups (1l Esmirtazapine 0.5 mg vs. Placebo
Method [21  ANCOVA

P Value [31  <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 2 for Average Wake Time After Sleep Onset Measured by Polysomnography
Groups [ Esmirtazapine 1.5 mg vs. Placebo
Method [l ANCOVA

P Value [31  <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 3 for Average Wake Time After Sleep Onset Measured by Polysomnography
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Groups (1l Esmirtazapine 3.0 mg vs. Placebo

P Value [3] <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:

No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical

significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

2. Secondary: Average Latency to Persistent Sleep Measured by Polysomnography [ Time Frame: Up to Day 16 ]

Measure Type
Measure Title

Measure Description

Time Frame

Safety Issue

Population Description

Secondary
Average Latency to Persistent Sleep Measured by Polysomnography

Latency to Persistent Sleep (LPS) is the time from lights out to the first 20 consecutive epochs scored as sleep by PSG.
PSG assesses the quality of sleep by monitoring brain waves, breathing, heart function, muscle activity and eye
movement. PSG measurements of LPS (observed data only) taken during the 16-day double-blind treatment period,
over days 1 and 2 and days 15 and 16, were averaged.

Up to Day 16

No

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

The ITT population consisted of all randomized participants who received at least one dose of double-blind study medication and had at least
one post-randomization efficacy assessment. Data from 11 participants located at one treatment site were not analyzed due to their lack of

credibility.

Reporting Groups

Esmirtazapine 0.5 mg

Esmirtazapine 1.5 mg

Esmirtazapine 3.0 mg

Placebo

Measured Values

Description

One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Esmirtazapine 0.5 Esmirtazapine 1.5 Esmirtazapine 3.0
mg mg mg

Placebo
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Number of Participants Analyzed

. . 129 132 131 133
[units: participants]
Average Latency to Persistent Sleep Measured by
Polysomnography 37.1

32.3 (24.8 30.7 (23.0 29.3 (22.8

[units: Minutes] ( ) ( ) ( ) (25.7)
Mean (Standard Deviation)

Statistical Analysis 1 for Average Latency to Persistent Sleep Measured by Polysomnography
Groups [11  Esmirtazapine 0.5 mg vs. Placebo

P Value [3] 0.0146

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate
Statistical Analysis 2 for Average Latency to Persistent Sleep Measured by Polysomnography
Groups [ Esmirtazapine 1.5 mg vs. Placebo
Method [l ANCOVA
P Value [3] 00234
[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] =~ Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate
Statistical Analysis 3 for Average Latency to Persistent Sleep Measured by Polysomnography
Groups 1 Esmirtazapine 3.0 mg vs. Placebo
Method [l ANCOVA
P Value [31 0.0102
[1] = Additional details about the analysis, such as null hypothesis and power calculation:

No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
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No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

3. Secondary: Average Total Sleep Time Measured by Polysomnography [ Time Frame: Up to Day 16 ]

Measure Type Secondary
Measure Title Average Total Sleep Time Measured by Polysomnography

Measure Description  Total sleep time (TST) is the sleep time recorded by PSG. PSG assesses the quality of sleep by monitoring brain
waves, breathing, heart function, muscle activity and eye movement. PSG measurements of TST (observed data only)
taken during the 16-day double-blind treatment period, over days 1 and 2 and days 15 and 16, were averaged.

Time Frame Up to Day 16

Safety Issue No

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

The ITT population consisted of all randomized participants who received at least one dose of double-blind study medication and had at least
one post-randomization efficacy assessment. Data from 11 participants located at one treatment site were not analyzed due to their lack of

credibility.
Reporting Groups

Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Measured Values

Esmirtazapine 0.5 Esmirtazapine 1.5 Esmirtazapine 3.0
Placebo
mg mg mg

Number of Participants Analyzed

. . 129 132 131 133
[units: participants]
Average Total Sleep Time Measured by
Polysomnography 338.7

374.1 (39.9 376.2 (34.9 383.4 (35.7

[units: Minutes] ( ) ( ) ( ) (45.8)
Mean (Standard Deviation)

Statistical Analysis 1 for Average Total Sleep Time Measured by Polysomnography

Groups [1  Esmirtazapine 0.5 mg vs. Placebo
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P Value [3] <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 2 for Average Total Sleep Time Measured by Polysomnography
Groups 1l Esmirtazapine 1.5 mg vs. Placebo
Method [21  ANCOVA

P Value [31  <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate
Statistical Analysis 3 for Average Total Sleep Time Measured by Polysomnography
Groups [ Esmirtazapine 3.0 mg vs. Placebo
Method [2] ANCOVA
P Value [31  <0.0001
[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

4. Secondary: Average Number of Awakenings Measured by Polysomnography [ Time Frame: Up to Day 16 ]

Measure Type Secondary

https://clinicaltrial s.gov/ct2/show/results NCT00561821term=NCT00561821& rank=1& sect=X 4301256#othr[5/9/2016 10:37:22 AM]



Efficacy and Safety Study of Org 50081 (Esmirtazapine) in Elderly Participants (P05709) - Study Results - Clinical Trials.gov

Measure Title Average Number of Awakenings Measured by Polysomnography

Measure Description  Number of awakenings (NAW) was measured by PSG. PSG assesses the quality of sleep by monitoring brain waves,
breathing, heart function, muscle activity and eye movement. PSG measurements of NAW (observed data only) taken
during the 16-day double-blind treatment period, over days 1 and 2 and days 15 and 16, were averaged.

Time Frame Up to Day 16

Safety Issue No

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

The ITT population consisted of all randomized participants who received at least one dose of double-blind study medication and had at least
one post-randomization efficacy assessment. Data from 11 participants located at one treatment site were not analyzed due to their lack of

credibility.
Reporting Groups
Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Measured Values

Esmirtazapine 0.5 Esmirtazapine 1.5 Esmirtazapine 3.0 Placebo
mg mg mg

Number of Participants Analyzed

. - 129 132 131 133
[units: participants]
Average Number of Awakenings Measured by
Polysomnography 12.1

. . 135 (5.4 13.4 (4.7 135 (4.7
[units: Number of awakenings] (54) @.7) @.7) (4.8)
Mean (Standard Deviation)

Statistical Analysis 1 for Average Number of Awakenings Measured by Polysomnography
Groups [ Esmirtazapine 0.5 mg vs. Placebo
Method [ ANCOVA
P value [31  0.001
[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

(3]
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Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 2 for Average Number of Awakenings Measured by Polysomnography
Groups 1l Esmirtazapine 1.5 mg vs. Placebo
Method [2] ANCOVA

P Value [3] 0.0213

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 3 for Average Number of Awakenings Measured by Polysomnography
Groups [I1  Esmirtazapine 3.0 mg vs. Placebo
Method [21  ANCOVA

P Value [3] 0.0135

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

5. Secondary: Average Wake Time After Sleep Onset in the First Quarter of the Night Measured by Polysomnography [ Time Frame: Up to Day
16]

Measure Type Secondary
Measure Title Average Wake Time After Sleep Onset in the First Quarter of the Night Measured by Polysomnography

Measure Description  Wake time after sleep onset (WASO) is the total time awake between sleep onset and "lights on"; i.e. from the onset of
persistent sleep until the end of the 8-hour PSG recording. WASO was recorded in the first quarter of the night, for at
most 2 hours, by PSG. PSG assesses the quality of sleep by monitoring brain waves, breathing, heart function, muscle
activity and eye movement. PSG measurements of WASO (observed data only) taken during the 16-day double-blind
treatment period, over days 1 and 2 and days 15 and 16, were averaged.

Time Frame Up to Day 16

Safety Issue No
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Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

The ITT population consisted of all randomized participants who received at least one dose of double-blind study medication and had at least
one post-randomization efficacy assessment. Data from 11 participants located at one treatment site were not analyzed due to their lack of
credibility.

Reporting Groups

Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Measured Values

Esmirtazapine Esmirtazapine Esmirtazapine
Placebo
0.5 mg 1.5 mg 3.0 mg

Number of Participants Analyzed

. . 129 132 131 133
[units: participants]
Average Wake Time After Sleep Onset in the First Quarter of the Night
Measured by Polysomnography 40.6

. . 345 (17.4 33.7 (16.2 31.2 (15.6
[units: Minutes] ( ) ( ) ( ) (20.0)
Mean (Standard Deviation)

Statistical Analysis 1 for Average Wake Time After Sleep Onset in the First Quarter of the Night Measured by Polysomnography
Groups 1l Esmirtazapine 0.5 mg vs. Placebo
Method [l ANCOVA
P Value [31  0.0001
[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 2 for Average Wake Time After Sleep Onset in the First Quarter of the Night Measured by Polysomnography

Groups (1l Esmirtazapine 1.5 mg vs. Placebo
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Method [l ANCOVA
P Value [3] 0.0003

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] =~ Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 3 for Average Wake Time After Sleep Onset in the First Quarter of the Night Measured by Polysomnography

Groups (1l Esmirtazapine 3.0 mg vs. Placebo
Method [l ANCOVA

P Value 31 <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:

No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

6. Secondary: Average Wake Time After Sleep Onset in the Second Quarter of the Night Measured by Polysomnography [ Time Frame: Up to
Day 16 ]

Measure Type Secondary

Measure Title Average Wake Time After Sleep Onset in the Second Quarter of the Night Measured by Polysomnography

Measure Description  Wake time after sleep onset (WASOQ) is the total time awake between sleep onset and "lights on"; i.e. from the onset of
persistent sleep until the end of the 8-hour PSG recording. WASO was recorded in the second quarter of the night, for at
most 2 hours, by PSG. PSG assesses the quality of sleep by monitoring brain waves, breathing, heart function, muscle
activity and eye movement. PSG measurements of WASO (observed data only) taken during the 16-day double-blind
treatment period, over days 1 and 2 and days 15 and 16, were averaged.

Time Frame Up to Day 16

Safety Issue No

Population Description
Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.
The ITT population consisted of all randomized participants who received at least one dose of double-blind study medication and had at least
one post-randomization efficacy assessment. Data from 11 participants located at one treatment site were not analyzed due to their lack of

credibility.
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Reporting Groups
Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Measured Values

Esmirtazapine Esmirtazapine Esmirtazapine
Placebo
0.5 mg 1.5 mg 3.0 mg

Number of Participants Analyzed

. . 129 132 131 133
[units: participants]
Average Wake Time After Sleep Onset in the Second Quarter of the Night
Measured by Polysomnography 25.9

. . 20.1 (11.7 19.2 (114 18.9 (10.4
[units: Minutes] ( ) ( ) ( ) (13.7)
Mean (Standard Deviation)

Statistical Analysis 1 for Average Wake Time After Sleep Onset in the Second Quarter of the Night Measured by Polysomnography
Groups [ Esmirtazapine 0.5 mg vs. Placebo
Method [l ANCOVA
P Value [3]  <0.0001
[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate
Statistical Analysis 2 for Average Wake Time After Sleep Onset in the Second Quarter of the Night Measured by Polysomnography
Groups [1]  Esmirtazapine 1.5 mg vs. Placebo

P Value [3] <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:

No text entered.
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[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 3 for Average Wake Time After Sleep Onset in the Second Quarter of the Night Measured by Polysomnography

Groups (1l Esmirtazapine 3.0 mg vs. Placebo
Method [21  ANCOVA

P Value [3] <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:

No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

7. Secondary: Average Wake Time After Sleep Onset in the Third Quarter of the Night Measured by Polysomnography [ Time Frame: Up to Day
16 ]

Measure Type Secondary

Measure Title Average Wake Time After Sleep Onset in the Third Quarter of the Night Measured by Polysomnography

Measure Description  Wake time after sleep onset (WASO) is the total time awake between sleep onset and "lights on"; i.e. from the onset of
persistent sleep until the end of the 8-hour PSG recording. WASO was recorded in the third quarter of the night, for at
most 2 hours, by PSG. PSG assesses the quality of sleep by monitoring brain waves, breathing, heart function, muscle
activity and eye movement. PSG measurements of WASO (observed data only) taken during the 16-day double-blind
treatment period, over days 1 and 2 and days 15 and 16, were averaged.

Time Frame Up to Day 16

Safety Issue No

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

The ITT population consisted of all randomized participants who received at least one dose of double-blind study medication and had at least
one post-randomization efficacy assessment. Data from 11 participants located at one treatment site were not analyzed due to their lack of

credibility.

Reporting Groups
Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days
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Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Measured Values

Esmirtazapine Esmirtazapine Esmirtazapine
Placebo
0.5 mg 1.5 mg 3.0 mg

Number of Participants Analyzed

. . 129 132 131 133
[units: participants]
Average Wake Time After Sleep Onset in the Third Quarter of the Night
Measured by Polysomnography 31.9

. . 20.5 (12.0 21.3 (11.6 19.1 (10.4
[units: Minutes] ( ) ( ) ( ) (18.5)
Mean (Standard Deviation)

Statistical Analysis 1 for Average Wake Time After Sleep Onset in the Third Quarter of the Night Measured by Polysomnography
Groups 1l Esmirtazapine 0.5 mg vs. Placebo
Method [2] ANCOVA

P Value [31  <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 2 for Average Wake Time After Sleep Onset in the Third Quarter of the Night Measured by Polysomnography
Groups [ Esmirtazapine 1.5 mg vs. Placebo
Method [21  ANCOVA

P Value 31 <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate
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Statistical Analysis 3 for Average Wake Time After Sleep Onset in the Third Quarter of the Night Measured by Polysomnography

Groups 1l Esmirtazapine 3.0 mg vs. Placebo
Method [2 ANCOVA

P Value [31  <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

8. Secondary: Average Wake Time After Sleep Onset in the Fourth Quarter of the Night Measured by Polysomnography [ Time Frame: Up to
Day 16 ]

Measure Type Secondary
Measure Title Average Wake Time After Sleep Onset in the Fourth Quarter of the Night Measured by Polysomnography

Measure Description  Wake time after sleep onset (WASOQ) is the total time awake between sleep onset and "“lights on"; i.e. from the onset of
persistent sleep until the end of the 8-hour PSG recording. WASO was recorded in the fourth quarter of the night, for at
most 2 hours, by PSG. PSG assesses the quality of sleep by monitoring brain waves, breathing, heart function, muscle
activity and eye movement. PSG measurements of WASO (observed data only) taken during the 16-day double-blind
treatment period, over days 1 and 2 and days 15 and 16, were averaged.

Time Frame Up to Day 16

Safety Issue No

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

The ITT population consisted of all randomized participants who received at least one dose of double-blind study medication and had at least
one post-randomization efficacy assessment. Data from 11 participants located at one treatment site were not analyzed due to their lack of
credibility.

Reporting Groups

Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days
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Measured Values

Esmirtazapine Esmirtazapine Esmirtazapine
Placebo
0.5 mg 1.5 mg 3.0 mg

Number of Participants Analyzed

. . 129 132 131 133
[units: participants]
Average Wake Time After Sleep Onset in the Fourth Quarter of the Night
Measured by Polysomnography 42.4

. . 30.9 (17.6 29.7 (135 27.4 (14.9
[units: Minutes] ( ) ( ) ( ) (23.2)
Mean (Standard Deviation)

Statistical Analysis 1 for Average Wake Time After Sleep Onset in the Fourth Quarter of the Night Measured by Polysomnography
Groups 1l Esmirtazapine 0.5 mg vs. Placebo
Method [l ANCOVA
P Value [3] = <0.0001
[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate
Statistical Analysis 2 for Average Wake Time After Sleep Onset in the Fourth Quarter of the Night Measured by Polysomnography
Groups [11  Esmirtazapine 1.5 mg vs. Placebo
P Value 31 <0.0001
[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate
Statistical Analysis 3 for Average Wake Time After Sleep Onset in the Fourth Quarter of the Night Measured by Polysomnography
Groups [ Esmirtazapine 3.0 mg vs. Placebo
Method [l ANCOVA

P Value [3]  <0.0001
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[1] = Additional details about the analysis, such as null hypothesis and power calculation:

No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical

significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

9. Secondary: Average Number of Stage Shifts to Stage 1 or Wake Measured by Polysomnography [ Time Frame: Up to Day 16 |

Measure Type
Measure Title

Measure Description

Time Frame

Safety Issue

Population Description

Secondary
Average Number of Stage Shifts to Stage 1 or Wake Measured by Polysomnography

Number of stage shifts to stage 1 of sleep or to awaken was measured by PSG. A stage shift is the transition measured
by PSG between various sleep stages. PSG assesses the quality of sleep by monitoring brain waves, breathing, heart
function, muscle activity and eye movement. PSG measurements of the number of stage shifts (observed data only)
taken during the 16-day double-blind treatment period, over days 1 and 2 and days 15 and 16, were averaged.

Up to Day 16

No

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

The ITT population consisted of all randomized participants who received at least one dose of double-blind study medication and had at least
one post-randomization efficacy assessment. Data from 11 participants located at one treatment site were not analyzed due to their lack of

credibility.

Reporting Groups

Esmirtazapine 0.5 mg

Esmirtazapine 1.5 mg

Esmirtazapine 3.0 mg

Placebo

Measured Values

Description

One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Esmirtazapine Esmirtazapine Esmirtazapine Placebo
0.5 mg 1.5 mg 3.0 mg

Number of Participants Analyzed

. . 129 132 131 133
[units: participants]
Average Number of Stage Shifts to Stage 1 or Wake Measured by
Polysomnography 44.0

. . 51.8 (16.0 50.6 (15.3 51.3 (16.1
[units: Number of stage shifts] ( ) ( ) ( ) (15.7)
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Mean (Standard Deviation)

Statistical Analysis 1 for Average Number of Stage Shifts to Stage 1 or Wake Measured by Polysomnography
Groups 1l Esmirtazapine 0.5 mg vs. Placebo
Method [21  ANCOVA

P Value 31 <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 2 for Average Number of Stage Shifts to Stage 1 or Wake Measured by Polysomnography
Groups [ Esmirtazapine 1.5 mg vs. Placebo
Method [l ANCOVA

P Value [31  <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 3 for Average Number of Stage Shifts to Stage 1 or Wake Measured by Polysomnography
Groups (1l Esmirtazapine 3.0 mg vs. Placebo
Method [21  ANCOVA

P Value 31 <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate
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10. Secondary: Average Subjective Total Sleep Time Based on Sleep Diary [ Time Frame: Up to Day 16 ]

Measure Type Secondary
Measure Title Average Subjective Total Sleep Time Based on Sleep Diary

Measure Description  Total Sleep Time (TST) is a subjective time (observed data only) recorded daily by the participant in an electronic diary,
that was averaged over the entire 16-day, double-blind treatment period.

Time Frame Up to Day 16

Safety Issue No

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

The ITT population consisted of all randomized participants who received at least one dose of double-blind study medication and had at least
one post-randomization efficacy assessment. Data from 11 participants located at one treatment site were not analyzed due to their lack of
credibility.

Reporting Groups

Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Measured Values

Esmirtazapine 0.5 Esmirtazapine 1.5 Esmirtazapine 3.0
Placebo
mg mg mg

Number of Participants Analyzed

. . 129 132 131 132
[units: participants]
Average Subjective Total Sleep Time Based on Sleep
Diary 339.9

. . 364.4 (61.4 357.3 (73.2 368.8 (63.9
[units: Minutes] ( ) ( ) ( ) (52.7)
Mean (Standard Deviation)

Statistical Analysis 1 for Average Subjective Total Sleep Time Based on Sleep Diary
Groups 1l Esmirtazapine 0.5 mg vs. Placebo
Method [2] ANCOVA

P Value [31  <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
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No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 2 for Average Subjective Total Sleep Time Based on Sleep Diary
Groups (1l Esmirtazapine 1.5 mg vs. Placebo
Method [l ANCOVA

P Value 31 <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 3 for Average Subjective Total Sleep Time Based on Sleep Diary
Groups [ Esmirtazapine 3.0 mg vs. Placebo
Method [l  ANCOVA

P Value [31  <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

11. Secondary: Average Subjective Sleep Latency Based on Sleep Diary [ Time Frame: Up to Day 16 ]

Measure Type Secondary
Measure Title Average Subjective Sleep Latency Based on Sleep Diary

Measure Description  Sleep latency (SL) is the time taken to fall asleep (observed data only) recorded daily by the participant in an electronic
diary, that was averaged over the entire 16-day, double-blind treatment period.

Time Frame Up to Day 16
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Safety Issue No

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or

another method. Also provides relevant details such as imputation technique, as appropriate.

The ITT population consisted of all randomized participants who received at least one dose of double-blind study medication and had at least
one post-randomization efficacy assessment. Data from 11 participants located at one treatment site were not analyzed due to their lack of

credibility.

Reporting Groups

Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine

daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine

daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine

daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16

days, and then one placebo tablet daily for 7 days

Measured Values

Esmirtazapine 0.5 Esmirtazapine 1.5
mg mg

Number of Participants Analyzed

. . 129 132
[units: participants]
Average Subjective Sleep Latency Based on Sleep
Diary 51.6 (48.9 53.1 (39.9
[units: Minutes] 6 (48.9) 1 (39.9)
Mean (Standard Deviation)

Esmirtazapine 3.0
mg

131

50.5 (43.0)

Placebo

132

46.5
(26.3)

Statistical Analysis 1 for Average Subjective Sleep Latency Based on Sleep Diary
Groups [ Esmirtazapine 0.5 mg vs. Placebo
Method [l ANCOVA
P value 81 0.6317
[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical

significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 2 for Average Subjective Sleep Latency Based on Sleep Diary

Groups [ Esmirtazapine 1.5 mg vs. Placebo
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P Value [3] 0.6355

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 3 for Average Subjective Sleep Latency Based on Sleep Diary
Groups [ Esmirtazapine 3.0 mg vs. Placebo
Method [2]  ANCOVA

P Value [3] 0.7865

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

12. Secondary: Average Subjective Number of Awakenings Based on Sleep Diary [ Time Frame: Up to Day 16 ]

Measure Type Secondary
Measure Title Average Subjective Number of Awakenings Based on Sleep Diary

Measure Description  Number of awakenings between sleep onset and final awakening (NAW) is a subjective number (observed data only)
recorded daily by the participant in an electronic diary, that was averaged over the entire 16-day, double-blind treatment

period.
Time Frame Up to Day 16
Safety Issue No

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

The ITT population consisted of all randomized participants who received at least one dose of double-blind study medication and had at least
one post-randomization efficacy assessment. Data from 11 participants located at one treatment site were not analyzed due to their lack of
credibility.

Reporting Groups
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Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Measured Values

Esmirtazapine 0.5 Esmirtazapine 1.5 Esmirtazapine 3.0
Placebo
mg mg mg

Number of Participants Analyzed

. . 129 132 131 132
[units: participants]
Average Subjective Number of Awakenings Based on
Sleep Diary 1.9

. . 19 (1.2 2.2 (1.8 21 (1.3
[units: Number of Awakenings] (2.2) (1.8) (2.3) (2.0)
Mean (Standard Deviation)

Statistical Analysis 1 for Average Subjective Number of Awakenings Based on Sleep Diary

Groups (1l Esmirtazapine 0.5 mg vs. Placebo
Method [2 ANCOVA

P Value [3] 0.4033

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate
Statistical Analysis 2 for Average Subjective Number of Awakenings Based on Sleep Diary
Groups [ Esmirtazapine 1.5 mg vs. Placebo
Method [ ANCOVA
P Value 81  0.4153
[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.
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[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 3 for Average Subjective Number of Awakenings Based on Sleep Diary
Groups 1l Esmirtazapine 3.0 mg vs. Placebo
Method [21  ANCOVA

P Value [3] 0.6271

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

13. Secondary: Average Subjective Wake Time After Sleep Onset Based on Sleep Diary [ Time Frame: Up to Day 16 ]

Measure Type Secondary
Measure Title Average Subjective Wake Time After Sleep Onset Based on Sleep Diary

Measure Description ~ Wake Time after Sleep Onset (WASO) is after falling asleep initially, the subjective time that the participant was awake
during the night. Daily recordings by the participant in an electronic diary (observed data only), were averaged over the
entire 16-day, double-blind treatment period.

Time Frame Up to Day 16

Safety Issue No

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

The ITT population consisted of all randomized participants who received at least one dose of double-blind study medication and had at least
one post-randomization efficacy assessment. Data from 11 participants located at one treatment site were not analyzed due to their lack of
credibility.
Reporting Groups
Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
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days, and then one placebo tablet daily for 7 days

Measured Values

Esmirtazapine 0.5 Esmirtazapine 1.5 Esmirtazapine 3.0 Placebo
mg mg mg

Number of Participants Analyzed

. . 129 132 131 132
[units: participants]
Average Subjective Wake Time After Sleep Onset Based on
Sleep Diary 81.7

. . 58.4 (38.9 70.3 (53.1 62.2 (45.4
[units: Minutes] ( ) ( ) ( ) (50.0)
Mean (Standard Deviation)

Statistical Analysis 1 for Average Subjective Wake Time After Sleep Onset Based on Sleep Diary
Groups [ Esmirtazapine 0.5 mg vs. Placebo
Method [2]  ANCOVA

P Value [31  <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 2 for Average Subjective Wake Time After Sleep Onset Based on Sleep Diary
Groups (1l Esmirtazapine 1.5 mg vs. Placebo
Method [l ANCOVA
P Value [31 <0.0001
[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate
Statistical Analysis 3 for Average Subjective Wake Time After Sleep Onset Based on Sleep Diary
Groups [ Esmirtazapine 3.0 mg vs. Placebo

[3]
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P Value <0.0001

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

14. Secondary: Average Subjective Quality of Sleep Based on Sleep Diary [ Time Frame: Up to Day 16 ]

Measure Type Secondary
Measure Title Average Subjective Quality of Sleep Based on Sleep Diary

Measure Description  Quality of Sleep (QS) is a subjective number on a Visual Analog Scale ranging from 0 to 100, where very poor is rated
at 0, up to excellent, rated at 100. Daily recordings by the participant in an electronic diary (observed data only) were
averaged over the entire 16-day, double-blind treatment period.

Time Frame Up to Day 16

Safety Issue No

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

The ITT population consisted of all randomized participants who received at least one dose of double-blind study medication and had at least
one post-randomization efficacy assessment. Data from 11 participants located at one treatment site were not analyzed due to their lack of

credibility.

Reporting Groups
Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Measured Values

Esmirtazapine 0.5 Esmirtazapine 1.5 Esmirtazapine 3.0
Placebo
mg mg mg
Number of Participants Analyzed
. - 129 132 131 132
[units: participants]
Average Subjective Quality of Sleep Based on Sleep
Diar 54.8
b 57.8 (16.1) 56.7 (17.0) 58.0 (17.4)
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[units: Units on a Scale] (18.1)
Mean (Standard Deviation)

Statistical Analysis 1 for Average Subjective Quality of Sleep Based on Sleep Diary
Groups 1l Esmirtazapine 0.5 mg vs. Placebo
Method [21  ANCOVA

P Value [3] 0.0243

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 2 for Average Subjective Quality of Sleep Based on Sleep Diary
Groups [ Esmirtazapine 1.5 mg vs. Placebo

P Value [3] 0.0242

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 3 for Average Subjective Quality of Sleep Based on Sleep Diary
Groups 1l Esmirtazapine 3.0 mg vs. Placebo
Method [l ANCOVA
P Value [31  0.0007
[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] =~ Other relevant method information, such as adjustments or degrees of freedom:

No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:
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Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

15. Secondary: Average Subjective Satisfaction of Sleep Duration Based on Sleep Diary [ Time Frame: Up to Day 16 ]

Measure Type Secondary
Measure Title Average Subjective Satisfaction of Sleep Duration Based on Sleep Diary

Measure Description  Satisfaction of Sleep Duration (SSD) is a subjective number on a Visual Analog Scale ranging from 0 to 100, where very
unsatisfied is rated at 0, up to fully satisfied, rated at 100. Daily recordings by the participant in an electronic diary
(observed data only) were averaged over the entire 16-day, double-blind treatment period.

Time Frame Up to Day 16

Safety Issue No

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

The ITT population consisted of all randomized participants who received at least one dose of double-blind study medication and had at least
one post-randomization efficacy assessment. Data from 11 participants located at one treatment site were not analyzed due to their lack of
credibility.

Reporting Groups

Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Measured Values

Esmirtazapine 0.5 Esmirtazapine 1.5 Esmirtazapine 3.0 Placebo
mg mg mg

Number of Participants Analyzed

. y 129 132 131 132
[units: participants]
Average Subjective Satisfaction of Sleep Duration Based on
Sleep Diary 54.0

57.8 (16.0 56.8 (16.4 58.1 (17.2

[units: Units on a Scale] ( ) ( ) ( ) (17.0)
Mean (Standard Deviation)

Statistical Analysis 1 for Average Subjective Satisfaction of Sleep Duration Based on Sleep Diary
Groups [ Esmirtazapine 0.5 mg vs. Placebo

P Value [3] 0.0199
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[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 2 for Average Subjective Satisfaction of Sleep Duration Based on Sleep Diary

Groups [ Esmirtazapine 1.5 mg vs. Placebo

P Value [3] 0.0316

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

Statistical Analysis 3 for Average Subjective Satisfaction of Sleep Duration Based on Sleep Diary
Groups 1] Esmirtazapine 3.0 mg vs. Placebo
Method [2] ANCOVA

P Value [3] 00014

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] =~ Other relevant method information, such as adjustments or degrees of freedom:
No text entered.

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

Pairwise comparisons on rank transformed data with effects for treatment and center, and baseline of variable as a covariate

16. Secondary: Number of Participants With an Adverse Event During the 16 Day, Double-blind Treatment Period [ Time Frame: Up to Day 16 ]

Measure Type Secondary
Measure Title Number of Participants With an Adverse Event During the 16 Day, Double-blind Treatment Period

Measure Description  An Adverse Event (AE) is any untoward occurrence in a participant who is administered any pharmaceutical product,
and which does not necessarily have a causal relationship with this treatment. An AE can therefore be any unfavorable
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and unintended sign (including an abnormal laboratory finding) symptom, or disease temporarily associated with the use
of an investigational medicinal product (IMP), whether or not it is related to the IMP.

Time Frame Up to Day 16

Safety Issue Yes

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

All participants who received at least one dose of study medication.

Reporting Groups

Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Measured Values

Esmirtazapine Esmirtazapine Esmirtazapine
Placebo
0.5 mg 1.5mg 3.0 mg
Number of Participants Analyzed
132 136 133 136

[units: participants]

Number of Participants With an Adverse Event During the 16 Day,
Double-blind Treatment Period 48 54 56 40
[units: Number of participants]

No statistical analysis provided for Number of Participants With an Adverse Event During the 16 Day, Double-blind Treatment Period

17. Secondary: Number of Participants Who Discontinued Treatment Due to an Adverse Event During the 16 Day, Double-blind Treatment Period
[ Time Frame: Up to Day 16 ]

Measure Type Secondary

Number of Participants Who Discontinued Treatment Due to an Adverse Event During the 16 Day, Double-blind
Treatment Period

Measure Title

Measure Description  An AE is any untoward occurrence in a participant who is administered any pharmaceutical product, and which does not
necessarily have a causal relationship with this treatment. An AE can therefore be any unfavorable and unintended sign

(including an abnormal laboratory finding) symptom, or disease temporarily associated with the use of an IMP, whether
or not it is related to the IMP.

Time Frame Up to Day 16

Safety Issue Yes

Population Description
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Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

All participants who received at least one dose of study medication.

Reporting Groups
Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days

Measured Values

Esmirtazapine  Esmirtazapine  Esmirtazapine Placebo
0.5 mg 1.5mg 3.0 mg

Number of Participants Analyzed

. - 132 136 133 136
[units: participants]

Number of Participants Who Discontinued Treatment Due to an Adverse Event
During the 16 Day, Double-blind Treatment Period 2 3 1 1
[units: Number of participants]

No statistical analysis provided for Number of Participants Who Discontinued Treatment Due to an Adverse Event During the 16 Day, Double-blind
Treatment Period

B> Serious Adverse Events
=| Hide Serious Adverse Events

Time Frame No text entered.
Additional Description Participants who received at least one dose of study medication. One of the 538 enrolled participants was not
treated.
Reporting Groups

Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine
daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16
days, and then one placebo tablet daily for 7 days
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Serious Adverse Events

Esmirtazapine 0.5 mg Esmirtazapine 1.5 mg Esmirtazapine 3.0 mg Placebo
Total, serious adverse events
# participants affected / at risk 0/132 (0.00%) 0/136 (0.00%) 0/133 (0.00%) 0/136 (0.00%)
B> Other Adverse Events
=| Hide Other Adverse Events
Time Frame No text entered.

Additional Description  Participants who received at least one dose of study medication. One of the 538 enrolled participants was not

treated.
Frequency Threshold
Threshold above which other adverse events are 5%
reported
Reporting Groups
Description

Esmirtazapine 0.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 0.5 mg tablet Esmirtazapine

daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 1.5 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 1.5 mg tablet Esmirtazapine

daily for 16 days, and then one placebo tablet daily for 7 days

Esmirtazapine 3.0 mg  One placebo tablet daily for 14 days, followed by a double-blind treatment period of one 3.0 mg tablet Esmirtazapine

daily for 16 days, and then one placebo tablet daily for 7 days

Placebo One placebo tablet daily for 14 days, followed by a double-blind treatment period of one placebo tablet daily for 16

days, and then one placebo tablet daily for 7 days

Other Adverse Events

Esmirtazapine 0.5 Esmirtazapine 1.5
mg mg
Total, other (not including serious) adverse
events
# participants affected / at risk 18/132 (13.64%) 21/136 (15.44%)
General disorders
Fatigue T1
# participants affected / at risk 71132 (5.30%) 8/136 (5.88%)
# events 7 8
Nervous system disorders
Dizziness T1
# participants affected / at risk 9/132 (6.82%) 6/136 (4.41%)
# events 9 6
t1
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Esmirtazapine 3.0
mg

27/133 (20.30%)

9/133 (6.77%)
9

8/133 (6.02%)
9

Placebo

8/136 (5.88%)

3/136 (2.21%)
3

3/136 (2.21%)
3
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Somnolence

# participants affected / at risk 6/132 (4.55%)

# events

6

12/136 (8.82%) 16/133 (12.03%) 2/136 (1.47%)
13 16 2

T Events were collected by systematic assessment
1 Term from vocabulary, MedDRA 12.1

B> Limitations and Caveats

=| Hide Limitations and Caveats

Limitations of the study, such as early termination leading to small numbers of participants analyzed and technical problems with measurement
leading to unreliable or uninterpretable data

No text entered.

B More Information

=| Hide More Information

Certain Agreements:

Principal Investigators are NOT employed by the organization sponsoring the study.

There IS an agreement between Principal Investigators and the Sponsor (or its agents) that restricts the Pl's rights to discuss or publish trial
results after the trial is completed.

The agreement is:

r The only disclosure restriction on the Pl is that the sponsor can review results communications prior to public release and can embargo
communications regarding trial results for a period that is less than or equal to 60 days. The sponsor cannot require changes to the
communication and cannot extend the embargo.

The only disclosure restriction on the Pl is that the sponsor can review results communications prior to public release and can embargo
I:l communications regarding trial results for a period that is more than 60 days but less than or equal to 180 days. The sponsor cannot
require changes to the communication and cannot extend the embargo.

|:| Other disclosure agreement that restricts the right of the PI to discuss or publish trial results after the trial is completed.

Results Point of Contact:

Name/Title: Senior Vice President, Global Clinical Development
Organization: Merck Sharp & Dohme Corp.

phone: 1-800-672-6372

e-mail: ClinicalTrialsDisclosure@merck.com

Responsible Party:
ClinicalTrials.gov Identifier:
Other Study ID Numbers:

Study First Received:
Results First Received:
Last Updated:

Health Authority:

Merck Sharp & Dohme Corp.

NCT00561821 History of Changes

P05709

21108 ( Other Identifier: Organon )

MK-8265-006 ( Other Identifier: Merck Study Number
)

November 19, 2007

June 30, 2014

June 11, 2015

United States: Food and Drug Administration
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