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Name of Sponsor/Company: 
Vanda Pharmaceuticals Inc. 

Name of Investigational Product: 
Tasimelteon/VEC-162 

Name of Active Ingredient: 
Tasimelteon/VEC-162 

Title of Study: 
A multicenter, randomized, double-blind, placebo-controlled, parallel proof-of-concept study to 
evaluate the effects of multiple oral doses of tasimelteon and matching placebo in travelers with 
Jet Lag Disorder 

Study center(s): Multicenter (USA and EU) 

Studied period:  
Estimated date first subject enrolled: Aug 2016 
Estimated study duration: approximately 4-6 weeks 
Screening: ≥ 3 weeks, Randomization: 4 days/3 nights 

Phase of development: 
Phase 2 

Number of subjects (planned): Up to 90 eligible subjects will be randomized and assigned to 
20 mg tasimelteon or placebo in a 1:1 ratio.  Treatment assignments will be made according to a 
randomization schedule.   

Diagnosis and main criteria for inclusion/exclusion: 
Males or females 18-75 years of age, inclusive, who demonstrate sleep disturbances associated 
transmeridian travel in study VP-VEC-162-0101. 

Investigational product, dosage and mode of administration:  
Tasimelteon will be administered orally as a dose of 20 mg.  Tasimelteon dosage form will be 
size 1, dark blue, opaque, hard gelatin capsules with two white bars on the capsule body and 
cap, and filled with white to off-white powder. 

Duration of treatment: 
3 nights 

Reference therapy, dosage and mode of administration: 
Placebo capsules will be provided in size and appearance identical to those containing 
tasimelteon and will be administered orally 
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Objectives: 
Primary Objectives: 

1. To assess the effects of tasimelteon 20 mg on nighttime sleep parameters as measured
by Polysomnography (PSG) after transmeridian travel.

Secondary Objectives:

1. To assess the effects of tasimelteon 20mg on nighttime objective parameters.

2. To assess the effects of tasimelteon 20mg on nighttime subjective parameters.

3. To assess the effect of tasimelteon 20mg on a daytime objective parameter.

4. To assess the effects of tasimelteon 20mg on daytime subjective parameters.

5. To assess the effects of tasimelteon 20mg as measured by a combined scale of nighttime
and daytime symptoms.

Overall Design:  
This is a multicenter, international, randomized, double-blind, placebo-controlled, parallel 
proof-of-concept trial to investigate the efficacy and safety of multiple 20 mg oral doses of 
tasimelteon and matching placebo in male and female travelers with Jet Lag Disorder (JLD).  
Subjects will be recruited at sites throughout the United States of America (USA) and those that 
meet inclusion/exclusion criteria will be flown from the USA to Europe experiencing a 5-8 hour 
time zone change.   
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This study will be divided into 2 phases: the screening phase and the randomization phase.   The 
screening phase consists of the screening visit a visit to re-confirm inclusion/exclusion criteria 
and to conduct the baseline evaluations, and the initial travel period to Europe.   The 
randomization phase consists of a 3-night/4 day double-blind evaluation period in the new time 
zone, and the return travel period to the USA.   The screening visit and the travel period will be 
separated by approximately 3 weeks.  Baseline evaluations will occur approximately three days 
(± 1 day) prior to the transmeridian flight.   Subjects meeting all entry criteria for the study will 
enter the randomization phase.  Eligible subjects will be flown to Europe on a commercial non-
stop, transatlantic, over-night flight.   Subjects will reside in a clinical site in Europe for 4 days 
and 3 nights.  During the evaluation period, subjects will be instructed to take the study 
medication 30 minutes (± 15 min) prior to bedtime and attempt to sleep for 8 hours.   Bedtime 
will be determined by their habitual bedtime in the originating time zone.   For example, if a 
subject has a habitual bedtime of 22:00 pm they will be put to bed at 22:00 pm in the new time 
zone.   A PSG will be performed each night beginning the first night in the new time zone.  On 
Day 4, subjects will be discharged from the study clinic after completing all required study 
procedures and will participate in supervised guided tours.  On Day 5, subjects will take a return 
flight to the USA.  Post-travel, subjects will also be instructed to maintain a sleep schedule 
allowing for an 8-hour sleep opportunity including a bed time consistent with that used while in 
domicile in Europe (± 1 hour).   Throughout the study the subject’s sleep pattern will be 
monitored with an actiwatch and through patient reported sleep diaries. 

Criteria for evaluation: 
Efficacy: 
The primary efficacy variable is TST in the first 2/3 of the night after flying across 5-8 time 
zones.  A comparison will be made between subjects treated with tasimelteon 20 mg and 
placebo.  
Other variables include, PGI-S, TST2/3, TSTfn, LPS, WASO, SE, TSTs, SL, SQs, KSS, and JLQ. 

Safety: 
The safety and tolerability measures will include the recording of adverse events (AEs) 
including suicidal ideation and behavior, clinical laboratory evaluations, vital signs, and 
electrocardiograms (ECGs).   

Statistical Methods: 
 The primary efficacy variable is TST in the first 2/3 of the night after flying across 5-8 time 
zones.  Nighttime sleep will be assessed by analysis of covariance, with treatment group, clinical 
site, baseline and time zone as a main effect.  A comparison will be made between the subjects 
treated with tasimelteon 20 mg and placebo. The primary efficacy analysis will be based on the 
ITT population.  

The statistical analyses will be detailed in the Statistical Analysis Plan. 


	Signature Page for Vanda Pharmaceuticals Inc.
	1. Synopsis
	2. Table of Contents, List of Tables, and List of Figures
	3. List of Abbreviations and Definitions of Terms
	4. Introduction
	4.1. Background
	4.2. Relevant Data Summary
	4.2.1. Pharmacology

	4.3. Clinical Data
	4.3.1. Summary of Relevant Clinical Studies
	4.3.1.1. VP-VEC-162-2101
	4.3.1.2. VP-VEC-162-3101
	4.3.1.3. VP-VEC-162-3201 (SET) and VP-VEC-162-3203 (RESET)

	4.3.2. Safety in Humans
	Placebo-controlled data in insomnia
	Placebo-controlled data in MDD



	5. Trial Objectives and rationale
	5.1. Objectives
	5.2. Rationale
	5.2.1. Rationale for Study Design
	5.2.2. Rationale for Age of Study Population
	5.2.3. Rationale for Dose and Timing of Dose Regimen


	6. Investigational plan
	6.1. Overall Study Design and Plan: Description
	6.1.1. Screening phase
	6.1.1.1. Screening Visit
	6.1.1.2. Baseline Visit (V2)
	6.1.1.3. Travel Period

	6.1.2. Randomization Phase
	6.1.3. End of Study (EOS)


	7. Selection and Withdrawal of subjects
	7.1. Subject Inclusion Criteria
	7.2. Subject Exclusion Criteria
	7.3. Subject Withdrawal Criteria

	8. Treatment of Subjects
	8.1. Dosing
	8.2. Concomitant Medications
	8.2.1. Disallowed Concomitant Medications

	8.3. Study Restrictions
	8.4. Treatment Compliance
	8.5. Treatment Assignment and Randomization
	8.5.1. Treatment Assignment
	8.5.2. Randomization


	9. Study DRug Materials and Management
	9.1. Study Drug
	9.2. Study Drug Packaging and Labeling
	9.3. Study Drug Storage
	9.4. Study Drug Accountability

	10. Study Assessments and restrictions
	10.1. Screening phase
	10.1.1. Screening Visit
	10.1.2. Baseline Visit
	10.1.3. Daily Subject Responsibilities throughout the Screening phase
	10.1.4. Travel Period (Night -1, Day 1)

	10.2. Randomization Phase
	10.2.1. Double-blind Evaluation Period at Sleep Center
	10.2.2. Pre Discharge Evaluations (Day 4)
	10.2.3. Post Treatment Evaluation Period
	10.2.4. Daily Subject Responsibilities through the EOS Visit

	10.3. End of Study/Early Discontinuation Evaluations (+7 days after return to US, ±2 days)
	10.4. Efficacy Assessments
	10.4.1. Objective Assessments
	10.4.2. Subjective Assessments

	10.5. Assessment of Safety
	10.5.1. Endpoint Variables
	10.5.2. Safety Parameters
	10.5.2.1. Safety ECG
	10.5.2.2. Laboratory Evaluations
	10.5.2.3. Additional Laboratory Evaluations
	10.5.2.4. Vital Signs and Body Measurements
	10.5.2.5. Medical History and Physical Examinations
	10.5.2.6. Pregnancy
	10.5.2.7. Columbia-Suicide Severity Rating Scale (C-SSRS)

	10.5.3. Definitions Related to Safety
	10.5.3.1. Adverse Event
	10.5.3.2. Serious Adverse Event
	10.5.3.3. Adverse Event Follow-up
	10.5.3.4. Adverse Event Reporting Period
	10.5.3.5. Pre-existing Condition

	10.5.4. Relationship to Study Drug
	10.5.5. Recording Adverse Events
	10.5.5.1. Adverse Events during Study Period
	10.5.5.2. Post-study Adverse Events
	10.5.5.3. Abnormal Laboratory Values

	10.5.6. Reporting Adverse Events
	10.5.6.1. Study Sponsor Notification by Investigator
	10.5.6.2. Reporting of Serious, Unexpected, Suspected Adverse Reactions (SUSARs)
	10.5.6.3. EC/IRB Notification by Investigator

	10.5.7. Unbinding Procedures


	11. Statistics
	11.1. Statistical Methods
	11.1.1. Sample Size Determination
	11.1.2. Subject Populations for Analysis
	11.1.3. Subject Disposition
	11.1.4. Demography and Other Baseline Data
	11.1.5. Prior/Concomitant Therapy
	11.1.6. Efficacy Analysis
	11.1.6.1. Primary Outcome  and Methodology
	11.1.6.2. Secondary Efficacy Analysis

	11.1.7. Safety Data Analysis
	11.1.7.1. Adverse Events
	11.1.7.2. Laboratory Data
	11.1.7.3. Vital Signs and Body Measurements

	11.1.8. Electrocardiogram (ECG)
	11.1.9. Additional Safety Assessments

	11.2. Subgroup Analysis
	11.2.1. Interim Analysis
	11.2.2. Deviations in Analysis from Statistical Plan and Other Issues


	12. Direct access to source documents
	12.1. Definition of Source Documents
	12.2. Study Monitoring
	12.3. Audits and Inspections

	13. Quality Control and Quality Assurance
	13.1. Data Collection
	13.2. Clinical Data Management
	13.3. Database Quality Assurance

	14. ethics
	14.1. Ethics Review
	14.2. Ethical Conduct of the Study
	14.3. Written Informed Consent
	14.4. Insurance

	15. Data handling and recordkeeping
	15.1. Retention of Records

	16. Administrative procedures
	16.1. Changes to the protocol
	16.2. Periodic Reports to IRB/EC
	16.3. Discontinuation of Study
	16.4. Publication of Results
	16.5.  Investigator Agreement

	17. Appendices
	17.1. Laboratory Ranges Used to Identified Clinically Notable Abnormal Laboratory Values
	17.2. Vital Signs Values
	17.3.  Instruction for Subjects
	17.3.1. Sleep Hygiene

	17.4. Study Schedule Worksheet
	17.5. References

	VP-VEC-162-2102_Vanda Clinical Study Protocol_Amdt 4_Final_Clean.pdf
	Signature Page for Vanda Pharmaceuticals Inc.
	1. Synopsis
	2. Table of Contents, List of Tables, and List of Figures
	3. List of Abbreviations and Definitions of Terms
	4. Introduction
	4.1. Background
	4.2. Relevant Data Summary
	4.2.1. Pharmacology

	4.3. Clinical Data
	4.3.1. Summary of Relevant Clinical Studies
	4.3.1.1. VP-VEC-162-2101
	4.3.1.2. VP-VEC-162-3101
	4.3.1.3. VP-VEC-162-3201 (SET) and VP-VEC-162-3203 (RESET)

	4.3.2. Safety in Humans
	Placebo-controlled data in insomnia
	Placebo-controlled data in MDD



	5. Trial Objectives and rationale
	5.1. Objectives
	5.2. Rationale
	5.2.1. Rationale for Study Design
	5.2.2. Rationale for Age of Study Population
	5.2.3. Rationale for Dose and Timing of Dose Regimen


	6. Investigational plan
	6.1. Overall Study Design and Plan: Description
	6.1.1. Screening phase
	6.1.1.1. Screening Visit
	6.1.1.2. Baseline Visit (V2)
	6.1.1.3. Travel Period

	6.1.2. Randomization Phase
	6.1.3. End of Study (EOS)


	7. Selection and Withdrawal of subjects
	7.1. Subject Inclusion Criteria
	7.2. Subject Exclusion Criteria
	7.3. Subject Withdrawal Criteria

	8. Treatment of Subjects
	8.1. Dosing
	8.2. Concomitant Medications
	8.2.1. Disallowed Concomitant Medications

	8.3. Study Restrictions
	8.4. Treatment Compliance
	8.5. Treatment Assignment and Randomization
	8.5.1. Treatment Assignment
	8.5.2. Randomization


	9. Study DRug Materials and Management
	9.1. Study Drug
	9.2. Study Drug Packaging and Labeling
	9.3. Study Drug Storage
	9.4. Study Drug Accountability

	10. Study Assessments and restrictions
	10.1. Screening phase
	10.1.1. Screening Visit
	10.1.2. Baseline Visit
	10.1.3. Daily Subject Responsibilities throughout the Screening phase
	10.1.4. Travel Period (Night -1, Day 1)

	10.2. Randomization Phase
	10.2.1. Double-blind Evaluation Period at Sleep Center
	10.2.2. Pre Discharge Evaluations (Day 4)
	10.2.3. Post Treatment Evaluation Period
	10.2.4. Daily Subject Responsibilities through the EOS Visit

	10.3. End of Study/Early Discontinuation Evaluations (+7 days after return to US, ±2 days)
	10.4. Efficacy Assessments
	10.4.1. Objective Assessments
	10.4.2. Subjective Assessments

	10.5. Assessment of Safety
	10.5.1. Endpoint Variables
	10.5.2. Safety Parameters
	10.5.2.1. Safety ECG
	10.5.2.2. Laboratory Evaluations
	10.5.2.3. Additional Laboratory Evaluations
	10.5.2.4. Vital Signs and Body Measurements
	10.5.2.5. Medical History and Physical Examinations
	10.5.2.6. Pregnancy
	10.5.2.7. Columbia-Suicide Severity Rating Scale (C-SSRS)

	10.5.3. Definitions Related to Safety
	10.5.3.1. Adverse Event
	10.5.3.2. Serious Adverse Event
	10.5.3.3. Adverse Event Follow-up
	10.5.3.4. Adverse Event Reporting Period
	10.5.3.5. Pre-existing Condition

	10.5.4. Relationship to Study Drug
	10.5.5. Recording Adverse Events
	10.5.5.1. Adverse Events during Study Period
	10.5.5.2. Post-study Adverse Events
	10.5.5.3. Abnormal Laboratory Values

	10.5.6. Reporting Adverse Events
	10.5.6.1. Study Sponsor Notification by Investigator
	10.5.6.2. Reporting of Serious, Unexpected, Suspected Adverse Reactions (SUSARs)
	10.5.6.3. EC/IRB Notification by Investigator

	10.5.7. Unbinding Procedures


	11. Statistics
	11.1. Statistical Methods
	11.1.1. Sample Size Determination
	11.1.2. Subject Populations for Analysis
	11.1.3. Subject Disposition
	11.1.4. Demography and Other Baseline Data
	11.1.5. Prior/Concomitant Therapy
	11.1.6. Efficacy Analysis
	11.1.6.1. Primary Outcome  and Methodology
	11.1.6.2. Secondary Efficacy Analysis

	11.1.7. Safety Data Analysis
	11.1.7.1. Adverse Events
	11.1.7.2. Laboratory Data
	11.1.7.3. Vital Signs and Body Measurements

	11.1.8. Electrocardiogram (ECG)
	11.1.9. Additional Safety Assessments

	11.2. Subgroup Analysis
	11.2.1. Interim Analysis
	11.2.2. Deviations in Analysis from Statistical Plan and Other Issues


	12. Direct access to source documents
	12.1. Definition of Source Documents
	12.2. Study Monitoring
	12.3. Audits and Inspections

	13. Quality Control and Quality Assurance
	13.1. Data Collection
	13.2. Clinical Data Management
	13.3. Database Quality Assurance

	14. ethics
	14.1. Ethics Review
	14.2. Ethical Conduct of the Study
	14.3. Written Informed Consent
	14.4. Insurance

	15. Data handling and recordkeeping
	15.1. Retention of Records

	16. Administrative procedures
	16.1. Changes to the protocol
	16.2. Periodic Reports to IRB/EC
	16.3. Discontinuation of Study
	16.4. Publication of Results
	16.5.  Investigator Agreement

	17. Appendices
	17.1. Laboratory Ranges Used to Identified Clinically Notable Abnormal Laboratory Values
	17.2. Vital Signs Values
	17.3.  Instruction for Subjects
	17.3.1. Sleep Hygiene

	17.4. Study Schedule Worksheet
	17.5. References





