
CLINICAL STUDY PROTOCOL
A Migraine Prevention Study (ANODYNE-3)  

A Single Center, Phase 2B, Randomized, Double Blind, Study to Assess the Efficacy, Safety, and 
Tolerability of Oral Twice Daily ALLOD-2 vs. Placebo in the Prevention of Episodic Migraine in 

Adults
Brief Title:

Efficacy, Safety, and Tolerability of Twice Daily Oral ALLOD-2 vs. Placebo in Episodic Migraine 
Prevention (ANODYNE-3) 

The Study’s Treatment Groups:
Experimental: Naltrexone  mg/acetaminophen  mg (ALLOD-2),

Placebo comparator: Placebo.
Study Phase: 2B

Investigational New Drug (IND) number: 
Study and Protocol Name: ANODYNE-3 

Version 1.0, Submitted to DNP on May 5, 2017 
Version 1.1, Approved by IRB on July 28, 2017

ALLOD-2 is being investigated for treatment of chronic low back pain

Sponsor/Investigator: Annette C. Toledano, M.D.
1785 NE 123rd Street, North Miami, FL 33181  

Telephone: Office-305-895-6808, Cellular-
Email Address:

Study Pharmacist: Ayman Mohamed, 

CONFIDENTIAL AND PROPRIETARY INFORMATION 

ClinicalTrials.gov Identifier: NCT03194555



,
Study Protocol Signature Page 

Protocol Title:

 



,

Protocol Synopsis



,



,



,



,

Study visits schedule: 

Telephone contacts Schedule: 



,

Study Visit 1 - Screening Visit:



,

Study Visit 2 - Randomization Visit:

Study Visit 3 – 1 week after the Treatment Period started: 



,

Study Visits 4 and 5:

Study Visit 6 - End-of-Treatment Period Visit:

Study Visit 7 - End-of-Study Visit:

The Migraine Daily Diary assessments: 

Other assessments: 



,

one capsule from each vial twice a day

Figure 1: Medication vials for the 
Migraine Prevention Study 



,



,



,



,



,



,

Table of Contents

1 BACKGROUND.......................................................................................................... 22

2 STUDY DESIGN OUTLINE ........................................................................................... 32

3 STUDY CONDUCT...................................................................................................... 41



,

4 STUDY TREATMENT SCHEDULE ................................................................................. 45

5 DEFINITION OF EVALUATIONS AND SPECIAL INSTRUCTIONS ..................................... 50

6 DRUG INTERACTIONS WITH THE IP AND POSSIBLE ADVERSE REACTIONS................... 53

7 MANAGEMENT OF THE INVESTIGATIONAL DRUG...................................................... 57

8 SAFETY AND ADVERSE EVENTS MANAGEMENT......................................................... 60



,

9 DATA HANDLING AND RECORD KEEPING .................................................................. 67

10 STATISTICAL METHODS............................................................................................. 68

11 STUDY ADMINISTRATION ......................................................................................... 72

12 DUTIES OF THE SPONSOR AND THE INVESTIGATORS ................................................. 78



,

13 ETHICS/PROTECTION OF HUMAN PATIENTS.............................................................. 80

14 APPENDICES............................................................................................................. 81

15 ATTACHMENTS: STUDY FORMS ................................................................................ 88

17 INSTRUMENTS.........................................................................................................105

18 ATTACHMENTS: REGULATORY BINDER DOCUMENTS ...............................................113



,

Table of Figures
Figure 1: Medication vials for the Migraine Prevention Study....................................................................................11
Figure 2: 24-hour distribution of migraine attacks......................................................................................................23
Figure 3: Working hypothesis for activated glia induced pain generation as it relates to migraine ...........................25
Figure 4: Nausea frequency in an acute migraine study .............................................................................................28
Figure 5: Study Design Illustration...............................................................................................................................36
Figure 6: Concomitant Medications Restrictions.........................................................................................................39

Acronyms and Abbreviations



,
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1.1 Brief Description of the Investigational Product
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1.3 Absorption/Pharmacokinetics of Naltrexone and Acetaminophen

1.1 24-Hour Distribution of Migraine Attacks

Figure 2: 24-hour distribution of migraine attacks
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1.4 Relation to Fed Conditions

1.5 The Investigational Drug Components, naltrexone and Acetaminophen 

1.6 TLR4 - A Pattern Recognition Receptor - Detects Infection/Tissue Injury and Promotes 
Inflammation
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1.7 Proposed Mechanism of Action of Naltrexone/Acetaminophen

Figure 3: Working hypothesis for activated glia induced pain generation as it relates to migraine
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1.8 Clinicaltrials.gov summery (Identifier: NCT03194555)

1.9 Dose Selection Rationale
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1.10 Migraine-associated nausea is an Important Target for Treatment

1.11 Nausea Associated with Acute Migraine Represents a Significant Unmet Treatment 
Need
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Figure 4: Nausea frequency in an acute migraine study
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1.14 Migraine Pathogenesis
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1.16 Unmet Treatment Needs for Migraine and Limitations of Existing Treatments  

Most current treatments are not viewed as being completely effective.
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2 STUDY DESIGN OUTLINE
2.1 Study Objectives 

2.2 Inclusion Criteria

Inclusion Criteria (Mark each met criteria)
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2.3 Exclusion Criteria
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2.4 Study Design 

Study Visit 1 - Screening Visit;
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Study Visit 2 - Randomization Visit:
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Study Visit 3 – 1 week after the Treatment Period started: 

Study Visits 4 and 5:

Study Visit 6 - End-of-Treatment Period Visit:

Study Visit 7 - End-of-Study Visit:

Figure 5: Study Design Illustration
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2.5 Migraine Diary and  Other Study Assessments

Other assessments: 

2.6 Patient satisfaction with migraine prevention, Visits 3 - Visit 7, (0=not at all satisfied, 
1=partly satisfied, 2=satisfied, 3=very satisfied).Study Duration

Study visits schedule: 

Phone contacts Schedule: 

2.7 Study Population
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2.8 Exclusions Due to Coexisting Conditions 
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2.9 Substance Abuse and Alcohol Use Restrictions

2.10 Concomitant Medications Restrictions

Figure 6: Concomitant Medications Restrictions
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2.11 Rescue Medications 

2.12 Instructions for Taking the Study Drug and for completing the Migraine Diary

one 
capsule from each vial twice a day

2.13 Randomization Scheme and Treatment Groups 
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3 STUDY CONDUCT  
3.1 Identification and Recruitment of Study Patients

3.2 Screened Patients’ Log Record Keeping

3.3 HIPAA Compliance with regards to previous medical records
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3.4 Protocol Deviation/Violations 
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3.5 Protocol Adherence and Compliance with Protocol Revisions

3.6 Informed Consent Procedure
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3.7 Regulatory Compliance

3.8 Concomitant Diagnosis and Medication Recording Requirements 

3.9 Demographics, Baseline Measures, and Cardiovascular Risk Assessment

3.10 Treatment Group Assignment Procedure
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3.11 Early Withdrawal  and Early withdrawal Procedure

3.12 Patients Lost to Follow-up Prior to the End of the Trial  
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4.5 12-Week Outpatient Treatment Period

4.6 Study Visit 3 – 1 week after the Treatment Period started 
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4.8 Study Visit 5 - End-of-Treatment Visit
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4.9 Study Visit 6, End-of-Study Visit 
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5.1 Informed Consent Procedure

5.2 Inclusion/Exclusion Criteria

5.3 Patient Education and the Four-Point Likert Scale Instrument 

5.4 The Migraine Diary Instrument

5.5 Medical History, Physical Examination and Vital Signs Assessment
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5.6 Electrocardiogram

5.7 CBC, Hepatic and Renal Function Assessments 

5.8 Five Panel Urine Drug Test and urine Pregnancy Test

5.9 Concomitant Diagnosis and Treatments

5.10 Concomitant Medications 

5.11 Adverse Events Assessment
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5.12 Patient’s Contact Information

5.13 Cardiovascular Risk Factor Assessment

6 DRUG INTERACTIONS WITH THE IP AND POSSIBLE ADVERSE REACTIONS 
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6.2 Effects of Anticoagulants on Acetaminophen 

6.3 Naltrexone Hepatotoxicity Warning
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cirrhosis

liver disease 39  
6.4 Vulnerability to Opioid Overdose

6.5 Precipitated Opioid Withdrawal

6.6 Depression and Suicidality
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6.8 Hepatotoxicity Stopping Rules 
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7 MANAGEMENT OF THE INVESTIGATIONAL DRUG  
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8.4 Adverse Event Reporting Period 

8.5 Preexisting Conditions 

8.6 Post-study Adverse Event 

8.7 Determination of Abnormal Laboratory Values as Adverse Events
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8.9 Reporting of Serious Adverse Events and Unanticipated Problems

8.10 Clinical Investigator reporting and notifying the study sponsor
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ANALYSIS OF CHANGE FROM BASELINE IN WEEKLY FREQUENCY TO WEEK 3 IN MIGRAINE SUBJECTS

Treatment N
Weekly Frequency of Migraine Days

Baseline WK3 Change (Standard Error) p-value
Placebo 10 2.60 1.50 1.10 (0.85) 0.04284
ATNC05 13 3.85 0.00 3.85 (0.90)

Groups All Migraine Subjects
Method t-Test, 2-sided
P Value 0.04284
Mean Difference -2.75
Standard Error ± 0.88
95% Confidence Interval (-0.050 to 5.550)

10.3 Analysis Populations 
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