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Risk Evaluation and Mitigation Strategy (REMS) Document 

Apadaz (benzhydrocodone and acetaminophen) REMS Program 

 

I. Administrative Information 

Application Number: NDA 208653 

Application Holder: KemPharm, Inc 

Initial REMS Approval: 02/2018 

 

II. REMS Goal 

The goal of the Apadaz REMS is to ensure the benefits of the drug outweigh the risks of adverse outcomes 

(addiction, unintentional overdose, and death) resulting from inappropriate prescribing, abuse, and misuse 

by:  

 Informing patients and providers about the potential for addiction, unintentional overdose, and 

death resulting from inappropriate prescribing, abuse, and misuse of Apadaz; 

 Informing patients and providers about the safe use of Apadaz. 

III. REMS Requirements 

To inform health care providers about the REMS Program and the risks and safe use of Apadaz, 

KemPharm must disseminate REMS communication materials according to the table below:  

 

Target Audience  Communication Materials & Dissemination Plans  

All DEA-registered 

prescribers and 

pharmacies registered 

to prescribe or 

dispense Schedule II 

drugs:  

 

 

 

REMS Letter: Healthcare Provider Letter with attachments: Fact Sheet, 

Prescribing Information and Medication Guide 

1. Mail within 60 calendar days after Apadaz is first commercially 

distributed.  

2. Email within 60 calendar days after Apadaz is first commercially 

distributed.  

3. Make available via a link from the Apadaz REMS Program Website. 
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Target Audience  Communication Materials & Dissemination Plans  

Dental, Medical 

(allopathic and 

osteopathic), Nursing, 

and Pharmacy State 

Licensing Boards, 

Professional Societies 

and Associations: 

REMS Letter: Professional Society/Licensing Board Letter with attachments 

Fact Sheet, Prescribing Information and Medication Guide  

1. Make available via a link from the Apadaz REMS Program Website. 

2. Disseminate through mail or email to professional societies 30 calendar 

days after Apadaz is first commercially distributed and request the 

letter or content be provided to their members. 

 REMS Program Website 

1. Include all of the currently approved REMS materials, Prescribing 

Information, and Medication Guide. 

2. Include a prominent REMS-specific link to the Apadaz REMS Program 

website. The REMS Program website must not link back to the 

promotional product website(s).  

3. Continue for 3 years from the date Apadaz is first commercially 

distributed. 

IV. REMS Assessment Timetable  

KemPharm must submit REMS Assessments annually from the date of the initial approval of the REMS 

(02/23/2018).  To facilitate inclusion of as much information as possible while allowing reasonable time to 

prepare the submission, the reporting interval covered by each assessment should conclude no earlier 

than 60 calendar days before the submission date for that assessment. KemPharm must submit each 

assessment so that it will be received by the FDA on or before the due date. 

V. REMS Materials 

The following materials are part of the Apadaz REMS:  

Training and Educational Materials 

     Patient: 

1. Medication Guide 

Communication Materials 

2. Fact Sheet 

3. Healthcare Provider Letter 

4. Professional Society/Licensing Board Letter 

Other Materials  

5. REMS Program Website 
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APADAZ REMS Fact Sheet 
FDA-REQUIRED APADAZ (benzhydrocodone / acetaminophen) REMS SAFETY INFORMATION 

This Fact Sheet was developed to highlight important safety information relevant to the APADAZ 

REMS program.   

A REMS (Risk Evaluation and Mitigation Strategy) is a program required by the FDA to manage 

known or potential serious risks associated with a drug product. The U.S. Food and Drug 

Administration (FDA) has determined that a REMS is necessary for APADAZ to ensure that the 

benefits of this drug continue to outweigh the risks of adverse outcomes of addiction, unintentional 

overdose, and death, resulting from inappropriate prescribing, abuse, and misuse. A REMS is a 

strategy to manage a known or potential serious risk associated with a drug product.  

APADAZ is a combination of benzhydrocodone, a prodrug of the opioid agonist hydrocodone, and 

acetaminophen and is indicated for the short-term (no more than 14 days) management of acute 

pain severe enough to require an opioid analgesic and for which alternative treatments are 

inadequate.  APADAZ contains the following warning: 

 

ADDICTION, ABUSE, AND MISUSE; LIFE-THREATENING RESPIRATORY DEPRESSION; 
ACCIDENTAL INGESTION; NEONATAL OPIOID WITHDRAWAL SYNDROME; HEPATOTOXICITY, 

CYTOCHROME P450 3A4 INTERACTION, and RISKS FROM CONCOMITANT USE WITH 
BENZODIAZEPINES OR OTHER CNS DEPRESSANTS 

See full prescribing information for complete boxed warning. 

Proper patient selection when determining to prescribe APADAZ 

APADAZ contains benzhydrocodone, a Schedule II opioid which has a high potential for abuse 
similar to other opioids containing fentanyl, hydromorphone, methadone, morphine, oxycodone, 

oxymorphone, and tapentadol.  Therefore, prescribers should: 

 Assess each patient’s risk of abuse, including substance use and psychiatric history. 
o Obtain a complete history and conduct a complete physical examination. The history should 

include assessment for a family history of substance abuse and psychiatric disorders.  

Note: A history of substance abuse does not prohibit treatment with APADAZ but may 

require additional monitoring and expert consultation.  

o Be knowledgeable about risk factors for opioid abuse. 

o Understand and appropriately use screening tools for addiction or abuse to help assess 

potential risks associated with prescribing APADAZ. 

o Adequately document all patient interactions and treatment plans.  

 Understand when to appropriately refer high-risk patients to pain management specialists. 

 Because of the risks of addiction, abuse, and misuse with opioids, even at recommended doses, 
reserve APADAZ for use in patients for whom alternative treatment options [e.g., non-opioid 

analgesics]: 

o Have not been tolerated, or are not expected to be tolerated, 

o Have not provided adequate analgesia or are not expected to provide adequate analgesia. 
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Appropriate dosing and administration of APADAZ 

APADAZ is available as immediate-release tablets containing 6.12 mg benzhydrocodone (equivalent 

to 6.67 mg benzhydrocodone hydrochloride) and 325 mg acetaminophen. 

 Hydrocodone content in 6.12 mg benzhydrocodone is 4.54 mg hydrocodone or is equivalent to 

7.5 mg hydrocodone bitartrate. If switching from immediate-release hydrocodone 

bitartrate/acetaminophen, substitute 6.12 mg/325 mg APADAZ for 7.5 mg/325 mg 

hydrocodone bitartrate/acetaminophen. 

 Initiate treatment with APADAZ at 1 to 2 tablets every 4 to 6 hours as needed for pain.  Dosage 
should not exceed 12 tablets in a 24-hour period. 

 The total dosage of APADAZ and any concomitant acetaminophen-containing products should 
not exceed 4000 mg of acetaminophen in a 24-hour period. 

 Monitor patients closely for respiratory depression, especially within the first 24-72 hours of 

initiating therapy and following dosage increases with APADAZ and adjust the dosage 

accordingly 

 Dosage of APADAZ should be adjusted according to the severity of the pain and the response of 

the patient. 

 Use the lowest effective dose for the shortest duration consistent with individual patient 
treatment goals. 

 Individualize dosing based on the severity of pain, patient response, prior analgesic experience, 
and risk factors for addiction, abuse, and misuse. Individually titrate APADAZ to a dose that 

provides adequate analgesia and minimizes adverse reactions. 

 Do not stop APADAZ abruptly in a physically dependent patient. 

Opioid abuse and how to identify patients who are at risk for addiction 

 Although the risk of addiction in any individual is unknown, it can occur in patients 
appropriately prescribed APADAZ. Addiction can occur at recommended dosages and if the 

drug is misused or abused. Inform patients that the use of APADAZ, even when taken as 

recommended, can result in addiction, abuse, and misuse, which can lead to overdose and 

death. 

 Assess each patient’s risk for opioid addiction, abuse, or misuse prior to prescribing APADAZ, 
and monitor all patients receiving APADAZ for the development of these behaviors or 

conditions.  Risks are increased in patients with a personal or family history of substance abuse 

(including drug or alcohol abuse or addiction) or mental illness (e.g., major depression). The 

potential for these risks should not, however, prevent the proper management of pain in any 

given patient. Patients at increased risk may be prescribed opioids such as APADAZ but use in 

such patients necessitates intensive counseling about the risks and proper use of APADAZ along 

with intensive monitoring for signs of addiction, abuse, and misuse. 

 Understand and appropriately use screening tools for addiction or abuse to help assess 
potential risks associated with prescribing APADAZ. 

 Opioids are sought by drug abusers and people with addiction disorders and are subject to 
criminal diversion.  Consider these risks when prescribing or dispensing APADAZ.  Strategies to 

reduce these risks include prescribing the drug in the smallest appropriate quantity and 

advising the patient on the proper disposal of unused drug.  Contact local state professional 

licensing board or state-controlled substances authority for information on how to prevent and 

detect abuse or diversion of this product. 
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Risks of adverse outcomes (addiction, unintentional overdose, and death) resulting from 

inappropriate prescribing, abuse, and misuse of APADAZ 

 APADAZ exposes users to the risks of addiction, abuse, and misuse. Proper assessment of the 
patient, proper prescribing practices, periodic re-evaluation of therapy, and proper dispensing 

and storage are appropriate measures that help to limit abuse of opioid drugs. 

 Acute overdose with APADAZ can be manifested by respiratory depression, somnolence 
progressing to stupor or coma, skeletal muscle flaccidity, cold and clammy skin, constricted 

pupils, and, in some cases, pulmonary edema, bradycardia, hypotension, partial or complete 

airway obstruction, atypical snoring, and death. Marked mydriasis rather than miosis may be 

seen with hypoxia in overdose situations. 

 Serious, life-threatening, or fatal respiratory depression has been reported with the use of 
opioids, even when used as recommended.  Respiratory depression, if not immediately 

recognized and treated, may lead to respiratory arrest and death.   

 While serious, life-threatening, or fatal respiratory depression can occur at any time during the 
use of APADAZ, the risk is greatest during the initiation of therapy or following a dosage 

increase. Monitor patients closely for respiratory depression, especially within the first 24-72 

hours of initiating therapy with and following dosage increases of APADAZ. 

 To reduce the risk of respiratory depression, proper dosing and titration of APADAZ are 
essential.  Overestimating the APADAZ dosage when converting patients from another opioid 

product can result in a fatal overdose with the first dose. 

 Accidental ingestion of even one dose of APADAZ, especially by children, can result in 
respiratory depression and death due to an overdose of hydrocodone. 

Counseling patients on the need to store opioid analgesics including APADAZ safely out of reach of 

children and household acquaintances 

 Opioids are sought by drug abusers and people with addiction disorders and are subject to 

criminal diversion.  Consider these risks when prescribing or dispensing APADAZ. Strategies to 

reduce these risks include prescribing the drug in the smallest appropriate quantity and 

advising the patient on the proper disposal of unused drug.  Contact local state professional 

licensing board or state-controlled substances authority for information on how to prevent and 

detect abuse or diversion of this product. 

 Instruct patients not to share APADAZ with others and to take steps to protect APADAZ from 
theft or misuse.   

 Inform patients that accidental ingestion, especially by children, may result in respiratory 
depression or death.  Instruct patients to take steps to store APADAZ securely and to dispose of 

unused APADAZ by flushing the tablets down the toilet or contacting the Drug Enforcement 

Agency (DEA) to find the location of an authorized collector (1-800-882-9539). 

 Discuss the safe use, serious risks, storage, and disposal of APADAZ with patients and their 
caregivers every time it is prescribed. 

Importance of providing each patient a Medication Guide with each prescription of APADAZ 

 Stress to patients and their caregivers the importance of reading the Medication Guide that they 
will receive from their pharmacist every time APADAZ is dispensed to them, as the information 

in the Medication Guide may have changed. 

 Help the patient to understand the content of the APADAZ Medication Guide. 
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To report all suspected adverse reactions associated with the use of APADAZ, contact: 

• KemPharm, Inc. by phone at 1-321-939-3416, or 
• the FDA MedWatch program by phone at 1-800-FDA-1088 (1-800-332-1088) or 

online at www.fda.gov/medwatch/report.htm 
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Healthcare Provider Letter 
FDA-Required REMS Program for Serious Drug Risks Associated with APADAZ 

 

Dear DEA-Registered Healthcare Provider: 
 

APADAZ (benzhydrocodone and acetaminophen) is an immediate-release opioid recently approved for the short-term (no 
more than 14 days) management of acute pain severe enough to require an opioid analgesic and for which alternative 
treatments (e.g., non-opioid analgesics) are inadequate. APADAZ contains benzhydrocodone, a Schedule II opioid which has 
a high potential for abuse similar to other opioids containing fentanyl, hydromorphone, methadone, morphine, oxycodone, 
oxymorphone, and tapentadol. APADAZ can be a safe and effective therapy in appropriately selected patients when used as 
directed. However, opioid analgesics including APADAZ are also associated with serious risks and are at the center of a 
major public health crisis of increased misuse, abuse, addiction, overdose, and death. 
 
APADAZ Limitations of Use:  
Because of the risks of addiction, abuse, and misuse with opioids, even at recommended doses, APADAZ is reserved for use 
in patients for whom alternative treatment options [e.g., non-opioid analgesics]: 

• Have not been tolerated, or are not expected to be tolerated, 
• Have not provided adequate analgesia, or are not expected to provide adequate analgesia  

 
The U.S. Food and Drug Administration (FDA) has determined that a Risk Evaluation and Mitigation Strategy (REMS) is 
necessary for APADAZ to ensure that the benefits of this drug continue to outweigh the risks of adverse outcomes of 
addiction, unintentional overdose, and death, resulting from inappropriate prescribing, abuse, and misuse. A REMS is a 
strategy to manage a known or potential serious risk associated with a drug product.  

 
The APADAZ REMS is comprised of the following communication materials: 

 
a) REMS Letters (for healthcare providers, professional societies, and licensing boards) 
b) APADAZ REMS Fact Sheet (detailing important safety information relevant to this REMS)  
c) Medication Guide (for patient education)  
d) REMS Program Website 

 
Prescriber Action 

 
Under the APADAZ REMS, you are strongly encouraged to: 

 
• Review the enclosed Prescribing Information, Medication Guide, and APADAZ REMS Program Fact Sheet – 

Familiarize yourself with the APADAZ Prescribing Information, Medication Guide, and important REMS-related 
safety information in the Apadaz REMS Fact Sheet 

• Counsel Your Patients – Discuss the safe use, serious risks, storage, and disposal of APADAZ with patients and 
their caregivers every time you prescribe APADAZ.  Encourage them to read the Medication Guide that will come 
with their prescription. 

• Consider Using Other Tools - In addition to these materials, there are publicly-available tools to improve 
patient, household, and community safety when using APADAZ, as well as risk assessment instruments. 

 
APADAZ REMS Fact Sheet  

 
Enclosed with this letter is the APADAZ REMS Fact Sheet that was developed to highlight important safety information 
relevant to the APADAZ REMS. Prior to prescribing APADAZ,  
 
Prescribers should review: 
 

 Proper patient selection 
 Appropriate dosing and administration 
 Opioid abuse and how to identify patients who are at risk for addiction 
 Risks of adverse outcomes (addiction, unintentional overdose, and death) resulting from inappropriate prescribing, 

abuse, and misuse 
 Importance of counseling patients about the safe use to APADAZ 

Subject: Announcement of a Risk Evaluation and Mitigation Strategy (REMS) for APADAZ (benzhydrocodone 
and acetaminophen) due to risks of addiction, unintentional overdose and death. 
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Roles of Pharmacists in the Safe Use of APADAZ 

 
 Check state Prescription Drug Monitoring Programs, where practical, to identify behaviors that may represent abuse. 

 Provide the APADAZ Medication Guide to patients each time the medicine is dispensed and discuss the risks and side effects 

associated with opioid-containing products, including what to do if patients experience side effects. 

 Explain how to safely store the medication out of the reach of children and household acquaintances. 

 Provide appropriate patient counseling on safe use of opioid-containing products. Be vigilant in detecting fraudulent 

prescriptions or simultaneous prescriptions for the same patient from multiple prescribers. 

 
 

Adverse Event Reporting 
 

To report all suspected adverse reactions associated with the use of APADAZ, contact: 
• KemPharm, Inc: 

- by phone at 1-321-939-3416, or 
• the FDA MedWatch program: 

- by phone at 1-800-FDA-1088 (1-800-332-1088) or 
- online at www.fda.gov/medwatch/report.htm 

 

All APADAZ REMS materials can also be obtained at: www.ApadazREMS.com. 
 

Sincerely, 

 
 

KemPharm, Inc. 

 
 

Enclosures: 

APADAZ Prescribing Information 

APADAZ REMS Fact Sheet 

APADAZ Medication Guide  
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Professional Society/Licensing Board Letter 

FDA-Required REMS Program for Serious Drug Risks Associated with APADAZ 
 

Dear <Professional Society/Licensing Board>: 
 

We encourage you to share the following information with your <members/licensees>. 
 
APADAZ (benzhydrocodone and acetaminophen) is an immediate-release opioid recently approved for the short-term (no 
more than 14 days) management of acute pain severe enough to require an opioid analgesic and for which alternative 
treatments (e.g., non-opioid analgesics) are inadequate. APADAZ contains benzhydrocodone, a Schedule II opioid which has 
a high potential for abuse similar to other opioids containing fentanyl, hydromorphone, methadone, morphine, oxycodone, 
oxymorphone, and tapentadol. APADAZ can be a safe and effective therapy in appropriately selected patients when used as 
directed. However, opioid analgesics including APADAZ are also associated with serious risks and are at the center of a 
major public health crisis of increased misuse, abuse, addiction, overdose, and death. 
 
APADAZ Limitations of Use:  
Because of the risks of addiction, abuse, and misuse with opioids, even at recommended doses, APADAZ is reserved for use 
in patients for whom alternative treatment options [e.g., non-opioid analgesics]: 

• Have not been tolerated, or are not expected to be tolerated, 
• Have not provided adequate analgesia, or are not expected to provide adequate analgesia  

 
The U.S. Food and Drug Administration (FDA) has determined that a Risk Evaluation and Mitigation Strategy (REMS) is 
necessary for APADAZ to ensure that the benefits of this drug continue to outweigh the risks of adverse outcomes of 
addiction, unintentional overdose, and death, resulting from inappropriate prescribing, abuse, and misuse. A REMS is a 
strategy to manage a known or potential serious risk associated with a drug product.  

 
The APADAZ REMS is comprised of the following education and communication materials: 

 
a) REMS Letters (for healthcare providers, professional societies, and licensing boards) 
b) APADAZ REMS Fact Sheet (detailing important safety information relevant to this REMS) 
c) Medication Guide (for patient education) 
d) REMS Program Website 

 
Prescriber Action 

 
Under the APADAZ REMS, prescribers are strongly encouraged to: 

 
• Review the enclosed Prescribing Information, Medication Guide, and APADAZ REMS Fact Sheet – 

Familiarize yourself with the APADAZ Prescribing Information, Medication Guide, and important REMS-related 
safety information in the Apadaz REMS Fact Sheet 

• Counsel Your Patients – Discuss the safe use, serious risks, storage, and disposal of APADAZ with patients and 
their caregivers every time you prescribe APADAZ.  Encourage them to read the Medication Guide that will 
come with their prescription. 

• Consider Using Other Tools - In addition to these materials, there are publicly-available tools to improve 
patient, household, and community safety when using APADAZ, as well as risk assessment instruments. 

 
APADAZ REMS Fact Sheet 

 
Enclosed with this letter is the APADAZ REMS Fact Sheet that was developed to highlight important safety information 
relevant to the APADAZ REMS. Prior to prescribing APADAZ,  
 
Prescribers should review: 
 

 Proper patient selection 
 Appropriate dosing and administration 
 Opioid abuse and how to identify patients who are at risk for addiction 
 Risks of adverse outcomes (addiction, unintentional overdose, and death) resulting from inappropriate prescribing, 

Subject: Announcement of a Risk Evaluation and Mitigation Strategy (REMS) for APADAZ (benzhydrocodone 
and acetaminophen) due to risks of addiction, unintentional overdose and death. 
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abuse, and misuse 
 Importance of counseling patients about the safe use of APADAZ 

  
Roles of Pharmacists in the Safe Use of APADAZ 

 
 Check state Prescription Drug Monitoring Programs, where practical, to identify behaviors that may represent abuse. 

 Provide the APADAZ Medication Guide to patients each time the medicine is dispensed and discuss the risks and side effects 

associated with opioid-containing products, including what to do if patients experience side effects. 

 Explain how to safely store the medication out of the reach of children and household acquaintances. 

 Provide appropriate patient counseling on safe use of opioid-containing products. Be vigilant in detecting fraudulent 

prescriptions or simultaneous prescriptions for the same patient from multiple prescribers. 

 
 

Adverse Event Reporting 
 

To report all suspected adverse reactions associated with the use of APADAZ, contact: 
• KemPharm, Inc: 

- by phone at 1-321-939-3416, or 
• the FDA MedWatch program: 

- by phone at 1-800-FDA-1088 (1-800-332-1088) or 
- online at www.fda.gov/medwatch/report.htm 

 

All APADAZ REMS materials can also be obtained at: www.ApadazREMS.com. 
 

Sincerely, 

 
 

KemPharm, Inc. 

 

Enclosures: 

APADAZ Prescribing Information 

APADAZ REMS Fact Sheet 

APADAZ Medication Guide  
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