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Section 505-1 of the Federal Food, Drug, and Cosmetic Act (FDCA) authorizes FDA to 
require the submission of a risk evaluation and mitigation strategy (REMS) if FDA 
determines that such a strategy is necessary to ensure that the benefits of the drug 
outweigh the risks [section 505-1(a)]. Section 505-1(a)(1) provides the following factors:

(A) The estimated size of the population likely to use the drug involved;
(B) The seriousness of the disease or condition that is to be treated with the drug; 
(C) The expected benefit of the drug with respect to such disease or condition;
(D) The expected or actual duration of treatment with the drug;
(E) The seriousness of any known or potential adverse events that may be related to 

the drug and the background incidence of such events in the population likely to 
use the drug;

(F) Whether the drug is a new molecular entity (NME).1

Section 505-1(a)(2) of the FDCA provides that if FDA has approved a covered application 
and did not when approving the application require a REMS, FDA may subsequently 
require such a strategy for the drug involved if the Secretary becomes aware of new safety 
information and makes a determination that such a strategy is necessary to ensure that the 
benefits of the drug outweigh the risks of the drug.

Although the use of prescription opioid analgesics has begun to decline since 2012, there 
is still substantial use of this class of drugs. With that widespread use, there is still a 
substantial problem with the abuse and misuse of prescription opioid drug products, 
resulting in ongoing reports of serious adverse outcomes such as addiction, unintentional 
overdose, and death. The spectrum of behaviors contributing to these problems include 
inappropriate prescribing such as improper dosing, patient selection, and patient 

1 Although the statute requires FDA to consider these factors in determining whether a REMS is necessary at the time a 
drug is approved, the agency has said that it generally intends to consider the same factors in determining, based on 
new safety information, whether a REMS is necessary for a drug that is the subject of an approved application.  See 
Draft Guidance, FDA’s Application of Statutory Factors in Determining When a REMS Is Necessary at n.31 (Sept. 
2016).
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counseling; as well as inappropriate patient behaviors such as improper use, storage, and 
disposal of prescription opioid products.

In July 2012, a REMS was approved for the group of extended-release and long-acting 
(ER/LA) opioid analgesic formulations. This REMS includes a Medication Guide to be 
dispensed with each ER/LA opioid analgesic prescription and elements to assure safe use 
that provides for training to be made available to healthcare providers who prescribe 
ER/LA opioid analgesics. The content of the training was based on the learning 
objectives established by the FDA Blueprint for Prescriber Education for  Extended-
Release And Long-Acting (ER/LA) Opioid Analgesics.

In May 2016, the Drug Safety and Risk Management Advisory Committee and the 
Anesthetic and Analgesic Drug Products Advisory Committee made recommendations 
regarding the next steps for optimizing the safe use of opioid analgesics. The committees 
had the following recommendations:
 Expanding the FDA Blueprint to incorporate pain management and extending 

training to other health care professionals involved in the management of patients 
with pain

 Expanding the REMS requirements to include the immediate-release (IR) opioid 
analgesic drug manufacturers

 Evaluating the best approach to implementing mandatory prescriber education on 
pain management

A Division of Epidemiology review of the recently published literature2 noted that the 
abuse of immediate -release (IR) opioid analgesics is widespread, and the public health 
burden associated with IR opioid abuse is substantial. As discussed in the review, these 
publications provide evidence of persistent abuse and overdose mortality associated with 
IR opioid drugs.3,4  In December 2016, FDA approved updated labeling for the IR opioids 
to add more prominent warnings about the risks of misuse, abuse, addiction, overdose, and 
death.5 These products’ indications were also changed to better convey the patient 
population for whom the benefits of IR opioid analgesics outweigh the risks. 

Since that time, we have continued to monitor and evaluate these risks in the context of 
additional information, including prescription drug use data documenting that a 
preponderance of opioids dispensed from US outpatient retail pharmacies are IR 
formulations (91%)6 and recent data indicating that IR opioid analgesics continue to be 
associated with large numbers of intentional abuse exposure calls to poison control centers 
and reports of recent abuse among individuals entering treatment for substance use

2 Division of Epidemiology II Review dated 3/21/16 
3 Cassidy TA, DasMahaptra P, Black RA et al. (2014) Changes in prevalence of Prescription Opioid Abuse after 
Introduction of an Abuse-Deterrent Opioid Formulation.  Pain Medicine, 15: 440-451.
4 Johnson H, Paulozzi L, Porucznik C et al.  Decline in Drug Overdose Deaths After State Policy Changes – Florida, 
2010-2012.  Centers for Disease Control and Prevention, Morbidity and Mortality Weekly Report, 63 (26), Published 
July 4th, 2014:  569-574.
5 These safety labeling changes (SLC) had been required in a SLC notification letter issued to all IR opioid analgesic 
NDAs (and ANDAs for which the reference listed drug is not marketed) in March 2016.
6 National Prescription Audit (NPA) and static data 2006-2011. January 2006-December 2016; extracted March 2017
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disorders.7  We consider this information to be “new safety information” as defined in 
section 505-1(b) of FDCA.

In September 2017, after consultations between the Office of New Drugs and the Office 
of Surveillance and Epidemiology, the determination was made that a REMS is necessary 
to ensure that the benefits of the class of IR opioid analgesic products that are intended 
for use in the outpatient setting outweigh the risks of adverse outcomes of addiction, 
unintentional overdose, and death resulting from inappropriate prescribing, abuse, and 
misuse. The IR opioid analgesic products in this class contain one of the following active 
drug substances: morphine, codeine, dihydrocodeine, pentazocine, oxycodone, 
hydrocodone, fentanyl, buprenorphine, methadone, hydromorphone, oxymorphone, 
tramadol, or tapentadol; none of these active drug substances are new molecular entities.  
On September 28, 2017, REMS notification letters were issued to the sponsors of IR 
opioid analgesic products that are intended for use in the outpatient setting. On the same 
date, REMS modification letters were issued to the sponsors of extended-release and 
long-acting opioid analgesics to encompass the IR products.

Consequently, after additional consultations between the Office of New Drugs and the 
Office of Surveillance and Epidemiology, the determination has been made that until the 
class-wide REMS for all opioid analgesic products intended for outpatient use is 
established, a REMS that includes a Medication Guide and a Communication Plan is 
necessary to ensure that the benefits of   APADAZ (benzhydrocodone and 
acetaminophen)  outweigh the risks of adverse outcomes of addiction, unintentional 
overdose, and death resulting from inappropriate prescribing, abuse, and misuse.8 

In reaching this determination we considered the following:

A. The indications for the IR opioid analgesics products containing the 
aforementioned active drug substances result in use of these products in millions 
of patients.  In general, IR opioid analgesics are indicated for the management of 
pain severe enough to require an opioid analgesic and for which alternative 
treatments are inadequate. The immediate-release products being included in this 
REMS are limited to those used in the outpatient setting that are not already 
covered by another REMS program (e.g., the transmucosal immediate-release 
fentanyl products). Due to availability and easier access, it is likely that opioid 
products dispensed for outpatient use may be  more likely to be misused and 
abused than opioid products used in the inpatient setting.

B. Pain that is severe enough to require an opioid analgesic, such asAPADAZ, is a 
fairly serious condition, particularly for those patients who have pain due to 
etiologies that are unlikely to improve and/or for whom alternative treatments are 
inadequate.

C. The expected benefit of opioid products, including APADAZ, is the analgesic 

7 Iwanicki JL, Severtson SG, McDaniel H, et al. Abuse and Diversion of Immediate Release Opioid Analgesics as 
Compared to Extended Release Formulations in the United States. PLoS One. 2016;11(12):e0167499 
8  When the opioid analgesic class REMS is approved, it is anticipated that APADAZ will become a member of that 
shared system REMS.
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properties that enable the treatment of pain for which other treatments have been 
inadequate or not tolerated.  

D. The expected duration of treatment with an opioid analgesic, such as APADAZ, 
is generally from days to weeks. Depending on the specific indication, treatment 
may be longer.

E. The most serious of the known adverse events associated with opioids, including 
IR opioid analgesic products, are death, respiratory depression, CNS depression, 
abuse, and addiction.

F. APADAZ is not a new molecular entity.  

In accordance with section 505-1 of FDCA and under 21 CFR 208, FDA has determined 
that a Medication Guide is required for APADAZ. FDA has determined that APADAZ 
poses a serious and significant public health concern requiring the distribution of a 
Medication Guide. The Medication Guide is necessary for patients’ safe and effective use 
of opioid analgesic products. FDA has determined that APADAZ is a product that has 
serious risks (relative to benefits) of which patients should be made aware because 
information concerning the risks could affect patients’ decision to use, or continue to use, 
and APADAZ is a product for which patient labeling could help prevent serious adverse 
events related to the use of these products.

The elements of the REMS will be a Medication Guide, a Communication Plan, and a 
timetable for submission of assessments of the REMS.  Development of the shared system 
opioid analgesic REMS is currently underway. Once approved, KemPharm will be 
required to submit a modified REMS consistent with the shared system opioid analgesic 
REMS; it is anticipated that APADAZ will become a member of that REMS.  
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EXECUTIVE SUMMARY 

This review by the Division of Risk Management (DRISK) provides the rationale for and evaluates the 

proposed risk evaluation and mitigation strategy (REMS) for Apadaz [benzhydrocodone hydrochloride 

(HCL) and acetaminophen] received on January 22, 2018 and amended on February 5, 2018 and 

February 14, 2018.   KemPharm, Inc. (Applicant) submitted a New Drug Application (NDA) 208653 for 

Apadaz, an immediate-release (IR) opioid analgesic with benzhydrocodone HCL 6.12 mg and 

acetaminophen 325 mg in a fixed-dose oral tablet, with the proposed indication 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. 

Initially, the Applicant did not submit a proposed REMS with this application.  In September 2017, the 

Agency sent notifications to all application holders of opioid analgesics [IR and extended-release and 

long-acting (ER/LA)] expected to be used in the outpatient setting and not already covered in another 

REMS program informing them of the requirement for a REMS.  The REMS notification further informed 

the application holders that in the interest of public health and to minimize the burden on the 

healthcare delivery system of having multiple unique REMS programs for drugs with similar, serious 

risks, the application holders should work together, using the existing infrastructure of the ER/LA Opioid 

Analgesics REMS (ER/LA REMS), to develop a shared system Opioid Analgesics REMS.  Development of 

the Opioid Analgesics REMS, which expands the ER/LA REMS to include the IR opioid products and 

revises the FDA Blueprint for Prescriber Education for Extended-Release and Long-Acting (ER/LA) Opioid 

Analgesics, is currently underway and a submission is expected in March 2018.  All approved products in 

this class, as well as products seeking approval in this class, will be held to the same REMS requirements 

and therefore, this applies to Apadaz.  

In December 2017, the Agency sent a General Advice Letter informing the Applicant of the REMS for all 

opioid analgesics that are expected to be used in the outpatient setting, and if their application is to be 

approved prior to the approval of the shared system REMS, it will be required to contain a REMS. Since 

Apadaz does not carry any novel risks compared to the already approved and marketed IR opioid 

products, the Agency determined that a REMS consisting of a Medication Guide, communication plan, 

and a timetable for submission of assessments is required until the Opioid Analgesics REMS has been 

approved.  Once the Opioid Analgesics REMS has been approved, the Applicant will be required to 

submit a modified REMS consistent with the shared system Opioids Analgesic REMS. 

The Applicant’s proposed REMS consists of a Medication Guide, communication plan, and a timetable 

for submission of assessments. The goal of the proposed 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 by informing patients and providers about the potential for addiction, 

unintentional overdose, and death resulting from inappropriate prescribing, abuse, and misuse of 

Apadaz, and informing patients and providers about the safe use of Apadaz.  
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The Applicant’s amended REMS proposal, received February 14, 2018, has included all the necessary 

changes which were communicated by the Agency to the Applicant on January 26 and February 9, 2018.  

DRISK recommends approval of the proposed Apadaz REMS. 

1 Introduction 

This review by the Division of Risk Management (DRISK) provides the rationale for and evaluates the 

proposed risk evaluation and mitigation strategy (REMS) for Apadaz (benzhydrocodone HCL and 

acetaminophen) which was amended on February 14, 2018. KemPharm, Inc. (Applicant) submitted a 

New Drug Application (NDA) 208653 for Apadaz with the proposed indication of 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. This application is under review in Division of Anesthesia, 

Analgesia, and Addiction Products (DAAAP).  

2 Background 

2.1 PRODUCT INFORMATION 

Apadaz is a fixed-dose immediate-release (IR) tablet of an opioid agonist [6.12 mg benzhydrocodone 

(the prodrug of hydrocodone and equivalent to 6.67 mg benzhydrocodone HCL)] and acetaminophen 

325 mg.  The Applicant is seeking approval of Apadaz via the 505(b)(2) pathway 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.  The reference listed drugs (RLDs) for the Apadaz NDA are 

Vicoprofen (hydrocodone/ibuprofen; NDA 020716) and Ultracet (tramadol/ acetaminophen; NDA 

021123).  The proposed dosage and administration of Apadaz is 1 or 2 tablets orally every 4 to 6 hours 

as needed for pain.  Dosage should not exceed 12 tablets in a 24-hour period.  Apadaz is not currently 

approved in any jurisdiction. 

2.2 DRISK REVIEWS CONTRIBUTING TO THIS ORIGINAL APPLICATION  

 Washington-Batts, L. Division of Risk Management Review of the Apadaz REMS materials and 

Supporting Document, submitted to DARRTS January 26, 2018. 

 Toombs, L. Shenee'. Office of Prescription Drug Promotion (OPDP) Review, submitted to DARRTS 

February 6, 2018. 

 Washington-Batts, L. Division of Risk Management Review of the Apadaz REMS materials and 

Supporting Document, submitted to DARRTS February 9, 2018. 

2.3 REGULATORY HISTORY 

The following is the regulatory history for NDA 208653 relevant to this review:   

 02/14/2018:  The Applicant submitted an amendment to their application with the proposed 

REMS, REMS materials, and Supporting Document.  These materials are the subject of this 

review.  

The full summary of the regulatory history for NDA 208653 is provided in Appendix A.   
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3 Therapeutic Context and Treatment Options 

3.1 DESCRIPTION OF THE MEDICAL CONDITION 
Pain can be categorized according to its duration, underlying pathophysiology of the original insult, and 

whether a central sensitization component has developed.  Pain can be further classified into acute or 

chronic, depending upon the duration. Acute pain is generally described as pain that starts quickly, can 

be severe, but lasts for a short duration.  

3.2 DESCRIPTION OF CURRENT TREATMENT OPTIONS 

The IR opioid oral tablets approved for pain management are brand name and generic products 

formulated with the active ingredients: codeine, hydrocodone, hydromorphone, morphine, oxycodone, 

tramadol, and tapentadol. These approved products have warnings in their product information for 

addiction, abuse, misuse, life-threatening respiratory depression, neonatal opioid withdrawal syndrome, 

accidental ingestion, and risks from concomitant use with benzodiazepines or other CNS depressants. 

All IR and extended-release and long-acting (ER/LA) opioid analgesics expected to be used in the 

outpatient setting, including hydrocodone, are subject to a REMS.  The ER/LA opioid analgesic products 

formulated with the active ingredients buprenorphine, fentanyl, hydrocodone, hydromorphone, 

methadone, morphine, oxycodone, oxymorphone, tramadol, and tapentadol are included in the existing 

ER/LA Opioid Analgesics REMS program that was approved on July 9, 2012. This REMS includes a 

Medication Guide to be dispensed with each ER/LA opioid analgesic prescription and elements to assure 

safe use that provides for training to be made available to healthcare providers who prescribe ER/LA 

opioid analgesics. The content of the training is based on the learning objectives established by the FDA 

Blueprint for Prescriber Education for Extended-Release and Long-Acting (ER/LA) Opioid Analgesics (FDA 

Blueprint).  

5 Benefit Assessment 

NDA efficacy data to support approval comes from previous efficacy and safety studies conducted for 

the RDLs, Vicoprofen (7.5mg hydrocodone bitartrate/200mg ibuprofen oral tablet; NDA 20716) for the 

hydrocodone component and Ultracet (37.5mg tramadol hydrochloride/ 325 mg acetaminophen (APAP) 

oral tablet; NDA 21123) for the acetaminophen component. Apadaz met the bioequivalence criteria and 

no additional efficacy studies were needed.1 

The safety data provided by the Applicant indicates that Apadaz has a similar safety profile to existing 

hydrocodone/acetaminophen formulations and no new safety concerns were identified. The safety of 

Apadaz was assessed from ten clinical studies in which 418 healthy subjects received at least one dose 

of Apadaz and 245 healthy subjects who received multiple doses of Apadaz. In the studies, the most 

common adverse reactions (>5%) were nausea, somnolence, vomiting, constipation, pruritus, dizziness, 

                                                           
1 Spaulding J. Clinical Review of NDA #208653 APADAZ (immediate-release benzhydrocodone/acetaminophen). 

May 8, 2016. DARRTS Reference ID: 3934862 
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and headache. There were no deaths or other serious adverse events reported during clinical 

development of Apadaz.1 

6 Risk Assessment & Safe-Use Conditions 

Apadaz is an IR opioid and the identified safety concerns include the known serious adverse events that 

are associated with opioids:  respiratory depression, anaphylaxis and other hypersensitivity reactions, 

severe hypotension, addiction, unintentional overdose, accidental ingestion, and risks from concomitant 

use with benzodiazepines or other CNS depressants.  The Applicant proposed labeling includes a boxed 

warning for addiction, abuse, misuse, life-threatening respiratory depression, neonatal opioid 

withdrawal syndrome, hepatotoxicity (associated with acetaminophen), and cytochrome p450 3A4 

interaction.  

7 Expected Postmarket Use 

Apadaz will be 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. Limitations 

of use are included because of the risks of addiction, abuse, and misuse with opioids, even at 

recommended doses, and instructs prescribers to reserve Apadaz 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, and have not provided adequate analgesia, or are not expected to provide adequate 

analgesia.  

Apadaz is expected to be prescribed by health care providers involved in the management or support of 

patients with pain, which are specifically DEA-registered to prescribe or dispense Schedule II drugs.  It 

could be used in the inpatient or outpatient setting and if used in the outpatient setting will be 

dispensed by retail and or mail-order pharmacies.   

8 Risk Management Activities Proposed by the Applicant 

The Applicant’s original application did not include a REMS proposal.  In December 2017, the Agency 

held a teleconference with the Applicant and sent a General Advice Letter informing the Applicant of the 

need for a REMS and what elements must be included. The Applicant submitted a proposed REMS on 

January 22, 2018 and amendments on February 5, 2018 and February 14, 2018.   The amendment 

submitted on February 14, 2018 is the subject of this review. 

The Applicant’s proposed REMS consists of a Medication Guide, communication plan (CP), and a 

timetable for submission of assessments. The goal of the proposed 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 by informing patients and providers about the potential 

for addiction, unintentional overdose, and death resulting from inappropriate prescribing, abuse, and 

misuse of Apadaz, and informing patients and providers about the safe use of Apadaz.  
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9  DRISK Rationale for a REMS 

Apadaz is an IR opioid containing benzhydrocodone (prodrug to hydrocodone) and may be used in the 

outpatient setting.  Apadaz has a similar safety profile to existing hydrocodone/APAP (IR opioid) 

formulations and no novel safety concerns were identified with this product.  The clinical data shows 

that Apadaz has the same risks as the already approved and marketed IR opioid analgesic products 

expected to be used in the outpatient setting. Apadaz is not currently marketed or sold in any 

jurisdiction. 

In September 2017, the Agency sent notifications to all application holders of opioid analgesics [IR and 

ER/LA] expected to be used in the outpatient setting and not already covered in another REMS program 

informing them of the requirement for a REMS.  This decision was based on recommendations from the 

joint meeting of the Drug Safety and Risk Management (DSaRM) Advisory Committee (AC) and 

Anesthetic and Analgesic Drug Products (AADP) AC ,2 safety data supporting safety labeling changes 

(SLC) for IR opioid analgesic products to address the persistent abuse and overdose mortality associated 

with IR opioid analgesic products3 and data that indicate the abuse of IR opioid analgesics is widespread, 

and the public health burden associated with IR opioid abuse is substantial.4  The REMS notification 

further informed the application holders that in the interest of public health and to minimize the burden 

on the healthcare delivery system of having multiple unique REMS programs for drugs with similar, 

serious risks, the application holders should work together, using the existing infrastructure of the ER/LA 

REMS, to develop a shared system Opioid Analgesics REMS.  Development of the shared system Opioid 

Analgesics REMS, which expands the ER/LA REMS to include the IR opioid products and revises the FDA 

Blueprint, is currently underway and a submission is expected in March 2018.  All approved products in 

this class, as well as products seeking approval in this class, will be held to the same REMS requirements. 

Since Apadaz is a product seeking approval in this class, it is subject to the same REMS requirement.  

Given that Apadaz does not carry any novel risks compared to the already approved and marketed IR 

opioid products, the Agency determined that a REMS consisting of a Medication Guide, communication 

plan, and a timetable for submission of assessments is required until the Opioid Analgesics REMS has 

been approved.  Once the Opioid Analgesics REMS has been approved, the Applicant will be required to 

submit a modified REMS consistent with the shared system Opioids Analgesic REMS. 

The Apadaz REMS consists of a CP targeted to healthcare providers who are likely to prescribe Apadaz. 

The CP will disseminate letters to healthcare providers and professional societies informing them about 

the REMS and will provide safety information, including the Medication Guide, full Prescribing 

Information, and REMS fact sheet.  

                                                           
2 Meeting minutes for the May 3 and 4, 2016 Joint DSaRM and AADP AC 

3 SLC Notification Letters issued to all IR opioid analgesic NDAs (and ANDAs for which the reference listed drug is 

not marketed) in March 2016 

4 Secora, A. FDA DEPI Review Epidemiology: Evaluation of recent study findings related to immediate-release 

opioid safety. March 21, 2016. 
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The CP includes the following: 
1. Educational communication materials for healthcare providers that address : 

a) Proper patient selection for Apadaz 
b)  Appropriate product dosing and administration of Apadaz 
c) General opioid use including information about opioid abuse and how to identify 

patients who are at risk for addiction 
d) The risks of adverse outcomes (addiction, unintentional overdose, and death) resulting 

from inappropriate prescribing, abuse, and misuse of Apadaz 
e) Information to counsel patients on the need to store opioid analgesics safely out of 

reach of children and household acquaintances 
f) The importance of providing each patient a Medication Guide with each prescription 

and instructing the patient to read it. 
 

2. A description of the audience for the CP, which are all DEA-registered prescribers and 
pharmacies registered to prescribe or dispense Schedule II drugs and Dental, Medical (allopathic 
and osteopathic), Nursing, and Pharmacy State Licensing Boards, Professional Societies and 
Associations.    

3. A schedule for when and how the plan’s materials are to be distributed to healthcare providers, 
professional societies, and licensing boards. 

 
Further detail for the construct of the REMS follow in Section 10. 

10 Review of the Applicant’s Proposed REMS 

After receiving the General Advice Letter about the REMS requirement from the Agency, which outlined 

the elements of the Apadaz REMS, and several exchanges with the Agency, the Applicant submitted a 

proposed REMS for Apadaz on January 22, 2018.  The Agency provided comments to the Applicant on 

January 26, and February 9, 2018.  The subject of this evaluation is the amendment received on 

February 14, 2018. 

10.1 REMS GOALS  

The proposed REMS goal 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. 

Reviewer Comments:  DRISK concurs with the proposed goals of the REMS.  The risk is consistent with 

how it is described in the September 2017 REMS Notification Letters that were sent by the Agency to all 

application holders of IR opioid analgesics in September 2017. 

10.2 REMS ELEMENTS 
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10.2.1 Medication Guide 

A Medication Guide will be dispensed with each Apadaz prescription in accordance with 21 CFR § 

208.24.  KemPharm will provide, or provide the means to produce, Medication Guides in sufficient 

numbers to distributors, packers, or authorized dispensers to permit the authorized dispensers to 

provide a Medication Guide to each patient receiving a prescription for Apadaz.  

 One copy of the Full Prescribing Information and the Medication Guide will be packaged with 

each package of Apadaz.  

 Per 21CFR 208.24(d), the label on each package of Apadaz includes a prominent and 

conspicuous statement instructing authorized dispensers to provide a Medication Guide to each 

patient to whom the drug is dispensed (e.g., “Attention Pharmacist: Each patient is required to 

receive the enclosed Medication Guide.”) 

 The Medication Guide will also be available for print through the REMS website 

(www.ApadazREMS.com). 

Reviewer Comments:  DRISK concurs with the proposed plan for distribution of the Medication Guide.  

The Medication Guide will be reviewed by the Office of Medical Policy in a separate review. 

10.2.2 Communication Plan 

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

Applicant must disseminate REMS communication materials about Apadaz, including the Medication 

Guide, full Prescribing Information (PI), fact sheet, and letters to healthcare providers and professional 

societies informing them about the REMS. 

 Apadaz REMS Healthcare Provider Letter 

The Applicant will mail and email a letter to all DEA-registered prescribers and pharmacies 

registered to prescribe or dispense Schedule II drugs within 60 calendar days after Apadaz is first 

commercially distributed.  The REMS letter details the objectives of the Apadaz REMS program 

and informs them of steps to take to mitigate the risks of adverse outcomes (addiction, 

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

It provides a bulleted list for prescriber action and roles of pharmacists in the safe use of 

Apadaz. Attached to each letter will be the Medication Guide, Apadaz full Prescribing 

Information, and the Apadaz Fact Sheet. 

Reviewer Comments:  Healthcare Provider letter is a necessary communication material of the 

REMS to ensure that the prescribers and pharmacists is informed of the risks associated with the 

use of Apadaz.  DRISK concurs with the proposed REMS Healthcare Provider Letter. 

 Apadaz REMS Professional Society/Licensing Board Letter 

The Applicant will mail and email a letter to the professional societies and licensing boards for 

medicine, nursing, dentistry, and pharmacy within 60 calendar days after Apadaz is first 
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commercially distributed.  The supporting document provides a detailed list.  The letter 

encourages the societies and licensing boards to share the enclosed information with their 

members and licensees.  The letter provides the objectives of the APADAZ REMS program and 

informs them of steps to take to mitigate the risks of adverse outcomes (addiction, 

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

Attached to each letter will be the Medication Guide, Apadaz full Prescribing Information, and 

the Apadaz Fact Sheet. 

 Apadaz Fact Sheet  

The Fact Sheet is intended for healthcare providers and pharmacists and summarizes important 

safety issues and messages needed to manage and counsel patients about safe use of Apadaz. It 

will be enclosed and disseminated with each REMS letter. 

Key messages include: 

o Proper patient selection when determining to prescribe Apadaz 

 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. 

o Appropriate dosing and administration of Apadaz 
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 This information was aligned with the final prescribing information. 

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

o Risks of adverse outcomes (addiction, unintentional overdose, and death) resulting from 
inappropriate prescribing, abuse, and misuse of Apadaz 

 The information was aligned with the final prescribing information. 

o Counseling patients on the need to store opioid analgesics 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. 

o Importance of providing each patient a Medication Guide with each prescription of 
Apadaz. 

Reviewer Comments:  The REMS Fact Sheet is a necessary communication material of the REMS 

to ensure that the prescribers and pharmacists is informed of the risks associated with the use of 

Apadaz.  DRISK concurs with the proposed REMS Fact Sheet. 

 Apadaz REMS website 

All Apadaz REMS materials will be available at: www.ApadazREMS.com.  

The Apadaz REMS website homepage provides the rationale for instituting a REMS program and 

a brief description of the Apadaz REMS Program. Links to all REMS resource documents are 

provided, including the Medication Guide, Prescribing Information, REMS Letters, and the REMS 

Fact Sheet. Separate pages have been developed that contain REMS safety-related information 

for patients, prescribers, and pharmacists. Information for patients is written in plain language. 

At the bottom of each page is the FDA MedWatch phone number. 

The REMS website will continue for 3 years from the date Apadaz is first commercially 

distributed. 
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Reviewer Comments:  The REMS website is a necessary component of the REMS to ensure that 

the prescribers and pharmacists is informed of the risks associated with the use of Apadaz.  

DRISK concurs with the proposed REMS website. 

10.2.3 Timetable for Submission of Assessments 

The Applicant must submit REMS Assessments annually from the date of the initial approval of the 

REMS.  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. The Applicant must submit each 

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

10.3 REMS KEY RISK MESSAGES 

Apadaz Risk Messages for Healthcare Providers 

Risk Message #1:  Apadaz is associated with adverse outcomes (addiction, unintentional overdose, and 

death) resulting from inappropriate prescribing, abuse, and misuse. 

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 

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. 

10.4 REMS ASSESSMENT PLAN 

The REMS Assessment Plan submitted by the Applicant on February 14, 2018 is as follows: 

A REMS assessment report will be provided within 45 business days of the close of the surveys to 

include the methodology, description of the survey sample, and results of the assessments. The data will 
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be presented both in aggregate and then stratified by each annual survey to monitor potential changes 

over time. The Applicant will provide per the reporting period: 

1.  Date of product launch of APADAZ. 

2.  Date when APADAZ REMS website becomes operational. 

3.  Number and date of REMS letters sent via mail and email stratified by audience (e.g.,   

prescriber, pharmacists); a tabular format is preferred. 

4.  An evaluation of patients’ understanding of the serious risks of APADAZ. 

5.  A report on periodic assessments of the distribution and dispensing of the Medication Guide 

in accordance with 21 CFR 208.24. 

6.  A report on failures to adhere to distribution and dispensing requirements, and corrective 

actions taken to address noncompliance. 

7.  An evaluation of healthcare providers’ awareness and understanding of the serious risks 

associated with APADAZ. 

8.  With respect to each goal included in the strategy, an assessment of the extent to which the 

approved strategy, including each element of the strategy, is meeting the goal or whether 1 or 

more such goals or such elements should be modified (Section 505-1(g)(3). 

 

The Applicant, with the assistance of a third-party vendor, will perform online knowledge assessments 

annually with providers who are eligible to prescribe Apadaz. The types of providers targeted in the final 

REMS will be included in the sample. The catchment area for the prescriber assessments will be initially 

focused on the targeted regions included in the launch. The survey catchment area will be revised along 

with the expansion of the launch activities. A sampling plan will be developed similar to that used in the 

surveys conducted to assess education efforts from the ER/LA REMS. 

Knowledge assessments will be developed based upon the key messages of the REMS materials. 
Specific areas of assessment include: 

• proper patient selection 
• appropriate dosing and administration 
• opioid abuse and how to identify patients who are at risk for addiction 
• risk of adverse outcomes (addiction, unintentional overdose, and death) resulting from 
   inappropriate prescribing, abuse, and misuse 
• counseling patients on the need to store opioid analgesics safely out of the reach of 
   children and household acquaintances 
• importance of providing each patient a Medication Guide with each prescription 
 

Reviewer Comments:  DRISK concurs with the Applicant’s proposed REMS Assessment Plan. 

11  Discussion of Need for a REMS 

 All approved IR and ER/LA opioid analgesics that are expected to be used in the outpatient setting and 

not already covered in another REMS program are subject to a REMS to ensure the benefits outweigh 

the risks of adverse outcomes (addiction, unintentional overdose, and death) resulting from 

inappropriate prescribing, abuse, and misuse.  This REMS requirement also applies to applications 
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seeking approval in this class, including Apadaz.  Currently, the application holders of products in this 

class are working together to develop a shared system Opioid Analgesics REMS and a submission is 

expected in March 2018. 

In the event Apadaz is approved prior to the approval of the class Opioid Analgesics REMS, the Agency 

determined that a REMS consisting of a Medication Guide, communication plan, and a timetable for 

submission of assessments is required. The Applicant will be required to modify their REMS and join the 

shared system Opioid Analgesics REMS once it has been approved.  

12 Conclusion & Recommendations 

Apadaz should be part of the shared system Opioid Analgesics REMS for IR and ER/LA opioid analgesics 

because it is an IR opioid analgesic that is expected to be used in the outpatient setting. If approved 

prior the approval the Opioid Analgesics REMS, Apadaz is required to have a REMS for Apadaz that 

consists of a Medication Guide, communication plan, and a timetable for submission of assessments 

until it can join the Opioid Analgesics REMS.  

The Applicant’s proposed REMS consists of a Medication Guide, communication plan, and a timetable 

for submission of assessments. The goal of the proposed 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 by informing patients and providers about the potential for addiction, 

unintentional overdose, and death resulting from inappropriate prescribing, abuse, and misuse, and 

informing patients and providers about the safe use of Apadaz. 

The Applicant’s amended REMS proposal, received February 14, 2018, includes all the necessary 

changes which were communicated by the Agency to the Applicant on January 26 and February 9, 2018.  

DRISK finds the proposed Apadaz REMS, appended materials, and REMS Supporting Document, as 

submitted on February 14, 2018 by KemPharm acceptable and recommends approval..  

13 Materials Reviewed 

The following is a list of materials informing this review: 

1. KemPharm, Clinical Overview for benzhydrocodone/acetaminophen, NDA 208653, December 9, 

2015 

2. KemPharm, Risk Evaluation and Mitigation Strategy for benzhydrocodone/acetaminophen, NDA 

208653, January 22, 2018 (Seq. 0028) 

 Amendment received on February 5, 2018 (Seq. 0030) 

 Amendment received on February 14, 2018 (Seq. 0031) 
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3. SLC Notification Letters issued to all IR opioid analgesic NDAs (and ANDAs for which the reference 

listed drug is not marketed) in March 2016 

4. Secora, A. FDA DEPI Review Epidemiology: Evaluation of recent study findings related to immediate-

release opioid safety. March 21, 2016. 

5. Meeting minutes for the May 3 and 4, 2016 Joint meeting of the DSaRM and AADP ACs to discuss 

the ER/LA REMS. 

6. Meeting minutes for the May 5, 2016 Joint meeting of DSaRM and AADP ACs to discuss NDA 

208653. 

7. Spaulding J. Clinical Review of NDA #208653 APADAZ (immediate-release benzhydrocodone/ 

acetaminophen). May 8, 2016. DARRTS Reference ID: 3934862. 

8. Apadaz Prescribing Information revised February 14, 2018. 

9. Washington-Batts, L. Division of Risk Management Review of the Apadaz REMS materials and 

Supporting Document, submitted to DARRTS January 26, 2018. 

10. Toombs, L. Shenee'. Office of Prescription Drug Promotion (OPDP) Review, submitted to DARRTS on 

February 6, 2018. 

11. Washington-Batts, L. Division of Risk Management Review of the Apadaz REMS materials and 

Supporting Document, submitted to DARRTS February 9, 2018. 

14 Appendices 

14.1 APPENDIX A. REGULATORY HISTORY FOR NDA 208653 

 12/09/2015: NDA 208653 submission for the short-term (no more than 14 days) management of 

acute pain.  

 03/22/2016: FDA issued letters to holders of NDAs and ANDAs for immediate-release opioid 

analgesics notifying them of the requirement to include safety related language in their product 

labels. The safety labeling changes include new language pertaining to misuse, abuse, addiction, 

overdose, and death and neonatal opioid withdrawal syndrome, serotonin syndrome with 

concomitant use of serotonergic drugs, adrenal insufficiency, and androgen deficiency. 

  05/03-04/2016: The Agency held a joint meeting of the Drug Safety and Risk Management 

(DSaRM) Advisory Committee (AC) and Anesthetic and Analgesic Drug Products (AADP) AC which 

included discussion regarding the requirement for IR products to have a REMS. 

 05/05/2016: Joint meeting of DSaRM AC and AADP AC to discuss NDA 208653. The product was 

formulated with the intent to provide abuse-deterrent properties. The AC voted 16/4 in favor of 

drug approval, but against abuse deterrent claim. A REMS proposal was not discussed.  

Reference ID: 4224475



17 

 

 06/10/2016: Complete Response (CR) letter sent to the Applicant due to abuse deterrent claims. 

 08/23/2017:  The Applicant resubmitted the NDA 208653 without the abuse deterrent claim. 

 09/28/2017:  The Agency issued a Post-approval REMS Notification to all application holders of 

opioid analgesics that are expected to be used in the outpatient setting informing them that a 

REMS is necessary for opioid analgesics that are expected to be used in the outpatient setting.  

 12/06/2017: The Agency held a teleconference with the Applicant to discuss the need for a 

REMS.  

 12/22/2017:  The Agency sent a General Advice Letter informing the Applicant of the REMS 

requirement and elements. 

 01/09/2018:  The Agency emailed a draft REMS Document Template to the Applicant. 

 01/12/2018: The Agency held a teleconference with the Applicant to discuss the requirements 

for the REMS Document, REMS Materials and Supporting Document. 

 01/22/2018:  The Applicant submitted a proposed REMS, REMS Materials, and Supporting 

Documents to their application.  

 01/26/2018: The Agency provided comments to the the Applicant. 

 02/5/2018: The Applicant submitted an amendment to their application with a proposed REMS, 

REMS Materials, and Supporting Documents that incorporated the Agency comments provided 

on 1/26/2018. 

 02/9/2018: The Agency provided comments to the Applicant. 

 02/14/2018:  The Applicant submitted an amendment to their application with the proposed 

REMS, REMS materials, and Supporting Document.   

 

Reference ID: 4224475

15 Pages of Draft REMS have been Withheld in Full as B4 (CCI/TS) immediately following this 
page 



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

LASHAUN WASHINGTON-BATTS
02/21/2018

CYNTHIA L LACIVITA
02/21/2018

Reference ID: 4224475



Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology 

Office of Medication Error Prevention and Risk Management 

RISK EVALUATION AND MITIGATION STRATEGY (REMS) REVIEW 
 
 

Date: February 9, 2018 

Reviewer(s): LaShaun Washington-Batts, Pharm.D., 
Risk Management Analyst 
Division of Risk Management (DRISK) 

 
Joan Blair, R.N., M.P.H., 
Health Communications Analyst, DRISK 

Team Leader: Selena Ready, Pharm.D, DRISK 

Division Director: Cynthia LaCivita, Pharm.D, DRISK 

Drug Name(s): benzhydrocodone hydrochloride and acetaminophen 
(Apadaz) 

Therapeutic Class: Opioid Agonist and Analgesic 

Dosage and Route: 6.12mg and 325mg fixed dose oral tablet 

Application 
Type/Number: 

NDA 208653 

PDUFA Goal 
Date: 

February 23, 2018 

RCM #:  2017-2294 

  

 
 

 

Reference ID: 4219887



5  

1 INTRODUCTION 
The purpose of this review is to document the Division of Risk Management’s (DRISK) 
comments on REMS materials included in the proposed risk evaluation and mitigation 
strategy (REMS) for Apadaz, a fixed-dosed, immediate-release (IR) opioid analgesic 
with benzhydrocodone HCL 6.12 mg and acetaminophen 325 mg. In December 2015, 
KemPharm, Inc. (KemPharm) submitted a New Drug Application (NDA 208653) for 
Apadaz with the proposed indication 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. The risks associated with Apadaz are the same as 
other IR opioid analgesics intended for outpatient use and these include the risks of 
adverse outcomes (addiction, unintentional overdose, and death) resulting from 
inappropriate prescribing, abuse, and misuse.  The Applicant’s proposed REMS consists 
of a Medication Guide (MG), communication plan (CP), and a timetable for submission 
of assessments. The MG will be reviewed by the Patient Labeling Team in the Office of 
Medical Policy in a separate review. 

 
1.1 BACKGROUND 

Apadaz is a fixed-dose IR tablet of an opioid agonist [6.12 mg benzhydrocodone (the 
prodrug of hydrocodone and equivalent to 6.67 mg benzhydrocodone HCL)] and 
acetaminophen 325 mg.  The Applicant is seeking approval of Apadaz via the 505(b)(2) 
pathway 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. The listed drug products for the Apadaz NDA are Vicoprofen 
(hydrocodone/ibuprofen; NDA 020716) and Ultracet (tramadol/ acetaminophen; NDA 
021123).  The proposed dosage and administration of Apadaz is 1 or 2 tablets every 4 to 
6 hours as needed for pain. Dosage should not exceed 12 tablets in a 24-hour period. 
Apadaz is not currently approved in any jurisdiction. 
 
1.2 DRISK Reviews Contributing to this Original Application  

• Washington-Batts, L. Division of Risk Management Review of the Apadaz REMS 
materials and Supporting Document, submitted to DARRTS January 26, 2018 

 
2 REGULATORY HISTORY 
The following s a summary of the regulatory history for NDA 208653 relevant to this 
review: 
• 01/22/2018:  The Applicant submitted an amendment to their application with a 

proposed REMS which included the REMS Document, Materials and Supporting 
Document. 

• 01/26/2018:  Agency emailed comments to the Applicant conveying DRISK on the 
proposed REMS submitted on 1/22/2018. 

• 02/05/2018:  The Applicant submitted an amendment to their application with a 
proposed REMS which included the REMS Document, Materials and Supporting 
Document. These materials are the subject of this review. 
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Indications and Use content.  This Fact Sheet and the full PI will be sent out with every 
REMS Letter to all stakeholders.  Therefore, all stakeholders will receive content from the 
full Indications and Use with each mailing of the REMS letters - via the Fact Sheet and the 
full PI.  OPDP expressed understanding of our rationale for not including the additional 
content in the REMS Letters. 

 
5 SUMMARY OF APPLICANT’S REMS SUBMISSION AND DRISK 

COMMENTS 
 
5.1 REMS DOCUMENT 
KemPharm submitted a REMS Document consistent with the Agency edits and 
suggestions on 01/ 26/18. These included changing the two proposed REMS letters 

 to a single letter for Healthcare Providers.   

Reviewer Comment 
The Agency made an edit to the font color to make all REMS Materials blue to align with 
the draft Format and Content of a REMS Document Guidance for Industry. 

 
3.1.1 REMS SUPPORTING DOCUMENT 
The Supporting Document describes KemPharm’s proposed REMS and dissemination 
plan for the MG, letters, and Fact Sheet. It also incorporates language from the label and 
from the proposed REMS Document. KemPharm included most of the changes 
recommended by the Agency on 01/ 26/18.   

Reviewer Comment 
KemPharm aligned the Supporting Document with the prescribing information (PI)and 
with the REMS Document. The Supporting Document includes a title page with initial 
approval date, table of contents, terms and abbreviations, and pharmacy is included in 
the target audience list for the letter distribution to licensing boards along with the 
professional pharmacy societies.  However, KemPharm did not provide the details 
regarding their plan for MG distribution to pharmacies. It is unclear if the Apadaz 
packaging will contain the MGs or if KemPharm is relying on the pharmacy to print a 
MG with each dispensed prescription. Additional details should be provided.  

3.1.2 APADAZ REMS FACT SHEET 
KemPharm made the recommended Agency changes and incorporated the information 
from the boxed warning and aligned the content with the dosing and administration from 
the PI.  

Reviewer Comment 
KemPharm should include additional text from the PI, and to delete the full boxed 
warning content from the PI.  Text from the full boxed warning is not needed as the full 
PI will be sent along with the Fact Sheet to stakeholders. 

 
3.1.3  HEALTHCARE PROVIDER/PROFESSIONAL 

SOCIETY/LICENSING BOARD LETTERS 
KemPharm submitted letters consistent with the Agency edits and suggestions on 01/ 
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26/18. KemPharm submitted one Healthcare Provider (HCP) letter  
   

Reviewer Comment 
 

KemPharm should make changes to align with the other REMS materials.  See the 
attached redlined document. 

 
3.1.4 APADAZ PROGRAM WEBSITE 
KemPharm submitted a MS Word document for this piece of the REMS. Their proposal 
included information for the patient, prescriber, pharmacist, the REMS materials and 
resources. 

Reviewer Comment 
KemPharm will need to ensure that all information presented on the website is in 
alignment with the REMS Document, Fact Sheet, and PI. 

 
6 DISCUSSION AND CONCLUSIONS 
The Applicant submitted a REMS Document, materials, and Supporting Document that 
aligned with most of the Agency comments emailed on 01/ 26/18.  However, KemPharm 
must incorporate a few changes to the Fact Sheet and Supporting Document and align all 
materials to the REMS Document and PI.   

 
7 COMMENTS FOR THE SPONSOR 
The Agency has reviewed the APADAZ REMS materials submitted on February 5, 2018 
and has made comments and changes to the clean MS Word versions of the following 
materials: 
APADAZ REMS Document 
Refer to the redlined REMS Document with the Agency’s comment. 

APADAZ REMS Supporting Document 
Note the comments regarding the MG distribution and revisions provided in the redlined 
document. 

APADAZ REMS Program  Professional Society/Licensing Board Letter: 
  Note changes to align with the other REMS materials. The Agency  
recommends revising these materials to include the full FDA-approved indication, 
including limitations of use. 

APADAZ REMS Program Fact Sheet: 
Note changes to align content with and include additional text from the PI, and to delete 
the full boxed warning content from the PI.  Text from the full boxed warning is not 
needed as the full PI will be sent along with the Fact Sheet to stakeholders. 
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APADAZ REMS Program Website Screenshots: 
• The link to APADAZREMS.com should serve as a direct link to REMS-related 

information, should not be promotional in tone, and should not be the only source of 
REMS information 

• Include a link to the APADAZ REMS website on your product website. 
• Note minor revisions to align with the revised Fact Sheet and PI. 
• Provide screenshots showing all content and functionality of the REMS Website in 

your next submission. 
 
General Comments: 
• Use bold and italicized font for all titles of REMS materials through all of the 

REMS materials. 
• Ensure that all content that is consistent across all of the REMS materials and 

website.  
• Ensure that all content is consistent with the revised and final PI. 
• Final formatted versions of the materials should: 

o Be consistent with the MS Word versions in terms of text and content 
o Include page numbers at the bottom of multiple page materials as follows:  

"Page 1 of 3, Page 2 of 3, Page 3 of 3" etc. 
o Use colors and shading that are clearly read by the stakeholders when copied 

in black and white. 
o Use a larger font size for the titles of the materials. 

 
Resubmission Instructions: 

 
Submit the following revised REMS materials to your application by COB, February 13, 
2018.   All content in the materials must align with the revised REMS Document and 
Prescribing Information.  
 
Accept the track changes with which you agree in the MS Word newly redlined 
documents and only indicate any new ones you propose as redlined changes in your next 
submission. The next submission via email and to the Gateway should include Clean MS 
Word, Tracked MS Word, and final formatted versions of the following seven documents: 
 

• APADAZ REMS Document 
• APADAZ REMS Supporting Document 
•  
• APADAZ REMS Program Professional Society/Licensing Board Letter 
• APADAZ REMS Program Fact Sheet 
• APADAZ REMS Program Website Screenshots 

 
Your final submission should also include a compiled pdf document that includes the 
REMS Document and all appended materials, including the REMS website screenshots for 
posting on the REMS@FDA website.  This compiled pdf document should not include the 
REMS Supporting Document. 
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ATTACHMENTS 

1. Apadaz REMS Document 
2. Apadaz REMS Supporting Document 
3.  
4. Apadaz REMS Program Professional Society/Licensing Board Letter 
5. Apadaz REMS Program Fact Sheet 
6. Apadaz REMS Program Website Content 
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Internal Consults 
****Pre-decisional Agency Information**** 

Please Note: The following review is for DRISK only and should not be used to provide comments to the 
sponsor. 
To:   Joan E. Blair, Health Communications Analyst, DRISK  

   

From:  L. Sheneé Toombs, Regulatory Review Officer, OPDP 
  

CC: Sam Skariah, Team Leader, OPDP 

  Corwin Howard, SRPM, OSE 
LaShaun Washington-Batts, Team Leader, DRISK 
Selena Ready, Risk Management Analyst, DRISK 

  Kate Heinrich Oswell, Health Communications Analyst, DRISK 
Carole Broadnax, OPDP 
CDER-OPDP-RPM 
Michael Wade, OPDP 

     

Date:  February 5, 2018 

 

Re:  NDA #208653 

APADAZ (benzhydrocodone and acetaminophen) tablets, for oral use, CII  
Comments on draft Risk Evaluation and Mitigation Strategies (REMS) 
Materials (Submission date: January 22, 2018 ) 

 
Materials Reviewed 
 
OPDP has reviewed the following proposed REMS materials for Apadaz: 
 

• Healthcare Provider (HCP) REMS Materials: 
o  

Office of Prescription Drug Promotion 
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o  
o Professional /Licensing Board Letter 
o REMS Fact Sheet 
o REMS Website 

 

• Direct-to-Consumer (Patient) REMS Materials: 
o REMS Website 

 
 
The version of the draft REMS materials used in this review were sent from DRISK 
(Joan Blair) via email on January 23, 2018.  The draft REMS materials are attached to 
the end of this review memorandum. 
 
OPDP offers the following comments on these draft REMS materials for Apadaz. 
 
General Comment 
 
Please remind KemPharm that REMS materials are not appropriate for use in a 
promotional manner. 
 
OPDP notes the link www.ApadazREMS.com . OPDP recommends that these items 
represent a direct link to only REMS related information and not be promotional in tone. 
Furthermore, we remind the sponsor that the REMS specific website should not be the 
sole source of approved REMS materials. 
 
OPDP notes that the Apadaz PI and Medication Guide are still being reviewed and 
modified. Therefore, we recommend that the REMS materials be revised, as 
appropriate, to reflect all changes in the final approved Apadaz PI and Medication 
Guide. 
 
 
REMS Materials 
 
OPDP does not object to including the following materials in the REMS program (please 
see Specific Comment[s] below): 
 

• Healthcare Provider (HCP) REMS Materials: 

o Professional /Licensing Board Letter 
o REMS Fact Sheet 
o REMS Website 

 

• Direct-to-Consumer (Patient) REMS Materials: 
o REMS Website 
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Specific Comment[s] 
 
OPDP considers the following statement[s] promotional in tone and recommends 
revising or deleting [it/them] from the REMS piece: 
 

Professional /Licensing Board Letter 
 
 Indications/Use 

 

• OPDP notes that the first paragraph of the proposed REMS materials 
include a presentation of the indication, however the presentation fails to 
communicate Apadaz’s full indication, including limitations of use.  
Specifically, the proposed materials fail to include the following language 
from the Apadaz PI: 

 
Limitations of Use 
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]: 
 
 Have not been tolerated, or are not expected to be tolerated. 
 Have not provided adequate analgesia, or are not expected 

to provide adequate analgesia 
 
OPDP recommends revising these materials to include the full FDA-
approved indication, including limitations of use. 
 

REMS Website 
 

 Indications/Use 
 

• OPDP notes that the “HOME” page of the proposed REMS website 
includes a presentation of the indication, however the presentation fails to 
communicate Apadaz’s full indication, including limitations of use.  OPDP 
recommends revising these materials to include the full FDA-approved 
indication, including limitation of use.  See similar comment above. 
 

 

• The “HOME” page of the proposed REMS website includes a section 
titled,  however the section omits important 
material information   Specifically, the 
section fails to include the following language from the DOSAGE AND 
ADMINISTRATION section of the PI: 
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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. 
 

Consider revising to include this important material information.   
 

REMS Fact Sheet 
 

 Indications/Use 
 

• OPDP notes the proposed fact sheet does not include a complete 
presentation of the indication.  Consider revising the fact sheet to 
include Apadaz’s full indication, in a manner consistent with the FDA 
approved PI, as this information is important to convey to prescribers 
to help ensure that Apadaz is appropriately prescribed. 

 
 
We have no additional comments on these proposed REMS materials at this time. 
 
Thank you for your consult. 
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1 INTRODUCTION 

The purpose of this review is to document the Division of Risk Management’s (DRISK) 

comments on REMS materials included in the proposed risk evaluation and mitigation 

strategy (REMS) for Apadaz, a fixed-dosed, immediate-release (IR) opioid analgesic with 

benzhydrocodone HCL 6.12 mg and acetaminophen 325 mg. In December 2015, 

KemPharm, Inc. (KemPharm) submitted a New Drug Application (NDA 208653) for 

Apadaz with the proposed indication 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. The risks associated with Apadaz are the same as 

other IR opioid analgesics intended for outpatient use and these include the risks of 

adverse outcomes (addiction, unintentional overdose, and death) resulting from 

inappropriate prescribing, abuse, and misuse.  The Applicant’s proposed REMS consists 

of a Medication Guide (MG), communication plan (CP), and a timetable for submission 

of assessments. The MG will be reviewed by the Patient Labeling Team in the Office of 

Medical Policy in a separate review. 

1.1 BACKGROUND 

Apadaz is a fixed-dose IR tablet of an opioid agonist [6.12 mg benzhydrocodone (the 

prodrug of hydrocodone and equivalent to 6.67 mg benzhydrocodone HCL)] and 

acetaminophen 325 mg.  The Applicant is seeking approval of Apadaz via the 505(b)(2) 

pathway 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.  The listed drug products for the Apadaz NDA are Vicoprofen 

(hydrocodone/ibuprofen; NDA 020716) and Ultracet (tramadol/ acetaminophen; NDA 

021123).  The proposed dosage and administration of Apadaz is 1 or 2 tablets every 4 to 

6 hours as needed for pain.  Dosage should not exceed 12 tablets in a 24-hour period.  

Apadaz is not currently approved in any jurisdiction. 

1.2 REGULATORY HISTORY 

The following is a summary of the regulatory history for NDA 208653 relevant to this 

review:   

• 12/09/2015: NDA 208653 original submission  

• 05/05/2016: Joint meeting of DSaRM AC and AADP AC to discuss NDA 

208653. The product was formulated with the intent to provide abuse-deterrent 

properties. The AC voted 16/4 in favor of drug approval, but against abuse- 

deterrent claim. A REMS proposal was not discussed.  

• 06/10/2016: Complete Response (CR) letter sent to the Applicant due to abuse- 

deterrent claims. 

• 08/23/2017:  The Applicant resubmitted the NDA 208653 without the abuse- 

deterrent claim. 
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• 09/28/2017:  The Agency issued a Post-approval REMS Notification to all 

application holders of opioid analgesics that are expected to be used in the 

outpatient setting informing them that a REMS is necessary for opioid analgesics 

that are expected to be used in the outpatient setting.  

• 12/06/2017: The Agency held a teleconference with the Applicant to discuss the 

need for a REMS.  

• 12/22/2017:  The Agency sent a General Advice Letter informing the Applicant 

that Apadaz will need a REMS in order to be approved. 

• 01/09/2018:  The Agency emailed a draft REMS Document to the Applicant.  

• 01/12/2018:  The Agency held a teleconference with the Applicant to discuss the 

REMS Document and supporting materials. 

• 01/22/2018: The Applicant submitted an amendment to their application with a 

proposed REMS which included the REMS Document, Materials and Supporting 

Document.  

2 MATERIALS REVIEWED 

KemPharm, Inc. REMS Amendment to NDA 208653 for Apadaz, submitted January 

22, 2018 (Seq.  No. 0028) 

 Apadaz REMS Document 

 Apadaz Fact Sheet 

 Apadaz REMS Supporting Document 

 Apadaz REMS Website screenshots 

 

 

 Apadaz Professional /Licensing Board Letter 

3 SUMMARY OF APPLICANT’S REMS SUBMISSION AND DRISK 

COMMENTS 

3.1 REMS DOCUMENT 

In October of 2017, the Agency posted a draft Format and Content of a REMS Document 

Guidance for Industry1 which provides updated recommendations for the format and 

content of a REMS document for a prescription drug product, including biological drug 

products. Because this is a new guidance, DRISK provided a draft REMS Document 

populated with the proposed Apadaz REMS for their review on January 8, 2018.  

 

                                                 

1https://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM1841

28.pdf 
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KemPharm reviewed the draft REMS Document and made several edits. These included 

changing the REMS letter for Healthcare Providers  

 KemPharm also removed  

Reviewer Comment 

To avoid redundancy, the Agency is recommending one Healthcare Provider Letter.  

 

  KemPharm should provide their rationale 

for proposing  

 

 

 

3.1.1 REMS SUPPORTING DOCUMENT 

The Supporting Document describes KemPharm’s proposed REMS and dissemination 

plan for the MG, letters, and Fact Sheet. It also incorporates language from the label and 

from the proposed REMS Document.  

Reviewer Comment 

KemPharm needs to align the Supporting Document with the revised and final labeling 

and with the REMS Document. The Supporting Document should include a title page with 

initial approval date, table of contents, and terms and abbreviations.  In addition, details 

should be provided for the objectives of the REMS, the distribution of the MGs with 

product packaging, content for the fact sheet, and pharmacy must be included in the 

target audience list for the letter distribution to licensing boards along with the 

professional pharmacy societies. 

3.1.2 APADAZ REMS FACT SHEET 

At the January 12, 2018 teleconference, DRISK informed KemPharm that the Fact Sheet 

should highlight important safety information relevant to the REMS. It should contain the 

following items: 

 Proper patient selection 

 Appropriate product dosing and administration 

 General opioid use including information about opioid abuse and how to 

identify patients who are at risk for addiction 

 The risks of adverse outcomes (addiction, unintentional overdose, and 

death) resulting from inappropriate prescribing, abuse and misuse 

 Information to counsel patients on the need to store opioid analgesics 

safely out of reach of children and household acquaintances 
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 The importance of providing each patient a Medication Guide with each 

prescription, instructing the patient to read it and assisting the patient to 

understand the content. 

 

Reviewer Comment 

KemPharm should incorporate information from the boxed warning and align all content 

with the dosing and administration from the prescribing information (PI). 

3.1.3  HEALTHCARE PROVIDER/PROFESSIONAL 

SOCIETY/LICENSING BOARD LETTERS 

KemPharm submitted  consistent 

with the content in their Fact Sheet. KemPharm changed the term “Society” to 

 in the name of the Professional Society/Licensing Board Letter. 

Reviewer Comment 

The comments are similar to the comments on the REMS document regarding the 

Applicants proposal  

 

  

 

 

   

3.1.4 APADAZ PROGRAM WEBSITE 

KemPharm submitted a MS Word document for this piece of the REMS. Their proposal 

included information for the patient, prescriber, pharmacist, the REMS materials and 

resources. 

Reviewer Comment 

KemPharm will need to ensure that all information presented on the website is in 

alignment with the REMS Document and PI. 

4 DISCUSSION AND CONCLUSIONS  

DRISK does not agree with the change made to the REMS Document in which 

KemPharm proposed   

 

 

   

5 COMMENTS FOR THE SPONSOR 

The Agency has reviewed the APADAZ REMS materials submitted on January 22, 2018 

and has made comments and revisions to the clean MS Word versions of the following 

materials: 

APADAZ REMS Document   
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We note that your REMS Document contained changes  

Refer to the redlined REMS Document with the Agency’s comments. 

APADAZ REMS Supporting Document  

The Supporting Document should include a title page with initial approval date, table of 

contents, and terms and abbreviations.  In addition, details should be provided for the 

objectives of the REMS, the distribution of the MGs with product packaging, content for 

the fact sheet, and pharmacy must be included in the target audience list for the letter 

distribution to licensing boards along with the professional pharmacy societies. The 

Supporting Document must align with the revised and final labeling and with the REMS 

Document. 

APADAZ REMS Program  Professional Society Letter:   

Make similar revisions to this letter  

APADAZ REMS Program Fact Sheet:   

Align all content in this fact sheet with the revised PI.   

APADAZ REMS Program Website Screenshots:   

Provide screenshots showing all content and functionality of the REMS Website in your 

next submission. 

 

General Comments:   

 Use bold and italicized font for all titles of REMS materials through all the REMS 

materials. 

 Ensure that all content that is consistent across all the REMS materials and 

website.  

 Ensure that all content is consistent with the revised and final PI. 

 

Resubmission Instructions:  
 

Submit the following revised REMS materials to your application by COB, February 5, 

2018.   All content in the materials must align with the revised REMS Document and 

Prescribing Information.  

 

Accept the track changes with which you agree in the MS Word newly redlined 

documents and only indicate any new ones you propose as redlined changes in your next 
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submission. The next submission via email and to the Gateway should include Clean MS 

Word, Tracked MS Word, and final formatted versions of the following documents: 

 

 APADAZ REMS Document 

 APADAZ REMS Supporting Document 

 APADAZ REMS Program Professional Society/Licensing Board Letter 

 APADAZ REMS Program Fact Sheet 

 APADAZ REMS Program Website Screenshots 

 

ATTACHMENTS  

1. Apadaz REMS Document 

2. Apadaz REMS Supporting Document  

3. 
4. 
5. Apadaz REMS Program Professional Society/Licensing Board Letter 

6. Apadaz REMS Program Fact Sheet 

7. Apadaz REMS Program Website Content 
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