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Overview /
Opioids are a group of medicines that act by binding to specific receptors in the brain, spinal cord, and other tissues. Opioids have several therapeutic applications. For 
example, they are used to reduce coughing, to treat diarrhea, in the treatment of opioid use disorder (addiction), and as analgesics (pain relievers); the latter are the focus 
of this brief. 

The U S Food and Drug Administration (FDA) describes opioid analgesics as “powerful pain-reducing medications” that “can help manage pain when prescribed for the 
right condition and when used properly.”1 While opioid analgesics can provide effective pain relief, they pose risks to patients who use them correctly and to those who 
misuse them.2 In addition to potential side effects like sedation and constipation, patients and those who misuse opioids may develop physical dependence, tolerance to 
one or more opioid effects, and abuse or addiction, which can lead to overdose and death.3

Trends in Opioid Analgesic Prescriptions and Utilization

Overall Prescription Volume of Opioid Analgesics Dispensed (Figure 1) 

Opioid analgesics are most commonly prescribed as tablets, capsules, or transdermal patches.4 The number of prescriptions for these opioid analgesics peaked in 2012 
and declined by approximately 16 percent through 2016.5 The relative share of prescriptions represented by commonly prescribed opioid analgesics (e.g., oxycodone, 
hydrocodone) has remained relatively stable over the past several years. Prescriptions for oxycodone and hydrocodone increased in the early 2000s through around 2010; 
prescriptions for oxycodone have been generally consistent in recent years, while prescriptions for hydrocodone have declined since around 2014, when the Drug Enforcement 
Administration issued a rule rescheduling hydrocodone combination products.6

1 US Food and Drug Administration, Center for Drug Evaluation and Research. “Information by Drug Class - Opioid Medications.” https://www.fda.gov/Drugs/DrugSafety/InformationbyDrugClass/ucm337066.htm
2 The National Institute for Drug Abuse defines “misuse” as “taking a medication in a manner or dose other than prescribed; taking someone else’s prescription, even if for a legitimate medical complaint such as pain;  
  or taking a medication to feel euphoria (i.e., to get high).” https://www.drugabuse.gov/publications/research-reports/misuse-prescription-drugs/summary  
3 US Food and Drug Administration, Center for Drug Evaluation and Research. “Information by Drug Class - Opioid Medications.” https://www.fda.gov/Drugs/DrugSafety/InformationbyDrugClass/ucm337066.htm
4 Avalere analysis of annual opioid market data from QuintilesIMS, 2006-2016.
5 Ibid.
6 Drug Enforcement Administration. Schedules of Controlled Substances: Rescheduling of Hydrocodone Combination Products From Schedule III to Schedule II. Final Rule. Federal Register, 79(163), August 2014. https://www.gpo.gov/fdsys/pkg/FR-2014-08-22/pdf/2014-19922.pdf
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Figure 1: Annual Opioid Analgesic Prescriptions by Drug Substance, 1992-2017
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Source: Avalere Health analysis of annual market data from QuintilesIMS, 1992 – 2017. The opioid analgesic market was defined as all solid oral dosage forms, 
whether immediate-release, extended-release, long-acting, single-entity, or combination products; all oral liquid opioid analgesics; and all transdermal (patch) 
opioid dosage forms. This market definition excludes opioid analgesics in transmucosal, injectable, intranasal, and suppository formulations; as well as opioids 
with indications for uses other than as analgesics. The 2017 values depicted by solid bars are actual prescription counts through July 2017. The hashed bars 
depict projections based on actual 2017 prescription counts and trended forward using 24 months of historical data.
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The number of unique patients who received an opioid analgesic by prescription increased from 2006 to 2010, remained relatively constant in 2011 
and 2012, and has decreased since 2012. In 2016, the number of patients who had a prescription for an opioid analgesic was lower than in 2006.

Figure 2: Annual Number of Unique Patients Dispensed an Opioid Analgesic vs. US Population, 2006 to 2016
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Types of Opioid Analgesics

Like some other medicines, opioid analgesics are produced in immediate-release (IR) and extended-release (ER) formulations. Most IR opioid analgesics have a comparatively 
quick onset and short duration; ER opioid analgesics are designed to prolong the release of the opioid to lengthen dosing intervals.7 IR opioid analgesics account for the vast 
majority of prescriptions – more than 90 percent of prescriptions in any given year from 2006 to 2016 –– and FDA is strengthening warnings and safety information in their labels 
and is adding them to ER/LA Opioid Analgesics Risk Evaluation and Mitigation Strategy (REMS).8,9,10

7  US Food and Drug Administration. “Questions and Answers: FDA approves a Risk Evaluation and Mitigation Strategy (REMS) for Extended-Release and Long-Acting (ER/LA) Opioid Analgesics.” https://www.fda.gov/Drugs/DrugSafety/InformationbyDrugClass/ucm309742.htm 
8  Avalere Health analysis of annual opioid market data from QuintilesIMS, 2006-2016.
9  US Food and Drug Administration. FDA Opioids Action Plan. https://www.fda.gov/Drugs/DrugSafety/InformationbyDrugClass/ucm484714.htm 
10 US Food and Drug Administration. “News & Events - Transcript: Addressing the Opioid Epidemic.” https://www.fda.gov/Drugs/NewsEvents/ucm533905.htm. NOTE: REMS are designed to manage known and potential risks associated with specific drug products.

Brand vs. Generic 

97% Generic

3% Brand 9% Extended-Release

91% Immediate-Release

Source: Avalere Health analysis of annual opioid market data from QuintilesIMS, 2016.

By Formulation 

Figure 3: Opioid Analgesics Dispensed in 2016
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Figure 4: Opioid Analgesics Dispensed in 2016
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Source: Avalere Health analysis of annual opioid market data from QuintilesIMS, 2016.
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In response to concerns about the potential misuse/abuse of opioid analgesics, 
manufacturers have also begun to develop – and FDA has approved – formulations 
incorporating various properties designed to deter one or more methods of abuse 
(see callout box). Opioid analgesics with abuse-deterrent properties target one or 
more known or expected methods of abuse, such as crushing a pill in order to 
snort it or dissolving a tablet in order to inject it.11 To date, the FDA has approved 10 
products with abuse-deterrent properties.12 As illustrated in Figure 4, the marketed 
opioid analgesics with abuse-deterrent properties accounted for a very small share 
of prescriptions in 2016.13

Importantly, opioid analgesics with abuse-deterrent properties are currently 
available only as branded products.14 Section 106(c) of the Comprehensive 
Addiction and Recovery Act (CARA) mandated the FDA to publish a final version 
of its draft guidance to generics manufacturers by November 2017. It is available 
on the FDA's website.15 

Overall, branded opioid analgesics accounted for just under 3 percent of all 
prescriptions in 2016; there were just over 4 million prescriptions for abuse-
deterrent brands last year, and approximately 227 million prescriptions for non-
abuse deterrent generics.16 Across therapeutic areas, branded products are 
more expensive than generics, both for health plans and for patients; formulary 
decisions and brand-level consumer out-of-pocket costs may pose a barrier to 
more widespread use of opioid analgesics with abuse-deterrent properties.17  

What Makes an Opioid Analgesic Abuse-Deterrent?

What does “abuse-deterrent” mean? As described by the FDA, “Abuse-
deterrent formulations target the known or expected routes of abuse, 
such as crushing in order to snort or dissolving in order to inject, for the 
specific opioid drug substance.”11 The FDA has also stated, “because 
opioid medications must in the end be able to deliver the opioid to the 
patient, there may always be some potential for addiction and abuse of 
these products.”11 To date, the FDA has approved 10 opioid analgesics with 
abuse-deterrent properties described in their labels. Only one of these is 
an immediate-release product; the remaining nine are in extended-release 
formulations. There are no generic opioid analgesics with FDA-approved 
abuse-deterrent labeling.

Examples of abuse-deterrent properties include hardened tablets that resist 
crushing, gelling agents that make injection more difficult, or pro-drugs that 
have no opioid effects unless taken orally because they require a digestive 
enzyme to convert the drug to an active form.

Abuse-deterrent does not mean “abuse-proof.” Abuse-deterrent 
properties do not make abuse impossible or prevent the most common 
form of abuse—swallowing multiple, intact pills at once—nor do they 
prevent or reduce the risk of addiction. 

Additional Source: US Food and Drug Administration, Abuse-Deterrent Opioids—Evaluation and 
Labeling: Guidance for Industry. https://www.fda.gov/downloads/Drugs/Guidances/UCM334743.pdf

11 US Food and Drug Administration. Opioid Medications. Abuse-Deterrent Opioids. https://www.fda.gov/Drugs/DrugSafety/InformationbyDrugClass/ucm337066.htm   
12 US Food and Drug Administration. FDA Facts: Abuse-Deterrent Opioid Medications. https://www.fda.gov/newsevents/newsroom/factsheets/ucm514939.htm
13 Avalere Health analysis of annual opioid market data from QuintilesIMS, 2016.
14 US Food and Drug Administration. Statement from FDA Commissioner Scott Gottlieb, M.D., on steps to promote development of generic versions of opioids formulated to deter abuse. November 21, 2017. https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/    
   ucm586117.htm
15 US Food and Drug Administration. General Principles for Evaluating the Abuse Deterrence of Generic Solid Oral Opioid Drug Products, Guidance for Industry. https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM492172.pdf.
16 Avalere Health analysis of annual opioid market data from QuintilesIMS, 2006-2016.
17 Pitts, Peter. "New Approaches to Opioids: Conundrum or Opportunity?" Morning Consult. April 11, 2016. https://morningconsult.com/opinions/new-approaches-opioids-conundrum-opportunity/
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  18 Centers for Disease Control and Prevention. Prescription Opioid Overdose Data. https://www.cdc.gov/drugoverdose/data/overdose.html
  19 Ibid
  20 Centers for Disease Control and Prevention. Understanding the Epidemic. https://www.cdc.gov/drugoverdose/epidemic/
  21 Centers for Disease Control and Prevention. Injury Prevention and Control: Opioid Overuse. https://www.cdc.gov/drugoverdose/data/index.html 
  22 Centers for Disease Control and Prevention. Opioid Overdose. https://www.cdc.gov/drugoverdose/data/analysis.html.
  23 Drug Enforcement Administration. Counterfeit Prescription Pills Containing Fentanyls: A Global Threat. https://www.dea.gov/docs/Counterfeit%20Prescription%20Pills.pdf
  24 Centers for Disease Control and Prevention. Opioid Overdose: Fentanyl. https://www.cdc.gov/drugoverdose/opioids/fentanyl.html

Deaths Due to Overdose

According to the Centers for Disease Control and Prevention (CDC), overdose deaths involving prescription opioids have quadrupled since 1999.18 In 2015, more than 15,000 
people died from overdoses involving prescription opioids.19  The CDC has declared opioid overdose to be an epidemic and policymakers in Congress and the Administration 
are focused on curbing misuse.20

CDC’s data on fatal overdoses show that the rates of death – and trends in overdoses – associated with different types of opioids vary. Specifically, deaths involving commonly 
prescribed opioids fell beginning in 2011 but have begun to rebound slowly in the past two years. Meanwhile, deaths involving heroin and synthetic opioids have increased 
rapidly over the same period.21 Clearly, overdose deaths of all types remain a persistent public health concern.

Because opioid-related overdose deaths may involve multiple substances, and because tracking data do not distinguish between prescription and illicit forms of the same 
substance, it is difficult to systematically quantify the contribution of illicit or counterfeit drugs.22 Data show that the market for illicit or counterfeit opioids is large. Between 2013 
and 2015, US law enforcement seized 239 kilograms of illegally produced fentanyl.23 The CDC notes that “most recent cases of fentanyl-related harm, overdose, and death in 
the US are linked to illegally made fentanyl.” 24
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Figure 5: Overdose Deaths Involving Opioids, United States, 2000-2015 

 
25 National Archives and Records Administration. President Obama Proposes $1.1 Billion in New Funding to Address the Prescription Opioid Abuse and Heroin Use Epidemic. https://obamawhitehouse.archives.gov/the-press-office/2016/02/02/president-obama-proposes-11-billion-  
   new-funding-address-prescription 
26 Volkow ND, Frieden TR, Hyde PS, Cha SS. Medication-Assisted Therapies—Tackling the Opioid-Overdose Epidemic. N Engl J Med. 2014;370(22):2063-2066. doi:10.1056/NEJMp1402780.

Public Policy and Public Health Initiatives

For several years, stakeholders have been focused on ensuring appropriate prescribing and use of opioids and preventing their misuse through a number of public health 
activities. The FDA’s Opioid Action Plan “focuses on policies aimed at reversing the epidemic, while still providing patients in pain with access to effective relief.” 3, 9 In addition 
to the FDA, the CDC, the DEA, the White House, the Department of Health and Human Services, the Department of Veterans Affairs, the Substance Abuse and Mental Health 
Services Administration, the Indian Health Service, and other Federal entities have engaged on this issue. Initiatives have ranged from developing and approving abuse-
deterrent formulations, increasing physician education and prescribing guidelines, monitoring opioid utilization, and increasing funding targeted to reducing opioid abuse.25 

Many public officials and health experts have repeatedly called for increased access to treatment programs.26   

Any Opioid Heroin Other Synthetic Opioids

Source: Centers for Disease Control and Prevention.
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Figure 6: Selected Public Policy and Public Health Initiatives Related to Opioid Analgesics, 2000-2017 

Avalere used data from QuintilesIMS (formerly IMS Health) to analyze annual prescription volume (Figure 1), the number of patients receiving one or more opioid analgesics by 
prescription in each calendar year (Figure 2), and by prescription types (Figure 3). Avalere excluded opioid drug products that are indicated for use in the treatment of opioid 
addiction (e.g., specific formulations containing methadone or buprenorphine), as antidiarrheals, as antitussives, as transmucosal/buccal rescue analgesics, and opioids in 
parenteral formulations.

Reports of overdose and death from prescription opioids began to rise sharply
Early 
2000s

FDA gained authority to implement REMS programs to ensure that specific drugs' benefits outweigh risks2007

FDA launched Safe Use Initiative, in part, to reduce harms from opioid analgesics2009

FDA approved the first opioid analgesic reformulated specifically to deter abuse 
President Obama’s National Drug Control Strategy (NDCS) included opioid analgesics2010

White House Office of National Drug Control released first supplement to the NDCS focused solely on abuse of prescription drugs, including opioid analgesics2011

VA established Opioid Safety Initiative to enhance safe and effective pain care for veterans2012

FDA issued draft guidance to assist industry in developing abuse-deterrent formulations of opioid drugs 
FDA added language describing abuse-deterrent properties to an opioid analgesic’s label2013

FDA approved first drug-device combination for emergency treatment of opioid overdose by lay persons 
FDA finalized class-wide safety labeling changes for all ER and long-acting (ER/LA) opioid analgesics2014

President’s FY 2016 budget included $133 million to address opioid abuse, e.g., overdose prevention strategies 
CDC launched the Rx Drug Overdose Prevention Program, providing $20 million to states to support strategies to improve prescribing practices and prevent opioid overdose deaths 
President Obama issued memo to Federal departments and agencies directing prescriber training and improving access to treatment 
HHS announced initiative to combat opioid abuse by increasing prescriber training, use of overdose reversal drug, and expanding use of medication-assisted treatment 
FDA issued final guidance to assist industry in developing abuse-deterrent opioids

2015

2016

President’s FY 2017 budget included $1 billion in new mandatory funding over two years to expand access to treatment for prescription drug abuse and heroin use   
FDA issued draft guidance for generic opioid applicants in developing abuse-deterrent formulations to ensure they are no less abuse-deterrent than the brand version  
FDA leaders called for action plan to reassess the agency’s approach to opioid medications, focusing on policies to "reverse the epidemic," while still providing patients access to effective treatment 
Surgeon General announced Turn the Tide Program to combat the opioid crisis 
CDC issued guidelines for prescribing opioids

2017

VA/DoD released clinical practice guidelines for the management of opioid therapy for chronic pain  
President Trump established Commission on Combating Drug Addiction and the Opioid Crisis 
FDA approved first IR opioid with abuse-deterrent properties described in its label 
President Trump declared opioid abuse and misuse a public health emergency
FDA issued final guidance for generic opioid applicants in developing abuse-deterrent formulations
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