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We at the Food and Drug Administration (FDA) 
continue to be deeply concerned about the grow-
ing epidemic of opioid abuse, addiction, and over-
dose — an epidemic directly related to the increas-
ingly widespread misuse of powerful opioid pain 
medications. As the federal agency charged with 
ensuring that the drugs used by the U.S. public 
are both effective and safe, we are committed to 
working in partnership with other government 
agencies, health care providers, the medical 
products industry and, most important, patients 
and their families to deal proactively with this 
unfolding public health crisis, which has already 
profoundly affected individuals, families, and 
communities throughout our country. We will 
do so while also safeguarding appropriate access 
to vitally important pain medications for the 
patients who need them (Table 1).

Background

Over the course of a given year, approximately 
100 million people in the United States suffer 
from pain. Some 9 million to 12 million of them 
have chronic or persistent pain, while the re-
mainder have short-term pain from injuries, ill-
nesses, or medical procedures. All of them should 
benefit from skillful and appropriate pain man-
agement, which may include the judicious use of 
opioid medicines in conjunction with other 
methods of treatment or in circumstances in 
which nonaddictive therapies are insufficient to 
control pain.

As physicians, we have treated both the in-
tense suffering caused by acute pain and chron-
ic pain with all its exhausting and debilitating 
consequences. But we have also witnessed the 
devastating results of opioid misuse and abuse, 
such as the addiction of patients who have been 
prescribed opioids for pain treatment and, increas-
ingly, diversion to people for whom the prescrip-
tion was not written. Many Americans are now 
addicted to prescription opioids, and the number 

of deaths due to prescription opioid overdose is 
unacceptable. This past month, our sister agency, 
the Centers for Disease Control and Prevention 
(CDC), estimated that in 2014 there were almost 
19,000 overdose deaths in the United States as-
sociated with prescription opioids (Rudd R, CDC: 
personal communication).

Because protecting the public by ensuring the 
safety, efficacy, and quality of drugs is an es-
sential part of the FDA’s mission, it is appropri-
ate to examine the agency’s actions in coping 
with the public health crisis of opioid misuse. As 
FDA leaders and as physicians, we believe that 
these efforts must be founded on two comple-
mentary principles: that the United States must 
deal aggressively with opioid misuse and addic-
tion, and at the same time, that it must protect 
the well-being of people experiencing the devas-
tating effects of acute or chronic pain. It is a 
difficult balancing act, but we believe that the 
continuing escalation of the negative conse-
quences of opioid use compels us to comprehen-
sively review our portfolio of activities, reassess 
our strategy, and take aggressive actions when 
there is good reason to believe that doing so will 
make a positive difference.

We are launching this renewed effort in the 
context of a broad national campaign that in-
cludes a major initiative led by the Department 
of Health and Human Services (HHS)1 designed 
to attack the problem from every angle. The 
number of annual opioid prescriptions written 
in the United States is now roughly equal to the 
number of adults in the population2; given these 
numbers, simply reinforcing opioid-related ac-
tivities that are within the FDA’s traditional 
regulatory scope will not suffice to stem the 
tide. Instead, we must work more closely with 
key federal agencies (including many within 
HHS), the clinical and prescriber communities, 
and other stakeholders to ensure that all avail-
able effective tools are brought to bear on this 
epidemic and that the evidence base for proper 
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Issue FDA Response

Balancing individual need and societal risk. 
Patients require access to safe and effective 
pain medication, but both individuals and so-
ciety must be protected from the effects of 
opioid misuse.

The FDA will consult with partners including the National Academy 
of Medicine to craft a framework for opioid review, approval, 
and monitoring that balances individual needs for pain control 
with the risk of addiction, as well as the broader public health 
consequences of opioid abuse and misuse.

Meeting the need for timely action. The evolving 
threat of opioid abuse requires a flexible in-
terim approach while the full policy frame-
work is in development.

The FDA Science Board will convene in March to advise on the role 
of pharmaceuticals in pain management, development of alterna-
tive pain medications, and postmarketing surveillance activities. 
Multiple other actions will also occur over the next several 
months, including an evaluation of the existing Risk Evaluation 
and Mitigation Strategy (REMS) requirements for extended-re-
lease/long-acting (ER/LA) opioids. An advisory committee will 
consider this review and offer advice regarding possible expan-
sion of the scope and content of prescriber education and 
whether to expand the REMS program to include immediate-re-
lease opioids, potentially increasing the number of prescribers 
receiving training on pain management and safe prescribing.

Reviewing labeling and postmarketing surveil-
lance requirements. Current labeling require-
ments include detailed instructions, and 
manufacturers are required to conduct post-
marketing safety surveillance and research 
studies, but these measures may need to be 
reevaluated.

The FDA will revise postmarketing requirements, expanding the re-
quirements for drug companies to generate postmarketing data 
on long-term impact of ER/LA opioid use to provide better evi-
dence on the serious risks of misuse and abuse associated with 
long-term opioid use, predictors of opioid addiction, and other 
important issues.

Prioritizing abuse-deterrent formulations and 
overdose treatments. Abuse-deterrent opioid 
formulations have the potential to reduce 
misuse of opioid medications, and broader 
access to naloxone may help mitigate harm 
from opioid overdose.

The FDA will continue to support abuse-deterrent formulations and, 
with guidance from an advisory committee, explore and encour-
age development of more effective abuse-deterrent features. 
The FDA will also prioritize issuance of draft guidance on gener-
ic abuse-deterrent opioids and will consider ways to make nalox-
one more widely available, including as an over-the-counter 
medication. In addition, new non–abuse-deterrent formulations 
submitted for FDA approval will also be reviewed by an advisory 
committee.

Addressing the lack of nonopioid alternatives for 
pain management. Although nonopioid med-
ications for chronic pain have recently been 
approved for the market, more alternatives 
are needed, including nonpharmacologic 
treatments.

The FDA is working closely with industry and the National Institutes 
of Health to develop alternative medications without the addic-
tive properties of opioids. Nonpharmacologic approaches to 
pain treatment have also been identified as an urgent priority.

Creating clear guidelines for opioid use. The cur-
rent crisis in opioid misuse and abuse will 
continue unless prescribing physicians have 
a clear understanding of appropriate use and 
management.

The FDA is supporting the CDC’s guideline for prescribing opioids 
for chronic pain control. The FDA also supports the Surgeon 
General’s efforts to engage the clinical community in curbing in-
appropriate prescribing and proactively treating opioid addic-
tion, while reinforcing evidence-based pain management ap-
proaches that spare the use of opioids.

Managing pain in children. Use of opioid medi-
cations in children with severe and chronic 
pain conditions requires special consider-
ation, and physicians need information that 
helps them prescribe such medications safely 
and effectively, while protecting minors who 
lack mature decision-making capabilities.

An FDA Pediatric Advisory Committee will address the use of opioid 
medications in children, including the development of high-
quality evidence to guide treatment, and provide input on the 
policies for adding new pediatric opioid labeling under the Best 
Pharmaceuticals for Children Act and the Pediatric Research 
Equity Act before any new labeling is approved.

Developing a better evidence base. Despite on-
going efforts, the evidence base to guide the 
use of opioid medications, particularly in the 
setting of long-term use, is substantially 
 lacking.

Health and Human Services agencies and the FDA program for 
mandated industry-funded studies are developing a coordinated 
plan for conducting research that will provide evidence to guide 
opioid use, elucidate the biologic phenomenon of pain, and 
consider new and alternative approaches to pain prevention and 
management.

Table 1. Responding to Prescription Opioid Abuse.
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pain management and appropriate opioid use is 
optimized and translated into practice.

Bal ancing Individual and 
Societal Risk

We will start by launching a broad reexamina-
tion of our approach, considering how best to 
apply existing policies to this problem, which 
policies need to be improved and updated, and 
whether new policies must be developed. Con-
sideration of a range of risks that FDA-regulated 
products pose to their intended consumers and 
to others is important to our public health mis-
sion. In many cases, opioids can cause harm that 
goes beyond the risks to the person who has been 
prescribed the medicine, and inappropriate pre-
scribing causes both direct and indirect harms 
that are difficult to track and measure but must 
be considered. We will therefore seek advice on 
how to more comprehensively take into account 
the risks of abuse for both patients and nonpa-
tients when regulating these drugs.

We have asked the National Academy of Medi-
cine (NAM) to help us develop a regulatory frame-
work for opioid review, approval, and monitoring 
that balances individual need for pain control with 
considerations of the broader public health conse-
quences of abuse and misuse. Assessing the long-
term risks of addiction and hyperalgesia (in which 
the use of opioids results in excess pain rather than 
pain relief), as well as other toxic effects and soci-
etal harm caused by diversion and related addic-
tion, will require extrapolation from imperfect 
data. The NAM brings an unbiased and highly re-
spected perspective on these issues that can help 
us revise our framework.

Since this intensive review will take time, we 
plan to pursue other activities and decisions in the 
interim. The evolving nature of the threat that 
opioid abuse poses to our country’s health de-
mands an approach in which we constantly con-
sider available information, seek advice, and move 
forward, always ready to shift our actions as new 
information becomes available. Specifically, at its 
next meeting in March, the FDA’s Science Board 
(comprising independent experts in regulatory 
science) will consider a series of relevant issues, 
aiming to advise the FDA on the role of pharma-
ceuticals in pain management, development of 
alternative pain medications, and postmarketing 
surveillance activities.

Revisiting Opioid L abeling 
and Postmarketing Study 

Requirements

We will also reexamine how opioids should be 
labeled more generally. Current labeling for ex-
tended-release or long-acting (ER/LA) opioids, 
revised in September 2013, includes strict, de-
tailed instructions requiring descriptions of 
their associated risks, the need for monitoring, 
and the facts that opioids should be used only 
when other measures are insufficient, the need 
to continue to use opioids should be reassessed 
regularly, and opioids should be dispensed in 
limited quantities.3 In addition, manufacturers 
of ER/LA opioids will be required to conduct 
extensive postmarketing research (resulting in a 
total of 11 mandated studies), in order to study 
safety concerns that have been identified and 
evaluate methods to assess progress in mitigat-
ing them.

Manufacturers of ER/LA opioids are also sub-
ject to a Risk Evaluation and Mitigation Strategy 
(REMS)4 program that requires them to fund 
continuing medical education (CME) providers 
to offer, at low or no cost, CME courses on the 
appropriate use of these products, subject to an 
online FDA curriculum. More than 38,000 pre-
scribers have taken part in these voluntary edu-
cational programs, and an evaluation of these 
results is under way and will be considered by an 
advisory committee in the spring.

But although this voluntary training remains 
an important public health measure, the FDA 
continues to support mandatory education for 
prescribers, as called for in the 2011 Prescrip-
tion Drug Abuse Prevention Plan5 and reempha-
sized in the 2014 National Drug Control Strate-
gy.6 Together with other federal agencies and the 
clinical community, we should strive to over-
come obstacles to enacting this measure. Along 
with improving prescriber education, we will 
assess whether broader measures should be in-
stituted for labeling and postmarketing evalua-
tion of the entire class of opioids.

Deterring Abuse and Mitigating 
Harm from Overdose

In addition to the REMS approach to safety, the 
FDA has strongly supported the development 
and assessment of abuse-deterrent formulations 



T h e  n e w  e ngl a nd  j o u r na l  o f  m e dic i n e

n engl j med   nejm.org 4

of opioids,7 five of which the agency has already 
approved. The pharmaceutical industry has 
shown significant interest in developing abuse-
deterrent opioid formulations and the field is 
progressing rapidly. The availability of abuse-
deterrent formulations raises questions, including 
how to encourage their use in place of products 
without abuse-deterrent features and whether to 
modify criteria for the review and approval of oral 
opioid formulations that lack abuse-deterrent 
features or do not offer advantages in abuse de-
terrence relative to currently marketed products. 
We will continue to support abuse-deterrent for-
mulations and encourage development of more 
effective abuse-deterrent features; we are also 
committed to convening advisory committees to 
consider new versions of non–abuse-deterrent 
opioids. In addition, draft FDA guidance on ge-
neric abuse-deterrent opioids will review many of 
the key issues; making this guidance available 
quickly is a high priority, since the availability of 
less costly generic products should accelerate pre-
scribers’ uptake of abuse-deterrent formulations. 
However, it is important to recognize that abuse-
deterrent formulations by themselves when taken 
orally do not prevent the development of tolerance 
or addiction to opioids.

We have also strongly supported the develop-
ment and marketing of countermeasures that 
can reverse overdose, such as the opioid antago-
nist naloxone. Rapid advances in the develop-
ment and distribution of injectable and intrana-
sal naloxone offer an example of an effort in 
which broad intersectoral collaboration has 
saved substantial numbers of people who would 
otherwise have died from overdose. The recent 
rapid approvals of intramuscular (via auto-injec-
tor)8 and intranasal9 naloxone were important 
steps in improving access to this lifesaving ther-
apy. Are there ways to expand naloxone’s avail-
ability? We will continue to explore expanding 
availability of naloxone in the coming year, in-
cluding ways to make it available over the counter.

Prioritizing Development  
of Nonopioid Alternatives  

for Pain Relief

We are also working closely with industry and 
the National Institutes of Health to develop ad-
ditional alternative medications that alleviate 
pain but do not have the addictive properties of 

opioids. Nonpharmacologic approaches to pain 
treatment are also an urgent priority. The FDA 
has approved nonopioid medications for treat-
ment of various chronic-pain syndromes, includ-
ing gabapentin (Neurontin), pregabalin (Lyrica), 
milnacipran (Savella), duloxetine (Cymbalta), 
and others, and a number of promising develop-
ment programs are in the pipeline. But we need 
more. The FDA will use all the tools at its dis-
posal to move these alternatives along as expedi-
tiously as possible, while remaining mindful that 
all medicines have risks. For example, although 
nonsteroidal antiinflammatory drugs do not car-
ry a risk of addiction, we now know that they 
carry increased risks of myocardial infarction, 
stroke, and serious gastrointestinal bleeding.

Refining Guidelines for Opioid 
Use

A comprehensive solution to the current opioid 
crisis goes well beyond the FDA’s remit. How-
ever, thanks to our access to rich data sources 
and the broader federal effort to define the is-
sues, we are in a position to see the problems 
that medical practice and public health must 
confront and to provide guidance in addressing 
them. Accordingly, we are supporting the CDC’s 
Guideline for Prescribing Opioids for Chronic 
Pain. The draft guideline10 received extensive 
public comment, and we look forward to par-
ticipating in the process when the CDC finalizes 
it soon. We are also supporting the Surgeon 
General’s efforts11 to engage the clinical com-
munity in a concerted approach to curbing inap-
propriate prescribing and proactively treating 
opioid addiction, while reinforcing evidence-
based approaches to treating pain in a manner 
that spares the use of opioids. Until clinicians 
stop prescribing opioids far in excess of clinical 
need, this crisis will continue unabated.

Managing Pain in Children

The care of children with debilitating pain for 
whom other measures do not bring comfort de-
serves particular consideration. Recent labeling 
changes for oxycodone (OxyContin) that provided 
evidence-based dosing information for pediatric 
use created substantial controversy. Children who 
are prescribed oxycodone or other opioids have 
severe conditions that include cancer, multisys-
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tem trauma, and serious chronic diseases such 
as sickle cell anemia or have undergone multiple 
surgical procedures. We must care for our most 
vulnerable patients, but we must also do every-
thing possible to avoid both the inappropriate 
prescribing of powerful opioid medications and 
the misuse of these prescriptions.

When Congress enacted the Pediatric Re-
search Equity Act, it enabled the FDA to require 
industry to conduct studies to determine the 
appropriate dosing of medications in children; 
the Best Pharmaceuticals for Children Act pro-
vided incentives for performing these studies for 
products that were already approved.12 For chil-
dren whose circumstances require treatment 
with opioids, we will consider how best to en-
sure that doctors get the information they need 
to prescribe such medications safely and effec-
tively, while protecting minors who lack mature 
decision-making capabilities.

As physicians and regulators — and as par-
ents — we know that we must treat pain in a 
suffering child. But in some cases, children with 
serious conditions are being treated with opioids 
in the absence of adequate knowledge about cor-
rect indications and dosing. We must all work 
together to ensure that all appropriate therapeu-
tic options for pain are available to children, but 
it is equally important that when opioids are 
used, they are prescribed and handled in an 
impeccably judicious manner, guided by the best 
and most current scientific evidence. To this 
end, we are convening the Pediatric Advisory 
Committee on two upcoming occasions in order 
to specifically address issues related to the use 
of opioid medications in children, including the 
development of high-quality evidence to guide 
treatment, pediatric labeling for opioids, and 
improving practice to reduce addiction, misuse, 
and diversion.

The committee will consider appropriate ap-
proaches for ensuring that clinicians have ready 
access to reliable dosing information and will 
recommend methods for ensuring that clinicians 
scrupulously follow the regulations and best prac-
tices governing the use of such medications.

Developing a Bet ter Evidence Base 
for Chronic Pain Treatment

The FDA does its best work when high-quality 
scientific evidence is available to assess the risks 

and benefits of intended uses of medical prod-
ucts. Unfortunately, the field of chronic pain 
treatment is strikingly deficient in such evi-
dence. A key lesson learned during the develop-
ment of the CDC guideline is that there is very 
little research on the long-term benefits of opi-
oids for treating chronic pain. There is, however, 
growing evidence of harms associated with such 
use, and of the benefits of other nonopioid treat-
ment alternatives. As with all clinical guidelines, 
continued research is needed to inform clinical 
practice. But given the severity of the crisis, the 
draft CDC guideline provides a highly reason-
able set of recommendations for primary care 
providers to use in their clinical practices, allow-
ing physicians and patients together to deter-
mine treatment plans on the basis of the best 
current understanding of risks and benefits.

Recognition of this problem led the FDA, 
several years ago, to require industry to perform 
a series of studies on questions that are critical 
for ensuring safe prescribing.4 For example, 
until recently it was believed that opioids’ pain-
relieving properties would not be time-depen-
dent, but new studies have raised the question of 
whether opioids continue to be effective or may 
even increase pain in some patients after several 
months of use. To explore this question, 1 of the 
11 postmarketing studies the FDA is requiring 
industry to fund is a clinical trial in which par-
ticipants are randomly assigned to continue 
opioid therapy or to be weaned from it on a 
schedule over the course of 1 year of follow-up.

As policies are implemented and new evi-
dence is generated, we will continuously assess 
findings and ensure that the agency’s proposed 
strategies are evaluated in the context of new 
data. By implementing a coordinated effort 
among public and private partners, we will be 
able to adapt our strategies as the evidence base 
improves. We are committed to this renewed ef-
fort and believe that by working together we can 
solve the opioid crisis, while gaining ground in 
the national effort to prevent and control short-
term and chronic pain.

Nationally, the annual number of deaths 
from opioid overdoses now exceeds the number 
of deaths caused by motor vehicle accidents.13 
Regardless of whether we view these issues from 
the perspective of patients, physicians, or regu-
lators, the status quo is clearly not acceptable. 
As the public health agency responsible for over-
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sight of pharmaceutical safety and effectiveness, 
we recognize that this crisis demands solutions. 
We are committed to action, and we urge others 
to join us.

Disclosure forms provided by the authors are available with 
the full text of this article at NEJM.org.

From the Food and Drug Administration, Silver Spring, MD. 

This article was published on February 4, 2016, at NEJM.org.
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