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challenges of chronic pain and 
addiction.

Chronic pain, which affects 
tens of millions of people in the 
United States, is associated with 
functional loss and disability, re-
duced quality of life, high health 
care costs, and premature death. 
U.S. physicians are now more like-
ly to recognize and treat chronic 
pain than they have been histori-
cally, with the number of pre-
scriptions written for opioids hav-
ing increased 10-fold since 1990.1

Over the same period, however, 
the rate of overdose deaths in the 
United States has more than tri-
pled.2 This is not a coincidence. 
Many doctors have prescribed opi-

oids for chronic pain without fol-
lowing best practices, understand-
ing the risk for the development of 
substance-use disorders, or rec-
ognizing the red flags that can 
emerge in clinical practice. There 
is now evidence from states in-
cluding our own, Maryland, that 
some individuals whose path to 
addiction may have started with 
a prescription for pain are pro-
gressing to heroin.

Enter Zohydro. A single-entity 
formulation of hydrocodone, Zo-
hydro joins a category of extended-
release and long-acting oral opioids 
that includes Oxycontin (oxyco-
done hydrochloride), three differ-
ent versions of extended-release 

morphine sulfate (MS Contin, 
Avinza, and Kadian), Exalgo (hydro-
morphone hydrochloride), Opana 
ER (oxymorphone hydrochloride), 
Nucynta ER (tapentadol), and 
Embeda (morphine sulfate and 
naltrexone hydrochloride).

Zohydro is a high-potency opi-
oid agonist sold in capsule form, 
without features to deter crush-
ing and injecting. The FDA ex-
plained that it approved Zohydro 
on the grounds that it is safe and 
effective for pain when used as 
directed and may reduce the risk 
of toxic effects on the liver because, 
unlike other hydrocodone prepa-
rations, it does not contain acet-
a min ophen. But in December 2012, 
the agency’s own advisory com-
mittee had voted 11 to 2 against 
approval, calling for additional 
safeguards against inappropriate 
use and diversion. Attorneys gen-
eral from 29 states have requested 
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that the FDA reconsider its ap-
proval of Zohydro. Declaring a 
public health emergency over the 
loss of life from overdose and 
citing the lack of abuse-deterrent 
features, Massachusetts Governor 
Deval Patrick recently took the 
extraordinary step of banning the 
prescribing and dispensing of 
Zohydro in his state. Zogenix, 
the manufacturer of Zohydro, 
quickly and successfully chal-
lenged the governor’s action in 

federal court. In striking down 
the ban, Judge Rya W. Zobel ac-
knowledged concerns about the 
possible misuse of Zohydro but 
found that the FDA’s federal au-
thority preempts state law and 
that banning the medication 
would deny appropriate access 
for patients in pain.

Other states are taking differ-
ent actions. After his state’s health 
commissioner expressed “dismay” 
over the FDA approval of Zohydro 
and called for “getting ahead” of 
potential problems, Vermont Gov-
ernor Peter Shumlin announced 
emergency rules requiring patients 
to provide informed consent and 
requiring prescribing physicians to 
follow a range of specific prac-
tices, from drug testing to follow-
up care. Failure to do so could 
lead a physician to lose his or her 
medical license.

During a recent multiagency 
call with stakeholders, FDA Com-

missioner Margaret Hamburg at-
tempted to move the discussion 
past Zohydro to the agency’s 
broader attempts to address the 
risks of addiction and overdose.3 
She noted that the agency has 
supported moving hydrocodone 
preparations to the more restric-
tive Schedule II, is relabeling cer-
tain prescription opioids with new 
warnings and narrower indica-
tions, is promoting education of 
prescribers and patients about 

long-acting opioids, and is seek-
ing to accelerate development of 
effective nonopioid treatments for 
pain. The FDA recently approved 
an autoinjector for the opioid 
antagonist and reversal agent 
naloxone.

Hamburg is right that the FDA 
is doing more than ever before to 
respond to the overdose epidemic. 
However, the agency’s list of as-
sorted actions is not likely to re-
duce pressure from elected offi-
cials and distraught families who 
are grappling with an alarming 
loss of life from overdoses. A more 
comprehensive and coherent strat-
egy, cutting across the breadth of 
U.S. health care, is urgently needed.

This strategy need not priori-
tize chronic pain over addiction or 
addiction over chronic pain. Rath-
er, it must recognize that both 
will remain significant and inter-
connected clinical and public 
health challenges for the foresee-

able future. Millions of people 
with chronic pain are at risk for 
addiction or overdose when treat-
ed with opioid medications. At the 
same time, many people with ad-
diction also have chronic pain. 
Approaches to managing these 
clinical situations effectively should 
be a significant focus of research 
funding, a subject for education 
in medical and dental schools, 
and a topic for training in accred-
ited residency programs. A new 
specialty fellowship in chronic 
pain and addiction could be de-
veloped to foster expertise for 
consultation to both clinicians 
and policymakers.

Professional licensing boards 
can better balance their support 
of high-quality pain management 
with effective care for opioid-use 
disorders. To date, 45 state medi-
cal boards have adopted policies on 
best practices for managing chron-
ic pain with prescription opioids, 
as recommended by the Federation 
of State Medical Boards. However, 
only four of those states have ad-
opted the model policy that en-
courages ambulatory care physi-
cians to treat opioid-use disorder 
in their offices with buprenor-
phine.4

The federal government can do 
more to promote the concurrent 
treatment of chronic pain and ad-
diction among patients who are 
at greatest risk for both disorders. 
For example, we believe that the 
Substance Abuse and Mental 
Health Services Administration 
should provide guidance to phy-
sicians practicing in opioid-treat-
ment programs on appropriate 
ways of using methadone or bu-
prenorphine to treat concomitant 
opioid-use disorder and chronic 
pain. Specially designated opioid-
treatment programs should be 
allowed to incorporate compre-
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A new strategy need not prioritize chronic pain 
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Rather, it must recognize that both will  
remain significant and interconnected  
clinical and public health challenges  

for the foreseeable future.
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hensive approaches to chronic pain 
into their scope of services.

Health care systems can in-
corporate nonjudgmental screen-
ing, brief intervention, and refer-
rals for further assessment and 
treatment of addiction into all 
clinical settings where opioids are 
prescribed. Conversely, addiction-
treatment providers can screen 
patients for pain, recognizing that 
inadequately treated pain is a risk 
factor for relapse.

Payers, including Medicare and 
state Medicaid programs, can use 
data-analysis tools to spot the red 
flags of inappropriate prescribing 
and refer prescribers to medical 
boards or other state agencies for 
further review, education, and 
oversight. Prescription-drug mon-
itoring programs can also identi-
fy prescribers in need of assis-
tance. Coherent, evidence-based 
review of clinical practice can be 

conducted with the 
aim of supporting 
high-quality care 

for both chronic pain and addic-
tion — and avoiding the unin-
tended consequence of deterring 
physicians from caring for pa-
tients with complex needs.

Public and private insurers can 
provide as generous coverage for 
treatment of opioid-use disorder 
as they do for management of 
chronic pain. This standard is 
infrequently met — for example, 

it is long past time for Medicare 
to begin covering the effective 
care provided in opioid-treatment 
programs.

It is also time for the FDA to 
address the intertwining of chron-
ic pain and addiction farther up-
stream in the drug-development 
cycle. The agency might consider 
creating a pathway for develop-
ment and review of new products 
and indications for simultaneous 
treatment of chronic pain and 
opioid-use disorder. Building on 
its own work to advance the sci-
ence of abuse-deterrent formula-
tions, the FDA should also re-
quire that prescription opioids 
meet basic deterrent standards 
and should facilitate the gradual 
reformulation of existing products 
to meet such standards. In declin-
ing to apply such a standard to Zo-
hydro, the agency noted that ex-
isting deterrent mechanisms have 
had minimal impact by them-
selves. However, even modest 
safeguards have been shown to 
reduce the potential for inappro-
priate use.5 As part of a compre-
hensive strategy, a set of reason-
able requirements for opioid 
medications is well in line with 
the FDA’s public health mission. 
Taking such action will deter 
others with less expertise from 
filling a perceived void.

In the end, pointing the finger 
at Zohydro is not going to resolve 

the tension that exists today be-
tween chronic pain and addiction. 
All concerned about the treatment 
of chronic pain and all responding 
to the rise in overdose deaths need 
to come together to promote high-
quality and effective prevention 
and treatment for both conditions.

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

From the Institutes for Behavior Resources 
(Y.O.) and the Maryland Department of 
Health and Mental Hygiene (J.M.S.) — both 
in Baltimore.

This article was published on April 23, 2014, 
at NEJM.org.

1. Public health grand rounds — prescrip-
tion drug overdoses: an American epidemic. 
Atlanta: Centers for Disease Control and Pre-
vention, February 18, 2011 (http://www.cdc 
.gov/about/grand-rounds/archives/2011/ 
01-February.htm).
2. Policy impact: prescription painkiller 
overdoses. Atlanta: Centers for Disease Con-
trol and Prevention, July 2, 2013 (http://
www.cdc.gov/HomeandRecreationalSafety/
pdf/PolicyImpact-PrescriptionPainkillerOD 
.pdf).
3. FDA Commissioner Margaret A. Ham-
burg statement on prescription opioid 
abuse. Silver Spring, MD: Food and Drug 
Administration, April 3, 2014 (http://www 
.fda.gov/NewsEvents/Newsroom/ 
PressAnnouncements/ucm391590.htm).
4. Federation of State Medical Boards of the 
United States. Pain management policies: 
board by board overview. February 2014 
(http://www.fsmb.org/pdf/GRPOL_Pain_
Management.pdf).
5. Severtson SG, Bartelson BB, Davis JM, et 
al. Reduced abuse, therapeutic errors, and 
diversion following reformulation of extend-
ed-release oxycodone in 2010. J Pain 2013; 
14:1122-30.

DOI: 10.1056/NEJMp1404181

Copyright © 2014 Massachusetts Medical Society.

Chronic Pain, Addiction, and Zohydro

Medication-Assisted Therapies — Tackling the Opioid-
Overdose Epidemic
Nora D. Volkow, M.D., Thomas R. Frieden, M.D., M.P.H., Pamela S. Hyde, J.D., and Stephen S. Cha, M.D.

The rate of death from over-
doses of prescription opioids 

in the United States more than 
quadrupled between 1999 and 

2010 (see graph), far exceeding 
the combined death toll from co-
caine and heroin overdoses.1 In 
2010 alone, prescription opioids 

were involved in 16,651 overdose 
deaths, whereas heroin was im-
plicated in 3036. Some 82% of 
the deaths due to prescription 
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