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Lynn Webster 
Lynn Webster, MD, lectures widely on the subject of preventing opioid abuse and crim-

inal diversion in chronic pain patients. Dr. Webster is board certified in anesthesiology and 
pain management and is certified in addiction medicine. In his private practice, he treats 
chronic pain patients, many of whom have complex diagnoses. He also treats opioid-ad
dicted patients. 

Dr. Webster is medical director of Lifetree Clinical Research and Pain Clinic in Salt 
Lake City, Utah. His clinical research interests include pain and pain mechanisms, sub
stance abuse and addiction, and the relationship between sleep and pain. A primary focus 
is the development of innovative analgesic agents that resist abuse. His research has led to 
the publication of numerous scientific abstracts, articles and textbook chapters, including a 
contribution to the upcoming first Textbook of Pain and Chemical Dependency (Oxford 
University Press). He has authored or coauthored articles in journals that include Pain Med
icine, the Clinical Journal of Pain, Practical Pain Management, the Journal of Opioid Man
agement and the American Journal of Therapeutics. 

Dr. Webster earned his doctorate of medicine from the University of Nebraska Medical 
Center and completed his residency and fellowship with the University of Utah, Depart
ment of Anesthesiology and Division of Artificial Organs. He founded the Utah chapter of 
the American Academy of Pain Medicine. In 2006, Dr Webster began a campaign called 
Zero Unintentional Deaths (www.zerodeaths.org) to educate healthcare professionals, pa
tients, and communities about the need to increase safety when prescribing or consuming 
prescnpt10n opioids. He established the nonprofit organization LifeSource 
(www.lsource.org) to raise funds for education and research. This book is part of that cam
paign to educate healthcare professionals. 

Beth Dove 
Medical writer and researcher Beth Dove has focused for the past several years on in

vestigating and publishing the facts behind prescription opioid abuse and undertreated pain. 
She works full time with Dr. Webster. Her technical writing has appeared in Pain Medicine, 
the Journal of Opioid Management, Practical Pain Management and many other publica
tions and textbook chapters. She writes educational materials in support of the Zero Unin
tentional Deaths campaign ( www.zcrodeaths.org), which is dedicated to ensuring that 
prescription opioids are safely prescribed and consumed. A former Associated Press and 
newspaper reporter, she lives with her husband in Salt Lake City, Utah. 
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How badly does the field of pain management need books like this one? So badly, in 

fact, that I am personally editing a textbook on pain and chemical dependency even as I 

write this foreword. The fields of pain management and chemical dependency desperately 

need unification both at the 30 ,000-foot level of theory, hypothesized mechanisms, etc., and 

also on the ground, in the clinic, where the rubber meets the road. My book (to which Dr. 

Webster is also a contributor) is a textbook - it provides the 30,000-foot view; this work 

brings it all together for the practitioner, on the ground, in the clinic, taking care of the com

plex people in this world with chronic pain. This book provides the know-how to do it 

safely, avoiding contributing to drug abuse and diversion. Very few people in the country -

no, the world - could have written this book. Few have the requisite training, knowledge, 

intellectual curiosity, tolerance for ambiguity and the passion needed to undertake a work 

such as this. Dr. Webster is such a person, and here he and his colleague Beth Dove have 

united to give the data, the clinical experience, and the practical knowledge needed to do it 

the way they do it - expertly, humanely, safely, and effectively. 

When Russell K. P01tenoy, MD, Chairman of Pain Medicine and Palluative Care, Beth 

Israel Hospital, New York, NY, and Kathleen Foley, MD, Director, Soros Foundation Proj

ect on Death in America, first urged the pain field to take a new look at opioids in non-can

cer pain, they were not simply advocating for an "opening of the flood gates" with regard 

to prescribing and clinical practice. Instead, they observed that if tertiary care cancer pa

tients exhibit favorable outcomes on opioids (meaningful analgesia, improvements in psy

chosocial function, manageable side effects, and the absence of addiction), then it stood to 

reason that subsets of the vast and heterogeneous population of people with non-cancer 

pain could also potentially derive such benefits. It was up to practitioners and scientists to 

conduct then of 1 or n of 1001 trials to find out how best to bring about such outcomes in 

non-cancer pain patients. They called for a medical, scientific, and healthcare-based dis

cussion of this issue, backed up by data and clinical experience, as opposed to the more tra

ditionally legal and ethical debates that had dominated to that point. The need then, as it is 

now, was to replace rhetoric and opinion with science, experience, knowledge, and reason. 

But in our aging society with a growing problem of chronic pain, an abysmal track 

record of undertreatment, and, as John Bonica, MD, called it, "apathetic therapeutic inac

tivity," the clinical practice took off faster than clinical trials data could accrue. Rhetoric 

was used in place of science, and in their zeal to do good, the pain management commu

nity seemed to forget that all pain management goes on against the backdrop provided by 

our substance-abusing society (which goes as we know, far beyond opioids, to nicotine, 

cannabis, alcohol, and other licit and illicit drugs). The result was a perfect storm: rheto

ric, increased prescribing, the availability of new opioids and other agents, and the failure 

to teach about addiction. In the end, we now have the concomitant and growing problem 

of prescription drug abuse. 

ENDO-CHI_LIT-00538711 
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The need for bridging pain and chemical dependency includes the empirical, clinical, 
and didactic domains. This work addresses primarily the rugged terrain of the clinical treat
ment of pain with opioids. For the good of our patients and their communities, all pre
scribers of controlled substances need to be, as Doug Gourlay, MD, puts it, "talented 
amateurs" in addiction medicine. Educationally, physicians, nurses, psychologists and oth
ers frequently report that their training included little formal teaching about pain. Teaching 
about addiction fags behind even further. And training on the pain/addiction interface is al
most non-existent. This volume goes headlong into the gaps in all of our education and 
training and goes a long way toward making up for the inadequacies mentioned above. I 
hope it becomes a staple of pain education and training and is used to teach the important 
practical aspects of proper opioid pain management to members of all disciplines, pre
scribers and non-prescribers, for years to come. 

Steven D. Passik, PhD 
Associate Attending Psychologist 
Memorial Sloan Kettering Cancer Center 
Associate Professor of Psychiatry 
Weill College of Corneii Medical Center 
NewYork,NY 

We would like to thank the study authors and pioneers in the fields of pain and addic
tion medicine whose work came before. We express appreciation to the editors at Sunrise 
River Press for their skill and support and to Ira Grunther for his fine work on illustrations. 
This book is dedicated to patients who battle twin demons of chronic pain and opioid abuse 
with a valor humbling to see. 
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Compassion is not religious business, it is human business; it is not luxury, 

it is essential ... for human survival. 

- Tenzin Gyatso, the 14th Dalai Lama ofTibet1 
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Prescription drugs are newsworthy, particularly when they are abused in violation of 

their intended medical purpose. Conservative radio commentator Rush Limbaugh grabbed 

many headlines when he admitted his own misuse of the painkilling opium derivatives known 

as opioids. Limbaugh is only 1 of many famous abusers of prescription drugs, although he 

is perhaps the most surprising example, because his proposed solution to the widespread 

abuse problem before his own arrest was to convict drug abusers and "send them up the 

river."2 The nonfamous are similarly afflicted, according to a study from Columbia Univer

sity in New York, which found that prescription drugs (including opioids, stimulants, and 

depressants) had attracted 15.1 million admitted abusers by 2003.3 That figure is double the 

number from only a decade earlier, and it includes more people than the total population of 

Tokyo. Today, only marijuana, alcohol, and tobacco are more popular than prescription agents 

as drugs of abuse. Of all prescriptions, opioids attract the most new abusers.4 

However, opioids, which are so dangerous in the hands of abusers, are beneficial or 

even lifesaving for millions of people who otherwise would live with intractable pain. 

Nearly everyone seeks medical treatment to control pain at some point. Some will be un

lucky enough to experience chronic pain that does not respond to treatment; about 70 mil

lion people live with chronic pain in America today.5 In a world with few alternatives, 

opioids remain the best treatment available for many chronic pain conditions and are the first 

choice of therapy for acute and postoperative pain. 

Clinicians who prescribe opioids to treat chronic pain are often caught between their 

professional obligation to relieve suffering and their desire to avoid contributing to the non

medical consumption of controlled substances. Many medical practitioners fear becoming 

a source of medications that can be diverted for sale on the black market. They also dread 

the possibility of regulatory scrutiny or even prosecution that results from their patients' 

misuse of medication. 
Thus the medical community is faced with a conundrum: Opioids offer safe, effective 

treatment for many chronic pain conditions and pose little risk of addiction for most pa

tients who take them to control pain. However, some patients treated with opioids do dis

play behaviors consistent with addiction. The challenge is to curtail the abuse and diversion 

of prescription opioids while ensuring their availability for patients who benefit from their 

use. The first step in resolving those seemingly conflicting interests is to acknowledge that 

they exist. Patients who suffer pain are often treated with prescribed painkilling drugs that 

can be abused. Because a certain segment of the opioid-treated pain population exhibits an 

active substance-use disorder, steps should be taken to minimize the very real potential for 

the abuse of such medications. The obligations to battle pain and addiction are not mutu

ally exclusive, they are mutually inextricable . 

l .11\Li\_, ,.,:.,1,,_,.., f. , ,~,, , 1., . •• \,, 
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This complex dilemma is summarized in the following list of the rights and responsi
bilities of healthcare professionals who prescribe opioids to treat pain (Box) .6 Although the 
task of safeguarding against substance abuse appears (and is) daunting, patients are not at 
equal risk for opioid addiction or abuse. The key to managing a patient's opioid intake lies 
in screening for abuse potential and carefully monitoring the progress of treatment. Those 
skills are within the capability of every caring, committed healthcare professional, even 
given the time constraints of practicing medicine in today's clinical settings. 

Primary care physicians, nurse practitioners and other first-contact clinicians are 
uniquely positioned to make a difference at the beginning of medical treatment. Research 
indicates that a patient with chronic pain is far more likely to seek treatment from a family 
doctor or other healthcare professional than from a pain management specialist. Likewise, 
an individual struggling with a substance-use disorder is more often treated by a primary 
care physician than by a physician certified in addiction medicine. Those realities create an 
opportunity for first-contact clinicians to maximize the chances for success when patients 
begin opioid therapy. 

"The bottom line is that there will never be enough specialists to deal with the problem," 
said Scott Fishman, MD, during his time as president of the American Academy of Pain 
Medicine, "so we have to train primary care physicians at the front lines to be able to do this 
as part of the basic care that we give patients." 7 

The medical obligations of physicians include: 

• Treating pain adequately in all patients. 
• Screening new patients for potential drug abuse or addiction. 
• Monitoring patients' progress and addressing any harmful effects as they participate 

in opioid therapy. 

Clinicians may receive little support in those endeavors. Medical schools provide scant 
training in either managing pain or treating addiction; most cmricula are focused instead on 
teaching future doctors to recognize and eradicate disease. In a survey of physicians con
ducted by the Columbia University National Center on Addiction and Substance Abuse in 
Nev✓ York, only 40% of the respondents had received any medical school training to help 
them identify prescription drug abuse or addiction in patients. Almost half of respondents 
said that they have difficulty discussing prescription drug abuse with their patients.3 Pain 
management, which is a subject similarly neglected in many medical school curricula, con
sisted of only a few hours' instruction for the less than half of physicians who received any 
training. Even though some recent graduates of medical school indicate that training has im
proved in recent years, many physicians are still failing to diagnose active substance abuse, 
and medical students frequently graduate without having taken a single course on the treat
ment of pain. Furthermore, medical textbooks that address opioid abuse and chronic pain 
often refer to the topics separately. The complex interplay between substance abuse, men
tal disease, and chronic pain is rarely grasped or explored. In this book, we acknowledge the 
danger posed by the misuse of prescription opioids - a danger often downplayed by pain
control advocates. At the same time, we affirm the right of all people to be treated for pain. 
The latter perspective is sometimes ignored by addiction-treatment specialists. 

CONFIDENTIAL ENDO-CHI_LIT-00538714 



P-10786 _ 00011

, , , _.,, ,1,,u. _;~ .-•. ~. ,1 • " 

CONFIDENTIAL 

INTRODUCTION 9 

We also assert with vigor that at no time should the guidelines presented here be taken 

as license to refuse to treat ( or to undertreat) the pain of someone with a substance-use dis

order. People who have problems managing drug intake experience acute, postsurgical, and 

chronic pain as often as do any other patients, and they are no less deserving of pain relief. 

The goal of providing good medical care is to improve the quality and duration of life for 

every patient. That goal is within reach; it simply requires a high level of professional con

cern and a strong commitment to monitoring patients' progress. 

Policy and legal issues require attention from every prescriber of opioids. Because opi

oids can fall into the wrong hands, some policy makers want to solve the problem of sub

stance abuse by banning certain agents from the U.S. market altogether. That solution is 

untenable, because some of the most frequently abused drugs are also the most effective 

against pain. Prohibition is not the answer to the problem of prescription drug abuse. Man

aging treatment with pharmaceutical analgesics is similar to managing an eating disorder. 

A person with problems managing food intake cannot solve the problem with abstinence, 

because eating is necessary for survival. Instead, that person's destructive impulses must be 

managed. Similarly, society cannot eliminate the use of opioids, even though they can harm 

Rights and Responsibilities of Healthcare Professionals Who 

Prescribe Opioids to Treat Pain 

• Pain is undertreated in part because healthcare professionals fear that patients may 

be harmed or that they themselves may incur regulatory, legal, or licensing penal

ties. 
• The decision of whether to prescribe opioids is particularly difficult when a patient 

exhibits an addictive disorder or a risk factor for addiction. 

• The decision to prescribe opioids must be made based on the healthcare profes

sional's knowledge of the patient's medical and psychiatric conditions and re

sponse to treatment. 
• The prescribing of opioids should not be deemed appropriate or inappropriate in

dependent of such clinical knowledge. 

• Healthcare professionals who prescribe opioids for pain may occasionally be mis

led by patients who wish to divert or misuse medications. 

• Healthcare professionals who prescribe ongoing opioids have an obligation to un

derstand the risks and management of addictive disease. 

• Persistent failure to treat addiction is poor medical practice. 

• Persistent failure to prescribe opioids effectively when their use is indicated is also 

poor medical practice. 
• Physicians traditionally receive little or no education about pain management or the 

treatment of addiction. 

Adapted from: American Academy of Pain Medicine, the American Pain Society, 

and the American Society of Addiction Medicine. Public policy statement on the rights 

and responsibilities of healthcare professionals in the use of opioids for the treatment of 

pain: A consensus document. Glenview, IL and Chevy Chase, MD; 2004. 

, , , \ 111>.~~,.~,_,_,L,~•• t ,,\ , .,_,.,. ,., •. 1.,, u. 1 ,, . 1 ,.ti,_,\,.j,_,_,,_,,., 1 
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some consumers. Like food, opioid analgesics arc only as beneficial or as destructive as 
the motivations and compulsions of the user. 

Opioids are not a cure-all, nor are they without significant risks for patients. However, 
opioids are used to control pain and improve function far more frequently than they serve 
as agents of destruction. The potential for prescription abuse is a challenge to be met and 
managed, not a reason to abandon pain management. 

This book was written to help clinicians (including primary care physicians, nurse prac
titioners, psychiatrists, and others who treat pain) to sort out the clinical, regulatory, and 
ethical issues associated with the prescribing of opioid analgesics and to reduce the risk of 
medication misuse, abuse, and diversion. The recommendations presented here are based on 
the work of numerous experts in the fields of pain management and addiction. Although a 
book such as this can never be considered a complete treatise on those subjects, it can serve 
as a succinct and ready resource for clinicians. If knowledge is power, then the information 
published here is intended to instill the power and confidence needed for clinicians to safely 
treat their patients' pain and restore their dignity and lost quality of life. In that endeavor, 
knowledge is also compassion. 

1. Tools for the study of Tibet: words for reflection. Global Source Education Web site. 
Available at: http://www.globalsourcenetwork.org/tibet_reflections.htm .. Accessed 

April 8, 2007. 
2. The Rush Limbaugh Show. Premiere Radio Networks. Oct. 5, 1995. 
3. Under the Counter: The Diversion and Abuse of Controlled Prescription Drugs in the 

U.S. National Center on Addiction and Substance Abuse at Columbia University 
(CASA), New York, NY; 2005. 

4. Substance Abuse and Mental Health Services Administration. (2006). Results from 
the 2005 National Survey on Drug Use and Health: National Findings (Office of Ap
plied Studies, NSDUH Series H-30, DHHS Publication No. SMA 06-4194). 
Rockville, MD. 

5. Rosenblum A, Joseph H, Fong C, Kipnis S, Cleland C, Portenoy RK. Prevalence 
and characteristics of chronic pain among chemically dependent patients in 
methadone maintenance and residential treatment facilities. JAMA. 2003 May 
14;289(18):2370-8. 

6. American Academy of Pain Medicine, the American Pain Society, and the American 
Society of Addiction Medicine. Public policy statement on the rights and responsibil
ities of healthcare professionals in the use of opioids for the treatment of pain: A con
sensus document. Glenview, IL and Chevy Chase, MD; 2004. 

7. Wallis C. The right (and wrong) way to treat pain. Time Magazine. 2005; February 20. 

CONFIDENTIAL ENDO-CHI_LIT-00538716 



P-10786 _ 00013

CONFIDENTIAL 

I simply do not remember getting out of bed, being pulled over by the police, 
or being cited for three driving infractions. That'.~ not how I want to live my life, 

and it's not how I want to represent the people of Rhode Island. 
- Patrick Kennedy, US Congressman 

On his way to the Mayo Clinic to seek help for addiction to prescription drugs.1 

11 

The abuse of prescription opioids is a real and increasing problem with steep costs to 
society and to individual patients. People abuse opioids for various reasons and not merely 
because they are addicted in a clinical sense. The failure to differentiate among common 
terms and definitions that pertain to substance-use disorders causes misunderstanding among 
physicians and patients. Clinicians should know that: 

• Abuse and addiction are not synonymous. 
• Abuse can usually be managed. 
• Addiction can usually be predicted. 

Fear of contributing to the abuse and illegal diversion for sale of these powerful med
ications is appropriate and should not be minimized. It is, however, possible to manage the 
risk while ensuring that opioids remain available for the many people who use them ap
propriately and benefit from them. 

This chapter addresses the prevalence of opioid abuse in the United States and its rela
tionship to chronic pain, and it provides an overview of the nomenclature common to the spe
cialties of pain management and addiction. Armed with this knowledge, clinicians will be 
better positioned to recognize and address the various categories of problematic opioid use. 

Prescription Abuse Is Increasing 
Substance abuse is a leading cause of preventable illness and death in the United States.2 

The misuse of drugs ruins families, costs billions in lost productivity, strains the healthcare 
system, and ends lives. 

Against this backdrop, prescription drugs are becoming the new substances of choice 
for many recreational drug users (Box I: 1- Box 1:2, Figure I: 1 ). According to researchers at 
Columbia University, more Americans now abuse prescriptions than use cocaine, hallu
cinogens, inhalants, and heroin combined.3 Opioid analgesics, tranquilizers, and stimulants 
are among the most frequently abused prescription drugs (Box I:3). 

As the incidence of drug abuse skyrockets, more Americans every year are experi
menting with the recreational use of prescription opioids for the first time. Many of those 
first-time users are young people.4 Today, adolescents and people of college age appear 
caught in a cultural current in which prescription drug abuse is more accepted among peers 
than in the past (Box T:4). Older people are also at risk for substance abuse, particularly 

ENDO-CHI_LIT-00538717 
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Prescription Drug Abuse in America: 
Columbia University Survey, 1992 ~ 2003 

® The number of Americans who admitted to abusing prescription drugs nearly dou
bled (from 7.8 million to 15.1 million). 

• The number of people abusing prescription drugs increased 7 times faster than the 
increase in the US population. 

• Prescription drug abuse among teenagers more than tripled. 
• Almost 1 in 10 people who ranged in age from 12 to 17 years abused at least 1 con

trolled prescription drug in 2003. 
• Controlled prescription drugs were implicated in 29 .9% of drug-related emergency

room deaths ( opioids accounted for 18 .9% of those deaths) in 2002. 

Source: Under the Counter: The Diversion and Abuse of Controlled Prescription 
Drugs in the U.S. National Center on Addiction and Substance Abuse at Columbia Uni
versity (CASA), New York, NY; 2005. 

death from overdose. Middle age is the most vulnerable time for death from accidental drug 
poisoning, according to data from medical examiners in several states.5 

The increase in substance abuse has heightened social costs and the number of drug
related fatalities. Hospital emergency departments are feeling the strain from such inci
dents: Reports of overdose from narcotic analgesics rose 20% from 2001 to 2002, according 
to the U.S. Drug Abuse Warning Network.6 

Current and New Ncmmedical Users of Psychotherapeutic 
Prescriptions in the United States, 2005 

An estimated 6.4 million people (2.6% of survey respondents age 12 years or older) 
used psychotherapeutic drugs nonmedically in the month before the survey. 

• An estimated 4.7 million used pain relievers. 
• 1.8 million used tranquilizers. 
• 1.1 million used stimulants. 
0 272,000 used sedatives. 

"Nonmedical use of pain relievers" was the illicit drug category with the most new 
users (2.2 million) within the 12 months before the survey. The average age of new users 
was 21.2 years. 

Source: Substance Abuse and Mental Health Services Administration. (2006). Re
sults from the 2005 National Survey on Drug Use and Health: National Findings (Office 
of Applied Studies, NSDUH Series H-30, DHHS Publication No. SMA 06-4194). 
Rockville, MD. 
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Trends in Adult Nonmedical Prescription 
Psychotherapeutic Use, 1985 - 2004 

1990 1995 2000 

Note: Data points represent surveys conducted since 1985. The 1985-1998 data are 

from NHSDA (PAPI), the 1999-2001 data are from NHSDA (CAI), and the 

2002-2004 data are from NSDUH (CAI). The three series of NSDUH/NHSDA 

data use different methodologies and are not comparable with the other series. 

Substance Abuse and Mental Health Services Administration. ( 2005). Results from 

the 2004 National Survey on Drug Use and Health: National Findings (Office of Applied 

Studies, NSDUH Series H-28, DHHS Publication No. SMA 05-4062). Rockville, MD. 

The number of unintentional deaths from prescription drugs is also growing larger na

tionwide. In North Carolina between 1997 and 2001, deaths from illegal drugs decreased 

while deaths involving prescribed opioids increased 300%.7 Other states are posting simi

lar or even greater increases.5 A federal study on drug-related mortality showed that opiates, 

including prescription pain relievers and heroin, were involved in deaths more often than 

any other type of drug in 29 of 32 metropolitan areas and in 6 states.8 

Why Prescription Drugs, and Why Now? 
Several reasons may contribute to the rising popularity of prescription drugs for recre

ational purposes. Such drugs are relatively easy to obtain. A convenient supply found in the 

family medicine cabinet has replaced the necessity for street procurement and its accom

panying stigma. The Internet has ushered in the "age of the electronic pusher" in which 

Web sites advertise and sell controlled substances to anyone with a credit card, often with

out regard to the purchaser's prescription status or age. 

Some experts believe that drugs of abuse are fads that are popular for a generation and 

then cycle out of fashion. Evidence shows that this may indeed be happening with respect 

to prescription drugs. The U.S. National Drug Intelligence Center reports that although pre

scription drug abuse climbed sharply during the 1990s, it appeared to have peaked by 20026 

and has since leveled off. 

' 'j,,_;\, L~,__.1_,,_,,., _J,. \ • \ A1-;\. 

ENDO-CHI_LIT-00538719 



P-10786 _ 00016

14 OPIOID ABUSE: PREVALENCE AND EPIDEMIOLOGY 

Most-Abused Prescription Drugs 

e Opioids. 
• Central nervous system depressants (used to treat anxiety and sleep disorders). 
0 Stimulants (used to treat attention-deficit hyperactivity disorder and narcolepsy). 

Source: National Institute on Drug Abuse, National Institutes of Health, US De
partment of Health and Human Services. Abuse and Addiction, Research Report Series, 
2005. NIH publication number 05-4881. Rockville, MD 

Certain drugs attain notoriety in the press, sometimes because of the involvement of 
law-enforcement agencies. Controlled-release oxycodone is one such opioid that has be
come a media sensation. When abusers circumvent the controlled-release formula of this or 
similar drugs by crushing tablets and then chewing, snorting, or injecting the powder, the 
result is the equivalent of 12 hours of medication delivered in a single "hit." Oxycodone 
ah use has spread in the United States and has generated publicity, particularly in rural areas 
and southern states.9 Some attorneys have even begun trying to profit from media attention 
by running advertisements to recruit people treated with a prescribed drug who might want 
to seek restitution for the perceived fostering of addiction. 

Any drug that is altered and consumed in defiance of medical direction has the poten
tial to devastate lives. However, vilifying a brand-name drug that provides excellent anal
gesia for many compliant patients by applying nicknames such as "hillbilly heroin" confers 
to those treated the unfair stigma of implied drug abuse and encourages a certain societal 
complacency. If clinicians as a group conclude that prescription opioid abuse exists only in 
cettain socioeconomic groups or in specific regions of the country, then they can remain un
involved with issues of drug abuse. The resultant false sense of security obscures the truth: 
Any opioid can be abused in the hands of a determined and compulsive user. 

A transdermal patch containing the potent opioid fentanyl is another narcotic pain re
liever that has been associated with some deaths and is being closely watched by the U.S. 
Food and Drug Administration (FDA). The reasons for those deaths have not been estab
lished; however, fentanyl patches can be abused by extracting the medication intended for 
absorption through the skin and ingesting that form of the drug. Another delivery system of 
fcntanyl also became a fad drug of abuse, although its popularity has not become a national 
problem. An analgesic lozenge that is absorbed through the oral mucous membranes to treat 
breakthrough pain and is dubbed the "perc-a-pop" by some recreational drug abusers ap
pears to have special appeal to young people (Box 1:5). 

Regardless of the trends, no one (least of all ethical clinicians who treat pain) should 
underestimate the dangers posed by prescription drug abuse. However, it is important to 
distinguish between the illegal use of prescription opioids and the legal medical use of the 
same substances to treat pain. Media coverage and general public opinion often overlook a 
very important point: Most pain patients <lo not take analgesic medications to "get high." 
Every medication that can be abused is also a valuable tool for treating pain, often with few 
and manageable adverse effects. 
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Prescription Drug Abuse in Young People 

• About 1 in 5 teenagers has tried prescription painkillers to get high, according to 
the Partnership for a Drug-Free America. 

• In 2004, more US teens had abused a prescription painkiller than Ecstasy, cocaine, 
crack, or lysergic acid diethylamide. 

The most popular prescription drugs abused by US teens were: 

• Hydrocodone (Vicodin) about 1 in 5 youths (18% ). 
• Oxycodone (OxyContin) (10%). 
• Drugs for attention-deficit hyperactivity disorder, such as methylphenidate (Ri

talin) or amphetamine and dextroamphetamine (Adderall) (10%). 
• Only 48% of teens said they saw "great risk" in experimenting with prescription 

medicines. 
• "Ease of access" was cited as a major factor in trying prescription medications for 

recreational purposes. 
• A medicine cabinet at home or at a friend's home was a likely source of prescrip

tion medications for recreational use. 

"A new category of substance abuse is emerging in America. Increasingly, teenagers 

are getting high through the intentional abuse of medications. In other words, Genera

tion Rx has arrived." 

Roy 1. Bostock, Chairman of The Partnership for a Drug-Free America 

Source: Generation Rx: National Study Reveals New Category of Substance Abuse 

Emerf?ing: Teens Abusing Rx and OTC Medications Intentionally to Get High. Partner

ship for a Drug-Free America Web site. http://www.drugfree.org/Portal/About/NewsRe

leasesfI'eens_Abusing_Rx_and_OTC_Medications. Accessed April 8, 2007. 

Chronic Pain 
Some pain does not resolve after the original injury or site of surgery has healed. Pain 

accounts for 80% of all doctor visits,10 and the rnost unfortunate patients experience chronic 
intractable pain. Left unchecked, chronic nonmalignant pain can erode independence and 
mobility, damage career and family relationships, and cost at least $61.2 billion a year in lost 
productivity.11 The cost in diminished quality of life is incalculable. 

When is pain defined as chronic? Definitions vary, but in general, pain is considered 
chronic if it is persistent (it can be intermittent) and if the cause cannot be removed. 

Chronic pain: 
• Persists longer than 3 or 6 months (opinions vary) and may continue unabated for 

weeks, months, or years. 
• Persists beyond the normal healing process. 
• Occurs after injury or may have no apparent cause. 
• May spread beyond the original site of injury. 
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• Appears to serve no biological purpose. 
• Is of moderate-to-severe intensity. 
" Limits physiologic function. 
® Impacts psychologic and emotional function. 
" Significantly interferes with daily activities. 
"Reduces quality of life. 
" Is refractory to treatment. 

Pere-a-Pop 
Used to refer to fentanyl in lozenge form. 
Nickname originated in Philadelphia, Pennsylvania. 
Most buyers are teenagers in Philadelphia. 
Sold on streets for about $20 per dose. 
Easy to abuse, sweet, has high appeal for young people. 
Abuse appears isolated; national abuse rates arc growing but remain relatively low: 
• 576 incidents of nonmedical use in 2000 
• 1506 incidents of nonmedical use in 2002 

Source: Scolforo M. Abuse of narcotic "perc-a-pops" reported in Philadelphia. As
sociated Press. April 28, 2004. 

Prevalence of Chronic Pain in America 
After considering the results of an international survey of almost 26,000 primary care 

patients,Rosenblum and colleagues suggested in 2003 that 70 million U.S. adults live with 
chronic pain.12 According to a survey conducted for the American Pain Society, approxi
mately 9% of the U.S. adult population experiences moderate-to- severe pain. 13 Chronic 
nonmalignant pain is difficult to treat because it is often refractory to conventional treatment. 

Opioids Often 
Prescribed to Treat Pain 

° Codeine. 
° Fentanyl. 
0 Hydrocodone. 
® Hydromorphone. 
0 Levorphanol. 
0 Meperidine. 
® Methadone. 
® Morphine. 
® Morphine sustained-release. 
0 Oxycodone. 
® Oxycodone controlled-release. 

CONFIDENTIAL 

Long-term therapy with opioids can bring a de
gree of relief and a return of function to many 
chronic-pain patients. 

Opioids are synthetic compounds that are 
similar in structure and action to the natural 
opiates derived from the poppy plant (Box I:6). 
Opioids bind to receptors in the brain and 
spinal cord as do endorphins (the body's natu
ral analgesics). Thus opioids inhibit pain trans
mission by blocking the sensation of pain that 
is conveyed by nerve cells. Opioid treatment 
rarely produces complete relief from pain. 
However, a review of the literature revealed 
that patients with chronic nonmalignant pain 
experienced a significant improvement in func
tion and quality of life as a result of long-term 
opioid therapy. 14 Chronic pain may even be 
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preventable if it is treated aggressively and early. For that reason, it is vital that common 
fears and misconceptions associated with the prescribing of opioids not be allowed to cloud 
treatment choices. 

Chronic Pain Meets Fear of Opioids 
The treatment of chronic nonmalignant pain presents a far more difficult clinical chal

lenge than does therapy for acute or postoperative pain. The use of opioids is most contro
versial in patients with chronic nonmalignant pain, mainly because clinicians often fear that 
prescribing opioids could contribute to drug abuse or addiction. The fear that patients are 
faking some or all of their pain symptoms just to obtain narcotic pain medication causes 
some clinicians to stigmatize the use of opioids and to mislabel pain patients as addicts. 
This presents, perhaps, the greatest single barrier to the availability of pain relief. To a some

what lesser degree, clinicians also fear regulatory or legal action connected with the pre-
. scribing of opioids and the induction of obtundation or oversedation in patients who are 

treated with opioids. 
Cognitive tests performed in patients treated with opioids have shown that the agents 

produce little to no reduction in cognitive function. 15 Any sedation or impairment that does 
occur tends to develop in patients whose opioid therapy has just begun. Over time, those ad
verse effects of opioid treatment nearly always resolve. 

Clinicians' common concern about "creating drug addicts" or otherwise increasing the so
cietal problem with prescription drug abuse is understandable, but when such fears are allowed 
to drive decisions concerning pain management, patients suffer. Consider the following case: 

A patient was suffering severe pain because of complications after plastic sur
gery. The surgeon who performed her surgery refused to treat her pain with opi
oid analgesics because he feared losing his medical license. The patient was 
subsequently referred to a pain specialist who prescribed strong opioids that 
were required for only 2 weeks. 

When physicians agree to perform surgery but then refuse to treat postoperative pain, 

their fear of prescribing opioids has become exaggerated. The refusal to adequately relieve 
postsurgical pain is unconscionable. Protection against legal penalties after prescribing opi
oids will be covered in greater detail in a later chapter. It should be noted, however, that opi
oids are controlled substances, and the government tracks their use closely. Careful 
documentation and familiarization with federal and state laws pertaining to opioids are the 

best tools clinicians can use to protect themselves and their practices. 
Regardless of how experienced or careful the clinician, he or she will likely be fooled 

at some time by a patient seeking opioids for sale or for a nonmedical purpose. However, 
those individuals represent a minority, and far too many patients who require opioids to re
lieve severe pain are stigmatized as "drug seekers." Most patients seek relief from their 
pain and nothing more. Ways to avoid becoming the instrument of diverters will be out

lined later in this book. 

The Importance of Treating Pain 
Out-of-control pain does not make the patient stronger from the suffering it induces; it 

, .~, ~\, Li,.!.,'.<>.,. 1. d ·•, 
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destroys health and well-being. Researchers have found that malignant tumor growth is 
slowed by the administration of painkillers. 16 Pain inhibits the body's immune system and 
impacts heart rate, blood pressure, and respiration. Pain that persists and becomes chronic 
rewires the body's nervous system to continue sending signals even after the original cause 
has healed or been removed. Subseyuent damage to neural pathways can be permanent. 
Anxiety, depression, and insomnia make the pain doubly unbearable. 

Fortunately, the last decade has brought greater emphasis on pain management and 
frequent calls for supportive pain-control guidelines and public policies. A spotlight fo
cused on the issues in the summer of 2000, when the US Congress passed a bill desig
nating a "Decade of Pain Control and Research." In January 2001, US hospitals were 
required to implement new standards from the Joint Commission on Accreditation of 
Healthcare Organizations to improve pain assessment and management. One of the stan
dards requires healthcare professionals to consider pain as an entity separate from its 
cause. Pain became designated the "fifth vital sign" in addition to the other vital signs 
(body temperature, pulse, respiration, and blood pressure). Although these encouraging 
signs suggest that the serious detriment of pain is being recognized, the number of peo
ple who are undertreated for pain still far outstrips the segment of the population afflicted 
by drug abuse.17 

In these pages, our focus is to acknowledge and address the drug-related behaviors that 
sometimes compromise pain treatment with opioids. For that reason, little space has been 
devoted to the appropriate clinical methods of pain management, such as initiating and 
changing doses or providing alternative pain therapies if opioid treatment becomes inad
visable for a given patient. Several good pain-management guides are available. A couple 
of recommendations for clinicians are A Clinical Guide to Opioid Analgesia by authors 
Fine and Portenoy, published by McGraw-Hill,18 and The Pain EDU.org Manual: A Clinical 
Companion by Menefee and Katz published by Inflexxion, Inc.19 Both are available online. 

A History of Opium and Opioid Use 
The history of opiates as instruments of pain relief has spanned millennia and produced 

many consequences, some good and some less than desirable. The use of opium harkens 
back at least to ancient Sumeria (c 3400 BC) and was known among the Egyptians in 1300 
BC.20 Although Hippocrates (c 460 BC) recognized the usefulness of opium as a painkilling 
narcotic, it was often consumed to produce euphoria for purely recreational purposes. The 
psychogenic effects proved very popular among 19th century writers such as John Keats and 
Elizabeth Barrett Browning. 

The 19th century also brought 2 developments of immense medical significance: the 
isolation of morphine (the active ingredient in opium), which was termed "God's own med
icine," and the invention of the hypodermic needle. However, as the 20th century dawned, 
opiates began to fall out of favor as addiction fears grew and the US government assumed 
legal control of the prescribing and dispensing of controlled substances. 

The distrust of narcotics sometimes extended even to the practice of refusing sufficient 
medication to ease pain. The belief grew that pain, particularly if it is endured without com
plaint, fosters character. In the 1940s, the British Medical Journal quoted a respected practi
tioner who downplayed the importance of newly available anesthetics to ease childbirth pain.21 

He reasoned that mothers whose childbirth was not painful might cease to love their children. 
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In the United States, much needless suffering resulted from the "stiff upper lip" ap
proach to medical care. Yet as the progress of scientific inquiry took hold, that attitude began 
to change. With the discovery of opiate receptors in the central nervous system, acceptance 
slowly was reignited for the administration of opioids sufficient to treat acute and postsur
gical pain and the ongoing pain caused by cancer. Even so, the use of opioids to ease chronic 
nonmalignant pain continued to be frowned upon by the medical establishment and was 
sometimes even prosecuted by law. 

A new era of greater pain control dawned in the late 1980s and gained in popularity 
throughout the 1990s. It was then that the widespread acceptance of opioids used to treat 
chronic nonmalignant pain grew in part as a result of numerous studies that reported the un
dertreatment of pain to be common and analgesia-induced addiction rare. As a hallmark of 
the increasing acceptance of analgesics used to control pain, a 1997 consensus document 
published by the American Academy of Pain Medicine and the American Pain Society ad
vised all types of clinicians (not just specialists) to consider the use of opioids in selected 
patients for the management of chronic nonmalignant pain.22 During that time, pain-control 
advocates, who were eager to heal the scourge of undertreated pain, may have underesti
mated the risk of abuse posed by opioid therapy. In recent years, those same advocates have 
begun to sound a cautionary note. One such expert is Russell K. Portenoy, MD, a pioneer 
and preeminent leader in pain management. In an Australian radio interview about the fight 
against chronic pain, Portcnoy said he was embarrassed by his own minimization of the 
risk of drug abuse when he taught other clinicians how to use opioids to treat chronic pain 
10 years earlier.23 He said, "I did that because I thought that in patients with chronic pain, 
these risks could be minimized, and that compared with the problem of undertreated pain, 
the concern about abuse, addiction, and diversion was not that relevant. Fast-forward 10 
years later, and we recognize that was a big error."23 

This brief overview of the use of analgesic agents brings us to the present day, when 
the extent of the solution must parallel the size of the problem. As Portenoy said, "Doctors 
have to have two sets of skills to use these drugs safely and effectively, or they shouldn't 
use them." Those sets of skills are prescribing opioids and minimizing the risk of abuse. 

Prevalence of Addiction in Chronic-Pain Patients 
The prevalence of addiction in pain patients has almost certainly been underestimated 

in the recent past. In truth, the prevalence of drug abuse and addiction in patients treated with 
opioids for chronic pain has not been established because of the lack of prospective stud
ies. Most research indicates that patients with chronic pain tend to abuse substances, in
cluding alcohol, at estimated rates of 10% to 18%, which are similar to or slightly higher 
than those in the general U.S. population.24

•
25 About 1 % of the general U.S. population 

demonstrates addiction to opioids.26 At least 1 study has shown that 2% to 5% of chronic
pain patients manifest addiction (a rate more than twice that of the general population).27 

However, the extent to which opioids prescribed for pain actively foster an addiction 
that did not already exist has sometimes been exaggerated, particularly in the popular imag
ination. According to the results of a survey of 1000 American adults in 2002, most (78%) 
believed that treating pain with strong medicines is very likely or somewhat likely to result 
in addiction.28 Only 1 in 5 respondents thought the likelihood of addiction to be low. Al
though abuse, addiction, and diversion are serious issues in a minority of patients who ex-
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hibit those problems, research clearly indicates that most patients treated with prescribed 
opioids for acute or chronic pain will not become addicted to their medication. 

Patients with a history of substance abuse and poor social support who are not in a re
covery program and who are receiving long-term opioid therapy are at high risk for abus
ing their medication, whether or not that abuse reflects true addiction.29 However, even 
patients with a history of substance abuse are not destined to abuse prescribed opioids if they 
are adequately monitored and receive sufficient support. Whatever the true addiction rate 
in US chronic-pain patients, it is the risk of addiction or abuse in each individual patient that 
is of greatest concern to clinicians. Guidelines for assessing the potential for opioid abuse 
in individual patients are outlined in a later chapter. 

When Pain Is the Problem 
Chronic-pain patients who receive long-term opioid therapy often face deep resistance 

to their treatment from family members, friends, and employers who view those patients 
with suspicion. One such patient was in stable condition and her pain was well controlled 
by opioid medication for more than 20 years. Nevertheless, she was pleased when a newer 
pain-control method - a spinal implant that delivers medication - allowed her to reduce the 
number of tablets she took. When she shared this information, her sister took the opportu
nity to vent a long-held belief: "I always knew you were an addict." A lack of understand
ing about addiction leads to demeaning statements like this one. Incidents such as these are 
humiliating for pain patients and occur far too frequently. 

Characteristics of Chronic-Pain Patients Versus Addicted Patients 

Chronic-Pain Patient 

e Medication use is not out of control. 
e Medication use improves quality of life. 
® Wants to decrease medication if adverse effects develop. 
• Is concerned about the physical problem that is being treated with the drug. 
® Pollows the agreement for the use of the opioid. 
® Frequently has leftover medication. 

Addicted Patient 

0 Medication use is out of control. 
e Medication use causes a diminished quality of life. 
0 Medication use continues or increases despite adverse effects. 
0 Unaware of or in denial about any problems that develop as a result of drug treat

ment. 
e Does not follow the agreement for the use of the opioid. 
® Does not have leftover medication, loses prescriptions, always has a "story" about 

why additional drug treatment is necessary. 
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Much confusion abounds regarding what causes addiction (Box 1:7). Some clinicians 

believe they have turned a patient into an addict if that patient displays symptoms of toler

ance to an opioid medication. Far too many people believe that a family member is addicted 

because he or she "looks drunk." Because the nomenclature available to today's practicing 

clinicians does not always adequately reflect the reality observed in the patients they treat, 

the lexicon used most commonly to refer to opioid use should be reviewed. 

Definitions Associated with Opioid Use and Abuse 
Inadequate or misused terminology can limit the ability to speak with clarity and ac-

Definitions Associated with Opioid Use and Abuse 

Abuse 
The use of any substance for a nontherapeutic purpose or the use of medication for pur

poses other than those for which the agent is prescribed. 

Addiction 
A primary chronic neurobiologic disease influenced by genetic, psychosocial, and envi

ronmental factors. It is characterized by impaired control over drug use, compulsive drug 

use, and continued drug use despite harm and because of craving. 

Tolerance 
A physiologic state caused by the regular use of an opioid in which increased doses are 

needed to maintain the same effect. In patients with "analgesic tolerance," increased 

doses of the opioid are needed to maintain pain relief. 

Physical Dependence 
A physiologic state characterized by abstinence syndrome (withdrawal) if treatment with 

an opioid is stopped or decreased abmptly or an opioid antagonist is administered. It is 

an expected result of opioid therapy and does not by itself equal addiction. 

Abstinence Syndrome (Withdrawal) 
A syndrome characterized by symptoms that include sweating, tremor, vomiting, anxi

ety, insomnia, and muscle pain. Abstinence syndrome is caused by a reduction in the opi

oid dose or the administration of an opioid antagonist. It can be avoided by carefully 

tapering the opioid dosage and monitoring the patient. 

Definitions adapted from the following sources: 
American Academy of Pain Medicine, American Pain Society, and American Soci

ety of Addiction Medicine. Definitions related to the use of opioids for the treatment of 

pain: consensus document. Under review. Glenview, IL and Chevy Chase, MD; 200I. 

Federation of State Medical Boards of the United States. Model policy for the use of 

controlled substances for the treatment of pain. Available at: 

http://wwwjsmb.org/pdfl2004_grpol_Controlled_Substances.pdf. AccessedApril IO, 2007. 
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curacy about substance-use disorders. To counteract such confusion, clinicians should give 
thorough consideration to what is meant by terms like "addiction," "abuse," "tolerance," and 
"physical dependence" (Box 1:8). Such term8 are frequently misunderstood in clinical cir
cles, in casual conversations, in media accounts, by well-meaning friends and family mem
bers of patients, and by patients themselves. 

The differences in meaning of terms that pertain to opioid use are important. A person 
who is physically dependent on a drug, for example, may experience symptoms of with
drawal if treatment with that drug is suddenly interrupted or terminated. Such symptoms do 
not in themselves indicate addiction. Similarly, a person who aggressively demands more 
medication may be suffering from undertreated pain and not from addiction. The following 
definitions are derived from several sources (primarily the 2001 consensus document titled 
Definitions Related to the Use of Opioids for the Treatment of Pain, which has been en
dorsed by the American Academy of Pain Medicine, the American Pain Society, and the 
American Society of Addiction Medicine).30 

Physical Dependence 
This is one of the most frequently misunderstood and misapplied terms. "Physical de

pendence" is often misinterpreted as referring to addiction. Instead, it is a natural physiologic 
response to the persistent use of opioids. Physical dependence merely means that the body has 
adapted to the blood level of the opioid in the system and that the patient is likely to exhibit 
symptoms of abstinence syndrome, otherwise known as "withdrawal," if treatment with the 
drug is abruptly terminated or sharply decreased or if an opioid antagonist is administered. 

Some of the confusion over the term "dependence" stems from definitions con
tained in the Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition, 
Text Revised (DSM-IV-TR). 31 The DSM-IV-TR defines substance dependence, includ
ing opioid dependence, as essentially synonymous with addiction; it fails to distinguish 
between the disease of chemical dependence and the natural physiologic response of 
physical dependence. The DSM-IV-TR even goes so far as to list tolerance and with
drawal symptoms among the "defining features" of addiction (substance dependence), 
thus further impeding the chances of differentiating a true disease process from a nor
mal physiologic reaction. 

It is essential to use correct terms to refer to medical and nonmedical opioid con
sumption. A person who is addicted to an opioid medication may also be physically de
pendent on that agent. However, an addicted person will not only exhibit abstinence 
syndrome if treatment with the opioid is stopped but will also display a lack of control over 
the use of the drug, compulsive use of the agent, craving for the drug, and continued use de
spite harm, all of which are hallmarks of addiction. Furthermore, the absence of physical de
pendence does not mean that a person is not addicted. Cocaine is an example of a strongly 
addicting substance that does not, when the drug is suddenly stopped, cause the type of 
withdrawal that opioids do. Thus cocaine is not a strong catalyst for physical dependence, 
but thousands of ruined lives attest to its addictive power. 

Physical dependence can occur with drugs other than opioids. Treatment with certain 
anticonvulsants and antidepressants, for example, also cannot be stopped abruptly without 
inducing abstinence syndrome, yet those medications arc not associated with addiction. Al
though abstinence syndrome does not develop when treatment with insulin is quickly with-
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drawn, insulin is necessary for physical function and a good quality of life in some diabetic 
individuals. In that regard, some diabetic patients can be said to be dependent on insulin. In 
a similar manner, analgesics increase physical function and improve the quality of life for 
patients with chronic pain, even if opioid therapy is maintained long term and the opioid 
doses seem massive to laypeople. 

When opioids become unnecessary because pain has resolved, dosages should be care
fully and slowly tapered to avoid abstinence syndrome. Guidelines for discontinuing opi
oid therapy are provided in Chapter VI. The patient should be monitored closely for the 
development of clinical symptoms. Some patients are very sensitive to the withdrawal 
process and will require pharmacologic treatment. This tapering of medication is not equal 
to "detoxing" the patient, because the patient is not toxic if he or she is taking medication 
only to avoid withdrawal. Experts in pain management and the treatment of addiction pre
fer the term "transitioning." 

To recap, physical dependence is: 
• A normal physiologic state. 
• An expected result of opioid use. 
• Characterized by withdrawal (abstinence syndrome) if treatment with the opioid is 

suddenly terminated or decreased or if an opioid antagonist is given. 
• Highly variable in its onset, depending on the individual patient. 
• A phenomenon that sometimes coincides with addiction. 
• Is not, by itself, an indication of addiction. 

Tolerance 
Like physical dependence, tolerance is a natural physiologic response to regular opi

oid use. Tolerance is defined as the need to increase an opioid dose to maintain the same ef
fect or, if the dose is kept constant, a reduction in effect. The effects of opioids include those 
that are wanted, such as analgesia, and those that are unwanted, such as respiratory de
pression, sedation, nausea, constipation, and a reinforcing action on the brain's "reward 
center," which poses the danger of addiction. The rate at which tolerance to the various ef
fects of opioids develops varies among patients. 

Analgesic tolerance, or the need to increase the opioid dose to achieve the same level 
of pain relief, is not a sign of addiction, nor is it considered a factor that contributes to the 
risk of addiction. Not every individual experiences analgesic tolerance. Great variations 
exist in the individual response to opioids, just as pain perception varies greatly among in
dividuals. Research shows that younger people develop tolerance more quickly (and thus 
need more frequent dose adjustments) than do older individuals.32 

There is no arbitrary ceiling beyond which a dose of opioids is unsafe. Clinicians who 
treat chronic pain are able to administer large doses of opioids to opioid-tolerant patients; 
the same doses would be unsafe in opioid-naive patients. Therefore, a physician cannot be 
said to be "overprescribing" opioids solely on the basis of the quantity and frequency of pre
scribing. Sometimes, more opioids are needed to treat pain because the patient's disease 
has worsened. Some patients may need more medication to treat pain caused by increased 
activity because their physical functioning has improved. Those types of dose titrations are 
not associated with tolerance. 
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In summary, tolerance: 
e Is a natural state of neuroadaptation to drug-induced changes. 
• May result in increased analgesic needs. 
• Develops at different rates for different effects such as analgesia, sedation and nausea. 
0 Varies among individuals. 
0 Varies according to the type of pain. 
® Develops more quickly in younger people than in older individuals. 
• Is not addiction. 

Tolerance begins to develop immediately after the first ingestion of an opioid. Only a 
few days of opioid therapy can lead to some degree of tolerance and physical dependence. 
Patients who receive short-term opioid treatment can experience mild flu-like symptoms 
when therapy with the drug is stopped. For most patients treated with opioids, these are 
manageable adverse effects of therapy. Patients with chronic nonmalignant pain who ex
perience good analgesia with opioid therapy should not be deprived of pain relief because 
of those effects. 

Abuse 

The definitions or criteria for substance abuse include: 
• Intentional overuse of the substance during periods of celebration, anxiety, or despair 

or as a result of self-medication or ignorance. 
• A maladaptive pattern of substance use that leads to clinically significant impairment 

or distress. 
• The use of any substance for a nontherapeutic purpose. 
• The use of a medication outside the scope of usual medical practice. 
• When the abuse of prescribed opioids is described, the best definition is probably that 

provided by the US Substance Abuse and Mental Health Services Administration; 
"any nonmedical usc of a substance." 

If abuse is defined as any use of a medication in defiance of medical direction, then 
abuse is a very widespread phenomenon indeed, and it encompasses a nearly infinite vari
ety of behaviors and motivations. A few of the reasons why abuse occurs include: 

® Experimentation. 
® To escape stress or boredom. 
® Peer norms. 
0 To manage anxiety or depression. 
® To mitigate a comorbid mental disorder. 
• To mask unhappiness stemming from life's problems, whether marital, financial, 

health, or other. 
• To curb undertreated pain. 
• Addiction. 
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The lifelong heroin addict is an abuser. So is the person who, when trying to conserve 
finances, consumes his wife's prescription opioids on only 1 occasion because he has a 
toothache. 

Drug abuse is often confused with addiction, which is a medical condition that also in
volves the misuse of substances. There is a crucial distinction, however: Abuse that does not 
stem from addiction tends to decrease when adverse consequences (legal, social, or physi
cal) begin to worsen the individual's life. 

It is important to understand that: 
• Abusers may or may not also be addicted. 
• Abusers can often stop when harm occurs. 

What exactly are the adverse consequences of medication abuse? The 2001 consensus 
statement30 on opioid prescribing details some of them: 

• Persistent sedation or intoxication resulting from overuse. 
• Increasing functional impairment. 
• Medical complications. 
• Psychologic manifestations such as irritability, apathy, anxiety, or depression. 
• Legal problems. 
• Economic problems. 
• Social problems. 

Patients who misuse their medications may experience some of the above characteris
tics and still may not be addicted. Many possible reasons can drive prescription drug abuse, 
some of which will be explored later. Some cases of ongoing, egregious, or intractable abuse 
do indeed require the release of a patient from care - a process that must be accomplished 
according to legal and ethical guidelines. However, abuse is a common occurrence and can 
usually be managed by clinical interventions. 

Addiction 
Tolerance and physical dependence are expected physiologic effects of opioid therapy; 

addiction is not. Addiction is a chronic primary disease with a neurobiologic basis. Unlike 
abusers who can stop the abuse when harm occurs, addicted people so crave the substance 
they abuse that they are willing to sacrifice every aspect of their lives rather than do with
out that substance. Health, marriage, career, reputation, and financial status can crumble 
into ruin, but the addicted person cannot stop seeking the substance that is causing the de
struction. A person with addictive disease is likely also to be physically dependent on the 
drug, and he or she is at high risk for the recurrence of addiction even after detoxification 
has been accomplished. 

Addiction is characterized by the following behaviors, which are known as the "4C's:" 
• Impaired £Ontrol over drug use 
• Compulsive use of the drug 
• Continued use of the drug despite harm (physical, mental, and/or social) 
• Craving for the drug 
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People with addictive disease may feel euphoric or "high" after taking an opioid. It is 
that euphoric experience or some other psychogenic reward that leads them to seek and re
seek the substance to which they are addicted. It should be noted that patients without the 
disease of addiction are more likely than addicted patients to experience an unpleasant re
action to an opioid prescribed for pain. That said, the experience of a pleasurable feeling is 
sometimes simply an effect of taking opioid medications and does not, in itself, indicate 
that an individual has become addicted. 

Drug-produced euphoria does not produce the disease of addiction. Most people ex
posed to a substance with addictive prope1ties do not become addicted to that substance. Co
caine, for example, which is one of the world's most addictive drugs, induces true chemical 
dependence in only 16% of its users.33 Opioid medications may trigger or retrigger addic
tion in individuals who exhibit a complex interplay of vulnerabilities, but medications do 
not cause addiction. If this were true, every patient who received a medication with addic
tive potential would become addicted to that drug. 

It should also be noted that a patient with a history of addictive disease or a vulnera
bility that indicates the potential for addictive disease experiences pain, both chronic and 
acute, as frequently as does any other patient. Patients who are vulnerable to addiction de
serve pain treatment, too, and they are at particular risk for having their pain ignored or 
minimized. 

Abuse behaviors can indicate the presence of the disease of addiction, or they can in
dicate another underlying problem, such as undertreated pain or the presence of a mental dis
order. More discussion on the many different possible triggers of medication abuse, some 
of which closely mimic addiction, will follow in Chapter III. 

Conclusion 

Prescription opioid abuse is a growing phenomenon that no ethical health practitioner 
can ignore. The correct use of language will help clinicians and patients to more precisely 
identify and address the various clinical conditions related to pain and the use of opioids. 
"Abuse" is not necessarily "addiction," nor should "addiction" be confused with other terms 
such as "tolerance" or "physical dependence," both of which are expected physiologic re
sponses to opioid consumption. 
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There are more television addicts, more baseball and football addicts, 
more movie addicts, and certainly more alcohol addicts in this country than 

there are narcotics addicts. 
- Shirley Chisholm, former US congresswoman 

Testimony to House Select Committee on Crime, September 17, 19691 

29 

People who abuse opioids are not necessarily addicted, but because addiction is a pro
gressive disease that can be fatal if not arrested, it deserves a special focus. Until recently, 
addiction has been viewed as a volitional behavior stemming from weakness of character. 
Society frequently criminalizes the behaviors associated with addiction and does not treat 
those behaviors as manifestations of a medical disease. Our legal system reflects this per
vasive attitude by incarcerating drug abusers without adequate substance-abuse treatment, 

although extensive data demonstrate the neurobiologic basis of addiction and indicate that 
the disease requires a medical solution. 

For that reason, it is important to consider the overview of the neurobiology of addic
tion. That subject could be approached from a variety of perspectives. We have chosen to 
divide the discussion into 3 main areas; the major neuroanatomic structures that contribute 
to addiction, the communication pathways between those sites that facilitate the disease, 
and the neurochemical molecular changes that occur in the brain of long-term opioid 
abusers. 

Risk of Addiction by Type of Substance* 

Ever used (%) Dependence (%) Risk(%) 

Tobacco 75.6 24.1 31.9 

Cocaine 16.2 2.7 16.7 

Heroin 1.5 0.4 23.1 

Stimulant 15.3 1.7 11.2 

Alcohol 91.5 14.1 15.4 

Cannabis 46.3 4.2 9.1 

*Weighted estimates from the National Comorbidity Survey data gathered in 1990-

1992 for persons 15-54 years old (n=8,098). 

Adapted from: Anthony JC, Warner LA, Kessler RC. Comparative epidemiology of 

dependence on tobacco, alcohol, controlled substances, and inhalants: basic findings 
from the National Comorbidity Survey. Exp Clin Psychopharmacol 1994;2:244-268. 
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This overview is not intended to be comprehensive but is aimed at increasing the clin
ician's ability to recognize and better understand the clinical manifestations of addictive 
disease. The variations in the ways different individuals metabolize drugs from a neurobi
ologic standpoint could help explain why opioid treatment works well in some patients and 
causes problems in others. 

Exposure Does Not Equal Addiction 
It is a myth that everyone who takes opioids for chronic pain becomes addicted to the 

medication. This mistaken view is common even among many physicians. True opiate ad
diction that results from long-term opioid therapy is relatively rare. It is also rare in the 
wider US population. Consider the example of Vietnam veterans who revealed a high preva
lence of heroin abuse and a high degree of physical dependence during wartime. In 1 study, 
about one-third of those veterans had recreationally experimented with heroin while over
seas.2 At home, however, their use of heroin and other narcotics returned to prewar levels. 
The results of that study show that not every individual becomes addicted to opioids, even 
when exposed to the most addicting substances (Box). 

The question of why some people become addicted and others under similar circum
stances do not remains a central challenge in drug-abuse research. More studies of the fac
tors that confer either vulnerability or protection are needed. The results of some 
neuroimaging and experimental studies have shown that the brain of a person who is ad
dicted to an opioid is very different in appearance and function from the brain of a nonad
dicted individual. One goal of current neuroscience reseaich is to understand the cellulaI and 
molecular mechanisms that mediate the transition from occasional controlled drug use to 
loss of behavioral control over drug seeking and drug taking (ie, addiction). To understand 
that transition, one must begin by examining the neuroanatomic involvement that is trig
gered when a person ingests an opioid medication. 

Neuroanatomy 
Addiction is a disease of the central nervous system. All substances of abuse activate 

essentially the same neuroanatomic structures that communicate by means of circuitry 
among structures. It is useful to have a global view of the major structures associated with 
addiction and to discuss their contributions. Each structure serves important purposes in 
daily life, but when that structure is exposed to substances of abuse, its functions are dis
turbed and undesirable consequences result. 

As with most human behaviors, the behaviors associated with addiction are mediated 
by various inputs and outputs from multiple sites that function simultaneously. The entire 
central nervous system is involved with the disease of addiction, but certain structures more 
than others contribute to that state. A discussion of the major neurologic structures, their 
principal functions in a healthy individual, and how they react to chronic substance abuse 
follows. 

Forebrain 
The forebrain, which is the anterior and largest portion of the brain, contains the cere

bral hemispheres and the limbic system. Each hemisphere is divided into 4 lobes: frontal, 
parietal, occipital, and temporal (Figure II: 1). The forebrain controls cognitive, sensory, and 
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The Lobes of the Human Brain 

motor function and regulates temperature, reproductive functions, eating, sleeping, and the 

display of emotions. Chronic exposure to opioids and other substances of abuse may impact 

many of those functions. 

Limbic System 
The limbic system, which is contained within the forebrain, is composed of the limbic 

cortex and numerous subcortical structures. The euphoria experienced by drug abusers is 

caused by the stimulation of structures within the limbic system. The same structures are re

sponsible for some of the primitive drives related to sex and eating. Ncuroanatomists dif

fer in opinion about what is considered a subcortical limbic structure of importance to the 

development of addiction. Regardless, it is generally agreed that the following structures are 

among the most important in that regard (Figure 11:2): 

• Frontal cortex. 
• Prefrontal cortex. 

• Anterior cingulate cortex. 

• Hippocampal formation. 

• Amygdala. 
• Medial forebrain bundle. 

• Nucleus accumbens. 

• Nucleus locus ceruleus. 

• Ventral palladium. 
• Ventral tegmental area. 

The limbic system monitors internal homeostasis and has a primary role in memory, 

learning, and emotion. Mega and colleagues described 2 divisions of the limbic system: an 

orbitofrontal-amygdala division, which is involved in emotional associations and appetites, 
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The Structure of the Human limbic System 

and a hippocampus-cingulate division, which is involved with memory and attention.3 
Abnormalities of the limbic structures correlate with disorders of emotion, mood, and thought. Positron emission tomography studies show increased activation in the limbic and paralimbic structures of patients experiencing drug craving.4 In addition, these structures may also help mediate recurrent drug abuse. 

Frontal Cortex 
The frontal cortex receives sensory and emotional input from other sources in the brain and translates that input into behavior. For this reason, the frontal cortex is often known as the brain's "executive." Because the frontal cortex is so involved with evaluating events and planning complex cognitive and social behaviors, patients with dysfunction or lesions in that region of the brain will often display inappropriate behaviors and lack of insight. Because of the diverse functions of the frontal cortex and its extensive interconnections with other nervous system structures, the behavioral syndromes caused by lesions of the frontal lobe may differ according to the location and size of the lesions. Damage to the frontal c01tex can result in memory loss, disintegration of personality and emotional functioning, difficulty planning or initiating activity, severe apathy or euphoria, and a reduced ability to control thoughts, speech, or actions. 
Similar deficits are believed to cause the bad decisions often made by people experiencing drug addiction. Recently, it has been shown that drug addiction is associated with functional changes in the frontal cortex that can lead to altered cognition and impaired inhibition ofhannful behaviors.5 It is also possible that such dysfunction predates and influences the substance abuse. With continued chronic drug exposure, the "executive functioning" of the frontal cortex becomes downregulated, and a less critical review of decision making results. This dysfunction is part of a syndrome called impaired response inhibition and salience attribution, in which conditioned cues to drug abuse become automatic 
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and crowd out other rewarding stirnuli.5 It is possible (though unproven) that long-term 

opioid therapy can induce some of the changes in the frontal cortex that occur in patients 

with the disease of addiction. 

Prefrontal Cortex 
The frontal cortex can be divided into 3 major domains: precentral, limbic, and pre

frontal. Of those 3 sections, the largest is the prefrontal cortex, which constantly updates the 

individual on the state of the environment. The prefrontal cortex is thought to help plan 

complex cognitive behaviors that express personality and social behavior. Impaired func

tion of the prefrontal cortex is associated with immature judgment, impulsivity, and per

sonality changes. The prefrontal cortex is not fully developed until a person reaches his or 

her early 20s. The immature judgment of adolescents may help to explain why the preva

lence of drug abuse is higher in that age group than in other age groups. 

Many older people with an addiction to opioids or other substances also display poor 

judgment and impulsivity. There is an association between long-term opioid dependence and 

cognitive and behavioral impairment that could be due in part to dysfunction of the pre

frontal cortex. Personality changes are common in patients who abuse many drugs, and ad

dicted people exhibit compulsive drug seeking that is fueled by an inability to make good 

decisions or to anticipate the consequences of poor decision making.6 These cognitive prob

lems are linked to deficits within the prefrontal cortex in some individuals before the first 

drug exposure, and it is likely that the function of the prefrontal cortex becomes compro

mised by repeated exposure to certain drugs. 

Anterior Cingulate Cortex 
The anterior cingulate cortex is a functional part of the limbic system that is active in 

cognitive and emotional tasks such as reward anticipation, decision making, and empathy. 

It also plays an important role in a wide variety of autonomic functions, including regula

tion of heart rate and blood pressure. Changes in the anterior cingulate cortex can be iden

tified by means of neuroimaging equipment. Elevated activity in that anatomic region is 

associated with tics and obsessive-compulsive behavior. Conversely, reduced cingulate ac

tivity can contribute to diminished self-awareness, depression, and motor neglect. 

The reward-anticipation function is important in opioid overconsumption. Neurosci

entists believe that this area of the brain acts to encode reward values that lead to changes 

in behaviors based on the seeking of reward. People who are addicted become sensitized to 

environmental cues that are associated with pleasurable experiences, such as those that can 

be induced by opioids. When such cues are identified, the anticipation of reward is trig

gered, and drug-seeking behavior results. 

Hippocampus and Hippocampal Formation 

The hippocampus, which is inside the temporal lobe, mediates many functions, some 

of which are still poorly understood. Most neuroscientists agree that the hippocampus is in

strumental in the formation of new episodic memories involving personal experiences. Oth

ers suggest that the hippocampus is responsible in part for mediating general memories, 

such as those involving facts. Over time and with the help of other brain structures, tem

porary memory is converted to long-term memory. 

.•. L,. H,> ' ,.\ ,11,..\, ~,_.\.:,,_;,.;, :f. <,\ • \ '_\ 

ENDO-CHI_LIT-00538739 



P-10786 _ 00036

34 THE NEUROBIOLOGY OF ADDICTION 

In addition to helping form new memories, the hippocampal formation is believed to be instrumental in the function of declarative memory that is associated with space and time. An example of this activity would be remembering the location of a supply of drugs or a rendezvous location for a drug pickup. The memory-creating functions of this anatomic area are thought to be a factor in repetitive pleasure-seeking behavior. The reinforcement of drug-seeking behavior requires that the brain recall a positive experience associated with drug use, and the pleasurable memory in turn produces a desire to repeat the drug-seeking behavior. Damage to the hippocampus usually causes extreme difficulty in forming new memories. Although chronic stress has been shown to damage the hippocampus, it is unclear whether the chronic stress associated with pain and addiction is also linked to hippocampal damage and therefore to memory problems. Experts in the fields of addiction and pain management, however, observe that memory difficulties are common among substance abusers and chronic-pain patients. 

Amygdala 
Located deep within the temporal lobe, the amygdala appears critical in mediating drug craving and the recurrence of drug abuse. Its name reflects its distinctive heart shape, which is appropriate considering its place at the heart of many emotional processes. The functions of the amygdala include mediating the "fight or flight" response and the regulation of anxiety, fear, anger, and other emotions. It is important for feeling these emotions in oneself and for perceiving them in others. Because of those functions, the amygdala is the focus of much research into the evaluation of mood and emotion. The size and blood flow of the amygdala increase in people experiencing extraordinary emotional cues, such as those that occur during depression, and in people with posttraumatic stress disorder or bipolar disorder. In humans, stimulation of the amygdala produces fear, confusion, amnesia, and altered awareness. Anxiety and phobias may have their beginning in the abnormal functioning of this part of the brain. The amygdala is also involved in the modulation of food intake. Damage to certain areas of the amygdala induces hyperphagia, and stimulation can decrease appetite and arrest feeding behavior. 

After the experience of drug abuse has been encoded, sensory and emotional stimuli can trigger a recurrence of drug-seeking behavior by re-evoking the reward experience. The hippocampal-amygdala complex receives that information and relates it to past events, particularly those associated with sights and smells. 
The central role of the amygdala in modulating anxiety and fear may help explain the reasons some chronic-pain patients overuse opioids. After a patient has experienced severe pain, that sensation becomes part of his or her memory and can evoke anxiety in anticipation of another painfui event. This aversive recall is processed through the hippocampalamygdala complex and may explain why the anxiolytic effect of opioids appears to mollify some of the anxiety of anticipated pain. The desired anxiolytic effect can lead to the overuse of analgesics (a motivation unrelated to the seeking of euphoria). 

Nucleus Accumbens 
The nucleus accumbens, which is the brain's reward center, is always of prime importance in any discussion of the neuroanatomy of patients with an addiction. This area is flooded with "feel-good" chemicals (particularly the neurotransmitter dopamine) during 
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drug use, and that pleasant sensation greatly reinforces drug-seeking behavior. For that rea

son, dopamine projections are essential to experiencing the rewarding properties of drugs.7 

We have seen how the anterior cingulate cortex facilitates the anticipation of reward and 

the amygdala helps to process the stimuli associated with that reward. The nucleus accum

bens contributes by mediating the motivation to behaviors associated with incentive. 

Anterior Cingulate Gyrus ~ Anticipated Reward 

Amygdala _... Emotions 

Nucleus Accumbens ~ Motivation 

The neurons of the nucleus accumbens communicate with the ventral palladium, which 

in turn sends the message along the reward pathway to the prefrontal cortex by means of 

dopamine transmission. The dopamine transmission to the structures of the forebrain orig

inates in the ventral tegmental area, which is near the base of the brain. In addition to the 

nucleus accumbens, the ventral tegmental area is of central importance in understanding 

how messages are transmitted along the reward pathway. More detail on these chemical 

processes and circuitry will follow later in this chapter. 

Nucleus Locus Ceruleus 

The nucleus locus ceruleus is located in the brainstem. It is connected to the periaque

ductal gray area, then to the nucleus accumbens, and then to the frontal cortex. Its extensive 

connective network gives the nucleus locus ceruleus the ability to integrate the functional 

activity of multiple brain regions. The nucleus locus ceruleus is involved in the response to 

stress and is believed to initiate rapid eye movement sleep. Stimulation of the locus ceruleus 

results in greater arousal, attention, and anxiety. 

Locus Ceruleus _... Stress Response 

When environmental stress and pain occur, the locus ceruleus expands with a greater 

density of neurons that stimulate, transmit, or receive the neurotransmitter norepinephrine. In 

a similar fashion, opioid withdrawal induces hyperactivity in this area via the stimulation of 

the sympathetic nervous system, which in turn results in the typical symptoms of abstinence 

syndrome (mydriasis, sweating, diarrhea, abdominal cramping). 

It is believed that the release of norepinephrine from the locus ceruleus in the hip

pocampus enhances memory and facilitates the transition of new memory to long-term mem

ory. The use of some illegal stimulants may mimic locus ceruleus stimulation and may 

contribute to the enhanced memory that is associated with the use of these drugs. 

All of these structures of the brain are connected to the reward pathway of the central 

nervous system. However, no one brain region is responsible for the development of addic

tion. The amygdala is key to helping an organism determine whether or not to repeat an ac

tivity. The hippocampus records memories, including associations with environmental and 

other cues. Then, based on that input, the executive functions of the frontal cortex direct be

havior. The reward pathway from the ventral tegmental area to the nucleus accumbens is in

fluenced by the ingestion of drugs or other substances and is also associated with the memories 

and emotions that influence an individual's future choices to pursue rewarding stimuli. 
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Neurocircuitry of the Reward Pathway in the Human Brain 

The mesolimbic dopamine system originates in the ventral tegmental area. Cell bodies project to the nucleus accumbens, the amygdala (AMYG), and the prefrontal cortex. Gammaamino butyric acid (GABA), norepinephrine (NE), glutamatergic (CLUJ, and serotonergic (5-HT) projections are also important connections in the reward system of the human brain. The structures involved include the locus ceruleus (LC), hypothalamus (HYPOTHAL), lateral tegmental area (LAT-TEG), olfactory-frontal tract (OFT), ventral palladium (VP), and frontal cortex (FCX). The raphe nucleus has projections to the nucleus accumbens. 

Neurocircuitry 
To produce the drives and physiologic responses associated with addiction, it is necessary that the chief structures of the central nervous system communicate with each other and with other parts of the brain. This intercommunication is caffied out via a complex circuitry of neurons (Figure II:3). 
The ways in which the circuitry works have not been established, but recent evidence suggests that the rnesolirnbic dopaminergic system is the principal site at which drugs of abuse exert their power.8 This region of the brain is linked to basic emotions and instincts. The main connection occurs through the medial forebrain bundle, which works like a power line of firing neurons and is sometimes called the "pleasure pathway" or the "reward pathway" (Figure JI:4). To impart euphoria, all drugs of abuse must pass this way.9 
The neuronal messages leading to euphoria and other drug effects travel by means of neurotransmitters, and the effect of dopamine is essential to understanding addictive processes. Dopamine projections originate in the ventral tegmental area and terminate in the amygdala, nucleus accumbens, prefrontal cortex, and ventral palladium. The dopamine pathway from the ventral tegmental area to the nucleus accumbens is so crucial to addiction that animals with lesions in that area stop seeking drugs of abuse. 
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All substances of abuse use a common reward pathway. This schematic illustrates the 

sites at which the major substances of abuse impact the central nervous system. At the ven

tral tegmental area, many substances of abuse (BZs; benzadiazepines) can stimulate (+)or 

inhibit(-) the balance of dopamine (DA) and gamma-amino butyric acid (GABA) output. 

The latest hypothesis of addiction suggests that the pleasure pathways of an addicted per

son are malfunctioning, probably because of disorders in brain chemistry, although scientists 

still lack a complete understanding of the precise mechanisms of the malfunction. Drug crav

ings can even be artificially induced by electrical stimulation of the brain. Experts have pointed 

out that the sites of the brain that are implicated in addiction are located not in the cerebral cor

tex, which mediates rational thought, but deep in the tissues that moderate irntinctual drive.10 

For that reason, an addicted person cannot simply think his or her way out of addiction. 

Addictive drugs exert a powerful influence over behavior, the result of the activation 

of brain circuitry. That power likely stems from the inability of the brain to differentiate the 

activation caused by drng intake from that related to eating, reproduction, and other activ

ities necessary for survival. Any activity that triggers this same circuitry tends to be re

peated, but the reward incentive delivered by addictive drugs is among the most powerful 

of stimuli.11 The drive behind addiction is as commanding as the human instinct for survival. 

Neurochemical Processes 

Neurotransmitters 
Dopamine is a neurotransmitter that exerts a powerful effect on emotion, including the 

capacity to experience pleasure or pain. Optimal levels of dopamine are critical to human 

health and well-being. People with Parkinson's disease have very little dopamine in their 

brain, and the delusions and hallucinations often experienced by people with schizophrenia 

result from too much dopamine.7 

• ' l 1,,.~\. ~• _;,....A,, A , _,; " , \l " ,, }. , . H ,> " " , 
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Dopamine has a leading role in all reinforcing behaviors. Food, drugs, and sex stimulate the delivery of dopamine or dopamine-mimicking effects from the ventral tegmental area to the nucleus accumbens. Addictive drugs cause a several-fold increase in the dopamine level of the nucleus accumbens. Indeed, the flooding of the nucleus accumbens by dopamine accounts for many of the primal pleasurable experiences known to humans. The resulting euphoria reinforces drug use but is not sufficient in itself to cause addiction. Conversely, a decrease in the dopamine level in the amygdala and the hippocampus may contribute to the anxiety and cravings that are often experienced by people with abstinence syndrome when drug use is stopped. 

Opioids produce "rewards" via 2 basic mechanisms: 
e They activate the ventral tegmental area and release dopamine in the nucleus accumbens. " They bind directly to opiate receptors in the nucleus accumbens. 

Dopamine has been called "the master molecule of addiction," but the story of how addiction develops is multifactorial, and other chemicals also contribute. Besides dopamine, other neurotransmitters linked to development of addiction include serotonin, norepinephrine, acetylcholine, glutamate, and gamma-amino butyric acid (GABA). 
Glutamate and GABA are amino acids that act as major neurotransmitters in the central nervous system. Glutamate excites neurons, and GABA inhibits them. When opioids or 

Alteration of the Reward Pathway for Glutamate 
and Gamma-Amino Butyric Acid 

An increase in gamma-amino butyric acid (GABA) at the ventral tegmental area decreases glutamate at the nucleus accumbens. This decreases the anwunt of dopamine (DA) released at the nucleus accumbens. Opioid stimulation of the ventral tegmental area inhibits GABA, which increa~es [;lutamate release at the nucleus accumbens. This results in an increase in DA. 
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other drugs are ingested, it is the decreased activity of GABA-inhibitory interneurons in 

the ventral tegmental area that causes the release of dopamine (Figure 11:5). Glutamate ac

tivity appears to alter the reward pathway, reinforce memories of pleasant drug-engendered 

experiences, and cause the person to crave the same experience again. This occurs through 

a reduction in glutamate-mediated communication between cells in the nucleus accumbens. 

Glutamate and GABA are present throughout the brain, and they use a greater number 

of synapses than do all other types of neurotransmitters combined. The widespread presence 

of GABA and glutamate presents a special challenge for creating addiction therapies that 

block the unwanted actions of drugs without producing adverse effects. 

Opioid Receptors 
Opioid receptors, which are located both inside and peripheral to the central nervous 

system, demonstrate widespread involvement in mood, affect, learning, memory acquisition, 

and many other physiologic functions. Opioids exert an analgesic effect by binding to opi

oid receptors, thereby blocking the transmission of pain signals. They cause euphoria by 

stimulating the regions of the brain that mediate pleasure. The structures and pathways that 

mediate addictive processes are also activated in the processing of pain control. 
Opioids are known to bind to 3 receptor subtypes: mu, kappa, and delta. Mu and delta 

receptor subtypes, both of which are present in the ventral tegmental area and nucleus ac

cumbens, exert power in opiate reinforcement. In contrast, activation of the kappa receptors 

can decrease dopamine release in the nucleus accumbens; thus, the kappa receptors do not 

produce a reward effect and may produce aversive responses. 
Most opiates, including morphine, heroin, and methadone, are pure agonists at the mu 

receptor. Mu receptors mediate both the rewarding aspects of drugs and the development of 

physical dependence. It is interesting that knockout mice lacking mu-opioid receptors do not 

become physically dependent when given opioids.6 

The greater release of dopamine from opioids into the nucleus accumbens is due to the 

high density of opioid receptors involved in the release of GABA in the ventral tegmental 

area. Stimulation of these receptors inhibits the release of GABA, thereby preventing its in

hibitory effect and increasing the firing frequency of the dopamine neurons.6 

Neuroadaptive Changes of Addiction 
When the brain is exposed to an addictive drug, it begins immediately to adapt at a mo

lecular level, which results in tolerance and sensitization.12 It is clear that the "rush" from 

dopamine provides a major reinforcement in the continued abuse of drugs. However, the 

chemical effect of drug abuse does more than induce euphoria. After the stimulus is re

leased, a learning process that "remembers" the euphoric, anxiolytic, or other positive ef

fects of drug use occurs in the nervous system. 

Learning and Neuroplasticity 
According to the Principles of Drug Addiction Treatment published by the National 

Institute on Drug Abuse (NIDA), a brain repeatedly exposed to long-term substance abuse 

exhibits lasting changes (Figure II:6).13 Those changes, which are both structural and func

tional, create in the vulnerable individual a behavioral compulsion to use drugs. As revealed 

by functional magnetic resonance imaging or positron emission tomography scanning, peo-
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Axons of Normal and Opioid Abuser States 

The projection from the ventral tegmental area (VTA) to the nucleus accumbens 
(NAcc) changes over time after continued opioid exposure or in patients who are genet
ically predisposed to the disease of addiction. The left VTA neuron shows a robust con
nection to the NAcc neuron, and the stimulus of the NAcc has normal structure and 
function. The right VTA neuron illustrates the effects of long-term opioid exposure or 
opioid addiction in an individual who is genetically vulnerable to the disease of addic
tion. The connection to the NAcc on the right shows less structure and function than that 
of a healthy VTA neuron. This in turn affects the function of the NAcc. 

ple addicted to cocaine show increased neuronal activity in the nucleus accumbens, even 
after merely having watched a video of someone else using the drug. 14 Among other ef
fects, long-term drug abuse causes: 

• Sensitization or heightened reward that changes gene expression in the mesolimbic 
dopamine system. 

• Alterations in how glutamate and dopamine are transmitted in the nucleus accum
bens. 

• Changes in the neuronal structure throughout the pleasure pathway. 

Chronic drug abuse impacts neuroplasticity, which is the basis of learning in the brain. 
The alteration of brain systems at the neural level is systematically demonstrated in behav
ior. The roles of memory and learning in addiction are relatively new areas of research. De--
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cision-making capacities are not merely impaired in the addicted person; the decision-mak
ing apparatus is also damaged. 

Tolerance 
Tolerance to various effects produced by opioids tends to develop quickly. Tolerance 

to analgesia, for instance, requires that adequate pain relief be maintained via titration of 

doses or rotation to other opioids. In an abuse scenario, the more often a person takes a 
drug, the more drug he or she needs to achieve the level of pleasure (hedonia) formerly pro
duced by the. usual dosage. In the disease of addiction, gene-regulating activity dampens the 
brain's reward system by stimulating the production of chemicals that increase tolerance and 

decrease hedonia. This produces long-term set-point changes and modifications in gene ex
pression. In other words, the person's hedonic set point is reset via the changes brought 
about by the constant bombardment of the nervous system with substances of abuse (Fig
ure 11:7).15 

One of the several mechanisms that underlie tolerance can be explained by the fact that 
opioid receptors are known to be G-protcin-coupled receptors. Repeated exposure to opi
oids uncouples the G protein and converts it from an inhibitory to an excitatory receptor. As 
the receptor becomes excitatory, a cascade of altered intracellular processes occurs that con
tributes to tolerance (Figure 11:8). One intracellular mechanism underlying tolerance in
volves the cAMP response element-binding protein. Other intracellular changes include the 
production of intracellular free radicals that are toxic to the cells and contribute to the need 
for increased levels of opioid to produce the same effect. Soon, the addicted user needs 
more of the drug just to feel normal, even in the absence of liking the drug anymore. The 

The Development of Tolerance to Opioids in Humans 

Over time, the dose of opioid required to produce the same euphoric or anxiolytic 
effect must be increased. This effect is defined as an increase in tolerance and a change 

in the hedunic set point. 

ENDO-CHI_LIT-005387 47 



P-10786 _ 00044

42 THE NEUROBIOLOGY OF ADDICTION 

The Molecular Activity of Tolerance and Sensitization 

The neuroadaptation to long-term opioid exposure can lead to tolerance and sensi
tization. The molecular mechanisms involve initial stimulation of the opioid receptor, 
which inhibits intracellular transmission. Over time, the G-coupled proteins become un
coupled. The uncoupling of the G-JJroteins increases second messengers in protein kinase. 
Increases in protein kinase produce changes in the cAMP responsive element-binding 
protein (CREB) and FosB; this may lead to gene expression that could contribute to tol
erance and sensitization. 

rush produced by the drug is gone, but the compulsion to consume it persists and is coupled 
with a powerful craving that is divorced from any true reward. Even when harm occurs to 
health, relationships, and finances, the drug abuser cannot stop. 

Sensitization 
A person exposed and reexposed to a substance can become hypersensitive to its effects. 

When this occurs, the effects of the drugs are amplified. Sensitization lasts longer than tol
erance induced by the cAMP response element-binding protein. It contributes to neuro
plasticity and is likely the driving force behind the recurrence of abuse. 

Behavioral sensitization stems from the cellular changes that involve learning and mem
ory. The protein delta FosB is believed to be a factor in behavioral sensitization. High levels 
of this protein in the nucleus accumbens have been associated with hypersensitivity to drugs. 
During abstention from drug use, changes in both glutamate and delta FosB activity appear 
to foster sensitization, memories of the drug experience, and craving. 14 Drug-induced be
havioral sensitization has been modeled in animals after repeated drug administration. 16-17 
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Long-term drug abuse has also been shown to stimulate the growth of dendrite spines 
on neurons in the nucleus accumbens, thus likely boosting the neurons' signal-receiving ca
pacities.14 This early research could be a breakthrough in untangling the neuronal changes 
wrought by drug taking and may explain why those changes persist for so long. These 
changes to the nervous system mean that the addicted person "needs" the drug either to re
inforce euphoria or to stop the negative consequences of abstinence syndrome or dyspho
ria. lt is likely that many more mechanisms and chemicals are involved in the phenomenon 
of addiction, and it is difficult even to grasp the complexity of the addictive process. Each 
pathway or protein that is found to play a central role in addictive behaviors becomes an
other potential research target in the search for agents and treatments to prevent addiction. 

Other Factors of Addiction 
First Drug Exposure 

For a vulnerable individual to manifest the disease of addiction, there must first be ex
posure to a psychogenic substance. In the case of opioid abuse, pharmacokinetics drives 
both the choice of the drug and the individual response to it. Abusers usually prefer the 
quick, intense high delivered by potent drugs with a rapid onset of action. Liposolubility fa

cilitates the passage of a substance across the blood-brain barrier. Heroin is far more 
lipophilic than morphine, for example. 

Genetics 
Individual genetic variations greatly influence the effect of a drug on the patient, and 

this must be remembered when drugs are titrated to provide analgesia or other benefits. For 
example, variations in enzyme production in different individuals influence the rate at which 
codeine is metabolized to morphine. It is thus reasonable that the same types of differences 
also influence how people experience drug reward. The individual variations in the pro
cessing of pain, analgesia, and euphoria may all be genetically determined. This would ex
plain why the disruption in brain function wrought by drug abuse feels negative to some 
people and pleasant or reassuring to others. A couple of findings contained in genetic re
search show that: 

• Single-nucleotide polymorphisms (SNPs) of the gene that encodes the mu-opioid re
ceptor are linked to an increased risk for heroin abuse. The most commonly occur
ring of these SNPs, All8G, results in a 3-fold increase in an endogenous opioid 
peptide.18 

• The minor (Al) allele of the TaqIA D2 dopamine receptor gene is linked to severe al
coholism, polysubstance abuse, and opioid dependence.19 

At least part of the vulnerability to addiction may stem from an individual's deficits in 
certain naturally occurring chemicals. Nearly 50 neurotransmitters have been shown to have 
an essential role in the development of addiction, and it is very possible that a chemical de

ficiency increases the vulnerability to addiction.20 A person's direct or indirect ability to 
process dopamine may differ because of gene variations. This theory is supported by the re
sults of research involving dopamine receptors, genes, and inhibitory enzymes that have 
yielded the hope of treatment to reduce the craving for nicotine and cocaine. 
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Cells do adapt to drug exposure by exhibiting long-term changes, but the disease of ad
diction is not activated in every individual. Although an initial exposure to a substance is needed 
to set the process of addiction in motion, some individuals have neurochemical, biological, and 
genetic vulnerabilities to addiction. They do not "choose" to become addicted, and their 
morals and strength of character are not necessarily less rigorous than those of people who 
do not become addicted when exposed to the same substance. 

Environment 
The most recent understanding of addiction, while acknowledging the powerful con

tribution of neurobiology, also accepts the need for specific environmental circumstances 
for full-blown addiction to occur. According to that perspective, addicted individuals are not 
labeled morally flawed characters, but neither are they viewed as helpless pawns. 

People often wonder aloud why I child will grow up to exhibit the symptoms of ad
dictive disease and others raised in the same family environment will not. The answer, of 
course, is that no 2 children, other than identical twins, are born with the same genetic 
makeup. Studies in \¥hich genetic factors correlate statistically vvith the likelihood of sub
stance abuse by twins make this clear.21 In addition, no 2 upbringings are identical, no mat
ter how close in age the children are. Birth order, differences in parental expectations and 
directives, experiences with peers and other siblings, and individual responses to stresses of 
many types contribute their effects. The consequences for the individual are not superficial 
but profound. 

Today's definition of addiction incorporates: 
• Psychologic issues (eg, impaired control is an obsessive-compulsive preoccupation 

with the drug). 
0 Physical issues that address the primary loss of control as a neurochemical dysfunction. 

The product created by the merging of these schools of thought is the biopsychosocial 
model of addiction. This is the model most frequently advanced in the scientific literature 
today. 

Recurrence of Addiction 
The evidence is strong that addiction is a neurobiologic disease rooted in individual 

genetic vulnerabilities. However, its expression is strongly influenced by psychosocial fac
tors. Nowhere is this more true than when abuse recurs after a period of abstinence. A par
ticular feature of addicted persons is their repeated return to drug use after having 
successfully cleansed their systems of the drug. 

Much of what is known about the recurrence of addiction has been derived from ani
mal models. Laboratory rats learn to self-administer the same drugs favored by human 
abusers, and environmental stress increases their self-administration of those agents. Some 
will choose the drug over food and sleep, even to the point of dying from malnutrition. They 
also demonstrate place preference for the environment in which the drug has been available 
in the past. The animals can then be kept "clean" for months, but they return to their prior 
drug-seeking behavior as soon as the substance is reinstated. The reward system of the an
imal brain "remembers" the drug. 14 
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In 1 study, addicted rats displayed 3 diagnostic characteristics after having received a 

steady diet of cocaine for 3 months followed by abrupt termination of the drug .22 They were 
persistent in trying to obtain the drug, they worked hard to get it, and they did not cease try
ing to obtain it, even when their feet were shocked during their efforts. As in humans, only 
a few rats (17%) displayed all 3 addictive criteria. Those that did were far more likely to ex
perience a recurrence of addiction after a period of abstinence. 

In humans, strong drug craving and the recurrence of addiction are most often precipitated 

by environmental factors: 
• Reexposure to the drug (priming). 
• Exposure to cues or stimuli previously paired with drug use. 
• Stress.8 

Priming, or a fresh exposure to a formerly abused substance, is an especially strong 
environmental cue to the recurrence of addiction. For a recovering person, it is also risky 
to be exposed to former drug-abusing peers, to enter situations (such as certain nightclubs 
or residences) in which abuse formerly occurred, or even to see the portrayal of a drug of 

choice being abused on television. Those events can stimulate intense craving in the ad
dicted person who is trying to stay clear of the drug. Stress is also a strong factor in the re
currence of drug abuse. The stress that accompanies chronic pain, for example, can compel 
a recovering addicted person to resume active abuse. 

Pain or Addiction: The Clinical Question 
Euphoria and analgesia are mediated by the same mu receptors. Some of the drugs that 

are most effective in relieving pain also have the highest potential for being abused. The goal 
of opioid therapy is to reach an acceptable level of analgesia without triggering adverse ef
fects such as excessive hedonia. 

If the concept that addiction can coexist with chronic pain is accepted, then the clini
cal challenge is to discover which problem (pain or addiction) is primary. Fear of anticipated 
pain becomes strongly encoded in the memory of the chronic-pain patient. Opioids may 

have an anxiolytic effect that provides some patients with enough reinforcement to overuse 
their medication. Environment may be the factor that most often leads to opioid abuse in the 
chronic-pain population. The enormous stress related to inadequately treated pain coupled 
with low self-esteem and depression, which are common in patients experiencing chronic 
pain, may leave a patient vulnerable to the euphoric or obtunding effects of opioids. These 

effects may seem to provide an escape from harsh reality. In addition, physical tolerance can 
lead to the overuse of medication because the pain has become refractory to treatment with 
opioids. 

Individuals display wide variations in the amount of opioids they require for pain re
lief or (in drug abusers) to obtain a high. The proclivity of an individual to develop com
pulsive use and craving for a substance varies in nearly infinite measure from another 
individual's tendency to do the same. Regardless of whether the abuse stems from addic
tion or some other cause, an estimated 6% to 15% of the US population has a serious sub
stance-use disorder of some kind.23 This can be seen as a threat to the integrity, safety, and 
efficacy of opioid therapy for pain. 

ENDO-CHI_LIT-00538751 



P-10786 _ 00048

46 THE NEUROBIOLOGY OF ADDICTION 

To overfocus on determining whether patients are addicted could stigmatize certain pa
tients and create a division among practitioners of different specialties. Perhaps a new cat
egory termed "opioid-related disorders" is needed. This nomenclature acknowledges that the 
range of substance-use disorders can be compared to the diversity of medical conditions 
that develop in patients with diabetes. One diabetic patient may exhibit relatively minor 
anomalies in insulin production, and another may have been horn without insulin cells. 
Both, however, require treatment suited to their individual needs. Substance-use disorders 
also have many manifestations; universal absolutes do not apply. These interpatient varia
tions must be acknowledged to achieve optimal treatment. 

Participants in Narcotics Anonymous frequently say, "You're an addict when you say 
you are." It may be less important for clinicians to definitively establish whether patients 
are addicted than to ascertain whether their primary problem is uncontrolled pain or un
controlled substance use and to tailor treatment accordingly. 

Conclusion 
According to common opinion, anyone exposed to opiates or other strong drugs at high 

enough doses for long enough will become addicted. The disease of addiction is now rec
ognized as being far more complex than such a basic premise. Exposure to the drug must 
occur, but more than exposure is required for addiction to develop. Evidence strongly sug
gests that the development of addiction requires a predetermined genetic framework. The 
disease process then requires repeated exposures to a substance that produces a reward in the 
limbic system by increasing the availability of dopamine. Repeated drug consumption alters 
existing pathways by inducing tolerance and sensitization. This overstimulation leads to long
term or permanent changes in the secondary messengers that trigger craving, impaired con
trol over drug use, compulsive drug use, and continued drug use despite harm. People who 
abuse drugs exhibit specific behaviors. The next chapter will examine the most common be
haviors associated with problematic opioid use and the motivations that drive them. 
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When you see misuse behavior, that's a question to be answered. 
- Steven D. Passik, PhD, pain psychologist and palliative care specialist 

(oral communication, March 2004) 

No radiograph or diagnostic test can reveal whether a person is addicted to or abusing 
opioid medication. To date, a clinician's only available tools used to screen for detrimental 
drug use are the observation and interpretation of a patient's behavior. The difficulty of this 
task is illustrated by the following sentence in the text by Burglass and Shaffer: 1 "Certain in
dividuals use certain substances in certain ways thought at certain times to be unacceptable 
by certain other individuals for reasons both certain and uncertain." The ambiguity of that 
state1nent represents a clinical challenge, because a patient's motivation foi engaging in aber-
rant drug-related behavior may be influenced by a variety of conditions and circumstances 
of which addictive disease is only a part. If pain treatment with opioids is to be successful, 
prescription misuse must be managed. To accomplish this, it is necessary to monitor, docu
ment, and address a patient's aberrant drug-related behavior. The goal is to ensure that opi
oid therapy is beneficial to the patient rather than a source of unmanageable difficulty. 

Types of Aberrant Drug-Related Behavior 
Certain patient behaviors are commonly thought to indicate problems with managing 

opioid intake. In the broadest sense, an aberrant behavior is any drug-related deviation from 
the medical plan. Listed in no particular order of importance are some of these aberrant 
drug-related behaviors: 2-3 

• Unauthorized dose escalation on 1 occasion. 
• Unauthorized dose escalation on more than 1 occasion. 
• Prescription forgery. 
• Selling prescriptions. 
0 Using opioids to achieve euphoria. 
• Using opioids for relief of anxiety. 
• Overdose. 
• Injecting oral formulations. 
0 Abnormal results from urinalysis or blood screening. 
• Soliciting opioids from multiple prescribers. 
• Unauthorized emergency department visits. 
° Concurrent abuse of alcohol, illegal drugs, or other prescribed medications. 
® Resisting changes to therapy or the use of alternative therapies. 
• Reporting lost or stolen prescriptions. 
® Repeatedly canceling appointments. 
• Requesting early refills. 
• Requesting refills instead of an appointment with the physician. 
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• Being discharged from a clinician's practice for noncompliance. 

• Not showing up for follow-up appointments. 

• Altering the route of drug administration. 

• Hoarding drugs. 
• Purposeful oversedation. 

• Appearing intoxicated. 

• Insisting on treatment with a specific medication. 

• Participating in street drug culture. 

• Being arrested by police for drug-related activities. 

• Having a vehicle accident or another accident related to drug use. 

According to 3 medical associations that collaborated on a 2001 consensus document 

related to the use of opioids,4 additional behaviors that should cause concern include: 

Behaviors Predictive of Drug Addiction 

Aberrant Behaviors Less Predictive of Addiction 

• Aggressive complaining about need for a higher dose. 

• Drug hoarding when symptoms are milder. 

• Requesting specific drugs. 

• Acquiring similar drugs from other medical sources. 

• Unsanctioned dose escalation once or twice. 

• Unapproved use of the drug to treat another symptom. 

• Reporting psychiatric drug-related effects not intended by the clinician. 

• Occasional impairment. 

Aberrant Behaviors More Predictive of Addiction 

• Selling prescription drugs. 
• Prescription forgery. 
• Stealing or "borrowing" drugs from another person. 

• Injecting oral formulations. 

• Obtaining prescription drugs from a nonmedical source. 

• Multiple episodes of prescription "loss." 

• Concurrent abuse of related illicit drugs. 

• Multiple dose escalations despite warnings. 

• Repeated episodes of gross impairment or dishevelment. 

Source: Portenoy RK. Opioid therapy for chronic nonmalignant pain: a review of 

the critical issues. J Pain Symptom Manage. 1996Apr;n(4):203-17. 
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® Isolation from family and friends. 
® Insisting on rapid-onset formulations of prescribed drugs. 
• Reporting no relief from any nonopioid treatment. 
® Using analgesic medications for effects other than analgesia. 

It is often difficult for clinicians to determine which type or frequency of behavior indi
cates the most serious drug abuse problems. Long-term prospective studies on that topic are 
scarce, but some behaviors are said to be more predictive and others less predictive of addic
tion (Box III: I). Most pain experts would probably agree that a patient who forges prescriptions 
or who crushes and ingests a tablet is engaging in more worrisome behavior than is a patient 
who occasionally takes an extra pill to relieve breakthrough pain. However, given the scarcity 
of empirical data, researchers and specialists in pain management have found little agreement 
on the concrete significance of many drug-related behaviors. This impasse is highlighted in a 
pilot study in which 100 pain-management physicians ranked common aberrant behaviors in 
order of severity (Box III:2).5 Although the selling of prescriptions is listed first and the pa
tient's unkempt appearance is deemed least important, every behavior appeared at least once 
in all 13 ranking slots over the course of the survey. Obviously, there is great variation in how 
physicians perceive the seriousness of the most common behaviors in their patients. 

However, some progress in isolating the behaviors most associated with addictive dis
ease has been made. A study by Compton and colleagues found the following 3 character
istics to be the most accurate identifiers of substance-dependent subjects: 

Aberrant Drug-Related Behaviors 

(From most aberrant to least aberrant behavior) 
• Seliing prescription drugs. 
• Forging prescriptions. 
• Altering the route of administration or the drug delivery system (eg, crushing con-

trolled-release tablets for snorting or injection). 
° Concurrent abuse of related illicit drugs. 
• Stealing or borrowing medications from others. 
• Obtaining drugs from a nonmedical source. 
• Frequent loss of prescriptions. 
0 Multiple occasions of unsanctioned dosing. 
• Aggressively demanding more drugs. 
• Unapproved use of drugs to treat nonpainful symptoms. 
0 Drug hoarding. 
• Unsanctioned dose escalation once or twice. 
• Unkempt appearance. 

Source: Passik SD, Kirsh KL, Whitcomb L, Dickerson PK, Theobald DE. Pain cli
nicians' rankings of aberrant drug-taking behaviors. J Pain Palliat Care Pharmacother. 
2002;16(4):39-49. 
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• The tendency to increase analgesic dose or frequency. 

• Requests for a preferred route of drug administration. 

• Considering oneself addicted.6 

That study also revealed strong family dynamics among addicted patients, including the 

sharing of medications and other enabling patterns. 

Experts have joined together to attempt to define criteria for problematic drug use. A 

committee of pain providers created a 5-point checklist for use in monitoring the incidence 

of prescription opiate abuse in patients with chronic nonmalignant pain. The items deemed 

consistent with prescription opiate abuse are: 

• An overwhelming, time-consuming focus on prescription opiates persisting beyond 

the third treatment session. 

• A pattern of early prescription refills (3 or more) or an escalation of drug dose unex

plained by a medical condition. 

• Placing multiple phone calls to or otherwise creating a disturbance with office staff 

about prescription issues. 

• A pattern of lost, spilled, or stolen prescriptions. 

• Supplemental sources of opiates obtained from multiple providers, emergency de

partments, or illegal sources.7 

In the end, the determination of whether a patient's behavior is detrimental and indicates 

a serious abuse problem is, by necessity, subjective. The clinician must exercise his or her 

medical judgment in making such determinations and must be guided by the best available 

evidence-based science and the consensus of experts in the field. 

Prevalence and Significance of Aberrant Behavior 

Compliance with opioid treatment is vital, but noncompliance is common. Aberrant 

behavior of any type, severity, or frequency interferes with the safe and effective delivery 

of pain relief via opioid therapy. If a patient uses a prescribed medication in ways that defy 

medical direction, the prescribing clinician cannot accurately assess the effects of that drug. 

For example, if a physician wrongly assumes that a drug has been used as directed and with 

that understanding makes an adjustment such as increasing or decreasing the dosage or 

adding an additional medication, the outcome could harm the patient. Taking too much of 

a prescribed medication or mixing it with other substances such as alcohol, illegal drugs, or 

other opioids could result in a toxic interaction. If a physician finds the patient untrustwor

thy and consequently prescribes less of an opioid than would normally be effective, the pa

tient's pain may worsen and the outcome of treatment may be compromised. 

Given the potential hazards, it is unfortunate that patient noncompliance with prescribed 

drug therapy is widespread. Recent studies suggest that there is a higher prevalence of aber

rant behavior among pain patients treated with prescribed opioids than pain management ex

perts had previously thought. Here are just a few examples from the scientific literature: 

• A study conducted in the author's pain clinic found aberrant drug-related behavior in 

40% of 185 chronic-pain patients who were monitored for 1 year.2 
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• Thirty-four percent of76 chronic-pain patients receiving long-term prescription opi
ate therapy met at least 1 criterion for prescription drug abuse, and 28% met 3 or 
more of those criteria.7 

0 As evaluated by their own physicians, 45% of 388 patients with nonmalignant pain 
displayed at least 1 behavior suggestive of noncompliance during treatment.8 

• A study of 109 chronic-pain patients found that 21 % had concealed polymedication 
consumption, which was verified by urine screening, from their physicians.9 

0 Random urine samples failed to show the expected dose concentrations in 54% of 
14,712 outpatient pain patients treated with sustained-release oxycodone. 10 

0 Drug abuse behavior was recorded in 24% of patients treated in Veterans Adminis
tration medical facilities and in 31 % of primary care patients in a retrospective study 
of 98 patients with chronic nonmalignant pain who were treated with opioids for 6 
months or longer during a 1-year period. 11 

Those statistics are certainly sobering. However, to understand them in context, the clini
cian must realize that the presence of aberrant behaviors seldom denotes the presence of addic
tive disease. In fact, aberrant behaviors are not even synonymous with the definition of opioid 
abuse. A look at the various categories of abuse behavior will help to clarify those concepts. 

"The Circles:" Relationships Among Aberrant Behavior, Abuse, and Addiction 
About 1 % of the general US population exhibits opioid addiction .12 The prevalence of 

addiction among opioid-treated chronic-pain patients (2%-5%) in the first author's pain 
clinic is a little higher than that statistic (Figure III: 1).2 A much larger group (20%) is prone 

Aberrant Behavior, Abuse, and Addiction in a Pain Clinic 

Source: Webster LR, Webster RM. Predicting aberrant behaviors in opioid-treated 
patients: preliminary validation of the Opioid Risk Tool. Pain Med. 2005 Nov
Dec;6(6):432-42. 
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to abuse. Still greater is the number of pain patients in the study who exhibit some form of 

aberrant behavior (approximately 40% display at least 1 such behavior). The circles in Fig

ure III: 1 demonstrate how seldom it is that aberrant behaviors can clearly be said to stem 

from addictive disease, which is characterized by uncontrolled drug use, craving for the 

drug, compulsion to use the drug, and continued drug use despite harm. Although some of 

the patients who fall into the "abuse" category may be revealed at a later date to be addicted 

to a drug, a fair number are not addicted but misuse their medication for other reasons. It 

would probably be accurate to say that all addicted people are abusers, but not all abusers 

are addicted. 
Another striking point is that only half of the patients who display at least one aberrant 

behavior can be classified as abusers. A behavior is considered aberrant if it deviates from 

the accepted medical treatment plan; however, in clinical practice, true opioid abusers 

demonstrate more than 1 or 2 relatively minor aberrant behaviors. To grasp this point, con

sider the following example of a 1-time request for an early refill: 

A senior woman for whom 2 tablets of hydrocodone-acetaminophen per day 

were prescribed as treatment for arthritis pain instead used 4 tablets per day a 

few times during the month when greater pain relief was needed. Consequently, 

she ran out of her medication a few days early because she had overused it. 

Though this behavior is by definition aberrant (like any other intentional overuse of 

medication), most physicians would not classify this minor deviation as opioid abuse. In 

most instances, drug abuse involves deception and the intent to use a drug for a nonmed

ical purpose or repeated infractions. Abuse in a clinical context is characterized by contin

ued aberrant behaviors that, based on observation, appear to be making it difficult for the 

patient to cope. That is the point at which clinical knowledge and skill are needed. The judg

ment of when aberrant behavior becomes abuse is of necessity made by the clinician. 

The Continuum of Abuse 
The depiction of aberrant behaviors (Box III: 1) as "more predictive" or "less predic

tive" of addiction can be oversimplified if it is interpreted too literally. The behaviors shown 

in the "less predictive" column of that Box can also occur when serious abuse is taking 

place, and it is difficult to classify specific behaviors as "red flags" that clearly indicate ad

diction or other severe problems. 

It is probably clinically accurate to say that aberrant behaviors exist on a continuum 

ranging from none to egregious with an infinite number of positions between those 2 poles 

(Figure III:2). To the far left of the spectrum are the patients who keep appointments, take 

all their medications as directed, and act as advocates for their own welfare. To the far right 

are patients who engage in such obviously egregious behavior as crushing their pills and in

jecting them intravenously. 

Patients who are addicted most often engage in multiple aberrant behaviors. Some pain

management specialists suspect that the number of aberrant behaviors displayed is more 

important than the type of behavior. In the first author's pain clinic, patients classified as 

being at high risk for opioid abuse or addiction demonstrated more than 4 times the num

ber of aberrant behaviors than did those in the moderate-risk group.1 Patients at high risk 
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A Continuum of Aberrant Drug-Related Behaviors 

for addiction also tended to demonstrate aberrant behaviors sooner than did patients whose 
risk level was relatively lower. 

However, even 1 egregious behavior, such as injecting oral formulations or forging 
prescriptions, can point to addiction or another serious difficulty with managing opioid in
take. To further complicate matters, people <lo not necessarily occupy l point on the con
tinuum of risk throughout their lifetimes; their status can change as a result of new 
circumstances or medical conditions, the substance or substances consumed, the advent of 
psychologic difficulties, etc. 

Appropriate medical care, including that for people with addictive disease, depends on 
monitoring the patient's progress, pain relief, physical function, quality of life, and com
pliance with opioid therapy over time. Even if the patient's motivations for medication mis
use are unclear, the right action is always to address any aberrant behaviors that appear. 

Classifying Aberrant Behavior 
It should he apparent by now that the classification of aberrant behaviors according to 

their significance is anything but an exact science. Most experts agree that exhibiting many 
types of aberrant behavior or demonstrating 1 or 2 egregious behaviors is likely to indicate 
trouble. However, few controlled studies have determined the importance of each aberrant 
behavior in pinpointing a substance-use disorder. That lack of certainty does not mean that 
clinicians cannot judge whether the success of opioid therapy is being threatened by aber
rant behavior. To further this endeavor, serious attention should be paid to the characteris
tics of the aberrant behaviors being observed. 

Classification by Characteristics of Abuse 
Certain characteristics observed over time can help clinicians to gauge the depth of 
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an individual's problems with managing opioid intake. These properties of aberrant be

haviors include: 
• Their relative severity. The presence of egregious behaviors (crushing and then in

jecting or snorting formulations, stealing medications, or forging prescriptions) indi

cates serious abuse and possible addiction. 

• Their quantity. Multiple aberrant behaviors can be a sign that drug use is out of con

trol. The more aberrant behaviors an individual exhibits, the more likely the individ

ual is abusing or is addicted to opioids. 

• Their persistence. Recurrent aberrant behavior despite repeated warnings can be con

sidered abuse and may signify addiction. 

• Their purpose. Patients with severe abuse problems deliberately misuse their med

ication for reasons of their own, such as addiction or another underlying cause. 

• Their time-consuming nature. The more time and healthcare resources required to 

manage a patient's manifestations of aberrant behavior, the greater the cause for the 

suspicion of severe abuse. 

Classification by Type of Abuse 

It is true that aberrant behaviors cannot be classified strictly according to risk; the num

ber and persistence of behaviors may be more important than the type of behavior in some 

patients. However, some single behaviors are considered more egregious and others could 

be considered lower risk, particularly if they do not recur. Perhaps it would be useful to ex

amine some of the common behaviors and consider their possible causes. The following 

behaviors could be considered low risk if they are observed on 1 or 2 occasions but may be 

of greater concern if they recur or are manifested in a pattern of abuse in combination with 

other behaviors: 

• Reporting lost or stolen prescriptions. A single occurrence of this behavior is common 

and could be due to an innocuous incident such as dropping pills down the sink. The 

behavior should be documented and watched for recurrence. 

• Unauthorized dose escalation. One or 2 reports of this behavior are common, but the 

concern of abuse increases with repeated incidents. The patient should be counseled 

about the necessity of complying with treatment instructions. 

• Appointment cancelation. This low-risk behavior could stem from several legitimate 

causes. As with all such behaviors, it should be documented to track whether it is re

peated or is manifested in a pattern with other behaviors. 

• Requesting early refills. Such a request may stem from a serious pain problem during 

which an extra dose of medication helped the patient to cope. The clinician should ad

just the treatment plan. If the patient is still unable to comply, this behavior moves 

from a low-risk to a moderate-risk indicator. 

• Requesting refills instead of an appointment. This behavior should be documented 

and monitored as a potential pattern but is considered low risk because it could stem 

from a legitimate issue. 

• Not showing up for follow-up appointments. This relatively low-risk behavior could 

have a variety of meanings, including the possibility that the patient disliked the clin

ician's manner and sought care elsewhere. 
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The following moderate-risk behaviors require careful monitoring. Patients should re
ceive firm compliance counseling, and the clinician should attempt to discern the underly
ing problem that is driving the behavior. 

0 Unauthorized dose escalation on more than one occasion. Repetition of this behav
ior increases concern. Lack of pain control should be suspected. If titration to an anal
gesic dose results in decreased functioning and continued escalations in the dose, the 
patient should be carefully evaluated for comorbid psychiatric disorders or addictive 
disease. 

@ Using opioids to relieve anxiety. This indicates an underlying anxiety disorder that 
needs treatment independent of pain therapy. 

• Abnormal results from a urine or blood screening. This ohjective verification of non 
compliance varies in significance depending on what the screening reveals. If, for 
example, cocaine or heroin is found, the classification of the behavior moves from 
"moderate" to "serious." The presence of tetrahydrocannabinol is also a problem, 
though a relativeiy milder one. The concomitant abuse of benzodiazepines may in
dicate the presence of an anxiety disorder. Absence of the expected quantities of opi
oids in the results of urine or blood screening could signify the criminal act of 
diverting medications for sale. It is important to note, document, and evaluate the va
riety and quantity of the substances found in the results of blood and urine screenings. 

• Soliciting opioids from other prescribers. This moderate-to-high-risk behavior re
quires an element of deception on the part of the patient and should cause concern. 
Possible causes will be explored later in this text. A few of the possible reasons for 
the unauthorized seeking of additional doses could include undertreated or otherwise 
uncontrolled pain, active addiction, or criminal diversion. 

• Unauthorized emergency department visits. It is important to examine the patient's real 
or perceived need for more medication, whether it is for legitimate pain relief or some 
other purpose. This behavior is deemed aberrant primarily if it causes inconvenience 
to the clinician. Some clinicians actually encourage patients to visit an emergency 
department as opposed to calling after hours. Other clinicians consider unauthorized 
emergency department visits grounds for dismissal. 

• Resisting changes in therapy or the use of alternative therapies. A legitimate reason 
could exist, but a complete refusal to consider proven procedures should arouse concern. 

• Insisting on treatment only with a specific and named medication. This behavior could 
suggest a problem, or it could result from the proven pain relief experienced by the 
individual after treatment with the prescribed drug. The indication is stronger if the 
specific drug demanded is a rapid-onset analgesic. 

• Having been discharged from another clinician's practice for noncompliance. A mod·· 
erate-to-high-risk indicator that tends to confirm some type of problem. 

Some behaviors suggest serious problems, even if they are observed only once: 
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• Prescription forgery. This is a criminal offense. The clinician is obligated to dismiss 

the patient from care at the first occurrence. 

• Selling prescriptions. This criminal offense also calls for the immediate dismissal of 

the patient. 
• Injecting oral formulations. This serious behavior is likely to stem from addictive dis

ease and to reflect compulsive drug use despite harm. 

• Overdose. An overdose could originate from several causes, such as a provider error 

in prescribing or a patient error in consuming medication, a suicide attempt to escape 

unrelieved pain or overwhelming life stress, a psychiatric disorder, the overuse of or 

the combining of substances used for recreational purposes, or addictive disease. 

• Altering the route of administration. Crushing or otherwise altering medications is a 

serious behavior that cannot be tolerated and must be addressed immediately. It is 

possible that the behavior could result from the desire to relieve uncontrolled pain or 

some other nonaddiction source, but it also demonstrates a street-savvy approach to 

medication that should cause concern. 

The general alerts cited above were noted during years of clinical experience in ob

serving and treating patients with chronic pain. Additional research should help to clarify 

the significance of abuse behaviors, but nothing will ever replace sound clinical judgment 

and the awareness of patients as individuals rather than clusters of symptoms. Every health

care professional is called on to apply those standards every day. 

Different Faces of Abuse 
When clinicians observe the symptoms of aberrant drug-related behavior in their 

patients, they might instantly suspect an addictive disorder but could actually be treating a 

patient who has any of a variety of conditions, some of which are listed in Box 111:313 and 

Differential diagnosis of aberrant drug-related behavior 

Addiction. 
Pseudoaddiction (uncontrolled pain). 

Other psychiatric disorders. 
• Axis I disorders (eg, anxiety disorders, major depression). 

• Axis II disorders (eg, personality disorders such as borderline personality, 

antisocial personality). 

Encephalopathy associated with medication toxicity. 

Psychosocial or emotional issues (eg, family discord, financial worries, work-related 

discontent, "rebellion"). 
Recreational use (eg, experimentation, pleasure, escape, peer pressure). 

Criminal intent. 

Source: Kirsh KL, Whitcomb LA, Donaghy K, Passik SD. Abuse and addiction is

sues in medically ill patients with pain: attempts at clarification of terms and empirical 

study. Clin J Pain. 2002 Jul-Aug;18(14 Suppl):S52-60. 
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It May look like Addiction: Other Reasons for Abuse 

• Uncontrolled pain (pseudoaddiction). Intentional medication misuse characterized 
by drug-seeking behavior that results from the significant undertreatment of pain. 

• Chemical coping. Intentional misuse of medication as a result of psychologic 
stress or mental disease. The usual outcome is a decrease in function and quality 
of life. 

• Rational abuse. Intentional misuse of medication; improves the patient's function 
and quality of life, whether the misuse arises from uncontrolled pain, an undiag
nosed mental disorder, or another cause. 

Box III:4. The patient's motive for aberrant behavior matters; that motive can reveal un
derlying problems such as substance abuse or a psychiatric disorder that requires treatment 
in addition to therapy to relieve pain. 

Any intentional misuse of opioid medications (not just the compulsive consumption of 
the addicted person or the willful behavior of the recreational abuser) can be dangerous. 
For pain treatment to be successful, problems with abuse must be managed. This can only 
be accomplished by accurately isolating, diagnosing, and treating the separate problems 
that are driving the abuse. 

When aberrant behavior is observed, perhaps the first diagnosis to consider should be 
that of uncontrolled pain. Referrals for psychiatric consultation or behavioral counseling 
can uncover the presence of mental disease, family stress, and other underlying factors. The 
possibility for frank criminal intent in obtaining drugs to sell will be discussed in a later 
chapter. Some aberrant behavior is the result of an active addiction in which pain may or 
may not also be present. The challenge is to determine the appropriate treatments, actions, 
or referrals that are based on the individual patient's profile. 

Uncontrolled Pain ("Pseudoaddiction") 
A patient may suffer from pain that is not controlled by prescribed medication. Per

haps that patient, for individual physiologic reasons, is unable to reach the therapeutic win
dow at which pain relief occurs for most patients who receive opioid therapy, or perhaps the 
quantity of opioid prescribed is inadequate. The patient then escalates the dose or other
wise defies medical orders in an attempt to curb the pain. 

The resulting drug-seeking behavior may look like addiction, but it is not. If the pa
tient had not experienced pain or required treatment with opioids, a substance-abuse 
problem would not have developed. The patient may seek prescriptions from more than 
l provider or may repeatedly visit a hospital emergency department. He or she may 
even alter a prescription to obtain more medication. The term "uncontrolled pain pa
tient" describes a patient whose pain and drug-seeking behavior are both out of control. 
That definition is preferable to the less precise though widely used term "pseudoad
dict."14 It is no surprise such patients are often labeled "drug seekers." Their clinical 
profiles closely resemble those of addicted patients. It is correct to say that the addicted 
patient's motive, at least initially, is to seek euphoria or other psychogenic rewards 
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from opioids and that the motive of the patient with uncontrolled pain is to achieve ad

equate pain control. However, because both patients engage in similar aberrant behav

iors, such as escalating doses without authorization, it can be difficult to differentiate 

between them. The difference, which may be revealed over time and with clinical ob

servation, is this: 

• The addicted patient loses function and quality of life after inappropriate drug use. 

• The patient with uncontrolled pain gains function and quality of life after pain has been 

adequately controlled with appropriate therapy. 

In theory, titrating the medication to an analgesic dose should expose the truth by re

moving the reason for drug-seeking behavior in the patient with uncontrolled pain. This is 

true in most cases and should be the clinician's first response. After the pain has been ade

quately controlled, the patient's focus on obtaining more opioids should become less in

tense, and the aberrant behavior should stop. Thus the patient with uncontrolled pain does 

not exhibit the drug craving, compulsion to obtain the drug, loss of control, or continued use 

of the drug despite harm, as do truly addicted patients. However, some pain, such as neu

ropathic pain, is often refractory to opioid treatment. If that occurs, the problem is not that 

giving opioids causes abuse, but that the pain is untreatable with currently available med

ications. That scenario can lead to unabated aberrant behaviors that reflect the efforts by pa

tients literally to survive. 
Undertreated or otherwise uncontrolled pain can worsen aberrant behavior. All patients 

treated for chronic pain are at risk for aberrant behavior, regardless of whether they are also 

at risk for addiction. This is because chronic pain engenders great stress, disengagement 

from society, estrangement from family and friends, and financial trouble. Most patients 

living with moderate-to-severe pain find that performing the simple chores of daily life is 

an unending challenge. Pain relief is elusive and seems unattainable. Chronic pain also cre

ates changes in the central nervous system that are similar to those caused by anxiety and 

depression. Over time, these circumstances lead to despair. 

Chemical Coping 
At a congressional hearing on crime, Representative Shirley Chisholm spoke of sub

stance abuse as "the need to escape from harsh reality." 15 A patient who copes chemically 

with life's challenges is unwisely seeking escape from his or her own overwhelming 

psychologic stress. Anxiety, depression, posttraumatic stress disorder, or another mental 

disease such as bipolar disorder or schizophrenia can trigger chemical coping. For example, 

a person with borderline personality disorder may self-medicate to moderate feelings of 

fear, anger, or boredom. An insomniac might overuse opioids in an attempt to sleep. Pain 

can be a stressor, as can financial worries or a weak social support system. Medications 

other than opioids may also be abused, sometimes in combination. Chemical copers are es

pecially prone to dangerous drug interactions through the combining of substances. Ben

zodiazepines and alcohol are frequently identified in combination in overdose deaths. 

Chemical coping is invariably a resounding failure. The patient's function and quality 

of life continue to sink deeper into unmanageable territory as the chemical abuse worsens. 

A certain impulsive quality to drug use is characteristic. The coper's symptoms of mental 
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disease may worsen in the absence of the proper diagnosis and treatment. Such persons 
often display strong emotional reactions and a marked inability to handle life's challenges. 

For some chemical copers, pain has become secondary. A few may exhibit somatoforrn 
disorder or physical symptoms rooted in psychologic rather than physical causes. Unfortu
nately, healthcare systems sometimes provide little financial support for psychiatric and be
havioral therapies and inadvertently encourage these patients to "stay sick" within the 
traditional medical system. 

For many more chemical copers, pain is a persistent factor that is worsened by anxi
ety, depression, or another mental disease. The painful symptoms are not "all in the pa
tient's head" but are genuine physiologic byproducts of complicating mental factors. 

· Opioids are valuable assets in treating pain but are far less effective if they exacerbate 
a patient's mental troubles. For those patients, pain treatments must be administered in tan
dem with appropriate psychiatric interventions and medications, behavioral therapies, and 
education in coping skills, when needed. Clinicians should not hesitate to refer their pa
tients to professionals in these fields. 

Rational Abuse 
Some patients actually do experience improvement from the misuse of their medica

tions, at least in the short term. This observable occurrence could be called "rational abuse:" 
medication misuse that improves the patient's function and quality of life. The patient's 
motive is to successfully control pain, psychiatric symptoms, or other facets of life that he 
or she believes are mitigated by taking the medication. Such abuse is appropriately termed 
"rational." 

Rational abuse reflects a patient's attempt to feel normal. Most patients of this type 
who find some degree of physical or psychologic relief by escalating their own doses tend 
to have mild-to-moderate pain rather than more severe pain. Just because rational abuse is 
understandable, however, does not mean that it is acceptable. Defying medical direction is 
dangerous. Such actions must be addressed by the patient's clinician. For example, 
methadone is sometimes prescribed as an analgesic for chronic pain and must be taken pre
cisely as directed. Methadone stays in the system longer than do most opioids, and patients 
vary greatly in their metabolic response to it. If patients take an extra dose of methadone ( as 
they may have done with another opioid in the past) they are at risk for death from respira
tory depression, particularly if they ingest methadone and another substance that is a cen
tral nervous system depressant. Any controlled substance can be hazardous when used 
outside of medical direction. The answer is for clinicians to monitor patients for compliance 
with prescribed doses; to make referrals, dose adjustments, or medication changes when 
needed; and to conduct ongoing assessments of pain relief, function, and quality of life. 
These measures should eliminate the need for patients to "play doctor" and adjust the doses 
of their own medication. 

Trio Diagnosis: Three Conditions in One 
A person who exhibits both a substance-use disorder and a mental disease is said to have 

a "dual diagnosis." When a chronic-pain condition is added to a dual diagnosis, a new con
dition is created that could be called a "trio diagnosis" (Figure III:3). It has already been 
stated that finding a perfect solution for patients with chronic pain can be elusive. When 
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Trio Diagnosis 

Psychiatric Disease 

+ 
Substance Abuse 

+ 
Pain 

those individuals also demonstrate a high risk for substance abuse, they are doubly com

plex. Add the presence of a mental disease, and the result is a daunting interplay of phys

iologic, neurologic, and psychosocial factors, all of which require medical attention. When 

a trio diagnosis is present, all 3 conditions must be treated simultaneously. The clinician 

should not treat only pain and hope that the patient's severe anxiety will resolve in the 

meantime. Similarly, maintaining an exclusive focus on psychiatric symptoms while an 

active substance-use disorder rages on will result in little progress. Likewise, an individ

ual who abuses substances is unlikely to stop doing so while battling uncontrolled pain. The 

likelihood of an improved outcome is severely hampered if all 3 conditions are not ad

dressed in a patient with a trio diagnosis. 

Addiction 
This is the diagnosis most often suspected and also most feared by the treating clini

cian. The recognition of an underlying addiction in a patient presenting with chronic pain 

can be one of the most difficult diagnoses in medicine. However, with time, the clinical 

skills needed to help these patients can be learned. The presence of aberrant behavior, though 

an important warning sign, does not alone warrant a diagnosis of addictive disease. How

ever, some characteristics are common in people gripped by an active addiction. Addicted 

patients are likely to: 

• Exhibit multiple aberrant behaviors. 
• Indulge in at least 1 highly egregious behavior. 
• Defy any efforts to limit their aberrant behavior. 
• Remain unresponsive to efforts to improve their pain. 
• Lose quality of life and physical function. 
• Exhibit a persistent craving for opioids to achieve euphoric or other psychogenic effects. 

• Use a substance in a larger amount or for longer periods than intended. 

• Display an overwhelming focus on opioids. 
• Spend considerable time and effort in the compulsive search for opioids. 

• Reduce other activities in social, recreational, or occupational realms. 
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® Continue to use opioids despite harm to health, social relationships, or finances. 
• Return to opioid abuse even after having been successfully weaned. This character

istic strongly suggests an addicted person. 

A patient with the disease of addiction needs treatment for that disorder in tandem with 
pain therapy. It is vital that clinicians realize that the undertreatment of pain may lead to the 
recurrence of drug-seeking behavior in a recovering addicted patient. Adequate pain con
trol is important to the addicted person's return to healthful functioning. If addiction or a trio 
diagnosis is suspected, it is good medical practice to obtain more than 1 medical opinion. 
It is also imperative to refer the patient to experts in addiction medicine and psychiatric 
specialties as needed. These patients are complex. Trying to effect a cure without help could 
harm the patient (and ultimately, the clinician's practice). 

The Sociology of Abuse 
Socioeconomic issues influence the development of aberrant behavior and are often 

overlooked by practitioners. Consider research in rural Kentucky, where controlled-release 
oxycodone abuse made headlines in the early 2000s.; 6 Many people there have family and 
societal histories of coal mining, with its attendant problems of painful illnesses and poverty. 
The moonshine that helped to medicate these ills in the past has been replaced today by 
pharmaceuticals. It should not go unnoticed that the cost of pain medication is sometimes 
covered by insurance, so for someone who is struggling with finances, prescribed medica
tion is a more wallet-friendly choice than the purchase of street drugs. 

Understanding the Behavior of Abuse 
Turning again to the model depicted in Figure IIl:2, the rationale of patients who en

gage in egregious behaviors may be the easiest to interpret. The high number and severity 
of aberrant behaviors identified in patients at the far right of the spectrum are likely to in
dicate a severe problem with opioid abuse or addiction. Conversely, patients at the far left 
of the Figure who exhibit no problems with opioid intake, barring l or 2 minor aberrant be
haviors, are probably obtaining the pain control they seek. 

The patients who prove most difficult to manage are those who occupy the middle of 
the spectrum of Figure III:2. When those patients take more medication than the dose pre
scribed or in other ways fail to follow the opioid-treatment agreement, their reasons for 
doing so may be unclear. Indeed, their behavior may be subject to multiple and complex in
fluences. Are they rational abusers, whose conditions will improve as a result of noncom
pliance? Are they chemically coping with a poor social support system? Is a comorbid 
disorder such as anxiety or depression to blame? Distinctions may be difficult because the 
chaos (social, family, and financial) wrought by substance abuse closely resembles the tur
moil experienced by some people who live with chronic pain. 

ls Your Patient Addicted to Drugs or Abusing Them? 
The same genetic, psychosocial, and neurochemical factors that foster addiction also 

apply to drug abuse, which is far easier to manage via skillful intervention. Clinically dis
tinguishing addiction from drug abuse is not always easy. As stated in the following guide
lines published as a consensus of several pain and addiction societies: 
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It should be emphasized that no single event is diagnostic of addictive disorder. 

Rather, the diagnosis is made in response to a pattern of behaviors that usually 

becomes obvious over time.4 

Many people who are considered to be addicts are really pain patients for whom opi

oids are ineffective and who desire to cease opioid therapy but cannot face the actual or an

ticipated pain of physical withdrawal. The result is that such patients "cannot stop" taking 

the medication. They may believe that they are addicted to their prescribed drugs. Their 

family and even their treating clinicians may believe that as well. These patients can usu

ally be managed with an alternative pain-control method and the gradual, careful cessation 

of opioid therapy (see Chapter VI for an exit strategy). If, over time, the clinician realizes 

that the primary problem is one of substance abuse and not other clinical difficulties stem

ming from tolerance, uncontrolled pain, or fear of either anticipated pain or the withdrawal 

of therapy, the abuse is likely to fit one of the categories delineated as follows by Zacny and 

colleagues: 

• Those who abuse only prescription opioids. 

• Heroin abusers who abuse opioids when they cannot obtain heroin or another opiate. 

• Polydrug abusers who use opioids for an occasional high or to boost the effect of their 

drug of choice. 
• Pain patients who abuse or become dependent on opioids during the course of pain 

treatment. These patients obtain no medical benefit from their drug use and are not 

just physically dependent on the drug. 17 

The exact number of patients in this last group is unknown. Few prospective studies 

have compared the rate of drug abuse in chronic-pain patients with that in other patients, 

with or without a history of substance abuse. What is known, however, is that pain may in

teract with substance abuse in complex ways. A higher prevalence of chronic pain has been 

observed among persons being treated for substance-use disorders.18 A small but signifi

cant percent of chronic-pain sufferers have at one time or another turned to alcohol for pain 

relief.19 It is important to examine the underlying motivations that drive such syndromes, be

cause the patient may need treatment for comorbid disorders. When assessing patients, cli

nicians should be cognizant of and guard against overidentifying their own "pet" diagnosis, 

whether that is uncontrolled pain, addictive disease, or something else. 

Screening for Aberrant Behavior 

Many aberrant drug-related behaviors go unnoticed by clinicians and can be difficult 

to verify, even when suspected. A report of aberrant behavior is usually noted in 1 of 3 ways: 

• It is observed by clinicians or office staff during clinical interaction with the patient. 

• It is obtained from objective sources, such as a prescription-monitoring database, the 

results of drug screening, or a law-enforcement report. 

• It is obtained via verbal reports by the patient, the patient's family and friends, phar

macists, or other interested parties. 
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To be useful indicators of a patient's compliance with opioid therapy, measurements of 
aberrant drug-related behavior should be: 

0 Verified as accurate to the extent possible. This might involve requesting files from 
previous providers, performing drug screenings of the patient's blood or urine, and/or 
querying state prescription-monitoring databases. 

e Monitored over time. Physicians must screen for and document aberrant drug-related 
behaviors during every clinic visit. 

0 Addressed as they are noted. For every aberrant behavior displayed, a clinical solu
tion should be presented to the patient. The consequences of noncompliance must be 
clearly outlined (see information on opioid treatment agreements in Chapter VT). 

e Monitored for improvement. Ifno improvement is observed after a reasonable attempt 
to manage the aberrant behavior, it is time to discuss alternative therapies, to refer the 
patient to treatment for addiction, to outline psychiatric interventions, or to introduce 
other suitable measures that may ultimately include discharge from the clinician's 
care. 

Subjective Versus Objective Reports 
Some aberrant behaviors that are more evidence-based than others can be identified 

by established signs (eg, cocaine in the patient's urine, opioids prescribed by multiple 
providers for the same person, frequent visits to a hospital emergency department to obtain 
opioids) that can be verified objectively (by drug screening, a report from a prescription
monitoring system, or a check of medical records, respectively). Many aberrant behaviors 
(visible intoxication, requesting early refills, resisting therapy) can be observed in the clin
ical setting. Some behaviors (reports of stealing or borrowing medications from others, buy
ing drugs from street sources, the concurrent abuse of alcohol) are revealed during 
conversations with the patient or his or her family and friends. These categories may over
lap; for example, drug procurement from street sources may be reported subjectively or 
may be verified objectively through drug screening. 

Although objective verifiable reports of drug abuse are preferred by most clinicians, 
a subjective verbal report can also provide valuable information. The patient may not vol
unteer that he or she is using street drugs but is the best source for a description of lifestyle 
chaos and stress. Family members may be the first to identify a problem with medication 
overuse in their loved one, and their concerns are well worth listening to. If the family 
system is dysfunctional in some manner (for example, if the patient's family members be
lieve that all consumption of opioids leads to addiction or if a family environment of sub
stance abuse leads members to want to share the patient's prescriptions), these patterns are 
often revealed in conversation. This type of monitoring takes a willingness to listen with 
care and insight. 

Patient Management: There Is No Risk-Free Treatment 
There is always a possibility that by prescribing opioids, a clinician may unwittingly 

contribute to a patient's serious drug abuse problem. Because opioids are potentially ad
dictive substances, they carry a risk that must be managed if patients are to receive the pain 
relief they deserve. No medical therapy is risk free, and pain treatments other than opioids 
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contribute their own potential dangers. For example, the use of nonsteroidal anti-inflam

matory drugs is linked to an estimated 16,500 deaths every year in the United States among 

patients with rheumatoid arthritis or osteoarthritis.20 

Tools, Not Labels 
We have been examining various categories of motivation for drug abuse. While use

ful, those categories are not intended to be used as strict interpretations of individual be

havior. It is human nature to try to categorize any challenge to better understand and conquer 

it. However, labels applied to humans have a way of "coming unstuck."The behavior of pa

tients may blend characteristics from several such categories, or it may change categories 

as life circumstances change. It is crucial not to label a person who abuses chemical sub

stances as "addicted" for lack of a better understanding of his or her condition. Conversely, 

failure to treat addiction when it is present can encourage a person to continue destructive 

and potentially deadly behavior. 
The information on patient behavior in Box III:5 can help clinicians to take appropri

ate action if drug abuse is suspected. A compliant patient whose pain is well treated with opi

oids exhibits increased function and an improved quality of life but exhibits little or no 

aberrant behavior. The addicted patient engages in multiple or egregious behaviors and ex

periences a diminished quality of life and function after inappropriate drug use. The be

havior of patients who fit in the moderate-behavior category can usually be managed, but 

those individuals are the most difficult to assess. Inappropriate drug use may be the result 

of an attempt to cope or to manage uncontrolled pain, or it may reflect rational abuse, and 

the patient's function and quality of life may either improve or decline after inappropriate 

medication use. The example in Box III:6 is an exercise in patient assessment. What if this 

patient presented for treatment in your office? The questions raised provide a good place to 

start in the evaluation of any patient. 

Spectrum of Patient Behaviors with Long-Term Opioid Therapy 

Chemical Coper? 

Compliant Patient Rational Abuser? Addicted Patient 

Uncontrolled Pain Patient? 

No or few aberrant 
Egregious behavior or 

behaviors 
Moderate aberrant behavior multiple aberrant 

behaviors 

Appropriate use Inappropriate use Inappropriate use 

Quality of life t Quality of life t or t Quality of life f 

Function t Function t or f Function f 
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Suppose this patient came for treatment? 
How should he be managed? 

Name: LIMBAUGH, RUSH HUDSON 
Address:· 

OBTS Number: N/A 
Arresting Agency: 01 - PBSO 
Original Bond: $3,000.00 
Release Date: N/A 
Warrant Number: NIA 

Race:White 
DOB: 0111211951 
Facility: l\4DC !NTAKE 
Booking Number: 2006021379 
Booking Date: 04/2812006 Time: 16:25 
Officer: J. HOFFMAN 
Current Bond: $3,000.00 
Holds For Other Agencies: No 

Charges: 
893.13-3730 FRAUD-CONCEAL INFO TO OBTAIN PRESCRIPTION 

What ls Known ( or Has Been Published) About This Patient 

e He suffered pain after unsuccessful back surgery. 
® He abused large quantities of prescription opioids for several years. 
0 He kept the abuse secret from wife, colleagues, and friends. 
0 He twice entered a rehabilitation program, but his abuse recurred. 
0 While abusing drugs, he remained successful without a visible reduction in func

tioning. 
0 He is suspected of buying pills illegally. 

What ls Not Known About This Patient 

0 Whether he has a history of substance abuse. 
0 Whether he has an undiagnosed psychiatric disorder. 
® His main motivation for drug-seeking behavior. Is it: 

- To control physical pain? 
- To mask emotional pain or stress? 
- To seek a "high?" 
- Some combination of those reasons? 
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Law-enforcement and other regulatory agencies sometimes take an overriding interest 

in determining whether patients are addicted. Clinicians, realizing that a good clinical out

come is unlikely in the presence of an active addiction, should focus on the goals of ensur

ing improved pain relief, physical function, and quality of life. When the patient is 

monitored with these goals in mind and with a commitment to diagnosing any complicat

ing comorbid conditions, pain treatment has a far greater chance of success. 

Conclusion 
People misuse medications for many reasons, only one of which is an active addictive 

disorder. People abuse their prescriptions because they want to solve their problems, to re

lieve pain or feel less anxious, to find oblivion, or to fit in with their social circles. The need 

to watch for aberrant behavior does not mean that a clinician is legally obligated to always 

be right about a patient's motivations and can never be fooled. Physicians and other health

care professionals assess their patients for opioid compliance to ensure the efficacy of pain 

treatment and to diagnose and treat any possible complicating disorders. They are not re

sponsible for any patient's choice to behave irresponsibly or criminally. 

The careful observation and documentation of drug-related aberrant behavior should be 

charted as are other clinical data, such as the level of hemoglobin Ale in diabetic patients or 

the blood pressure value in those with hypertension. As detailed in the following chapters, it 

is even possible to identify the patients who are at highest risk for potential drug abuse prob

lems before opioid therapy is initiated. 
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It is much more important to know what sort of a patient has a disease than 

what sort of a disease a patient has. 

69 

-William Osler, MD, former professor and physician-in-chief, Johns Hopkins Hospital1 

A certain number of people in pain will eventually exhibit symptoms of drug abuse or 

addiction. However, not every patient is at equal risk for abuse or addiction. This chapter 

will examine the risk factors for drug abuse with the goal of understanding the reasons why 

some patients are more vulnerable than others. Because abusers of 1 category of substance 

are at risk for abusing substances in other categories, the misuse of alcohol, illegal drugs, 

and prescription opioids is examined. The risk profile of an abuser frequently includes com

plications such as mental disease or polysubstance abuse. The ways in which those factors 

are interrelated and mutually reinforcing are considered. 

Individual Risk Factors for Substance Abuse 
According to a popular misconception, all patients are equally likely to abuse opioids 

prescribed for the treatment of chronic pain. Opioid prescribing is presumed to be a gam

ble during which patients might win a better life or lose their well-being to the disease of 

addiction at a toss of the dice. Scientific evidence refutes that concept, however. In fact, 

certain risk factors for an increased risk of opioid abuse in patients have been well docu

mented. Knowing in advance whether a patient possesses these risk factors can assist a cli

nician in monitoring the progress of treatment. Some of the risk factors for opioid abuse, 

which have been gleaned from the scientific literature and clinical practice, include: 

• A personal history of substance abuse.2 

• A family history of substance abuse.2 

• Young age.2 
• A history of preadolescent sexual abuse.2 

• Mental disease.2 
• Social patterns of drug use.3 
• Psychologic stress.3 
• Failure to participate in a 12-step program.4 

• Polysubstance abuse.4 

• Poor social support.4 

• Cigarette dependency.5 

• A history of repeated drug and/or alcohol rehabilitation.5 

• A focus on opioids.6 

• Nonfunctional status caused by pain.6 

• Exaggeration of pain.6 

• Unclear cause of pain.6 
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Among clinicians and researchers, no consensus exists regarding the risk factors that 
are most predictive of drug abuse. Such evidence is far from conclusive, even for the best
documented risk factors, and the quality of research varies. For example, in 1 study, past opi
ate abuse and depressive symptoms failed to predict which subjects would abuse opioids.7 

This should serve to remind us that whatever a patient's history or level of risk, we can only 
estimate whether a patient is likely to abuse opioids; we cannot know for certain that he or 
she will do so. However, the characteristics listed below have been identified as strongly 
supported predictors of drug abuse: 

A personal history of substance abuse ( alcohol, illegal drugs, or prescription drugs) 
This is perhaps the most important risk factor for substance abuse. Clinical observation 

and published studies have shown that patients with a history of abusing prescriptions or il
legal drugs are likely to continue their substance abuse and aberrant behavior. The risk for 
future problems with opioid intake is greatest when the history of abuse is recent and in
volves multiple substances. The risk becomes more significant still when the history of 
abuse involves prescription opioids or other opiates. In a study of shared vulnerability for 

Shared Vulnerability of Different Categories of Drugs 

Probability of Drug Abuse (N = 6744) 

Index Drug Marijuana Stimulants Sedatives Heroin & Psyche-
Opiates delics 

Marijuana NA .31 .12 .07 .12 

Stimulants .52 NA .17 .11 .18 

Sedatives .63 .53 NA .20 .26 

Heroin and 
.46 .44 .26 NA .14 opiates 

Psychedelic 
agents 

.80 .72 .32 .14 NA 

NA= Not applicable. 

Source: Tsuang MT, Lyons Ml, Meyer JM, Doyle T, Eisen SA, Goldberg J, True W, 
Lin N, Toomey R, Eaves L. Co-occurrence of abuse of different drugs in men: the role of 
drug-specific and shared vulnerabilities. Arch Gen Psychiatry. r998 Nov;55( I I ):967-72. 
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drug abuse, abusers of 1 category of drugs exhibited a high degree of abuse of different cat

egories (Box IV:1).8 That risk was relative. For example, opioid abuse was poorly correlated 

with marijuana intake but had slightly more correlation with the abuse of stimulants. Each 

drug studied (with the exception of psychedelic agents) demonstrated its own unique genetic 

influences specific to the use of that drug only (Box IV:2). Heroin (and presumably other 

opiates) shared fewer genetic influences with other drugs than did any other agent studied, 

which suggests that most of the genetic influence in opiate abuse is specific to opiates. Con

versely, individuals who abused marijuana, stimulants, sedatives, or psychedelic drugs ex

hibited no greater than a 20% probability of experiencing an opioid-related substance-abuse 

problem. That evidence relegates prior opiate abuse to a category of its own and marks it 

as a strong predictor of future opiate abuse. 
Though less significant than opiate abuse, the prior abuse of nonopioid illegal drugs or 

alcohol also increases the risk for problems with the abuse of prescription opioids. Indi

viduals who abuse 1 substance are 7 times more likely than others to abuse an additional 

substance.9 One study of personal polysubstance abuse showed that most individuals who 

were admitted to a healthcare facility for alcohol treatment had also abused 1 or more ad

ditional substances in the 3 months before their admission for alcohol treatment.10 

The personal-history warning signs for potential opioid abuse can be arranged in the fol

lowing hierarchy from most to least dangerous: 

Genetic Influences on Specific Drugs of Abuse 

Variance in Drug Abuse Variables from Multivariate Biometrical Modeling 

(Latent Phenotype Model) 

Substance Categories Total Genetic Variance 

Marijuana 0.33 

Stimulants 0.33 

Sedatives 0.27 

Heroin and opiates 0.54 

Psychedelic agents 0.26 

Source: Tsuang MT, Lyons Ml, Meyer JM, Doyle T, Eisen SA, Goldberg J, True W, 

Lin N, Toomey R, Eaves L. Co-occurrence of abuse of different drugs in men: the role of 

drug-specific and shared vulnerabilities. Arch Gen Psychiatry. 1998 Nov;55( 11 ):967-72. 
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• Prescription opioid and/or opiate abuse (including heroin). 
• Polysubstance abuse. 
• Abuse of other illegal drugs. 
• Extreme abuse of alcohol. 

It may appear that the "illegal drug" category is compromised by the presence of mar
ijuana, which has a low correlation to opioid abuse, but it is reasonable to posit that mari
juana, as an illegal drug, is likely to be consumed in a household more tolerant of 
polysubstance abuse than in a household in which marijuana is not used. Such careful de
lineations should not obscure the fact that any past or current substance abuse is a risk fac
tor for problems with the future abuse of prescription opioids. 

Family history of substance abuse ( alcohol, illegal drugs or prescription drugs) 
A family history of substance abuse can confer both genetic and environmental risks for 

the development of substance abuse. 11 The attitudes of parents or other family role models to
ward the use or misuse of illicit and prescription drugs can establish a permissive environment 
in which substance abuse is tolerated or encouraged. As noted previously, opiate abuse appears 
strongly dependent on a genetic influence. Thus a patient's family history of any kind of opi
ate abuse may be a strong risk factor for his or her abuse of prescribed opioids. 12 

The frequent crossover from 1 drug of abuse to another is reason to consider the abuse 
of substances other than opioids as risk factors for future opioid abuse. For example, a ten
dency to become addicted to alcohol is considered a "family disease" because it occurs in 
generations of the same family. Alcoholism is 2 to 4 times more likely to occur in the close 
relative of a treated alcoholic than in the close relative of a nonalcoholic.13 One could say 
that alcoholism is not a strong risk factor for opioid abuse, because a relatively weak cor 
relation exists between a family history of alcoholism and later opioid abuse in an individ
ual. However, a family problem with alcoholism can create a dynamic in which 
polysubstance abuse occurs and may foster an environment in which opioid abuse is a pos
sible outcome. 

Young Age 
In general, youth is a risk factor for substance abuse. The onset of drug abuse often oc

curs at a very early age. From middle-to-late adolescence into the mid-20s appears to be the 
time at which most drug experimentation occurs. In a survey by lhe National Institute of 
Mental Health (NIMH) of 4778 respondents, 22.3% of people age 18 to 30 years had a sub
stance-use disorder. 14 US statistics show that the abuse of drugs other than alcohol declines 
as people agc. 15 Furthermore, many mental disorders, which are strongly linked to sub
stance abuse, are first manifested in youth (Figure IV:1). The onset of major depression 
usually occurs during the decade from midadolescence to the mid-20s. According to the re
sults of the NIMH survey, a major depressive episode or anxiety disorder was associated 
with double the risk of a subsequent drug disorder in young people age 18 to 30 years. 14 Of 
those with multiple mental disorders, 80% reported the onset of a substance-use disorder be
fore the age of 20 years. 

With respect to opioids administered for pain, age confers another liability as well. Re
cent data suggest that a tolerance to opioids develops much more quickly in younger indi-
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Psychologic Disease: Median Age for Onset of 

Mental Disorders and Substance Abuse 

24 

Anxiety Major Depression Drug Abuse or 
Addiction 

Alcohol Abuse 

Source: Christie KA, Burke JD Jr, Regier DA, Rae DS, Boyd JH, Locke BZ. Epi

demiologic evidence for early onset of mental disorders and higher risk of drug abuse 

in young adults. Am J Psychiatry. 1988 Aug; 145(8):971-5. 

viduals.16 Researchers at the University of California at San Francisco found that in patients 

younger than 50 years who had nerve damage, achieving pain relief from arthritis or fi

bromyalgia required more than twice the morphine-equivalent dose as that needed by pa

tients older than 60 years. The younger patients also reported less long-term pain relief. The 

researchers theorized that age-related changes in neurons could be to blame for causing 

younger patients to achieve physical tolerance more rapidly and therefore to need more 

medication to achieve relief. If that theory is supported by subsequent research, young peo

ple may be at risk for aberrant "drug-seeking" behaviors that resemble drug abuse or ad

dictive disease but are instead the pursuit of pain relief. 

Although age is 1 risk factor for medication misuse, its importance can be assessed 

only as part of a cumulative risk-factor profile. In the presence of other risk factors (eg, 

preadolescent sexual abuse, a mental disorder, intense stressors, a social environment that 

fosters medication misuse), age becomes a predictor for drug abuse. However, it should not 

be assumed that every youthful patient is likely to exhibit abuse, nor should it be assumed 

that older patients will not. 

History of Preadolescent Sexual Abuse 
A history of sexual mistreatment is common in people who abuse substances.17 Much 

of that trauma occurs during childhood. Research involving women who seek substance

abuse treatment and who also have a history of physical or sexual trauma indicates that 

most had been abused by the age of 18 years. 
A 10-year study of female twins showed that depression, anxiety, panic disorders, and 

alcohol and drug dependency all increased following preadolescent sexual abuse (Figure 

IV:2). 18 Of all the disorders measured, drug dependency occurred most frequently after 

sexual abuse. In another study of 286 women, about 9% of the subjects studied reported 

having been victims of childhood sexual abuse, and of that group, 64% had been treated 

for depression during a 3-year period.19 The authors of that study concluded that a history 
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of sexual abuse is probably a contributing factor to depression. The depression and anxiety 
that develop after sexual abuse are strong risk factors for subsequent substance abuse. 

Another condition that develops after preadolescent sexual abuse is posttraumatic stress 
disorder (PTSD). PTSD is severe anxiety resulting from a prior event that caused extreme 
terror and feelings of helplessness and involved death, serious injury, or physical threat to 
the self or others. It is a frequent comorbid diagnosis with drug abuse. Women exhibit that 
comorbid diagnosis more often than do men: of women in drug-abuse treatment, 30% to 
59% also have PTSD.20 This rate is 2 to 3 times that in men seeking drug-abuse treatment. 

Boys also experience preadolescent abuse, though at a frequency far less than that of 
girls, and girls· are more likely to develop PTSD after molestation than are boys.20 In all 
people who are sexually abused, the emotional damage can be persistent and severe. The rate 
of PTSD is actually higher in men who have been raped than in women who have been 
raped; however, women are 10 times more likely to be raped than are men.21 

The experience of preadolescent sexual abuse is uniquely traumatic and is distinctively 
associated with substance abuse later in life. Trauma-induced anxiety, whether conscious or 
unconscious, is a powerful stimulus to seek relief from disturbing memories. The anxioly
sis sought from drugs and alcohol is an unfortunate common result. 

Mental Disease 
The contribution of mental disease to substance abuse should not be underestimated, 

particularly in the United States, which leads the world in reported mental disorders. The 
NIMH reports that 25 % of the US population experiences symptoms that suggest the diag
nosis of a mental disorder and that almost 50% of all Americans will experience some form 
of mental illness during their lifetime.22

•
23 The link between mental disease and substance 

abuse is well established. The NIMH interviewed more than 20,000 individuals and found 
that of those with a lifelong diagnosis of a mental disorder, 22.3% exhibited alcohol abuse 
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or addiction and 14.7% exhibited drug abuse or addiction.9 Among those with no history of 

a mental disorder, the rate of alcohol abuse was 11 % and the rate of drug abuse was 3.7%. 

Thus having a lifelong mental disorder is associated with twice the risk of having an alcohol 

disorder and with 4 times the risk of having another drug-abuse disorder. The individuals 

studied were interviewed in a community setting and were not part of a treatment-seeking 

population who, it is supposed, would report even higher rates of concomitant disorders. 

Psychiatric illnesses are common in patients who are undergoing treatment for drug abuse, 

and that type of illness should be considered in the management of those individuals. Ap

proximately 6 of 10 patients being treated for substance abuse also exhibit mental illness, 

and 25% to 60% of individuals with a mental illness also abuse substances, according to 

NIDA.24 

The link between mental disease and substance abuse is found in other countries as 

well. The United Kingdom reports an incidence of psychiatric disorders among drug-de

pendent subjects that is 3 times higher than that among subjects who are not drug depend

ent.25 This was true even after controlling for such social and demographic factors as age, 

ethnicity, housing status, and employment status. 

Substance Abuse and Specific Mental Disorders 

Evidence from the NIMH that links specific mental disorders to substance abuse is 

striking (Figure IV:3).9 Almost 25% of the subjects with an anxiety disorder had a con

comitant substance-use disorder. When phobias, which have a high prevalence in the US 

general population, were not considered, one sees even more co-occurrence with substance 

abuse: 35.8% of subjects with panic disorder and 32.8% of subjects with obsessive-com

pulsive disorder had a substance-use disorder. An individual with schizophrenia was 4.6 

times more likely to have a substance-use disorder than was someone without schizophre

nia. Substance abuse was identified in 83 .6% of people with antisocial personality disorder, 
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which lists substance abuse as a major criterion for its diagnosis. Bipolar I disorder was as
sociated with an extraordinary risk of substance abuse (II times greater than that in people 
without the disorder). Alcohol and drug dependence were more than twice as common in 
bipolar patients than in patients with unipolar depression. However, patients with unipolar 
depression were at greater risk for substance abuse than were members of the general US 
population. Depression is also a likely factor in relapse to drug abuse. 

A diagnosis of attention-deficit hyperactivity disorder (ADHD) in childhood can 
also confer an amplified risk of alcohol and substance abuse later in life. For 4 years, 
Boston researchers followed 212 boys, some of whom had ADHD.26 Of those with 
ADHD, some were receiving medication and others were not treated. The researchers 
discovered that 75% of the boys who received no medication for their ADHD began 
using marijuana, alcohol, hallucinogens, stimulants, or cocaine during the 4-year study 
period. Only 25% of the medicated boys and 18% of the boys without ADHD abused 
those substances. ADHD also increases the likelihood of anxiety and mood disorders 
that can exacerbate problematic drug use. 

Sex Differences in Drug Abusers with Mental Disease 
The mental diseases that occur concomitantly with substance abuse are not evenly dis

tributed between men and women. Evidence suggests that men are more likely to exhibit an
tisocial personality disorder than are women, but women are more likely to experience 
depression or PTSD caused by childhood abuse. 13 This holds true for abusers of alcohol 
and other drugs. Women are more likely than men to display a comorbid mental diagnosis, 
though men who abuse substances are far more likely to exhibit a mental disorder than are 
men in the general population.27 

Further research could form the basis of gender-specific modalities for the treatment of 
drug abuse. The role of sexual trauma in women and the greater tendency of men to act on 
dangerous impulses are just 2 of the dynamics that highlight the need for such a therapeu
tic approach. 

Mental Disease: The Cause or Effect of Substance Abuse? 
The strong correlation of mental disease with uncontrolled substance use renders the diag

nosis of a mental disorder a risk factor for opioid abuse. \Vhether mental disease causes sub
stance-use disorders or is caused by them is not clear-cut. For example, some patients become 
depressed because of the physical and psychologic suffering associated with drug abuse. Oth
ers abuse substances to case the pain of preexisting depression or other mood disorders. Still 
others experience drug abuse and depression simultaneously. These closely intertwined disor
ders may originate from common genetic vulnerabilities and may influence each other in a cir
cular behavioral pattern. Again, sex differences may apply. In women, psychiatric factors often 
seem to precede substance abuse. In men, some evidence suggests that substance abuse often pre
dates the diagnosis of depression, at least in cocaine abusers .28 It is even possible that a common 
genetic liability is more likely to be manifested as depression in women and as substance abuse 
in men because of sex-specific social mores.13 Far more research is needed to better understand 
the factors that influence the propensity of a person with a mental illness to abuse substances. 

First and foremost, the challenge is to recognize and diagnose drug abuse and mental 
disorders in patients, some of whom may be seeking medical care for seemingly unrelated 
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physical symptoms. This responsibility often falls to the frontline clinician, who may be 

the patient's first or only professional medical contact. After diagnosing a substance-use 

disorder, a mental disorder or both, networking with specialists in addiction and mental 

health is a must. The results of research are clear: The early recognition and treatment of 

mental disease are vital to the prevention of prescription opioid abuse. 

Is Pain a Risk Factor for Substance Abuse? 

One suspected risk factor for opioid abuse - pain itself - is quite controversial. Pa

tient advocates and pain specialists often explain drug abuse by pain patients as the attempt 

to self-medicate to relieve uncontrolled pain. Thus pain is believed to predate substance 

abuse, and quite often this is so. However, pain is very prevalent in addicted populations. Just 

as substance-abuse patients are more likely than others to show symptoms of mental dis

ease, they also report more physical ailments and pain. Research has found approximately 

twice the rate of lower back pain, headache, and arthritis in substance-abuse patients than in 

others.29 The prevalence of pain is particularly high among established abusers of opiates. 

In a study of patients receiving methadone for chemical dependency, 37% experienced 

chronic severe pain.30 Were those individuals self-medicating for pain before their drug abuse 

or addiction developed? Did the opioid consumed to treat pain trigger a silent drug abuse 

problem? Were they lying about their pain symptoms to obtain narcotics, or is it possible 

that chronic pain, which affects the central nervous system, is indeed a risk factor for the de

velopment of abuse problems? Perhaps the mechanisms that render a person vulnerable to 

developing substance abuse also increase the propensity to experience uncontrolled pain. 

Three Vulnerabilities for Drug Abuse 

.,J~,,H,1,, ,,, ,.\ 1J:.1.,1\,~,1',.L&11,_;, ,~,,,>.>,,. ,,u.~si,.H,I,, 
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Whichever mechanism or mechanisms are involved, many substance abusers experi
ence unresolved pain, and it is important to understand the association. Perhaps the possi
bility should not be dismissed quickly that chronic pain itself, with the stress and lifestyle 
changes it brings, could lead to the uncontrolled abuse of opioids to serve no medical pur
pose in certain vulnerable individuals. The danger is that this concept could be misunder
stood and overapplied to justify the undertreatment of pain and the automatic judging of any 
aggressive attempt to achieve more pain relief as nonmedical drug seeking. 

Vulnerabilities to Substance Abuse 
The following 3 types of vulnerability contribute to the likelihood of substance abuse 

(Figure IV:4): 

• The drug itself. 
e The environment (both in-home and out-of-home). 
* Genetics. 

Vulnerabilities show how the cards are stacked but do not assure the game will play out 
as deait - in other words, a vulnerability is not a certainty. Genetics appears to exert the 
strongest influence of those 3 vulnerabilities, and environment is the next strongest influ
ence. Clinical observation indicates that drug properties are the least influential of the 3 
vulnerabilities listed. 

The Drug 
Pharmaceutical companies manufacture and market thousands of different drugs each 

year, but only a few are associated with substance-use disorders. Potentially addictive drugs 
have very special properties. It is clear that the reinforcing effects of all drugs of abuse re
sult from dopamine stimulation in the mesolimbic system of the brain. The amount and 
speed at which dopamine is exposed to the reward center of the brain are determined pri
marily by the pharmacokinetics of the drug and manner of use. 

Pharmacokinetics 
The term "pharmacokinetics" refers to the way in which a drug is absorbed and dis

tributed in the host body. The pharmacokinetics of opioids influences how much dopamine 
is released into the mesolimbic dopamine system. 

'Two factors primarily account for the "size of the reward" experienced by an opioid
nai:ve individual: the amount of dopamine released and the speed at which it is released. The 
greater the amount of dopamine and the more rapid the release, the more likely the drug-in
duced reward. Heroin for example, quickly triggers the release of a substantial amount of 
dopamine that delivers a quick peak experience. Extreme peaks arc typical of drugs that gen
erate cravings and compulsive use. Slower-release compounds do not provide that same 
"spike."· 

The potency of an opioid is related to the amount of dopamine released and how directly 
that dopamine stimulates the mu receptors. Morphine is a pure mu agonist and a potent opi
oid. The amount of dopamine released is also affected by the difference in opioid concen
tration at the receptor before and after the opioid is taken. For example, patients who receive 
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sustained-released morphine around the clock require more morphine to produce a high 

than do opioid-naive patients. 
After a drug has entered the bloodstream, lipophilicity affects the speed at which it en

ters the brain. Heroin is favored by abusers because it is lipophilic and rapidly enters the 

brain to stimulate the release of dopamine. Buprenorphine is another very lipophilic opioid 

that produces less of a high because it only partially stimulates the mu receptor. The rate of 

decline in opioid blood levels (the "valley" that occurs after the peak experience) also ap

pears to be associated with the potential of a specific opioid for abuse. In general, the sharper 

the decline in the blood levels of a drug, the stronger the motivation in vulnerable individ

uals to seek another serving as soon as possible. 

Manner of Use 
The frequency of use and the route of administration are powerful factors that affect 

whether the consumption of a drug that is likely to be abused will become reinforcing and 

destructive. Frequent repeated administration of an opioid for the purpose of obtaining a 

high is termed "binge use." For a binge user, the intervals between drug uses are short. In 

an addiction-prone person, this pattern of use leads to craving and compulsive use despite 

harm. Binge use can increase the risk of abuse, even in individuals who are not genetically 

susceptible to opioid addiction. This fact does not suggest that the frequent use of an opi

oid to treat breakthrough pain increases the risk of opioid addiction. The use of an opioid 

for the treatment of breakthrough pain is intended to produce analgesia, not a high. 

The route of drug administration determines in part how quickly dopamine is released. 

The descending order by route of administration from the quickest to slowest speed of onset 

for most drugs is as follows: intravenous, inhalational, transmucosal, oral, transdermal. Al

tering a drug formulation may dramatically change the speed of onset. For example, con

trolled-release oxycodone, when used as directed, has a slow onset of action and produces 

a blood level that is sustained for 8 to 12 hours. When the drug is crushed and either chewed 

or snorted in defiance of medical direction, the abuser experiences a more rapid onset of 

drug action. Intravenous injection and inhaling are the quickest routes to the reward sought 

by addicts and abusers. 

Short-Acting Opioids Versus Long-Acting Opioids 

The drug properties of short-acting opioids (SAOs) are frequently suspected of incit

ing drug abuse. Many authors and lecturers on the subject of abuse prevention advise cli

nicians to prescribe long-acting opioids (LAOs) whenever possible to reduce the risk. 

However, "shmt acting" refers to the duration of action, not the speed of onset, and it is the 

speed of onset and subsequent drop-off that constitute the greatest pharmacokinetic factor 

for misuse. SAOs are frequently misunderstood to be rapid-onset drugs. Actually, most 

SAOs do not reach a peak effect until 20 to 40 minutes after consumption. Transmucosal 

fentanyl, which is frequently prescribed for breakthrough pain, is an exception to that state

ment. It is a nonintravenous full mu agonist with a rapid onset. Most SAOs, unless they are 

delivered intravenously, are absorbed slowly. In contrast, heroin that is smoked or inhaled 

has an onset of action of less than 1 minute, with a sharp peak followed by a rapid decline. 

SAOs may, however, constitute a separate vulnerability to drug abuse because a short 

duration of action requires more frequent administration, which in tum may encourage the 
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patient to binge to reach acceptable analgesia. The view that SAOs pose a greater risk of 
abuse than LAOs remains conjecture. LAOs that can be altered (eg, by crushing the pills) 
to release their sustained-action analgesia all at once could be considered more "abusable" 
than a shorter-duration opioid. This raises an important point: Often, expe1is on pain man
agement and addiction are asked which drugs are most "abusable." Perhaps a more astute 
question would be, "Where is the genesis of abuse located: in the drug or in the individual 
who abuses it?" Although it is possible that research will establish an association between 
a particular drug and the patient's inability to control the consumption of that drug, it ap
pears that addictive disease finds its locus in the individual rather than in the substance. 
Tsuang and colleagues, who studied polysubstance abuse, suggest there is "some charac
teristic of the individual that imparts vulnerability to the abuse of all categories of drugs."8 

The particular drug of abuse is probably far less important than the effect being sought. For 
that reason, abusers often vary the substances they abuse. 

Although it is beneficial to consider the drug properties that could trigger the drug
abuse vulnerabilities of an individual who is predisposed to addiction, it should be remem
bered that a drug of abuse in the hands of one person is a godsend of pain relief to another. 
""A ... s 111edical science progresses, certain drugs can be expected to fall out of use when other 
drugs with greater effectiveness and better safety profiles become popular. 

The Environment 
We all live in and contribute to several different environments: family, work, commu

nity affairs, and social relationships. If, during our daily activities, we are exposed to the ac
ceptance of substance abuse (be it alcohol, tobacco, marijuana or opiates), that exposure 
creates a vulnerability to drug abuse. Individuals who abuse drugs increase the likelihood 
that other people in the same environment will also abuse drugs. That influence can be seen 
in both in-home and out-of-home environments. Some of the vulnerability will be tied to the 
specific drug the individual observes being abused and some will not. For example, an en
vironment that encourages marijuana consumption confers a strong vulnerability factor spe
cific to marijuana that does not appear to extend to opioids. Yet for the most part, if any 
substance is abused within the family or among peers, the individual is at risk for abusing 
different categories of substances, not merely the one he or she observes being abused. 

Peer Norms 
Early drug use places children and adolescents on a dangerous track that all too frequently 

leads to drug abuse as adults. Children who use marijuana are 100 times more likely to use 
cocaine than are those who never use marijuana.31 Research draws a direct parallel between 
peer approval of drug use and greater drug use (particularly first drug use) among adoles
cents. Whether the substance abuse continues or ceases is influenced by developmental fac
tors and the presence of psychologic disorders, genetic vulnerability, and family dysfunction. 

Factors related to adolescent drug abuse include: 

• Poor self-image. 
® Low religiosity. 
• Poor school performance. 
® Parental rejection. 
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• Family dysfunction. 
• Child abuse. 
• Undercontrolling or overcontrolling by parents. 

• Parental divorce.31 

Stress 
The daily living conditions of a person who abuses drugs provide many situational and 

social cues that encourage continued drug misuse. One of those conditions is stress. In lab

oratory tests, rats exposed to the social stressor of a more aggressive rat learned to self-ad

minister cocaine twice as fast as did nonstressed animals.32 

Stress can exacerbate drug-abusing behavior in many ways.33 Some stressful life events 

(the death of a loved one, divorce, a natural disaster, or a job loss) are isolated events. Other 

stressors (chronic health conditions, financial woes) are ongoing. The success with which 

people handle the stress in their lives varies as much as individuals do. We all know at least 

a few people whose lives resemble a never-ending train wreck; their problems are never 

solved but seem to multiply in an atmosphere of chaos and poor choices. Ongoing stress can 

worsen current abuse behaviors and can also precipitate a recurrence of substance abuse.34 

Changes in life circumstances can create different propensities for abuse at different 

times in the same individual. This principle can be seen in laboratory experiments using in

bred rats. Lewis rats self-administer more drugs than do Fischer-344 rats.35 Sprague-Daw

ley rats are considered neither drug seeking nor drug rejecting but respond more like the 

drug-seeking rats if exposed to the right environmental or physiologic influences.36 In rats, 
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just as in humans, stress is one of the main stimuli that provokes drug-taking behavior.37 

T ,ike rats, humans can be classified as being at high risk, moderate risk, or low risk for drug
seeking behavior. Stress can provoke abuse even in a person who otherwise would be un
likely to exhibit such behavior. Patients at moderate risk for drug abuse (the human 
equivalent of a Sprague-Dawley rat) demonstrate this concept most clearly. A person in the 
high-risk group may abuse drugs no matter what the circumstances, and a person at low 
risk for drug abuse is far less likely to do so, even when experiencing extraordinary stress. 
An individual at moderate risk may never abuse drugs under favorable or neutral life cir
cumstances, but in a stressful environment (particularly if multiple stressors are present) 
where an abusable drug is available, he or she begins to behave more like an individual at 
high risk for substance abuse (Figure IV:5). The lesson for clinicians who prescribe opi
oids to treat pain is to understand the importance of assessing the patient's current life stres
sors to minimize the risk of opioid abuse. A patient may change risk categories for drug 
abuse more than once during a lifetime. This is especially true for people who occupy the 
middle of the risk spectrum. 

Pain and Stress 
Imagine the greatest physical pain you have experienced in your life, and then imag

ine that pain multiplied over weeks, months, and years with no end in sight. People who live 
with chronic pain live with pervasive stress, and their lives are forever changed. Pain is 
physically stressful. It interrupts sleep and disrupts hormone levels. Unremitting pain is 
also psychologically stressful. It causes low self-esteem and may result in loss of job or so
cial standing. Financial worries may be overwhelming. Independence, mobility, and fam
ily relationships are compromised. There appears to be no escape from the merry-go-round 
of life lived in hospital emergency rooms. The chronic-pain patient is forever called on to 
justify his or her experience and to explain what is unexplainable. The possibility always 
looms that whatever pain relief is available will be snatched away because of the fear, mis
information, or apathy of the latest caregiver. 

Taken together, these dynamics can lead patients to seek relief from the anxiety, de
pression, and boredom of a life lived in unremitting pain. The drive to escape to chem
ically cope - is powerful and can lead to unauthorized escalations of prescription 
medication by patients. Oblivion can seem an attractive alternative to consciousness. Peo
ple with chronic pain have high rates of attempted and completed suicides.38 

Some healthcare professionals unwittingly add to their patients' stress. Healthcare 
providers arc often advised erroneously to prescribe opioids in small quantities when a pa
tient has trouble achieving adequate analgesia and begs for more medication. Clinicians are 
taught to suspect that patients who exceed some arbitrary ceiling dose of narcotic pain med
ications must be seeking opioids for personal misuse or sale. That attitude can cause great 
harm. If opioids have been determined to be the best treatment available for the individual 
in question, parsimonious prescribing is not the answer when pain is uncontrolled. The un
dertreatment of pain is poor medical practice and does not stop the spread of drug abuse. 

Genetics 
Genetics is known to exert an influence on drug abuse, hut precisely which genes con

tribute to substance abuse and how they do so remains unknown. Studies comparing fra-
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ternal (nonidentical) twins with genetically identical twins are useful in assessing how ge

netics (as opposed to environment) influences the development of abuse behaviors. Stud

ies highlighting outcomes of adopted children who are genetically vulnerable to substance 

abuse are also helpful. The research involving the genetic influence on substance abuse is 

best summarized thus: In general, it appears that an individual may begin using drugs ex

perimentally because he or she is modeling behavior observed in social and family circles. 

If and when that behavior progresses to substance abuse or dependence, genetic factors are 

largely to blame39 and exert a stronger influence on males than on females.40 

As we have seen, genetic factors more greatly influence the abuse of some categories 

of drugs than others, and the role that environment plays can be hard to isolate. One area in 

which a genetic influence has been established involves alcohol abuse: The biological chil

dren of alcohol-dependent parents, even when adopted and raised in a nonalcoholic envi

ronment, demonstrate a 2-fold to 9-fold increased risk for alcohol abuse or dependence.31 

Cocaine and marijuana abuse and dependence (as distinguished from casual use) have also 

been linked to genetic factors; genetics was held responsible for 60% to 80% of the differ

ences in abuse and dependence between fraternal and identical twin pairs. 39
•

41 

Opioid Abuse 
As noted earlier, it appears that a drug-abuse disorder involving opiates (including 

heroin and prescription opioids) may be driven by a strong genetic link. Emerging research 

indicates that the development of an addictive disorder involving opioids is about 50% de

termined by genetics.8 A large study of male twin pairs found that the genetic influence on 

opiate abuse is specific primarily to opiate abuse and is not shared across categories of other 

drugs.8 Although those researchers found little evidence that abuse of any specific drug 

"breeds true" within a particular family, the genetic link to multigenerational substance 

abuse, particularly for opiates, is well accepted among most experts. 

Conclusion 
Specific risk factors are linked to problematic drug use. For example, a personal or 

family history of substance abuse, a history of sexual abuse, and the presence of certain 

mental diseases all have proven useful in predicting whether a patient is likely to display 

aberrant behaviors consistent with abuse.2 An individual's history, current life situation, 

and certain vulnerabilities such as stress, abuse-prone environments, the ingestion of a drug 

with binge potential, and a genetic predisposition can combine to form that individual's risk 

profile. A person's risk profile for drug abuse (except for genetically determined factors) 

may change over a lifetime. The more risk factors and vulnerabilities that are present, the 

greater the risk to the individual. The next chapter will present tools that can be used to as

sess a patient's level of risk. 
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He who asks is a fool for Jive minutes, but he who does not ask remains a fool forever. 
- Chinese Proverb 

A patient's probability of opioid abuse is linked to certain risk factors that are influenced 

by genetics and environment. Knowing whether a patient exhibits risk factors before the ini
tiation of treatment enables clinicians to set the appropriate level of monitoring, which in 

tum helps to prevent abuse. Therefore, all patients who are to begin treatment with long-term 

opioid therapy for pain must undergo assessment for potential drug abuse. Patients usually 
fall into 1 of 3 groups with respect to their potential for abusing drugs: low risk, moderate 

risk, or high risk. The higher the degree of risk, the more stringent the required monitoring. 
The purpose of classifying patients into risk categories is not to isolate high-risk patients and 

deny them the pain treatment they need but to increase the likelihood of a good clinical out

come for all patients. 
This chapter identifies and evaluates the most common assessments used to screen for 

existing or potential substance abuse. Emphasis is placed on the need for methods of as

sessment that are brief, opioid specific, easy to administer and interpret, and consistent in 

providing results. 

Screening Can Prevent Abuse 
Although the misuse of medication is a common clinical occurrence, it is manageable 

in most cases. The vital first step is the appropriate assessment of the patient before opioid 
therapy is initiated. Armed with the results of that assessment, clinicians can use a scientific 

approach based on the patient's level of risk for substance abuse to monitor a patient's opi

oid consumption. The practice of screening patients who begin opioid therapy for potential 
problematic drug behavior is in its infancy.1 However, research to support the practice of as

sessment is increasing every day. Despite studies showing that systematic screening is the 
best tool for discerning current and lifetime substance-use disorders, such screening is often 
not performed. One study showed that primary care and behavioral health clinicians failed 

to detect substance problems in more than 80% of cases in which the patient had clearly 
checked items related to substance abuse on a questionnaire.2 Primary care physicians and 

other healthcare professionals can make a vital contribution to recognizing and treating sub

stance-use disorders. About 70% of Americans visit their primary care physician at least 
once every 2 years.3 Furthermore, chronic-pain patients are significant consumers of primary 

care medical services, which they use up to 5 times more frequently than do other patients.4 

Patient assessment is not performed for a number of reasons. A survey of 2000 general 

physicians and psychiatrists identified some of the barriers that healthcare providers face in 

screening patients for substance abuse: 
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• Lack of confidence in addiction-management capabilities. 
• Perception of time limitations. 
• Fears about patient sensitivity surrounding substance-abuse issues.5 

These concerns are understandable but surmountable, given the proper tools and train
ing. It is important that clinicians not be dissuaded from discussing the potential for sub
stance abuse with their patients. 

Criteria for the Assessment of Substance Abuse by Patients 
Physicians and other clinicians without training in addiction medicine would be greatly 

helped by the wider availability of proven tools for assessing substance abuse in their pa
tients. To be useful in a busy medical practice, those assessment tools must be: 

• Predictive. Assessments that detect current substance abuse are helpful but do not 
provide for the establishment of a suitable level of monitoring before the initiation of 
opioid therapy. 

0 Brief. Time linritations on office visits dictate the need for a brief assessment. T Jonger as-
sessments are impractical for many clinicians and may lead to nonuse of the instrument. 

• Easy to administer and interpret. The need for special training to score and interpret 
results does not meet the requirement for widespread clinical utility. 

• Geared to opioid abuse rather than the abuse of alcohol or other substances. Screen
ing all patients for general substance abuse is an advisable part of medical practice. 
However, patients who suffer from chronic pain and who are being considered as 
candidates for long-term opioid therapy present a more specific need for drug as
sessment. 

• Validated in patients with pain. The assessment should be validated for use in chronic
pain patients who are being considered for long-term opioid therapy. 

• Applicable to a variety of clinical settings. Little is known about the differences be
tween chronic-pain patients treated in primary care practices and those treated in pain 
clinics. Because patients in pain are treated in a variety of settings, the best type of 
assessment would apply in a variety of pain-patient populations. 

• Self-administered. A self-administered tool may save time and clinical resources, 
which would render its use likely. 

Most of the assessments available contain some but not all of these attributes. Each 
tool has unique advantages and disadvantages, as the following discussion reveals. 

limitations of Familiar Screening Tools 
Many of the tools available for use in screening for prescription opioid abuse do not yet 

meet the needs of patients and clinicians. Of the currently available modalities used to screen 
patients for substance abuse, many exhibit 1 or more of the following common problems: 

• They are designed to identify patients who already have problems with managing 
substance intake and not to predict those who may abuse drugs. 
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• They are not designed to screen specifically for opioid abuse. 

• They take a long time to administer and require unique skills to interpret. 

Research is beginning to address some of those concerns. Efforts are under way to de

sign assessments (derived from the literature or expert opinion) that address the specific 

needs of opioid-treated pain patients. Meanwhile, a number of already available screening 

tools provide some clinical utility, although clinicians should be aware of their inadequa

cies with respect to evaluating chronic-pain patients. 

Characteristics of Common Assessments: A Comparison 
Some of the available substance-abuse screening tools, old and new, are listed in Box 

V: 1, which illustrates at a glance whether specific assessments are: 

• Specific to alcohol, nonalcoholic drugs, or both. 

• Predictive of subsequent abuse problems. 

• Validated in the population of interest (in this case, pain patients). 

• Self-administered. 
• Brief to perform. 

Diagnostic Versus Screening Tools 
Most screening tools are not designed to diagnose substance-use disorders. If patients 

demonstrate a positive score from screening for substance abuse, they should be consid

ered candidates for an additional evaluation to diagnose whether an actual substance-use dis

order is present. Many diagnostic tools are rather cumbersome to administer and score and 

are not intended for initial screening for substance abuse. 

One of these is the Structured Clinical Interview,6 which is a thorough assessment that is 

widely used by research centers and substance-abuse treatment centers staffed by profession

als who are trained to administer and score it. Another tool that is especially effective for eval

uating the need for substance-abuse treatment is the Addiction Severity Index,7 a 200-item 

hour-long assessment of 7 potential problem areas, which is designed to be administered by 

a trained interviewer. Those 2 assessments are valuable for evaluating many psychiatric, so

cial, and substance problems, but their length and the special training required for their use ren

der them impractical for widespread clinical use. In contrast, brief screening tools are less 

cumbersome to administer. However, they are usually designed to identify patients who al

ready have problems with substances rather than to predict those who may abuse drugs. Two 

examples of such assessments are the widely used alcohol-specific CAGE test ("cut, annoyed, 

guilty, eye")8 and another tool called the Two-Item Conjoint Screen (TICS),9 which is a 2-

question measure of sensitivity to substance abuse. Those instmments are not intended for 

use in screening specifically for opioid abuse, although in some cases they can be modified 

for such use. They could have some clinical utility in the field of chronic pain, because indi

viduals who are addicted to alcohol or another drug are at increased risk for abusing opioids. 

Tools Specific for the Assessment of Alcohol Abuse 
Alcohol-related disorders have been the subject of much research, so it is not surpris

ing to find that some of the most widely validated screeners and assessments are specific 
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Tests for Identifying Potential Drug Abuse 

Tool Alcohol/ Predictive Pain Method of Length of 
Drugs of Patients Test Admin- Test and Time 

Substance istration Required for 
Abuse Completion 

Addiction Severity 
Yes/Yes No No 

Self and/or 200 items 
Index interview 1 h 

Alcohol Use Disorders 
Yes/No No No 

Self and/or 10 items 
Identification Test interview 2min 

Structured Clinical In-
terview for DSM-IV 

Yes/Yes Yes No Interview 30-60 min (psychoactive substance 
use module only) 

CAGE Yes/No No No 
4 items 

Interview < 1 min 

CAGE-Adapted to 
Yes/Yes No No Interview 

4 items 
Include Drugs < 1 min 

Two-Item Conjoint 
Yes/Yes No No Interview 

2 items 
Screening Tool < l min 

Screener and Opioid 
Self and/or 24 items Assessment for Yes/Yes Yes Yes 
interview lOmin Patients with Pain 

Prescription Drug Use 
Yes/Yes Yes Yes Interview 

42 items 
Questionnaire 20min 

RAFFr Yes/Yes No No Self 
5 items 

About 1 min 
Drug Abuse 

No/Yes No No Self 
20 items 

Screening Test 5 min 

Long version: 

Michigan Alcohol Self and/or 
25 items 

Yes/No No No IS min Screening Test interview 
Short versions: 
9 to 13 items 

Screening Instrument 
5 items for Substance Abuse Yes/Yes Yes No Interview 

About 1 min Potential 

Substance Abuse Subtle 
Yes/Yes No No Self 

1 page 
Screening Inventory-3 JS min 

Severity of Opiate 
21 items Dependence No/Yes No No Self 

About 5 min Questionnaire 

Opioid Risk Tool Yes/Yes Yes Yes Self 
5 items 
1 min 
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for alcohol abuse. Although the following assessments have not been validated among pain 

patients and do not address the risk fact_ors specific to opioid abuse, they are sometimes 

used to assess for opioid abuse. 
CAGE.8 This 4-item verbal test has been validated in several studies as an effective 

screening forthe identification oflifetime alcohol-abuse disorders. Two affirmative answers 

are considered a positive result from screening, although many clinicians consider even 1 

affirmative reply cause for concern. The CAGE was later adapted to include other types of 

drug abuse in addition to alcohol. For opioid-treated patients, it might be beneficial to con

sider adapting the CAGE to invite open-ended answers rather than "yes/no" responses (ie, 

"how often have you ... "). 
Michigan Alcoholism Screening Test (MAST) .10 Long and short versions of the MAST 

are available. The long version has 25 items, and the shorter versions contains 10 to 13 

items. The MAST is one of the first alcohol screening tests and one of the most widely used. 

It is particularly useful for assessing lifetime problems with alcohol abuse. Its accuracy 

rates are similar to those of the CAGE, though it takes longer to administer. A still longer 

37-item test called the Self-Administered Alcoholism Screening Testl 1 has been derived 

from the MAST. An evaluation is under way to add a screening component for other drugs 

to the MAST. 
Alcohol Use Disorders Identification Test12 • This is a 10-item written test available 

through the World Health Organization to identify harmful alcohol consumption in many pop

ulations, including patients treated in primary care practices, psychiatric units, and prisons. 

However, because it is self-administered and takes longer than some other similar evalua

tions, it is less popular with clinicians than are quick verbal assessments, such as the CAGE. 

In an evaluation of alcohol screening tools, the Alcohol Use Disorders Identification 

Test was found to be most effective in identifying subjects at risk for harmful drinking, and 

the CAGE was superior in detecting alcohol abuse and dependence.13 

Conjoint Screening Tools 
Several instruments have been created or adapted to screen simultaneously and with the 

same question for alcohol and other drug abuse. The advantages of a conjoint screening 

tool are to save time and to encourage a patient to answer more honestly than he or she 

might when responding to separate questions. However, people who abuse only alcohol 

may answer with a negative response because they want to avoid appearing to abuse illicit 

or prescription drugs. Two of the briefer tools that fall into this category are the CAGE

Adapted to Include Drugs (CAGE-AID)14 (Box V:2) and the TICS9 (Box V:3). The sensi

tivity and specificity of the CAGE-AID, which are shown in the corresponding Box, are still 

high, though the specificity is less than that of the alcohol-specific CAGE. 
The TICS is said to identify 80% of drug and alcohol problems in young and middle

age patients by asking 2 easily remembered questions. This evaluation is brief and easy to 

administer. However, the CAGE-AID and the TICS are not opioid specific and are designed 

to detect current and lifelong substance abuse, not to assess the risk of future abuse. 

Tools for Identifying Drug Abuse in Patients 
Modeled on the MAST, the self-administered Drug Abuse Screening Test15 (Box V:4) 

contains many items that can be used to identify problems caused by drug abuse other than 
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The CAGE-Adapted to lm::lude Drugs Questionnaire 

In the past have you ever: 

1. Tried to cut down or change your pattern of drinking or drug abuse? 
2. Been annoyed or angry by others' concern about your drinking or drug use? 
3. Felt guilty about the consequences of your drinking or drug use? 
4. Had a drink or used a drug in the morning (an "eye-opener") to decrease a hang

over or withdrawal symptoms? 

Implications for prescribing: 

• One positive response to any question suggests caution. 
• Two or more positive responses may have a sensitivity of 60% to 95% and a speci

ficity of 40% to 95% for diagnosing alcohol or drug problems. Strongly suggest 
assessment by an addiction specialist before opioids are prescribed. 

• A CAGE test result may have less predictive value in the elderly, college students, 
women, and certain ethnic groups. 

alcohol. Some of the problems it addresses include drug-related blackouts,job-related prob
lems, and social and family discord. It also contains a specific item used to screen for pre
scription drug abuse. The DAST is brief and can be administered without special training. 
It is valuable for determining which patients should seek substance-abuse treatment but has 
not been validated for use in pain patients. Like the MAST, it has been suggested that the 
DAST is focused primarily on problems with employment, violence, and illegal activities, 
and its lack of questions about home and children make it more applicable to men than 
women. The RAFFT 16 ("relax, alone, friends, family, trouble") (Box V:5) is a 5-question 
screening tool that is used to detect alcohol and drug abuse and has performed well in ado
lescents. It is brief and easy to score. However, in a study of adult psychiatric patients, it was 
reported to be less specific than in adolescents.16 

The SubstaneeAbuse Suhtle Screening Inventory (SASSI) 17 is a widely used instrument 
that is available from the SASSI Institute in Bloomington, Indiana. This 1-page question
naire combines face-valid questions with subtle questions that do not address substance 

TICS: A Two-Item Conjoint Screen 
1) In the last year, have you ever drunk or used drugs more than you meant to? 
2) Have you felt you wanted or needed to cut down on your drinking or drug use in 

the last year? 

In primary care patients, at least l affirmative answer to these 2 questions was nearly 
80% sensitive and specific for substance abuse. 
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The Drug Abuse Screening Test (DAST) 

The following questions concern information about your involvement and abuse of 

drugs. "Drug abuse" refers to: 

(1) The use of prescribed or over-the-counter drugs in excess of directions. 

(2) Any nonmedical use of drugs. 

The questions DO NOT include alcoholic beverages. 

The questions refer to the past 12 months. Carefully read each statement and de

cide whether your answer is "yes" or "no." Please give the best answer or the answer that 

is right most of the time. Click on the box marked "Yes" or "No." 

1. Have you used drugs other than those required for medical reasons? Yes No 

2. Have you abused prescription drugs? Yes No 

3. Do you abuse more than l drug at a time? Yes No 

4. Can you get through the week without using drugs? Yes No 

5. Are you always able to stop using drugs when you want to? Yes No 

6. Have you had "blackouts" or "flashbacks" as a result of drug use? Yes No 

7. Do you ever feel bad or guilty about your drug use? Yes No 

8. Does your spouse (or do your parents) ever complain about your in-
Yes No 

volvement with drugs? 

9. Has drug abuse created problems between you and your spouse or your 
Yes No 

parents? 

10. Have you lost friends because of your use of drugs? Yes No 

11. Have you neglected your family because of your use of drugs? Yes No 

12. Have you been in trouble at work because of your use of drugs? Yes No 

13. Have you lost a job because of drug abuse? Yes No 

14. Have you gotten into fights when you were under the influence of drugs? Yes No 

15. Have you engaged in illegal activities to obtain drugs? Yes No 

16. Have you been arrested for possession of illegal drugs? Yes No 

17. Have you ever experienced withdrawal symptoms (felt sick) when you 
Yes No 

stopped taking drugs? 

18. Have you had medical problems as a result of your drug use ( eg, mem-
Yes No 

ory loss, hepatitis, convulsions, bleeding, etc)? 

19. Have you gone to anyone for help for a drug problem? Yes No 

20. Have you been involved in a treatment program especially related to 
Yes No 

drug use? 
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RAFFT ("relax, alone, friends, family, trouble") 
Relax: Do you drink/drug to relax, feel better about yourself, or fit in? 
Alone: Do you ever drink/drug while you are by yourself (alone)? 
Friends: Do any of your closest friends drink/drug? 
Family: Does a close family member have a problem with alcohol/drugs? 
Trouble: Have you ever gotten into trouble from drinking/drugging? 
Three affirmative responses constitute a positive score. This test produced more 

false-positive results in adults than in adolescents. 

abuse directly. The intent is to circumvent a presumed reluctance on the part of the subject 
to speak frankly about substance abuse. The primary use of the SAS SI is to plan for treat
ment in a variety of criminal justice, mental health, vocational, educational, and other set
tings. The revised SASSI-3 demonstrated a 95% agreement with diagnoses of substance 
dependence in a range of clinical settings. The SASSI is also available in a format geared 
to adolescents. 

The Severity of Opiate Dependence Questionnairci8 (Box V:6), which has been vali
dated in English and Australian heroin users, is intended for use as a measure of opiate de
pendence, not as an initial screening for opioid-treated pain patients. The multiple-choice 
questions have been divided into 5 sections that address patterns of drug abuse, the degree 
of withdrawal symptoms, and other signs of physical and psychologic dependence on sub
stances of abuse. The Severity of Opiate Dependence Questionnaire is used to measure 
signs of addiction, including whether there is an increased focus on obtaining the substance, 
whether the patient is aware of his or her compulsion to abuse drugs, and the patient's in
ability to stop abusing the drug of choice, even after a period of abstinence. Its specificity 
to opiates is an advantage, although it may not address disparities between users of illegal 
street drugs and prescription drug abusers. No cutoff score has been established, and clini
cal judgment must be used to evaluate the patient's test answers to determine whether he or 
she is opiate dependent. 

A New Generation of Opioid-Specific Tools 
One thing should be clear from the preceding brief overview of the most widely avail

able tools: Although they are clinically useful, the available tools have not yet been tailored 
to the specific needs of opioid-treated pain patients. That is beginning to change. A number 
of new tools used to screen for and assess the risk of prescription-drug abuse have recently 
been made available. They include questions related to mental disorders, past sexual abuse, 
and lifestyle factors and are designed to help clinicians isolate and even predict medication 
misuse in patients with pain. These newer tools have been shown to be valid in limited clin
ical trials, although more research is needed to demonstrate their applicability to broader pa
tient populations. A discussion of these tools with supporting documentation follows. 

The Prescription Drug Use Questionnaire 
The promising new batch of opioid-specific assessments includes the 42-item Pre

scription Drug Use Questionnaire19 (PDUQ) (Box V:7). This interview to be administered 
by the clinician collects a wealth of data detailing the patient's painful condition, opioid 
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use, social and family factors, and psychiatric history. In a pilot study,19 scores from 6 to 15 

were recorded for nonaddicted subjects, from 11 to 25 for substance-abusing subjects, and 

from 15 to 28 for substance-dependent subjects. All subjects whose score was higher than 

15 later satisfied the criteria for a substance-use disorder; therefore, the questionnaire ap

pears to have some predictive validity. However, the PDUQ takes longer to administer than 

is practical in many clinical situations. 

The Opioid Risk Tool 
A brief assessment for opioid abuse that has been validated in initial clinical tests is the 

first author's Opioid Risk Tool2° (ORT) (Box V:8). The ORT is a 5-question self-administered 

assessment that takes fewer than 5 minutes to complete. In preliminary trials, 20 the ORT ac

curately predicted which patients were at highest and lowest risk for displaying aberrant 

drug-related behaviors (eg, using more opioids than prescribed, selling prescriptions, losing 

prescriptions or reporting them stolen, canceling clinic visits, forging prescriptions) associ

ated with abuse or addiction. Designed for use during the initial visit for pain treatment, the 

ORT assesses the patient's personal and family history of prescription, alcohol, and illegal 

drug abuse; age; history of preadolescent sexual abuse; and the presence of depression, at

tention deficit disorder, obsessive-compulsive disorder, bipolar disorder, or schizophrenia. 

The selection of these items was based on a review of the scientific literature that showed their 

value in predicting the later development of a substance-use disorder. 

In that study,20 185 new patients who were receiving opioids to treat chronic pain took 

the ORT during their initial visit. They were grouped according to their ORT scores into cat

egories of high, moderate, or low risk and were then monitored for 12 months. Of the low

risk patients, 17 of 18 (94.4%) did not display an aberrant behavior. Of the high-risk patients, 

40 of 44 (90.9%) did display an aberrant behavior. 

The ORT represents a move toward addressing the need to predict who is at risk for opi

oid abuse before opioid therapy is initiated. This gives physicians a better opportunity to 

monitor moderate-to-high-risk patients rather than waiting until after treatment has begun 

to check for abuse. 

The Screener and Opioid Assessment for Patients with Pain (SOAPP) 

Another relatively brief, recently validated assessment is the Screener and Opioid As

sessment for Patients with Pain21 (SOAPP) (Box V:9). The SOAPP is a 24-item self-as

sessment questionnaire that takes about 10 minutes to complete. It is intended for use only 

by chronic-pain patients who are being considered for long-term opioid therapy. In one 

study, 21 154 patients who were taking opioids for chronic pain took the SO APP. Six months 

later, 91 of the patients again completed the SO APP and were also evaluated via the PDUQ, 

urine drug tests, and staff observation for medication misuse. Sixteen of the 24 questions in 

the SOAPP were found to predict aberrant behavior during the 6 months that followed the 

initial assessment. A score of 7 or higher was considered positive for the likelihood to abuse. 

More recent preliminary validation data divided patients into high-risk and low-risk cate

gories using a cutoff score of 8.22 Patients in the high-risk group were more likely to have 

an abnormal result from urine screening than were those in the low-risk group (P < .05), and 

patients with urine screening results in their medical chart had higher SOAPP scores than 

did patients who did not (P < .001).22 



P-10786 _ 00098

96 ASSESSING PATIENTS FOR THE RISK OF OPIOID ABUSE 

Severity of Opiate Dependence Questionnaire (SODQ) 

NAME. ______________ AGE ______ SEX. ___ _ 

First of all, we would like you to recall a month when you were using opiates heavily in a way that, for you, was fairly typical of a heavy-use period. Please fill in the month 
and the year. 

MONTH ______ YEAR ______ _ 

Answer every question by circling l response only. 
1. On waking, and. before my first dose of opiates 

a. My body feels stiff: 
NEVER, SOMETIMES, OFTEN, ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
b. I get stomach cramps: 
NEVER, SOMETIMES, OFTEN, ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
c. I feel sick: 
NEVER, SOMETIMES, OFTEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
d. I notice my heart pounding: 
NEVER, SOMETIMES, OFTEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
e. I have hot and cold flashes: 
NEVER, SOMETIMES, OFTEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
f. I feel miserable or depressed: 
NEVER, SOMETIMES, OFTEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
g. I feel tense or panicky: 
NEVER,SOMETIMES,OFTEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
h. I feel irritable or angry: 
NEVER, SOMETIMES, OFTEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
i. I feel restless or unable to relax: 
NEVER,SOMETIMES,OFTEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
j. I have a strong craving: 
NEVER, SOMETIMES, OFTEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
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2. Please complete all sections (a-f) of this question: 
a. I try to save some opiates to use on waking: 
NEVER, SOMETIMES, OFfEN, ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
b. I like to take my first dose of opiates within 2 hours of waking up: 
NEVER, SOMETIMES, OFfEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
c. In the morning, I use opiates to stop myself feeling sick: 
NEVER, SOMETIMES, OFfEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
d. The first thing I feel like doing when I wake up is to take some opiates: 
NEVER, SOMETIMES, OFfEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
e. When I wake up, I take opiates to stop myself aching or feeling stiff: 
NEVER, SOMETIMES, OFfEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
f. The first thing I do after waking up is to take some opiates: 
NEVER, SOMETIMES, OFfEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 

3. Please think of your opiate use during a typical period of drug taking 
for these questions: 

a. Did you think your opiate use was out of control? 
NEVER, SOMETIMES, OFfEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
b. Did the prospect of missing a fix (or dose) make you very anxious or 
worried? 
NEVER, SOMETIMES, OFfEN, ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
c. Did you worry about your opiate use? 
NEVER, SOMETIMES, OFfEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
d. Did you wish you could stop? 
NEVER, SOMETIMES, OFfEN,ALWAYS, 
ALMOST NEVER, NEARLY ALWAYS 
c. How difficult would you find it to stop or go without? 
IMPOSSIBLE, VERY, QUITE, NOT DIFFICULT 

Scoring 
Answers to each question are rated on a 4-point scale. A score indicative 

of dependence has not yet been developed. 

, , I ,Jlil..1~,,:..:, . .\o,~l,_1, 
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Prescription Drug Use Questionnaire: 

Answer "yes" or "no" 
Evaluation of the Pain Condition: 

1. Does the patient have more than one painful condition (i.e., chronic back pain 
complicated by acute migraines or frequent dental work)? 

2. Is the patient disabled by pain (i.e., unable to complete social or vocational activities of 
daily living)? 

3. Is the patient receiving disability (i.e., SSI, worker comp.)? 
4. Is the patient involved in litigation around the pain-precipitating incident? 
5. Has the patient explored and/or tried nonopioid or nonphannacological pain 

management techniques (i.e., physical therapy, TENS unit, relaxation, biofeedback) to 
manage pain? 

6. Does the patient believe that his/her pain has been adequately treated over the past 6 
months? 

7. Does the patient express anger/mistrust of past health care providers? 
8. Does the patient believe that he/she is addicted to opioid analgesics? 
9. Does the referring physician believe that the patient is addicted to opioid analgesics? 

Opioid U sc Patterns: 

9a. How long has the patient been on continuous opioids? (months) 
10. Does the patient have more than one prescription provider (including denlisls, RR 

physicians)? 
11. Is there a pattern of the patient increasing prescribed analgesic dose or frequency? 
12. Is there a pattern of the patient calling in for early prescription refills? 
13. Does the patient report using analgesics for symptoms other than those prescribed for 

(i.e., insomnia, anxiety, depression)? 
14. Does the patient save/hoard unused medication or have partiaily unused bottles of 

medication at home? 
15. Does the patient report supplementing analgesics with alcohol or other psychoactive 

drugs (i.e., Soma, benzodiazepines)? 
15a. If yes, please list: 
16. Has the patient ever forged a prescription? 
17. Is there a pattern of the patient reporting losing his/her medication? 
18. Does the patient have preferences for specific analgesics and/or routes of 

administration (i.e, IV, IM routes over oral)? 
19. ls there a pattern of the patient making emergency room visits for analgesics? 
20. Has the patient ever obtained analgesic from nonmedical (street) sources? 
21. Has any M.D./D.D.S. lirnited care, expressed concern, or refused to prescribe opioid 

analgesics because of patient's opioid use patterns') 
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Social/Family Factors: 

22. Have family members expressed concern that the patient is addicted? 

23. Are family members concerned about opioid analgesic side effects or tolerance? 

24. Is there a pattern of family interaction that sustains the patient's opioid analgesic use? 

(i.e., family member overly concerned re: pain or withdrawal) 

25. Is there a pattern of family interaction that sustains the patient's illness behavior or pain 

symptoms? (i.c, family member assuming caretaker role) 

26. Does the spouse/significant other have a history of alcoholism/drug abuse/drug misuse? 

27. Has a family member or friend ever obtained analgesic for the patient? 

28. Has the patient ever taken analgesics prescribed for a friend or family member? 

29. Does a family member or friend have access ( either legal or illegal) to opioid analgesics 

(i.e., a family member in the medical profession) 

Family History: 
30. Is there a positive history of addiction (to any drug including alcohol) in the patient's 

mother, father, sibling or blood relative? 

31. Is there a positive family history of chronic pain in the patient's mother, father, sibling 

or blood relative? 

Patient History of Substance Abuse: 

32. Did intoxication play a role in pain-precipitating incident? 

33. Has the patient ever been diagnosed with addiction to any drug or alcohol? 

34. Does the patient have a drug or alcohol treatment history? 

35. Has opioid analgesic detoxification been previously attempted? 

Psychiatric History: 
36. Has the patient ever been diagnosed with a psychiatric disorder? 

37. Did psychiatric symptoms precede onset of pain? 

38. ls there a large psychological component to the pain condition, other than those related 

to addiction (i.e., multiple psychological stressors) 

39. Is there evidence of a somatoform disorder? 

40. Does the patient report a history of sexual or physical abuse? 

41. Does the patient currently meet DSM-IV criteria for any Axis I, II or III conditions? 

41a. If so, please list diagnoses: 

42. Please list all pain-producing medical conditions: 
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Opioid Risk Tool 
[, 

Item 
Mark each box that 

Item score if female Item score if male applies 

1. Family history of 
substance abuse 

Alcohol [ ] 1 3 

Illegal drugs [ ] 2 3 

Prescription drugs [ ] 4 4 

2. Personal history 
of substance abuse 

Alcohol [ ] 3 3 

Illegal drugs [ ] 4 4 

Prescription drugs [ ] 5 5 

3. Age (mark box if 
[ ] 1 1 16-45) 

4. History ofpreado-
[ ] 3 0 lescent sexual abuse 

5. Psychologic 
disease 

Attention deficit 
disorder, obsessive-

compulsive disorder, [ ] 0 2 £,, 

bipolar disorder, 
schizophrenia 

Depression [ ] 1 1 

Total -- --

Total score risk 

category: 

Low risk: Zero - 3 

Moderate risk: 4 7 

High risk: 8 or 
higher 
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The SOAPP questions were developed by a panel of pain experts. Like the ORT, the 

SO APP was designed specifically to help clinicians make decisions about the level of mon

itoring needed by their patients receiving opioid treatment. Information from the SOAPP 

Web site23 proclaims the test's reliability and reasonable predictive validity but also stresses 

the requirement for ongoing tests. Recent tweaking of the SOAPP has produced 2 addi

tional versions: One contains 14 questions, and the shorter form contains 5 questions. 

The shorter form, which has a cutoff score of 4, is a bit less accurate than the longer 

forms, which the researchers posit as a tradeoff that might be acceptable, given the savings 

in time when the short form is used. The 14-question SOAPP appears to have a sensitivity 

and specificity comparable to those of the original SO APP 1.0. 

The Screening Instrument for Substance Abuse Potential 

Another tool that should be mentioned is the Screening Instrument for Substance Abuse 

PotentiaF4 (SISAP) (Box V: 10). This assessment is a 5-item screen that is intended to help 

clinicians assess patients' risk for abusing opioids according to alcohol consumption, mar

ijuana use, cigarette use, and age. Tested against a large database of nearly 5000 telephone 

survey responses in a Canadian epidemiologic survey of alcohol and drug use, the SISAP 

correctly classified 91 % of substance abusers and 78% of nonabusers. 24 The instrument net

ted very few false-negative results but did have a high false-positive rate; 18% of the sub

jects were incorrectly identified as substance abusers. The SISAP has not been prospectively 

validated in a chronic-pain population, nor has it proven useful as yet in clinical settings. 

Accuracy of Assessment Tools 
To be valuable in a clinical setting, a screening tool should be both reliable and valid 

according to the cutoff score or scores chosen. A reliable tool yields repeatable and consis

tent results in a variety of applications. Validity is an indication that the tool measures what 

it is intended to measure. Sensitivity and specificity are 2 measures that indicate how valid 

a given assessment is within the population tested. 

Sensitivity and Specificity 
"Sensitivity" is the proportion of times that a positive score detects a true positive; ie, 

the percentage of subjects who test positive and who go on to display the measure's crite

ria for a substance-use disorder or an aberrant behavior that indicates possible abuse. "Speci

ficity" is the proportion of times that a negative score reflects a true negative result; ie, the 

percentage of subjects who do not later display the measure's positive criteria after testing 

negative for drug abuse. 
A tool with high sensitivity will correctly identify most patients with potential drug

abuse problems but may also incorrectly identify as high risk some patients who will not 

demonstrate problems with drug abuse (a false-positive result). Likewise, a tool with high 

specificity will correctly identify most patients who do not exhibit substance abuse but may 

also incorrectly identify as negative patients who do have a potential substance-abuse prob

lem (a false-negative result). Therefore, a tool with low sensitivity will fail to identify many 

patients who will abuse drugs, and a tool with low specificity will fail to identify many pa

tients who will not abuse drugs. 
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SOAPP Version 1.0: 
Name: _____________ _ ___ Date: ______ _ 

The following are some questions given to all patients at the Pain Management 
Center who are on or being considered for opioids for their pain. Please answer 
each question as honestly as possible. This information is for our records and 
will remain confidential. Your answers alone wm 111.ot determine yonr treatment. 
Thank yon. 

Please answer the questions below using the following scale: 

0 = Never, l = Seldom, 2 = Sometimes, 3 = Often, 4 = Very Often 

1. How often do you feel that your pain is "out of control?" 0 1 2 3 4 

2. How often do you have mood swings? 0 123 4 

3. How often do you do things that you later regret? 0 1 2 3 4 

4. How often has your family been supportive and encouraging? 0 1 2 3 4 

5. How often have others told you that you have a bad temper? 0 1 2 3 4 

6. Compared with other people, how often have you heen in a car accident? 

01234 

7. How often do you smoke a cigarette within an hour after you wake up? 0 1 2 3 4 

8. How often have you felt a need for higher doses of medication to treat your pain? 
01234 

9. How often do you take more medicatiou than you are supposed to? 0 1 2 3 4 

10. How often have any of your family members, including parents and grandparents, 
had a problem with alcohol or drugs? 0 l 2 3 4 

11 . How often have any of your close friends had a problem with alcohol or drugs? 
0 I 2 3 4 

12. How often have others suggested that you have a drug or alcohol problem? 0 1 2 
34 
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13. How often have you attended an Alcoholics Anonymous or Narcotics Anony

mous meeting? 0 1 2 3 4 

14. How often have you had a problem getting along with the doctors who pre

scribed your medicines? 0 1 2 3 4 

15. How often have you taken medication other than the way that it was prescribed? 

01234 

16. How often have you been seen by a psychiatrist or a mental health counselor? 

01234 

17. How often have you been treated for an alcohol or drug problem? 0 123 4 

18. How often have your medications been lost or stolen? 0 1 2 3 4 

19. How often have others expressed concern over your use of medication? 0 12 3 4 

20. How often have you felt a craving for medication? 0 123 4 

21. How often has more than 1 doctor prescribed pain medication for you at the 

same time? 0 123 4 

22. How often have you been asked to give a urine for substance abuse? 0 1 2 3 4 

23. How often have you used illegal drugs (for example, marijuana, cocaine, etc) in 

the past 5 years? 0 1 2 3 4 

24. How often in your lifetime have you had legal problems or been arrested? 

01234 

Of the 24 questions contained in the SOAPP version 1.0, 16 have been identified as 

empirically predicting aberrant behavior 6 months after initial testing. 

To score the SO APP, ratings of the following questions are added: 

2,6,7,10,11,12, 13,14,15, 17,18,19,20,22,23,24 

A score of 7 or higher is considered positive. Information on the SO APP is available 

online.23 
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Screening Instrument for Substance Abuse Potential 

1. If you drink alcohol, how many drinks do you have on a typical day? 
2. How many drinks do you have in a typical week? 
3. Have you used marijuana or hashish in the past year? 
4. Have you ever smoked cigarettes? 
5. What is your age? 

Interpretation of results from the Screening Instrument for Substance 
Abuse Potential 
Use caution when prescribing opioids for lhe following types of patients: 
1. Men who consume 5 or more drinks per day or 17 or more drinks per week. 
2. Vv'omen who consume 4 or more drinks per day or 13 or more drinks per week. 
3. Patients who admit to marijuana or hashish use in the past year. 
4. Patients younger than 40 years who smoke. 

The meaning of a test's results can be observed in that test's negative and positive pre
dictive values. A positive score on a test with high positive predictive power means that the 
problem tested for will probably be present. A negative score on a test with high negative 
predictive power means that the problem tested for will probably be absent. Tests that are 
effective in identifying patients who are at high risk for opioid abuse often produce false
positive results. Therefore, a test with a high degree of sensitivity is likely to correctly clas
sify as high risk a patient who goes on to exhibit aberrant behaviors, but it may also classify 
patients as high risk who do not display problems. The current version of the SOAPP is a 
good example.23 That tool's sensitivity is high; it correctly identifies about 90% of patients 
who will display aberrant behavior. However, about 30% of people with a high score do not 
display aberrant behavior. 

The ORT effectively predicted the behavior of high-risk and low-risk patients but was 
less clear in determining the significance of the moderate-risk group.20 Patients whose score 
placed them in the middle category of the ORT were as likely as not to display aberrant be
havior. 

In general, the wide net cast by tools that arc sensitive enough to detect high-risk pa
tients may classify many patients who do not go on to abuse drugs as being potential 
abusers. This may be an acceptable tradeoff until those tools can be refined. From a clini
cal perspective, it is better to falsely identify a person as a high-risk opioid consumer than 
to fail to identify a person who will harm himself or herself by abusing substances. Stigma 
should not be a factor in the diagnosis of having the propensity to abuse drugs, because the 
classification is "high-risk patient," not "substance abuser." If, as a result, the individual is 
at first more stringently monitored than is necessary, no harm is done. The monitoring level 
can be adjusted after an acceptable level of compliance has been established. But a person 
who may abuse drugs and is insufficiently monitored is more likely to incur harm while at
tempting to manage opioid intake. 
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Honesty in Self-Reporting 
Self-reporting is always subject to inaccuracy or dishonesty from the patient who pro

vides the information. It is logical to suspect that a person whose opioid use is out of con
trol might fail to report his or her history of substance abuse to the person who will be 
providing opioids. This is particularly so for individuals intent on criminal diversion, an act 
that is usually well camouflaged. However, patients are often surprisingly honest when dis
cussing substance-use disorders with healthcare professionals. The results of the ORT, which 
was administered in an interdisciplinary pain clinic,20 showed that most patients responded 
honestly, even when asked sensitive questions about prior substance abuse. To our knowl
edge, data that support or refute the validity of a self-administered test about drug abuse (as 
opposed to an interview format) do not exist. It is probably true that a certain depth of in
vestigation is lost when clinicians are unable to gauge, via verbal cues and facial expres
sions, a patient's response in person. However, such interpretations require special training 
that is not available in most pain-treatment settings. The widespread clinical utility of a 
self-administered tool renders it practical, and the accompanying savings in time and clin
ical resources are probably worth the tradeoff. 

It is important to build trust and rapport during the assessment process to encourage and 
facilitate the honest sharing of information. The validity of the information provided is en
hanced when: 

• Confidentiality is observed. 
• Patients fear no negative consequences from disclosing information. 
• The information disclosed has a likelihood of subsequent verification. 
• The clinician is nonjudgmental and matter-of-fact. 
• The clinician treats substance-use questions as an important and routine component 

(like data on diet, exercise, and smoking incidence) of each patient's medical history. 

Experts on substance-abuse counseling tend to declare that confrontational approaches 
on the subject of substance use are less effective than empathetic ones. A caring, nonjudg
mental clinician who is nonetheless willing to set and implement treatment boundaries pro
vides an indispensable component of good medical care. 

Future Directions 
Tools such as the ORT, the SOAPP, the PDUQ, and the SISAP, which are geared to the 

assessment of patients for whom opioids are prescribed, herald a new direction for re
searchers. Those evaluations fulfill many of the needs of opioid-treated patients. However, 
more testing is needed to confirm their usefulness among chronic-pain patients and to as
sess their validity in a variety of clinical settings. The chief quest is to discover which ques
tions elicit answers that reliably predict who is at risk for opioid abuse. Initial testing on 
these newer opioid-specific tools suggest that a brief assessment may be as valid as or more 
so than a lengthier one. As research continues, it will likely be devoted to discovering the 
briefest and most accurate assessments possible. That emphasis is already apparent. The 
question "Has your use of alcohol or other drugs ever caused a problem for you or those 
close to you?" has been shown to have good validity in screening patients for prior addic-
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Brief Tests: 

Opioid Risk fool 

Protocol for the Assessment of Patients 
for the Risk of Opioid Abuse 

Initial Clinic Visit: 

Administer sereen seleeted aecording to the clinician's ex
pertise, time available, and clinic resources. 

Opioid-Specific Tests: 

Opioid Risk Tool 
Screener and Opioid Assessn1ent for Patients ~,.ith Pain 

CAGE-Adapted to Include Drugs 

Screener and Opioid Assessn1ent for Patients with Pain 
Prescription Drug Use Questionnaire 

Two-Item Conjoint Sereen Screening Instrument for Substance Abuse Potential 

Screening Instrument for Substance Abuse Potential 

Answers to substance-related questions in briefer tests indicate the need for in-depth assessment: 

Addiction Severity Index (useful for making treatment-related decisions) 

Structured Clinical Interview (a thorough assessment) 
Prescription Drug Use Questionnaire (particularly useful tool for opioid-treated patients) 
Severity of Opiate Dependence Questionnaire (used to check for the presence and severity of opiate dependence) 

CONFIDENTIAL 

Ongoing Assessment: 

Titrate medication to an analgesic dose. 

Watch for aberrant behavior. 

Document. 
Address aberrant behavior with the patient. 

Watch for the development of patterns that 
suggest substance abuse. 

Maintain or adjust treatment. 
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tion.25 In theory, if the answer is positive, a more detailed assessment and increased mon

itoring are indicated if opioids are prescribed. 

As previously mentioned in Chapter III, Compton and colleagues, who developed the 

42-question PDUQ, discovered that 3 items on that test correctly identified addicted or non

addicted subjects in 92% of the cases studied.19 These items addressed the tendency to: 

• Increase analgesic dose or frequency. 

• Have a preferred route of drug administration. 

• Consider oneself addicted. 

Although the researchers concluded that it is much too early to reduce the questionnaire 

to these 3 questions, they lauded the clinical utility of such a reduction if it could be ade

quately supported by data.19 

Ideally, tools used to assess for potential drug abuse should identify not only the indi

viduals predisposed to abuse but also those who may abuse drugs if they are stressed past 

a breaking point. Pain is one of the stressful factors that, if uncontrolled, can cause drug 

abuse in individuals who otherwise would not be vulnerable to a substance-use disorder. 

Choosing an Assessment Tool 
The choice of which assessment tool to use depends on the clinician's expertise or ac

cess to specialists in the field, the time available, and other aspects of the clinical situation 

(Box V: 11). For new patients, predictive tools can help clinicians assess potential risk be

fore treatment begins. For a current patient, when a pattern of aberrant behavior is sus

pected, a diagnostic tool would be helpful. Pending further research, clinicians should assess 

patients by using the best available combination of questions found to be associated with 

the risk. The choice of which instruments or formats to use is less important than the im

plementation of an assessment strategy as part of routine practice. The goal is an environ

ment in which opioids can be safely prescribed and consumed. 

Ongoing Assessment 
As opioid therapy progresses, clinicians must perform ongoing assessments, not only 

to screen for drug-related behaviors but to ensure that pain is adequately controlled and that 

goals for improved physical function and quality of life are met. The clinician should be es

pecially alert to signs of stress in the patient's life. The display of any one aberrant behav

ior does not automatically indicate a problem with abuse or addiction. Still, such behaviors 

must always be: 

• Documented. 
• Addressed with the patient. 
• Watched for the development of a pattern. 

More on these subjects will follow in the chapter on monitoring patients to mini

mize abuse. 

, , \ I 1,,_}, ,..J, .\.,.c.<L, •~ _,,1 

ENDO-CHI_LIT-00538813 



P-10786 _ 00110

108 ASSESSING PATIENTS FOR THE RISK OF OPIOID ABUSE 

Com::lusion 
All clinicians who prescribe opioids for chronic pain should assess drug-abuse risk in 

their patients. The goal is not to deny pain treatment to any patient but to set and maintain 
a level of monitoring proportionate to the individual's risk. Patients at higher risk will re
quire more careful monitoring and greater clinical vigilance. The clinician should remain 
mindful that these patients have the same rights to adequate analgesia as do low-risk or 
moderate-risk patients. 

Each clinical practice can tailor its assessment method by taking into account the re
sources and expertise of the clinician. If a formal assessment is not used, the clinician must 
still make some effort to assess patients for the risk of drug abuse. Most importantly, patients 
who are at high risk should be identified before the initiation of opioid therapy and directed 
to appropriate treatment for the disorders that place them at high risk. The hope is that this 
awareness will result in better clinical outcomes and fewer instances of drug abuse. 

References 

I. Robin~on RC? Gatchel RJ, Po1atin P, Deschner fvl, i'loe C, Gajraj I~. Screening for 
problematic prescription opioid use. Clin J Pain. 2001 Sep;l 7(3):220-8. 

2. Brown GS, Hermann R, Jones E, Wu J. Using self-report to improve substance abuse 
risk assessment in behavioral health care. Jt Comm J Qua! Saf. 2004 Aug;30(8):448-
54. 

3. National Institute on Drug Abuse, National Institutes of Health, US Department of 
Health and Human Services. Research report series - prescription drugs: abuse and ad
diction. NIH Publication No. 01-4881. Rockville, MD. Printed 2001. Revised August 
2005. 

4. SipkoffM. Pain management: health plans need to take control. Managed Care Mag
azine; 2003 October. MediMedia USA. Available at: 
http://www.managedcaremag.com/archives/03 l 0/0310 .pain.html. Accessed April 9, 
2007. 

5. Friedmann PD, McCullough D, Saitz R. Screening and intervention for illicit drug 
abuse: a national survey of primary care physicians and psychiatrists. i\rch Intern 
Med. 2001 Jan 22;161(2):248-51. 

6. Kranzler HR, Kadden RM, BaborTP,Tennen H, Rmmsaville BJ. Validity of the scm 
in substance abuse patients. Addiction. 1996 Jun;91(6):859--68. 

7. McLellanAT, KushnerH, Metzger D, Peters R, Smith I, Grissom G, Pettinati H.Arg
eriou M. The fifth edition of the Addiction Severity Index. J Subst Abuse Treat. 
1992;9(3): 199-213. 

8. Ewing JA. Detecting alcoholism. The CAGE questionnaire. JAMA. 1984 Oct 
l 2;252(14): 1905-7. 

9. Brown RL, Leonard T, Saunders LA, Papasouliotis O. A two-item conjoint screen for 
alcohol and other drug problems. J Am Board Fam Pract. 2001 Mar-Apr;14(2):95-
106. 

10. Storgaard H, Nielsen SD, Gluud C. The validity of the Michigan Alcoholism Screen
ing Test (MAST). Alcohol Alcohol 1994 Sep;29(5):493-502. 

CONFIDENTIAL . ENDO-CHI_LIT-00538814 



P-10786 _ 00111

, , ~, ,\~.,.:,.h-u, ~ 

CONFIDENTIAL 

ASSESSING PATIENTS FOR THE RISK OF OPIOID ABUSE 109 

11. Davis LJ Jr, Hurt RD, Morse RM, O'Brien PC. Discriminant analysis of the Self-Ad

ministered Alcoholism Screening Test. Alcohol Clin Exp Res. 1987 Jun;ll(3):269-

73. 
12. Saunders JB, Aasland OG, Babor TF, de la Fuente JR, Grant M. Development of the 

Alcohol Use Disorders Identification Test (AUDIT): WHO Collaborative Project on 

Early Detection of Persons with Harmful Alcohol Consumption-II. Addiction. 1993 

Jun;88( 6):791-804. 
13. Fiellin DA, Reid MC, O'Connor PG. Screening for alcohol problems in primary care: 

a systematic review. Arch Intern Med. 2000 Jul 10;160(13):1977-89. 

14. Brown RL, Rounds LA. Conjoint screening questionnaires for alcohol and other drug 

abuse: criterion validity in a primary care practice. Wis Med J. 1995;94(3):135-40. 

15. Gavin DR, Ross HE, Skinner HA. Diagnostic validity of the drug abuse screening 

test in the assessment of DSM-III drug disorders. Br J Addict. 1989 Mar;84(3):301-

7. 
16. Bastiaens L, Riccardi K, Sakhrani D. The RAFFT as a screening tool for adult sub

stance use disorders. Am J Drug Alcohol Abuse. 2002 Nov;28( 4):681-91. 

17. Lazowski LE, Miller FG, Boye MW, Miller GA. Efficacy of the Substance Abuse 

Subtle Screening Inventory-3 (SASSI-3) in identifying substance dependence disor

ders in clinical settings. J Pers Assess. 1998 Aug;71(1):114-28. 

18. Sutherland G, Edwards G, Taylor C, Phillips G, Gossop M, Brady R. The measure

ment of opiate dependence. Br J Addict. 1986 Aug;81(4):485-94. 

19. Compton P, Darakjian J, Miotto K. Screening for addiction in patients with chronic 

pain and "problematic" substance use: evaluation of a pilot assessment tool. J Pain 

Symptom Manage. 1998 Dec;16(6):355-63. 

20. Webster LR, Webster RM. Predicting aberrant behaviors in opioid-treated patients: 

preliminary validation of the Opioid Risk Tool. Pain Med. 2005 Nov-Dec;6(6):432-

42. 
21. Butler SF, Budman SH, Fernandez K, Jamison RN. Validation of a screener and opi

oid assessment measure for patients with chronic pain. Pain. 2004 Nov;112(1-2):65-

75. 
22. Akbik H, Butler SF, Budman SH, Fernandez K, Katz NP, Jamison RN. Validation and 

clinical application of the Screener and Opioid Assessment for Patients with Pain 

(SOAPP). J Pain Symptom Manage. 2006 Sep;32(3):287-93. 

23. SOAPP frequently asked questions. Pain EDU.org. Available at: 

http://www.painedu.org/soap-development.asp. Accessed April 9, 2007. 

24. Coambs RB, Jarry JL. The SISAP: a new screening instrument for identifying poten

tial opioid abusers in the management of chronic nonmalignant pain in general med

ical practice. Pain Res Manage. 1996;1:15-162. 

25. Fine PG, Portenoy RK. A Clinical Guide to Opioid Analgesia. Minneapolis, MN: 

McGraw-Hill; 2004. 

• 1 .1 f,;_.,\-' u,.1..,.--'<• .l .~ ,, 

ENDO-CHI_LIT-00538815 



P-10786 _ 00112

no 

Consider each opioid patient to represent a clinical 
investigation with an 'IV' of one. 

-Lawrence M. Probes, MD, psychiatrist specializing in the treatment of chronic pain 1 

Successful opioid therapy for chronic pain consists of several important steps. Clini
cians should familiarize themselves with the prevalence and mechanisms of addiction, the 
behaviors that signal problems with managing opioids, the risk factors for substance abuse, 
and the instruments used to assess the individual's personal risk for substance ahuse. All this 
enables the clinician to prescribe the most effective treatment. What happens next deter
mines whether the entire treatment plan fails or succeeds: Each patient must be monitored 
for his or her response to opioid treatment. The commitment to maintaining vigilance be
gins on the initiai clinic visit and continues for as long as therapy lasts. 

Some degree of monitoring should take place during each and every visit. The focus 
should be on the patient's degree of pain relief, physical function, quality of life, and any 
drug-related aberrant behaviors that have arisen. Patients at higher risk for opioid abuse or 
addiction require stringent clinical vigilance if opioids are to be prescribed appropriately. 

In this chapter, the items that should be documented in the patient's chart are specified 
and the advantages and limitations of treatment contracts and urine drug screenings are re
viewed. Clinicians will get a sense of which monitoring tools are most appropriate for dif
ferent risk levels. 

Getting the Patient Started 
Monitoring a patient who is treated with long-term opioid therapy means checking for 

the effectiveness of pain treatment and signs of abuse or addiction involving opioids. A pri
mary maxim is to prevent harm, which can stem from several sources, including uncon
trolled drug use, unn1anageablc aJverse effects, or an increase in pain. 

The Initial Visit 
Because good monitoring begins when the patient first enters the medical establish

ment, clinicians should foliow a template to reduce the chances of missing important data. 
Several good guides are available, and clinicians can modify and personalize them accord
ing to their own needs. After a template has been selected, it should be used consistently. 
An example is the guide to opioid prescribing outlined by the American Academy of Pain 
Medicine (AAPM) and the American Pain Society (APS).2 The discussion that follows uses 
that guide's 5 recommended steps as a framework and then expands them. 

I) Conduct u thorough patient evaluation. Begin with a patient interview followed by 
a cornplete physical examination. The chart should contain the patient's: 
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• Chief complaint. 
• Medical history. 
• Pain history. 
• Diagnostic findings. 
• Results and analyses of laboratory tests and screenings. 
• All drugs and interventions tried. 
• Substance-abuse history. 
• Results of substance-abuse assessment. 
• Comorbid conditions, including any mood or sleep disorders. 
• Work history. 

When the patient is reassessed at each visit, the clinician should remain alert for the ef
fect of substance use and pain on the patient's work, family relationships, social activities, 
and all other facets of life. 

2) Craft an individualized treatment plan. After having analyzed the findings from step 
1, the clinician should partner with the patient to develop a treatment plan that is: 

• Designed specifically for the patient. 
• Tailored to the patient's current complaint. 
• Based on realistic treatment goals that have been discussed with the patient. 
• Mindful of the outcome of all prior treatment modalities. 
• Clear about the potential risks and benefits of opioid therapy. 
• Flexible enough to incorporate adjustments when needed. 

This step may include a written opioid treatment agreement that outlines expectations 
and specifies the consequences of noncompliance. 

3) Access consultation as needed. The clinician should consider consulting with ex
perts in other fields to facilitate needed concurrent treatment. Such experts could include: 

• Pain specialists. 
• Psychologists. 
• Psychiatrists. 
• Physical therapists. 
• Addiction specialists. 
• Alternative therapists. 
• Twelve-step groups or other support groups. 

4) Introduce periodic review of treatment efficacy. Patients who receive long-te1m opioid 
therapy must be reassessed frequently. Each clinic visit is an opportunity to nott: the following: 

• Degree of pain relief. 
• Physical function (change from baseline). 
• Psychosocial function. 
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• Quality of life (meaningful to patient). 
• Adverse effects and how they are being managed. 
• Progress toward treatment goals. 
• Indications of medication misuse and how any problem is being addressed. 

5) Document, document, document. The importance of complete wrilten records can
not be overemphasized. Incomplete or inaccurate documentation can compromise the pa
tient's care. Now more than ever (and especially in the event of any legal questions), the 
treatment choices and the reasons those therapies were selected must be recorded. It is also 
advisable in some instances to state the reasons nonopioid treatment was not pursued. The 
documentation must detail: 

• The outcome of all items listed in step 4 (the periodic review). 
• The reason for opioid treatment. 
• Adjustments to the treatment plan, including changes in dosage. 
• Any further interventions, surgeries, tests, etc. 
• Reports from consultants. 
• The content of any directives or counseling given to the patient. 

Setting Treatment Goals 
A feasible treatment plan must include goals that are personal to the patient. Those 

goals must also be realistic. Although opioids are still the best treatment available for the 
relief of moderate-to-severe pain, they are more effective against some types of pain than 
against other types, and they do not completely eliminate most pain. Opioids are not a cure 
for chronic pain; they are a useful tool in its treatment. Part of effectively prescribing opi
oids includes managing unrealistic patient expectations. Counseling patients about setting 
achievable treatment goals is like walking a tightrope. It is unwise to dampen a patient's 
hopes by declaring, "You will simply have to learn to live with this pain." Such statements 
may be clinically inaccurate. No clinician can read the future, and the mind-body connec
tion in pain control has been well established. Hope is a powerful healer and can be a 
tremendous aid in helping patients to meet their goals. Although most chronic pain is un
likely to be completely eliminated, opioids do confer significant benefits for many patients. 
In 1 survey of 388 opioid-treated chronic-pain patients, 78% described the degree of pain 
relief they achieved as meaningful.3 Ample evidence supports the wisdom of helping pa
tients keep hope alive. 

The success of opioid therapy depends on the specific priorities of the patient. A patient 
with advanced cancer may desire only noninvasive palliative care. For a patient with chronic 
nonmalignant pain, the benefits of opioids should be weighed against their disadvantages. 
Determining the patient's priorities in treatment is essential. What is most important to the 
patient? That he or she: 

e Feels less pain? 
• Avoids feeling groggy or sedated? 
• Stays within certain cost or insurance limits? 
• Avoids appearing dependent on drugs? 
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Often, patient priorities can be measured in terms of physical function. What does the 
patient wish to accomplish that the pain is now making impossible? Examples could in
clude regaining the ability to: 

• Return to work. 
• Care for children and handle household responsibilities. 
• Drive. 
• Exercise. 
• Leave bed for a holiday celebration with relatives. 
• Attend a special event outside the home. 
• Return to engaging in a competitive sport. 
• Walk to the corner grocer. 

The goals of individual patients can cover a wide range of possibilities. For example: 

A 74-year-old woman has severe degeneration of the spine. Her com
pressed vertebrae have been treated with vertebral plasties, but her func
tion continues to be limited because of the pain in her back that occurs 
during ambulation. She would be satisfied if she could walk for 20 min
utes a day without excruciating pain. 

Helping patients to articulate their own needs and priorities helps them own the treat
ment process and strengthens their commitment to following medical direction. The usual 
first step to setting reasonable treatment goals is to delineate all expectations associated 
with opioid therapy in a written treatment agreement. 

Setting Boundaries: The Opioid Treatment Agreement 
It is critical to keep complete written patient records that detail the rationale and 

progress of long-term opioid therapy. The treatment agreement initiates this practice and sets 
the tone for the patient-clinician relationship. This immediate establishment of structure 
can improve the therapeutic relationship as long as it is accompanied by open dialogue. An 
opioid treatment agreement should: 

• Detail the goals of therapy. 
• Establish the responsibilities of the clinician and the patient. 
• Provide information about the adverse effects and risks of treatment. 
• Set boundaries for compliance. 
• Establish consequences for failure to follow medical direction. 
• Encourage the patient to take responsibility for his or her treatment. 

The agreement should be signed by the patient and the provider and possibly also by other 
healthcare professionals involved in the patient's care. At eve1y step, the patient should be held 
accountable for adherence to the agreement; this increases the likelihood of compliance. 

Not everyone agrees on what should be included in an agreement like that described 
above. However, most experts now consider such a document advantageous because it initiates 
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opioid therapy in an atmosphere of mutual trust and full diselosure. Some experts reeom
mend having signed agreements for high-risk patients only. Rut in general and according to 
the currently accepted policy, all pain patients should sign a treatment agreement at the be
ginning of long-term opioid therapy. This is only a recommendation, however, and not a de
cree. A clinician's free agency and discretion in treating individual patients should not be 
cornpromioed by guidelines that could be perceived as universally expected. That said, a 
treatment agreement offers significant advantages (and some cautions) for both patient and 
clinician. 

Advantages and Limitations of Treatment Agreements 
Because written documentation is more important than ever for legal purposes, having 

a signed record that a patient has provided informed consent for treatment is an advantage. 
If the medical record is ever reviewed, the examiners ean quickly ascertain which infor
mation was disseminated and which treatment plan was agreed to by the patient and the 
provider. 

Having this type of signed doeument also facilitates what otherwise could be a diffi
cult discussion between patient and elinician by introducing the topie of noneomp!iance 
early and in a nonthreatening way. Providing the agreement in a standard form may prevent 
certain patients from feeling singled out for scrutiny. The signed agreement eonfers other 
benefits. The responsibilities of both patient and provider are elearly defined. Treatment 
boundaries are set, and consequences for aberrant behavior are outlined. Patients are en
couraged to take responsibility for key aspects of their pain management program. 

For the high-risk patient, the advantages of having a signed agreement are even greater. 
The establishment of unambiguous treatment goals and clear consequenees for noncompli
ance facilitates early intervention if a patient does indeed exhibit a substance-abuse prob
lem. The framework facilitates rapid modifications when aberrant behaviors oceur. 

Certain limitations of the treatment agreement do exist, however. The chief danger for 
a clinician is exposure to legal liability if he or she fails or is pereeived to have failed to en
foree the letter of the agreement. Agreements should be earefully worded, and clinicians 
must be prepared to enforce them. These documents should be termed "agreements" rather 
than "contracts," because the latter term implies a stronger legal relationship and suggests 
a greater obligation. Another potential liability is that such doeuments may cause eompla
cency in the clinieian. To obtain a signed agreement is only the beginning of good moni
toring practice; ongoing elinieal vigilance should not be sacrificed. Some patients may feel 
stigmatized or humiliated by being asked to sign sueh an agreement, particularly if they 
harbor negative feelings about long-term opioid therapy. To combat that attitude, the clini
eian should present the document as a matter of clinical course -- as a medieal issue and not 
a moral judgment. 

Questions remain regarding how effective these agreements are in ensuring patient 
eompliance. No strong evidence as yet supports the practiee as a motivating foree for ad
herence. The tide of support for agreements comes primarily from pain experts in the field 
who testify to their clinical effieacy. To craft an agreement that is useful without being too 
rigid, some thought should be given to the speeifie language used. What is omitted from the 
document may be as important as what is included. 
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What Should a Treatment Agreement Contain? 
An example of an agreement and an informed consent can be seen in Box VI: 1. It is also 

acceptable to combine the 2 documents into 1. Attorney Jennifer Bolen, who specializes in 
the legal and regulat01y compliance issues of pain medicine, advises clinicians to craft doc
uments using the same terminology as the controlled-substance rules of their home state.4 

Content may vary but should contain some variation of the following fundamentals: 

• The goals of opioid treatment. 
• The specification of 1 physician and I pharmacy to prescribe and dispense the patient's 

opioids. 
• The risks and potential adverse effects of opioid treatment, including an acknowl

edgement that patients with a history of substance abuse may be at risk for the re
currence of abuse. 

• A mention of available alternatives to treat pain. 
• Correct definitions of addiction, tolerance, and physical dependence. 
• A request for patient disclosure of his or her substance-abuse history and current medications. 
• An explanation regarding a patient's responsibility to safeguard medications. 
• A description of the need at each medical visit for the complete and honest self-report 

of pain relief, adverse effects of treatment, and function. 
• A description of the behaviors that constitute noncompliance, such as unauthorized es

calation of dosages, the selling or lending of medications, or the mixing of medica
tions with illegal street drugs or unauthorized prescriptions. 

• The consequences of noncompliance. 
• The signature of the provider and the patient. A specialist should consider securing the 

signature and cooperation of the patient's primary care physician as well. 

The best agreements also provide for: 
• Regular appointments to review the treatment plan. 
• Regular prescription refills during normal office hours. 
• Patient consent for random urine drug testing or medication counts. 
• Patient waiver of privacy to contact other providers to discuss patient care. 
• The patient's promise to disclose whether he or she visits a hospital emergency de-

partment and receives controlled substances. 
• The option of sharing information with certain family members as needed. 
• A pledge from substance abusers to enter and maintain a recovery program. 

A critical component of the opioid treatment agreement is the mandate that only 1 provider 
control all access to opioids. The patient may choose the pharmacy but cannot change phar
macies after that initial selection has been made. The description of the risks of opioid therapy 
should include some mention of the possibility that opioid treatment can result in dependence, 
tolerance, or addiction. Consequences for breaking the agreement should be clearly listed. Each 
clinician must set parameters that feel comfortable and enforceable. Because of the prevalence 
of noncompliance in clinical practice, dismissing a patient at the first offense is probably too 
harsh. A first offense could require counseling, for instance, and a second offense or the ap
pearance of more serious behaviors could trigger intensified monitoring, such as more frequent 
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Example of Agreement for Long-term Opioid Use'21 

The purpose of this agreement is to protect your access to controlled substances and 
to protect our ability to prescribe for you. The long-term usc of such substances as opioids 
(narcotic analgesics), benzodiazepine tranquilizers, and barbiturate sedatives is contro
versial because of uncertainty regarding the extent to which they provide long-term ben
efit. In people with a prior addiction, there is also the risk of the development of an 
addictive disorder or a recurrence of drug abuse. The extent of that risk is uncertain. 

Because these drugs have potential for abuse or diversion, strict accountability is nec-
essary when use is prolonged. For this reason, the following policies are agreed to by you 
(the patient) as a condition of the willingness of the physician whose signature appears 
below to consider the initial and/or continued prescription of controlled substances to treat 
your chronic pain. 

l. Unless specific authorization is obtained for an exception, all controlled substances 
must come ONLY from the physicians or nurse practitioners at Lifetree Pain Clinic. 
You will not attempt to get pain medication from any other healthcare provider 
without telling him or her that you are taking pain medication prescribed by this 
ciinic. You understand that failing to provide that information to a prescriber is 
against the law. If your primary care physician is willing to prescribe your med 
ications, this clinic will have to approve the arrangements to ensure that there is no 
duplication. You will discontinue all previously used pain medicati.ons unless you 
are told to continue them. All controlled substances must be obtained at the same 
pharmacy, if possible. If the need to change pharmacies arises, our office must be 
informed. The pharmacy that you have selected is: 

Phone: _______________ _ 

2. You are expected to inform our office of any new medications or medical conditions 
and of any adver~e effects you experience from any of the medications that you take. 

3. To maintain accountability, the prescribing physician has permission to discuss all 
diagnostic and treatment details with dispensing pharmacists or other profession
als who provide your healthcare information. You agree to waive any applicable 
privilege or right of privacy or confidentiality with respect to the prescribing of 
your pain medication, and you authorize the clinic and your pharmacy to cooper
ate fully with any city, state, or federal law enforcement agency, including the state 
Department of Professional and Occupational Licensing, in the investigation of any 
possible misuse, sale, or other diversion of your pain medication. You authorize 
the clinic to provide a copy of this agreement to your pharmacy. 

4. You may not share, sell, or otherwise permit others to have access to these medications. 
5. Do not stop taking these drugs abruptly, because abstinence syndrome will likely develop. 
6. Unannounced urine or serum toxicology screenings may be requested, and your 

cooperation is required. The presence of an unauthorized substance may prompt 
an adjustment in your treatment and monitoring. 

7. Prescriptions and bottles of these medications may be sought by individuals with chem
ical dependency and should be closely safeguarded. It is expected that you will take 
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the highest possible degree of care with your medications and prescriptions. They 
should not be left where others might see or otherwise have access to them. 

8. Original containers of medications may be required for you to bring to office visits. 
9. Because these drugs may be hazardous or lethal to people (especially children) who 

are not tolerant of their effects, you must keep the drugs away from those people. 
l O. Medications may not be replaced if they are lost, get wet, are destroyed, are left on 

an airplane,etc. Such events may cause your treatment to be reassessed, and an al
ternative therapy may be prescribed. 

11. Refills will be given only at the discretion of the provider. The preparation of all 
refills requires advance notice of three (3) business days. Early refills will not be 
given unless the provider feels that there is justification to <lo so. 

12. Prescription renewals are contingent upon your keeping scheduled appointments. 
All prescriptions will be given on weekdays, Monday through Friday, from 9:00 
AM to 4:00 PM. Prescriptions will NOT be given at any other time unless extreme 
extraordinary circumstances apply. 

13. If the responsible legal authorities have questions concerning your treatment (eg, 
whether you were obtaining medications at several pharmacies) all confidentiality 
is waived, and those authorities may be given full access to our records of con
trolled-substance administration (as stated in item #3). 

14. It is understood that failure to adhere to these policies may result in the cessation 
of therapy with controlled-substance prescribing by this physician or referral for 
further specialty assessment: 

15. It should be understood that any medical treatment is initially a trial and that con
tinued prescribing is contingent upon evidence of benefit. 

16.The risks and potential benefits of these therapies are explained elsewhere. You 
must acknowledge that you have received that explanation. 

17. You affirm that you have full right and power to sign and be bound by this agree
ment and that you have read, understood, and accepted its terms. 

18. You are advised not to drive while you are being treated with any medication we 
prescribe without having had an appropriate driver's test that indicates that it is 
safe for you to drive. 

If any of the above conditions is violated, the provider may choose to wean you off 
opioid medication, and your painful condition will be managed without the use of opi
oids. Further opioids may not be prescribed for any chronic painful condition that may de
velop. Violations of the above-stated terms might also result in your being discharged 
from the clinic with appropriate written notice and warning and without receiving wean
ing medications or treatment from Lifetree Pain Clinic. 

Physician signature 

Patient signature 

Date 

Patient name (printed) 
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Example of Informed Consent for Long-Term Opioid Therapy 

The Providers at Lifetree Pain Clinic are prescribing opioid medicine, sometimes 
called narcotic analgesics, to me for a diagnosis of: 

This decision was made because my condition is serious or other treatments have not 
helped my pain. 

I am aware that the use of such medicine has certain risks that include but are not 
limited to sleepiness or drowsiness, constipation, nausea, itching, vomiting, dizzi
ness, allergic reaction, slowing of the breathing rate, slowing of reflexes or reaction 
time, and (possibly) inadequate pain relief. 

l am aware of the possible risks and benefits of other types of treatments that do not 
involve the use of opioids. The other treatments discussed included: 

I will tell my doctor about all other medicines and treatments that I am receiving. 

I will not be involved in any activity that may be dangerous to me or someone else if 
I feel drowsy or am not thinking clearly. Such activities include but are not limited to 
using heavy equipment or driving a motor vehicle, working at a height while unpro
tected, or being responsible for another individual who is unable to care for himself 
or herself. I am aware that even if I do not notice it, my reflexes and reaction time 
might still be slowed. I have been advised not to drive while receiving treatment with 
any medication prescribed without having passed an appropriate driver's test indi
cating that it is safe to drive. 

I am aware that addiction is defined as the use of a medication even if it causes harm, 
having cravings for a drug, feeling the need to use a drug, and having a decreased 
quality of life. I am aware that there is a chance of becoming addicted to my pain 
medicine, but that the risk is low. I am aware that the development of addiction is 
much more common in a person who has a family or personal history of addiction. I 
agree to tell my doctor my complete and honest personal drug history and that of my 
family to the best of my knowledge. 

I understand that physical dependence is a normal and expected result of using these 
medicines for a long time. I understand that physical dependence is not the same as 
addiction. I am aware that physical dependence means that if my pain medicine use 
is markedly decreased, stopped, or reversed by some of the agents mentioned above, 
I will experience a withdrawal syndrome. This means that I may have any or all of the 
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following signs and symptoms: a runny nose, yawning, large pupils, goose bumps, ab
dominal pain and cramping, diarrhea, irritability, aches throughout my body, and a flu
like feeling. I am aware that opioid withdrawal is uncomfortable but not 
life-threatening. 

I am aware that tolerance to analgesia means that I may require more medicine to ob
tain the same amount of pain relief. I am aware that tolerance to analgesia does not 
seem to be a major problem for most patients with chronic pain; however, such tol
erance has been noted, and I may experience it. If tolerance occurs, increasing doses 
may not always help and may cause unacceptable adverse effects. Tolerance or fail
ure to respond well to opioid treatment may cause my doctor to choose another form 
of treatment. 

(Men ONLY) I am aware that long-term opioid use has been associated with a low 
testosterone level in men. This may affect my mood, stamina, sexual desire, and phys
ical and sexual performance. I understand that my doctor may check my blood to see 
if my testosterone level is normal. 

(Women ONLY) Ifl plan to become pregnant or believe that I have become pregnant 
while taking this pain medicine, I will immediately call my obstetrician and this of
fice to inform them. I am aware that, should I carry a baby to term while I am taking 
these medicines, the baby will be physically dependent upon opioids. I am aware that 
the use of opioids is not usually associated with the risk of birth defects. However, 
birth defects can occur whether or not a mother is treated with medication, and there 
is always the possibility that my child will be born with a birth defect ifl take an opi
oid while I am pregnant. 

I have read this form or have had it read to me. I understand all of it. I have had an 
opportunity to have all of my questions regarding this treatment answered to my sat
isfaction. By signing this f01m voluntarily, I give my consent for the treatment of my 
pain with opioid pain-management medicines. 

Physician signature 

Patient signature 

Date 

Patient name (printed) 
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The Pain Assessment and Documentation Tool 

PROGRESS NOTE 
Pain Assessment and Dm::umentation Tool (PADT'") 

Patient Stamp Herc 

Patient Narne: _________ _ Record#: 

Assessment Date: ____________________ _ 

Current Analgesic Regimen 

Drug name Strength ( eg, mg) F,·equency Maximum Total Daily Dose 

The PADT is a clinician~directed interview; that is, the clinician asks the questions, and the clinician records the responses. The Analgesia, 
Activities of Daily Living, and Adverse Events sections may be completed by the physician, nurse practitioner, physician assistant, or nurse. 
Tile Potent/al Aberrant Drug-Related Behavior and Assessment sections must be completed by the physician. Ask the patient the ques
tions below, except as noted. 

Analgesia 

If zero indicates 11 no pain° and ten indicates 11 pain as 
bad as it can be," on a scale of Oto I 0, what is your 
level of pain for the following questions/ 

1. What was your pain level on average during the 
past week? (Please circle the appropriate number) 

No Pain O I 2 3 4 5 6 7 8 9 I O Pai_n as bad 
as 1t can be 

2. What was your pain level at its worst during the 
past week/ 

3. What percentage of your pain has been relieved 
during the past week/ (Write in a pe,·centage 
between 0% and I 00%.) ______ _ 

4. Is the amount of pain relief you are now obtaining 
from your current pain reliever(s) enough to make 
a real diffe,·ence in your life/ 
UYes U No 

5. Query to clinician: Is the patient's pain relief 
clinically significant? 
D Yes D No D Unsure 

Activities of Daily living 

Please indicate whether the patient's functioning with 
the current pain reliever(s) is Better, the Same, or 
Worse since the patient's last assessment with the 
PADT.* (Please check the box for Better, Same, or 
Worse for each item below.) 

Better Same Worse 

1. Physical functioning LJ 0 LJ 

2, Family relationships □ □ □ 

3, Social relationships □ 0 □ 

4, Mood □ u 0 

5, Sleep patterns u 0 0 

6, Overall functioning lJ LI lJ 

·i If the patient is receiving his or her first PADT assessment, 
the clinician should compare the patient's functional status 
with other repo1·ts from the last office visit 

(Continued on reverse side) 

Copyright Janssen Pharmaceutica Products, L.P. 1)')2003 All rights reserved. 
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The Pain Assessment and Documentation Tool 

PROGRESS NOTE 
Pain Assessment and Documentation Tool (PADT'") 

Adverse Events 

1. Is patient experiencing any side effects from 
current pain reliever(s)/ □Yes □ No 

Ask patient about potential side effects: 

None Mild Moderate Severe 

a. Nausea 0 0 0 0 

b. Vomiting D D D D 

c. Constipation 0 0 D 0 

d. Itching 0 0 D 0 

e. Mental cloudiness 0 D 0 0 

f. Sweating 0 D D 0 

g. Fatigue 0 D 0 0 

h. Drowsiness 0 D D 0 

i. Other 0 D D 

j. Other □ D 0 

2. Patient's overall severity of side effects? 
□ None O Mild O Moderate D Severe 

Potential Aberrant Drug-Related Behavior 
This section must be completed by the physician. 

Please check. any of the following items that you discovered 
during your interactions with the patient. Please note that 
some of these are directly observable (eg, appears 
intoxicated), while others may require more active 
listening and/or probing. Use the "Assessment" section 
below to note additional details. 

0 Purposeful over-sedation 

D Negative mood change 

0 Appears intoxicated 

U Increasingly unkempt or impaired 

0 Involvement in car or other accident 

0 Requests frequent early renewals 

0 Increased dose without authorization 

0 Reports lost or stolen prescriptions 

0 Attempts to obtain prescriptions from other 
doctors 

0 Changes route of administration 

0 Uses pain medication in response to situational 
stressor 

0 Insists on certain medications by name 

0 Contact with street drug culture 

D Abusing alcohol or illicit drugs 

0 Hoarding (ie, stockpiling) of medication 

0 Arrested by police 
0 Victim of abuse 
Other: _______________ _ 

Assessment: (This section must be completed by the pbyfilcian.) 

Is your overall impression that this patient is benefiting (eg, benefits, such as pain relief, outweigh side effects) from 

opioid therapy? □ Yes □ No O Unsure 

Comments: ------------------------------------

Specific Analgesic Plan: 

0 Continue present regimen 

0 Adjust dose of present analgesic 

0 Switch analgesics 

D Add/Adjust concomitant therapy 

D Discontinue/taper off opioid therapy 

Comments: 

Date: ___________ Physician's signature: ----------_-_-_-:__-_-_-_-_ ------------~---

JANSSEN I 
Provided as a service to the medical community by Janssen Pharmaceutica Products, L.P. 
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office visits or random drug screening. Time is an important factor. If, for example, a first 
offense occurs in January and a second offense occurs l year later, this is not as problematic as 
if the behaviors occurred 2 weeks apart. The contract could specify that continuing offenses will 
result in escalating penalties up to and including termination. The contract could also contain 
"deal breakers" ( eg, illegal activities such as forgery or the selling of prescriptions) that call for 
the immediate cessation of opioid therapy. 

Most experts agree that the language in an agreement should allow the clinician "wig
gle room" in discharging patients so that each case of noncompliance is decided on an in
dividual basis. For example, in describing behaviors that are the basis for dismissal from 
care, most experts recommend the use of the phrase "may dismiss" instead of "will dis
miss" to avoid compromising independent clinical judgment. However, such a clause could 
also cause legal trouble for a clinician if it does not clearly list the conditions under which 
a patient will definitely be terminated. Because the implications of and for dismissal have 
not been established, clinicians must choose language based on their best judgment. In gen
eral, though, ultimatums should be avoided because they limit the choices of the clinician. 

It is also worthwhile to consider adding to the written agreement a section giving the treat
ing clinician permission to seek and exchange information on patient care with former 
providers, current mental-healthcare or addiction-treatment providers, and members of the pa
tient's family. Specific laws protect the disclosure of patient information on mental health and 
substance abuse. A signed agreement can eliminate barriers to obtaining necessary information. 

Two other issues to consider are whether patients treated with long-term opioid therapy 
should drive and whether pregnant patients should take an opioid. Driving is generally con
sidered safe for patients who receive long-term opioids after tolerance to the sedative effects 
of those agents has been achieved. Patients should be advised not to drive after initial dosing 
with an opioid or after the dosage has been increased. The decision of whether to drive belongs 
to the patient alone, hut such patients must understand that they should never drive under the 
influence of alcohol or illicit drugs, change their own medication regimen, or drive when they 
are feeling sedated.5 If an employer requires proof that the patient can drive safely, the patient 
should take an appropriate driver's test and furnish the results to the employer. 

The agreement should require the patient to notify the prescriber if pregnancy occurs 
or is anticipated. Medical opioid use does not appear to cause birth defects in the absence 
of drug abuse, but the evidence is not conclusive. 

There is no universal style for writing an opioid treatment agreement. Fishman and 
colleagues distinguished between language that is cooperative as opposed to paternalistic.6 

The cooperative style explains why the agreement is necessary and emphasizes the pa
tient's partnership role. This approach provides a rationale for every policy presented. The 
paternalistic style, which is more authoritarian, emphasizes clear guidelines and conse
quences for rule breaking. The clinician is free to choose language that best fits with his or 
her own treatment philosophy. The healthcare provider should keep a copy of the agree
ment in the patient's medical file and provide a copy for the patient. With a treatment agree
ment in hand it is much easier to accomplish the ongoing monitoring that comprises the 
bulk of long-term opioid treatment. 

Guidelines 'for Monitoring Patient Progress 
Most patients who begin opioid therapy for pain do so on a trial basis, and 6 weeks of 
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treatment is a common duration for a test period. It is always vital to watch and document 

the patient's response to opioid therapy, but it is particularly so during this time. If the trial 

is deemed successful and opioid therapy is continued, regular assessments should continue 

for as long as the therapy is used. 
The standards by which to judge the success or failure of opioid therapy are: 

• Whether a patient's overall functioning and quality of life have been improved by treatment. 

• Whether adverse effects and aberrant behaviors have been controlled. 

Minimizing the risk of abuse and addiction relates directly to the optimal delivery of 

good pain management. This relationship is clear when we consider that opioid misuse im

pairs physical function and quality of life. Pain relief is an unlikely outcome of opioid ther

apy in patients who abuse their medications. 

Ongoing Monitoring: The Four A's 
Treatment outcomes are the standard by which to judge any medical therapy. For pain 

patients, a good question to keep in mind is whether the consumption of opioids appears to 

be improving function or causing harm. A tool such as the "Four A's" (analgesia [pain re

lief], activities of daily living [psychosocial functioning], adverse events [ side effects of 

treatment], and aberrant drug taking [addiction-related outcomes]) is helpful in this regard 

because it can be used to evaluate the precise outcomes of greatest clinical interest when pre

scribing opioids for pain.7 Every clinic visit should trigger an entry in the patient's chart for 

each of the 4 topics. The Pain Assessment and Documentation Tool (PADT), which is an ex

panded version of the Four A's and is featured in Box VI:2, provides a more in-depth means 

of documenting progress.8 Tools such as the Four A's and the PADT provide a structure for 

noting the patient's response to treatment, any changes in therapy, and any counseling that 

takes place. 

Analgesia 
Steven Passik, PhD, who helped to develop the Four A's and the PADT, recommends 

that the following 4 questions pertaining to analgesia be asked of patients during each visit. 

The patient is asked to respond to the first 2 questions by means of a 10-point scale in which 

zero represents "no pain" and 10 represents "the worst pain imaginable." 

• What was your pain level on average during the past week? 

• What was your pain level at its worst during the past week? 
• When you compare the effectiveness of your current treatment with that of your previous 

treatment with other pain medications, what percentage of your pain has been relieved? 

• Is your current level of pain relief sufficient to make a real difference in your life? 

The answers to those questions will help the clinician to determine whether the patient 

is responding to the treatment as hoped and whether adjustments are necessary. 

Activity 
Some experts argue that the goal of opioid therapy should be pain relief alone, regard-

\ '!.,~t.<--1,J,,._,,.,,_1,, >,\ ,, 
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less of the impact of treatment on physical function. However, function is the only objective 
measure of improvement, and if a patient's physical functioning improves, pain control has 
likely been successful. Opioids consumed long term must be incorporated into the patient's 
lifestyle. Therefore, it is appropriate to measure and document examples of patien1 ;ictivity, 
including: 

• Sleep. 
• Relationships with others. 
• Mood. 
• Work. 
• Home responsibilities. 
• Recreation. 
• Family and social life. 

Patients should answer whether those factors have improved, remained the same, or 
worsened since their last visit and also since their first assessment. After the maximum im
provement has been achieved, the goal is to maintain the improvement over baseline. 

Measures of function also can help determine whether a patient suffers from a true sub
stance-use disorder. Because pain often decreases function, good analgesia that results from 
opioid therapy should increase activity in a patient after tolerance to the initial sedating ef
fect of the drug has been achieved. If opioid use is restricting a patient's activity level rather 
than improving it, that patient may be misusing opioids to address issues other than pain con
trol. The American Chronic Pain Association suggests that the following hehaviors may 
signal trouble with the current opioid regimen: 

• Sleeping too much or confusing night ;ind day. 
e A decrease in appetite. 
• An inability to concentrate or a short attention span. 
• Mood swings (especially irritability). 
@ Lack of involven1ent with others. 
• Difficulty functioning caused by the effects of the drug. 
• Use of drugs to regress rather than facilitate involvement in life. 
• Lack of attention to appearance and hygiene.9 

If the patient is able to fulfill responsibilities centered on work, home, social life, and 
family while taking pain medication, it is less likely that an abuse problem is present. It can 
even be said that good pain management should help promote the happiness of the patient. 
This is an achievable goal, even in the presence of pain that is not completely controlled. 
Adjustments in the treatment regimen may be needed if a medication diminishes (instead 
of improves) a patient's ability to enjoy life. 

Adverse Events 
Most patients treated with an opioid experience some adverse effects of treatment. Con

stipation is the most commonly reported troublesome event. The adverse effects experi
enced and their degree of impact, all of which are influenced by the patient's age and the 
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opioid dosage, vary widely among patients. 
To continue using the Passik approach, patients should answer the following questions: 

• Are you able to tolerate your current pain relievers? (yes or no) 
• Are you experiencing any adverse effects from your current pain relievers? (yes or no) 

• Would you rate the severity of constipation that you are experiencing as none, mild, 

moderate, or severe? 

The clinician then evaluates whether the treatment-related effects can be tolerated by 

that particular patient. Medications can be prescribed to relieve constipation. Some adverse 

effects take time to resolve. Tolerance to sedation usually develops quickly. A review of the 

pertinent literature revealed that stable doses of opioids do not appear to impair driving 

skills in opioid-tolerant patients.5 Most patients arc able to begin performing tasks of daily 

living soon after the initiation of opioid therapy. 

Aberrant Behavior 
The uncontrolled use of medication by the patient reduces the likelihood of achieving 

good pain management. Any behaviors that arise must be documented, addressed with the 

patient, and assessed for their potential impact on the success of therapy. The following 

guidelines may be useful for the ongoing monitoring of aberrant behavior in pain patients. 

• Use open-ended questions that are difficult to answer evasively or that cannot be an-

swered with a simple "yes" or "no." 
• Probe and be persistent; rephrase questions. 
• Don't assume anything. 
• Confront discrepancies in a nonjudgmental manner. 
• Express empathy. 
• Let the patient know that you are there to help. 
• Observe the patient's behavior for indications of denial or false information, such as 

avoidance of eye contact, long pauses before answering, fidgeting, or hostile gestures. 

• Corroborate the patient's statements using other sources such as friends, family mem

bers, the results of physical examinations and laboratory testing, observation, and 

clues from the patient's medical history. 

When aberrant behaviors are confirmed or strongly suspected, monitoring measures 

must be intensified. To do this, it is necessary to match the degree of monitoring to the level 

of risk for substance abuse. 

Matching Monitoring to the Level of Risk 
The outcome of assessment as described in Chapter V will help the clinician set the pa

tient's level of monitoring. Whatever the patient's risk level, a variety of strategies can help 

ensure compliance with medical direction and prevent substance abuse. Some monitoring 

techniques are standard and appropriate for every patient. Others, such as the third-party ad

ministration of medication, are stricter methods that should be used in patients whose sub

stance-abuse assessment indicates that they are either at high risk for drug abuse or have a 
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Match Monitoring to the Patient's Risk of Drug Abuse. 

low Risk (Routine) for Moderate Risk for Drug High Risk for Drug 
Drug Abuse Abuse Abuse 

Pain assessment Biweekly visits Weekly visits 
Substance-abuse assessment Biweekly prescriptions Weekly prescriptions 
Informed consent Regular prescription (on attendance) 
Signed treatment agreement database check Quarterly prescription 
Regular follow-up visits, Third-party verification database check 

prescriptions Random urine drug Third-party administration 
Initial prescription database screening Urine drug screening, 

check Consider comorbid disease scheduled and random 
Medical reports Consider psychiatric/ Consider blood screenings 
Initial urine drug screening addiction/pain evaluation Psychiatric/addiction 
No consultation required Consider medication counts evaluation required 
Medication type, unrestricted Consider limiting Consider pain specialist 
Document Pour A's rapid-onset analgesics evaluation 
Document patient-provider Limit rapid-onset 

interactions analgesics 
Consider limiting 

short-acting agents 

confirmed problem in managing drug use (See Box VI:3). It is advisable to apply a minimum 
level of monitoring to all patients and then to intensify monitoring as the risk level rises. This 
individualizing of the monitoring process is in keeping with the universal precautions for 
pain practice advanced by Douglas Gourlay, MD; Howard Heit, MD; and Abdulaziz 
Almahrezi, MD. 10 Their minimum recommendations for ail patients include: 

• The diagnosis of any identifiable pain causes and comorbid conditions. 
• Initial and ongoing assessment of substance use and mental health status. 
• Initial and ongoing pain assessment. 
• Informed consent of opioid benefits and risks. 
• An opioid treatment agreement. 
•Atrial of appropriate medications. 
• Regular assessment of the Four A's. 
• Thorough documentation. 

Further recommendations for low-risk, moderate-risk, and high-risk patients follow. 

Low-risk patients should be monitored at a level that could be described as routine. 
This does not mean these individuals are not monitored with vigilance and care, only that 
no extraordinary measures are required. 
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• Explain the standard treatment agreement; both provider and patient should sign it. 
• Schedule regular follow-up visits (monthly at first). 
• Set the frequency of medication refills (monthly for the first 6 months). 
• Perform initial urine (or other) drug screening. 
• Communicate with pharmacies or obtain initial reports from prescription-monitoring 

programs (where available) and prior medical providers. 
• Document every patient and clinician interaction. 
• Continually review the Four A's during return visits. 
• Consultations with specialists are not required. 
• Medication type: adequate analgesia, no restrictions. 

Moderate risk for drug abuse calls for another layer of vigilance in addition to the rou
tine monitoring established for low-risk patients: 

• Regular follow-up visits and prescriptions refills should occur every 2 weeks initially. 
• Observe patients for signs of complicating comorbid diagnoses, such as anxiety, de

pression, or a sleep disorder. 
• Consider referring the patient for evaluation by pain management and psychiatric spe

cialists. 
• Conduct regular checks (every 6-12 months) of your state's prescription monitoring 

database, if available, or consult with the patient's pharmacist. 
• Visit with the patient's family members or other third parties to verify the patient's ac

counts and for evidence of environmental influences. 
• Institute random urinalysis ( or another screening method) to confirm compliance with 

medication levels. 
• Consider checking leftover medications to verify their quantity. 
• Consider limiting the use of rapid-onset analgesics. 

High-risk patients require the following measures of intense monitoring in addition to 
those required by the low-risk and moderate-risk groups: 

• Schedule regular follow-up visits more frequently than usual. If problems develop, 
shorten the treatment interval to weekly. 

• Prescribe just enough medication to last until the next appointment and ensure that pre

scription refills are contingent upon attendance. 
• Typically, psychiatric and addiction-medicine consultations are required. Consider 

consultation with a pain management specialist. Coordinate treatment. 
• Conduct regular urine (or other) drug screenings in addition to some unexpected 

screenings. 
• Consider using blood screenings. 
• During every visit, count the patient's leftover medication. 
• Consult a prescription database (if available) more frequently. 
• Strongly enforce the treatment agreement. 
• Avoid prescribing rapid-onset analgesics and consider limiting short-acting analgesics. 
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The 3 risk categories help make treatment decisions easier but should not be used to 
label patients. Remember that the need to monitor for aben-ant behavior is ongoing, and pa
tients can move from l risk group to another throughout the course of treatment. For ex
ample, a patient initially assessed as low risk may later display multiple aberrant behaviors 
in response to a deteriorating physical condition or life stresses. 

ln general, exhibiting more than 3 mildly aberrant behaviors during 1 year or exhibit
ing I egregious behavior should cause a patient to move to a higher risk category and to be 
monitored more closely. If patients remain in the low-risk category for 6 months, the inter
val between visits and refills of medication can be increased. Eventually, when patients 
have remained in the low risk category for 1 year, refills that last for 3 months are common. 

Managing Patients Who Exhibit Aberrant Behaviors 

Patients who begin to exhibit aberrant drug-related behaviors should be monitored more 
strictly than are patients who comply. The monitoring level intensifies with the frequency, 
severity, and persistence of the aberrant behavior. For example: 

Patty is 43 years old and has experienced chronic fatigue, fi
bromyalgia, and low back pain for many years. Patty's score on the Opi
oid Risk Tool placed her in the high-risk category for problems with 
managing opioid intake. Sexually molested at age 5, she was diagnosed 
as having bipolar disorder. Her father was a habitual cocaine user, so she 
grew up seeing substances abused in her childhood home. Her social life 
as an adult revolved around beer parties and illicit drug use, including 
the recreational consumption of prescription opioids. Patty began ex
hibiting aberrant behaviors almost immediately after she received a pre
scription for an opioid to manage her pain. She called the clinic frequently 
for unauthorized refills and missed appointments. Unauthorized pre
scription drugs were found in the results of a urine screening. 

As a patient, Patty would require the very highest level of monitoring, including frequent 
visits and urine drug screenings, a referral for the management of her substance abuse and men
tal health, the use of a third party to monitor her prescriptions, and a possible change in her treat
ment to a medication less likely to be abused. Even with those safeguards, it may eventually 
become dear that long-term opioid therapy is not an option for Patty because of her uncontrolled 
opioid consumption and habits involving illicit drugs. It is also possible that her problem be
havior could be curtailed, so that in her case, opioid therapy would be successful. 

As previously discussed, the reasons patients misbehave may not always be rooted in 
addiction. Some patients do not comply because of uncontrolled pain, a psychiatric disor
der, or other problems. Such motivations cannot be detected by radiographs or the results 
of laboratory testing. For those reasons, the monitoring process is so vital. Only by ad
dressing any problems that arise, adjusting the treatment plan accordingly, and observing the 
outcome can the patient's primary problem be pinpointed and treated. 

If pain is causing a patient's drug-seeking behavior, an increase in opioids to an anal
gesic level could halt the behavior. It is also possible that the behavior is due to a specific 

CONFIDENTIAL ENDO-CHI_LIT-00538834 



P-10786 _ 00131

CONFIDENTIAL 

MONITORING PATIENTS TO MINIMIZE OPIOID ABUSE 129 

pain condition that is refractory to treatment with opioids. A strong indicator of a substance

use disorder is an overwhelming focus on opioids to the exclusion of any other pain thera

pies, which suggests that the reward sought is psychologic rather than analgesic. If the 

patient shows signs of ongoing abuse of a prescription opioid, some actions to consider (in 

addition to the high-risk monitoring strategies already outlined) include: 

• Even more frequent visits with strict counts of medication. 
•Astringent program of drug screening. 
• The use of opioids that carry less "binge" or abuse potential. 
• Enlisting a third party, usually a family member, to control and administer the pa

tient's medications. 

Medication Choices 
An understanding of the patient's substance-abuse history, if one exists, can help the cli

nician choose the appropriate pain medication. It may be wise to avoid prescribing medica

tions with properties similar to those of drugs abused in the past. Agents with a rapid onset 

of action may afford greater "binge" potential for some patients, and a pain medication with 

a slower onset of action, such as methadone or buprenorphine may be preferable for those 

individuals. It may be that the patient has problems managing the psycho logic effects of opi

oids but also is experiencing severe pain. Opioids with a slow-release mechanism of action 

or a long half-life are preferred for patients with pain that must be managed with opioids but 

who exhibit abuse. As always, clinical decisions must be reached on an individual basis. 
When used to treat pain, methadone requires more frequent dosing than the daily doses 

given for the treatment of addiction, but methadone should be introduced at a low dose (no 

higher than 30 mg daily) 11 that can be very slowly titrated higher. It is doubly vital to sched

ule frequent visits from the patient and counts of leftover medication to ensure compliance 

with all dosing directions. Regular screening of urine ( or other screening measures) should 

be used to determine that medication is being used as prescribed and that no illicit drugs are 

being taken. This is particularly critical if methadone is the opioid of choice, because its long 

half-life may result in fatalities from drug interactions or a buildup in the system from too 

high an initial dose or overuse by the patient.12 

Enlisting a Third Party 
It is wise to interview family members to gain their support. Family members are a 

common source of complaints to medical boards; therefore, it is important that family mem

bers clearly understand and participate in the patient's goals of treatment. Sometimes, the 

recruitment of a family member or close friend to control and dole out the prescribed por

tion of medication is the right solution for a patient who cannot manage his or her own in

take. Interviewing family members also provides a good opportunity to learn whether 

misconceptions associated with opioids are influencing the family's attitude toward the pa

tient and possibly compromising chances for the success of treatment. Impart factual sci

entific information regarding the presc1ibing of opioids but be prepared to listen to the 

family's concerns. Clear communication will increase chances of gaining cooperation from 

the patient and from the patient's loved ones. Listening well may also help the clinician to 

determine whether a serious drug problem exists. 
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Patients with a History of Substance Abuse 
Doctors and other practitioners are sometimes reluctant to treat the pain of patients 

with a past substance-use disorder. Is it any wonder that patients hesitate to disclose a his
tory of substance abuse? Undertreating the pain of a former drug abuser may worsen drug
seeking behaviors. However, reexposing a patient to a substance that he or she once abused 
does indeed confer a risk of the recurrence of abuse. A strong focused structure for pain 
treatment is a must. Patients who only recently entered recovery or whose abuse history in
cludes opiates require the most stringent monitoring of all. The only way to know whether 
a former abuser will respond therapeutically to opioids prescribed to treat pain is to track 
their response using a tool such as the Four A's. Any aberrant behaviors that occur must be 
rigorously monitored, addressed with the patient, and documented. The patient must demon
strate a commitment to following the parameters of the treatment plan to which he or she 
agreed. If the patient can do this and the clinician exercises due vigilance, opioids may be 
prescribed safely even in patients with a history of abusing drugs. 

To plan the best treatment for pain, it is advisable to obtain all possible information 
(particularly the drugs of choice) about an individual's habits while he or she was abusing 
substances. Encourage honesty in self-reports from the patient, including the time line of the 
history of drug abuse and how recently it occurred. During the reassessment that occurs 
during each clinic visit, it is especially important to focus on substance-abuse issues. 

The patient's medical record must reflect the clinician's awareness of a prior sub
stance-use disorder, the steps taken to address it, and the details of the current pain con
dition. The record must state that any prescribed opioids are being given to treat pain, 
not addiction. 

Medication Choices 
For patients with histories of drug abuse, prescribe opioids with reduced potential for 

abuse and consider nonpharmacologic interventions. Do not prescribe benzodiazepines or 
sedatives instead of analgesic medication, however, or prescribe nonpharmacologic treat
ments when medication is the appropriate treatment. 

The measures for monitoring high-risk patients should be followed. In addition, for pa
tients in recovery: 

• Verify the patient's recovery process in a 12-step or other treatment program and un
derstand its importance in that patient's life. Some clinicians require that a patient 
bring proof of ongoing participation in a recovery group to every clinic visit. 

• Counsel patients to avoid social and family contacts that could influence them to re
sume substance abuse. Relationships may need to be adjusted to allow the patient to 
consume medication for pain while abstaining from abuse. The patient must under
stand the importance to his or her recovery of avoiding former cues to abuse and of 
developing a strong social and family support system. 

® Explain to the patient that "liking" the experience of taking an analgesic does not mean 
that sobriety has been lost, as long as the drug intake is controlled. The experience 
should, however, prompt the patient to guard against the danger of reactivating an 
addiction and losing sobriety. 
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• Tell the patient that chronic pain is a stressful event that could trigger a recurrence of 

abuse. Encourage him or her to seek help and support when needed to ease the stress 

induced by chronic pain and to combat any drug cravings experienced. 

Often, patients no one believed could be managed on opioid therapy have experienced 

a good outcome with the right medication adjustments and a multidisciplinary approach. If 

opioids cannot be safely prescribed for a given patient, however, opioid treatment may need 

to be discontinued. More on that subject will follow later in the chapter. 

Treating Comorbid Psychiatric Disorders 
Psychiatric illnesses are common in people who abuse drugs. If opioid therapy is being 

considered for the treatment of chronic pain in patients with a history of either a mental 

disorder or a substance-use disorder, both problems must be optimally managed for the best 

outcome. 
The Substance Abuse and Mental Health Services Administration encourages an inte

grated approach to treatment. Patients themselves seem to have an intuitive grasp of this 

need. When asked, patients who exhibited both posttraumatic stress disorder and substance 

abuse expressed their own belief that those 2 disorders are related, and they voiced a pref

erence to be treated simultaneously for both. Unfortunately, most people who receive treat

ment do so for only 1 disorder, and many more receive no treatment at all. Although an 

integrated treatment approach is preferred, some treatment is certainly better than no treat

ment. Consider the following example: 

A 24-year-old woman who was referred for the management of 

chronic daily headache was being treated with benzodiazepines, antide

pressants, and opioids. She was diagnosed as having bipolar disease at the 

age of 21 years. She escalated her use of short-acting opioids without a 

clear improvement in function. 

That case illustrates an individual who could benefit from the expertise of a psychia

trist who could treat her bipolar disorder, a neurologist who could evaluate her headaches, 

a psychologist to help her deal with confounding lifelong mental health problems, and an 

addiction specialist to prevent opioid abuse as well as medication to control pain. 

The ultimate goal of pain management is to customize treatment for the individual 

patient, depending on his or her particular types of problems. The unfortunate truth is that 

healthcare systems and insurance companies rarely recognize that these illnesses arc deeply 

intertwined and interactive. Instead, insurance providers exhibit little support for an inte

grated treatment approach and insist on separate delivery systems and cheap-to

nonexistent coverage and reimbursement, particularly for behavioral therapies. 

When an Active Addictive Disorder Is Suspected 

Some patients are more interested in obtaining opioids or other narcotics than in pain con

trol. If it is determined that the individual is suffering from active addictive disease rather than 

uncontrolled pain or some other cause of aberrant behavior, that patient needs and deserves 
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treatment for addiction. The right kind of treatment decreases drug use in abusers by 40% to 
60% ,13 but patients must stay in treatment long enough for therapy to take effect. 

Many types of treatment for addiction are available, and the effectiveness of a given 
program will vary with the individual. The NIDA 13 advises that an effective program: 

0 Must be readily available. 
0 Should address multiple needs such as the patient's medical, psychologic, social, oc-

cupational, and legal problems. 
0 Need not be voluntary on the part of the patient to be effective. 
® Must be assessed and modified as necessary. 
* Must be of adequate length (3 months is the average for achieving improvement). 
"May combine medication for addiction treatment with behavioral counseling. 
0 Encourages participation in a 12-step or other self-help group to complement formal 

treatment. 

The patient's ,vell-being and clinical progress depend on finding effective treatrc1ent. 
Addiction is a chronic illness that may recur and require multiple treatment episodes. As 
with chronic pain, the commitment to treating addiction is long term. Recurrence of an ad
diction does not mean that drug treatment is ineffective, nor is it a reason to abandon pain 
management; it is a signal to intensify efforts of recovery. 

Although it is possible to treat acute pain in a patient with an addictive disorder, for opi
oid therapy to be successful longer term, substance intake must be strictly controlled. In ad
dition to all high-risk strategies previously mentioned, clinicians should consider instituting 
the following measures when managing patients who exhibit an active abuse problem: 

® Clarify to the patient that the provision of medication will be stringently controlled. 
• Discontinue the rescue dose for breakthrough pain. 
e Explain to the patient that if he or she runs out of medication before the set refill date, 

no further medication will be provided without a police report documenting the theft 
of those drugs. 

• Step up frequent urine screenings and office visits. 
* Never allow the patient to miss a mandatory medication count. 
• Explain that the detection of illegal substances in urine or blood will be grounds for 

terminating opioid therapy. 
* Require nonopioid interventions such as psychotherapy and referrals to needed spe

cialists. 
• Be sure to obtain the patient's signed consent to inform any additional participating 

healthcare providers of his or her status as a recovering substance abuser. 
• Contact all involved healthcare providers and closely coordinate care. 
• Require proof from the patient of participation in all required therapies and interventions. 

Patients with moderate-to-severe pain in addition to a substance-use disorder tend to 
gain little benefit from treatment for addiction unless the pain is controlled first. Be aware 
that treating pain with an opioid agonist-antagonist combination (eg, pentazocine) may cause 
acute withdrawal in an active abuser of morphine-type drugs. Buprenorphine is a partial 
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agonist that can also cause withdrawal in an opioid-tolerant person by displacing the opi

oid from the mu receptor and occupying that receptor itself. If a patient is taking methadone 

for addiction treatment, the dose must be slowly increased to achieve analgesic benefits. 

Titrate methadone carefully and slowly and with attention to the long half-life of that drug 

and its potential for inducing respiratory depression. If methadone is not used for pain con

trol, another medication should be prescribed to relieve pain in addition to the daily dose of 

methadone for treatment of opioid addiction. 

Patients who have difficulty taking opioids safely should learn to take a strong part

nership role in their own pain-management program while preventing the recurrence of sub

stance abuse. If these patients can be directed to programs with other members who also 

suffer from chronic pain and addiction, the support and validation they receive there can be 

invaluable. 
Remember, however, that some patients may need to discontinue opioid therapy. This 

is warranted if the patient's noncompliance is severely disrupting opioid therapy and trust 

cannot be reestablished. Perhaps the acid test is to determine whether opioid therapy is mak

ing the patient's life better or worse. The patient who may be a poor candidate for opioid 

therapy is the one whose physical functioning, quality of life, social and family interac

tions, and professional life are characterized by marked and continuing deterioration. If pa

tients are using prescription medications to escape from life rather than to participate more 

fully in it, opioi<ls are probably the wrong treatment. 

It is not a failure to terminate a treatment that is harmful and ineffective. As with any 

other medical treatment, it is poor practice to continue a therapy that demonstrates a clear 

Exit Strategy to Discontinue Opioid Therapy 

• Meet with the patient. 
• Review the exit criteria agreed to in the treatment agreement. 

• Clarify that the termination of opioid treatment is for the patient's benefit. 

• Clarify that exiting opioid therapy is not synonymous with abandoning pain man

agement. 
• Consider tapering opioids gradually over 1 month. 

• Implement nonopioid pain strategies, including psychiatric or behavioral therapy; 

physical therapy; treatment with nonopioid analgesics; treatment for insomnia, 

anxiety, or depression; or interventional procedures. 

If the patient does not cooperate with the plan for outpatient tapering of the pre

scribed medication: 

• Do not provide additional opioids. 

• Refer the patient to either an inpatient program or a comprehensive outpatient pro

gram for opioid discontinuation. 
• Provide nonopioid medical maintenance until the patient is admitted to the next 

phase of his or her treatment. 

If addiction is the problem, refer the patient for addiction management or co-management. 
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lack of benefit for the individual. Terminating treatment with an opioid is not tantamount 
to abandoning pain management. Remember that the well-being of a patient is not synony
mous with unrestricted access to opioids. 

Discontinuing Opioid Therapy 
If adverse effects of opioid therapy are severe, ongoing, and threaten to submerge a 

patient's life in chaos despite clinical interventions, it may be time to consider a cessation 
of opioids. Be aware that withdrawal from opioids can produce temporary hyperalgesia. In 
l study, 10 patients whose pain condition had stabilized as a result of treatment with con
trolled--release morphine were subjected to the abrupt cessation of opioids through the ad
ministration of a placebo.14 These nonaddicted patients did not display drug craving but did 
experience pain that disrupted activity, mood, relationships, sleep, and enjoyment of life. 

Explain the effect of temporarily heightened pain to the patient and be prepared to help 
manage it or to make referrals. To taper opioid treatment in a patient who might otherwise 
experience abstinence syndrome is compassionate and ethical practice. See Box VI:4 for a 
suggested exit strategy. 

The chapter that is devoted to legal issues in opioid prescribing includes a more ex
tensive discussion of the legal and ethical responsibilities expected of a clinician when a pa
tient's opioid therapy must be withdrawn. A clinician is not obligated to put his or her own 
practice at risk by continuing to provide opioids to a chronic abuser. 

Drug Screening: Checking for Compliance 
Trust is a necessary component of the clinician-patient relationship, but research indi

cates it is unwise to depend on a patient's word alone that drugs are being consumed as pre
scribed. In a study of 33,000 patients treated with oxycodonc, 35% failed to show the 
expected medication concentration in a check of urine samples .15 In a smaller investigation 
in which pain patients' statements about their drug consumption were measured against the 
actual results of toxicologic urine screenings, the patients' statements matched their test re
sults only 68% of the time. 16 

Although noncompliance is common in patients who are prescribed opioids, it docs 
not always reach the level that threatens the integrity of the therapy. Noncompliance can 
even be the sign of a patient's confusion in juggling multiple medications. Nonetheless, 
noncompliance is a serious clinical event that must be addressed. 

The high degree of noncompliance with treatment for drug abuse is a reason to screen 
for appropriate drug levels, particularly among patients at highest risk for using opioids non
medically. Some patients undergoing treatment for drug abuse will show no other signs of 
problematic behavior.17 A drug screening should be approached as a consensual diagnostic 
test, as part of the treatment agreement, and as a factor of mutual benefit to the patient and 
the clinician. In the same way that analysis of the glucose level is essential to diabetic patients 
(to ensure that treatment is effective), drug screening is essential to opioid-treated patients. 

A great difference exists between the standards and needs of forensic testing for legal use 
and clinical testing. The purpose of forensic testing is usually to look for a discrepancy, and 
clinical testing seeks to establish compliance. Forensic testing is governed by strict rules 
about the chain of custody that are difficult to implement in a medical setting. A sample 
collected in a clinic is usually insufficient for a legal decision. 
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Among other benefits, clinical drug screening can: 

• Serve as a deterrent to inappropriate drug taking. 
• Provide objective evidence of abstinence from drugs of abuse. 

• Monitor the response to treatment. 
• Assist with the diagnosis. 
• Provide advocacy for a patient by demonstrating compliance to such interested par-

ties as family members, law-enforcement authorities, and employers. 

• Demonstrate to regulatory authorities a clinician's dedication to monitoring patients. 

• Support a clinician's medical decisions. 

Who should be tested? Ideally, all patients who begin opioid therapy for the first time 

for pain should be tested. New patients who are already undergoing treatment with a con

trolled substance should also be screened. Testing is recommended when aberrant behav

ior is suspected or confirmed, when changes in treatment are being made, when pain persists 

despite aggressive treatment, and to provide support for the referral of a patient for sub

stance-abuse assessment. 
Drug testing, though a valuable tool, is subject to various drawbacks, often imposed 

by the limits of technology and by human error. 

• Available tests are not sensitive enough to detect the presence or amount of many 

substances. 
• False-positive and false-negative results are common, as is the misinterpretation of results. 

• Drug screening results are influenced by many factors, including the equipment and 

methods used by a particular laboratory, the characteristics of the drug, and the pe

culiarities of drug metabolism in individual patients. 

• During an investigation by regulatory or legal authorities, clinicians may be ques

tioned about the reasons a patient was not discharged after drug screening results re

vealed an illicit drug. 

Before ordering a drug screening, be sure the patient's medical record accurately re

flects all medications that the patient is currently taking. It is helpful to talk with the patient; 

consider asking point-blank whether he or she expects the screening to reveal any unau

thorized substances. Explain that drug testing is part of the effort to monitor the clinical ef

ficacy of treatment and is not a game of "gotcha." Positive or problematic results are cues 

to counsel the patient, to tighten treatment boundaries, and (possibly) to refer that individ

ual for substance-abuse treatment. The clinician should: 

• Discuss any unexpected results with the laboratory. 

• Schedule an appointment with the patient to discuss his or her results. 

• Use those results to enhance the clinician-patient relationship and to encourage pos

itive change. 
• Document all results, their interpretation, and the steps taken to address them in the 

patient's medical chart. 
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Encourage the patient to talk about what has occurred. The presence of unauthorized 
substances may not be reason enough to halt therapy outright, and any positive results of 
drug screening must be considered within the total context of the Four A's. 

For Which Drugs Should Pain Management Clinicians Screen? 
The patient should be tested for the presence of all prescribed drugs and for standard 

opioids such as hydrocodone, oxycodone, and hydromorphonc. At a minimum, benzodi
azepines should also be included because they arc often revealed in the results of toxicol
ogy reports of overdose deaths associated with opioid use. The unauthorized presence of 
benzodiazcpincs should spur a reappraisal of treatment and possibly a referral for the treat
ment of a psychologic disorder or substance-abuse problems. 

The following substances may be of interest to a pain~control provider: 

• Amphetamines or methamphetamine. 
• Anticonvulsant medications. 
• Barbiturates. 
• Benzodiazepines. 
• Cocaine. 
• Marijuana (tetrahydrocannabinol). 
• Methylphenidatc. 
• Opiates, including: 

Codeine. 
Diacetylmorphine. 
Dihydrocodeine. 
Fentanyl. 
Hydrocodone. 
Meperidine. 
Methadone. 
Morphine. 
Oxymorphone. 
Oxycodone. 
Propoxyphene. 
Tramadol. 

® Phencyclidine. 
• Tricyclic medications. 
* Ethanol. 

The decision of whether to screen for illegal drugs (and if so, for which ones) must be 
made by the clinician. We have already seen that an abuser of street drugs is at increased 
risk for abusing prescription medications, so some degree of screening for illicit substances 
is advised. Some clinicians choose not to screen for tetrahydrocannabinol, which, though 
illegal to most users, may have some clinical benefit, but they do screen for cocaine, a drug 
with no clinical use. Others, mindful of the risks of polysubstance abuse, screen for the 
presence of any illegal drugs. A patient who displays a pattern of illegal substance abuse 
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must seek treatment for a substance-use disorder. Continued failure to comply is grounds 

for the cessation of opioid therapy. 

Methods of Detection: A Comparison 
The main biochemical measures used to detect drug use are: urine, blood, saliva, per

spiration, and (more recently and less commonly) hair analysis. Different methods confer 

various limitations and advantages related to the ease of use, degree of invasiveness, cost, 

and window of detection (the interval between the ingestion of a drug and the beginning of 

excretion of that drug and its metabolites at a concentration above a test cutoff score). 

• Blood ( or serum) testing is very effective in detecting low levels of substances but is 

an invasive and expensive procedure with a window of detection that is limited to 

current drug use only. 
• Oral fluid (saliva) collection has the second shortest detection window (up to 4 hours) 

after serum testing and offers the advantages of easy collection and limited invasiveness. 

However, drugs and metabolites are generally retained in saliva at lower levels than 

those found in urine. Saliva testing is a new method that is increasing in popularity. 

• Hair analysis can have a window of detection ofup to 6 months. However, some have 

claimed that hair testing involves a racial bias because dark hair binds more easily to 

certain drugs than does fair or gray hair. The testing of hair is somewhat cumbersome 

to perform and is prone to providing a false-negative result. It is usually inefficient 

for clinical testing. 
• The window of detection for drugs in perspiration is up to 1 week. Perspiration is 

gathered over several days or weeks by means of a patch that is rather inefficient in 

the detection of drug use for pain management and is better suited to monitoring drug 

use in patients participating in a chemical dependency program. 

• The most useful and widespread clinical tool used to test for compliance is urine 

screening. Less expensive and invasive than serum testing, urine screening offers a 

window of detection ranging from 12 to 72 hours, ease of collection, and a good 

method of detecting drug metabolites. Urine screening is used in most compliance 

testing, but saliva testing may become more common because of several characteris

tics that recommend it for clinical use. 

Urine Toxicology Screening 
Screening the urine for the presence of prescribed opioids and the absence of unau

thorized drugs is valuable for the safe management of the pain patient. If a history of sub

stance abuse exists, urine screening can enable the clinician to diagnose and address the 

early recurrence of drug misuse. It also helps keep boundaries firmly in sight and reinforces 

the integrity of the treatment plan agreed to by the provider and the patient. These are sig

nificant advantages. 
A patient will exhibit a problematic test result from a urine screening when: 

• Illicit drugs are present. 
• Prescription drugs that were not prescribed are present. 

• The opioids prescribed are not present (which could indicate hoarding the medication, 
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binging that causes the patient to run out of medication early, or diverting the med
ication for sale). 

The available testing measures have a high degree ofreliability, but the results must be 
interpreted with caution. 

Types of Urine Screening 
Most effective urine screenings consist of 2 steps: an initial screening and a confirmation. 

The initial screening is usually performed by means of either a radioactive or enzyme
mediated immunoassay test that reveals whether substances are present. Two less commonly 
used forms of immunoassays are the fluorescence polarization and the particle immunoassay. 
Immunoassays can be used to screen for most classes of drugs or their metabolites but 
typically do not isolate specific opioids. Positive test results should be confirmed by a second 
test. The gold standard for confirmation testing is the gas chromatography/mass spectrome
try (GC/MS) test, which is highly specific and sensitive. The GC/MS detects the actual mo
lecular structure of the drug and its 1netabolites. It uses 2 techniques: chroniatography 
procedures to separate the various components and mass spectrometry to identify specific 
components of the specimen. This test must be performed in a laboratory. High-performance 
liquid chromatography is another chromatographic method of specific drug identification 
that is faster and less expensive than a GC/MS. However, the GC/MS is considered the legal 
standard and is recommended if legal consequences are of concern. 

The 5 basic drugs (amphetamines, cocaine, opiates, marijuana, and phencyclidine) that 
are included in the initial screening are sometimes called the "Federal Five." A routine im
munoassay does not include benzodiazepines or barbiturates and will not likely identify 
oxycodone or fentanyl. The testing for those drugs must be requested specifically from most 
laboratories. Tests for methadone and buprenorphine also are available. 

Most "windows" for the detection of drugs via urine immunoassay screenings are about 
1 to 3 days (Box VI:5). Exceptions include screening for tetrahydrocannabinol, which can 

Detection Windows for Immunoassay Urine Screening 

Amphetamines 
Barbiturates 
Cocaine 
Methadone 
Opiates 
Marijuana 

1 - 4 d 
Up to 6 d (up to 30 dafter phenobarbital) 
2 3 d (7 d for heavy or long-term use, possibly longer) 
2 - 3 d 
2 - 4 d (heroin metabolite 6-monoacetylmorphine < 8 h) 
Up to 5 d for occasional use (30 d for long-term use, 
sometimes longer) 

Benzodiazcpines Up to 7 d (up to 30 cl for diazepam and chlordiazepoxide) 
Propoxyphcne Up to 7 d 
Phencyclidine 2 - 7 d (up to 14 d for long-term use) 
Ethanol 6 to 10 h (occasionally longer) 
Lysergic acid diethylamide Up to 5 d 

Material provided by Dominion Diagnostics. 21 I Circuit Drive, North Kingstown, RI 02852. 

CONFIDENTIAL ENDO-CHI_LIT-00538844 



P-10786 _ 00141

•• _._, ..... ~ .) ,,, ., '· J. ,, ' ' 

CONFIDENTIAL 

MONITORING PATIENTS TO MINIMIZE OPIOID ABUSE 139 

linger for a month or more in long-term users, and benzodiazepines, which, when abused 

in large quantities, can take weeks to eliminate depending on the amount and type ingested. 

Testing should be performed for suspected alcohol abuse, which can compromise the 

safety and efficacy of opioid treatment in several ways. One adverse effect of alcohol is to 

hasten the action of sustained-release opioid formulations. The presence of glucose can con

found testing for alcohol abuse because urine that contains glucose can produce ethanol. If 

glucose is found in an ethanol-positive specimen, the ethanol may have been caused by the 

fermentation of a sample that was not properly refrigerated. A specific test for an exclusive 

metabolite of ethanol can alleviate this concern but is probably worthwhile only when heavy 

alcohol consumption is suspected. 

Many standard drug-testing packages are based on workplace requirements rather than on 

clinical needs. Drug testing in the workplace is governed by federal guidelines published by the 

US Department of Health and Human Services and codified by the Department of Trans

portation. The federal guidelines outline specific requirements, such as those for split specimens, 

and also require that trained medical review officers interpret the results. Workplace measures 

such as split specimens usually are not needed in clinical settings, but clinical guidelines are still 

incomplete. For instance, although medical review officers are not required in clinical settings, 

it is best to give all staff who colkct and handle specimens the best training available. 

Most immunoassay testing can be performed at the point of care (POC) if the available 

clinical facilities allow. POC devices vary in quality, cutoff scores, and methods of reading 

results. It is advisable to select a device that has been approved by the FDA. POC testing is 

cost-effective and provides quicker results than do most laboratories. POC devices cannot 

handle all the testing needs for patients treated for pain, however, because testing for a wider 

range of drugs or a confirmation such as a GC/MS must be performed by a laboratory. 

Laboratory testing has several important advantages, including extensive training of 

personnel, a formalized chain of custody for handling the sample, a high degree of accuracy, 

and the availability of tests for specific substances. It is wise to cultivate a relationship 

with a testing laboratory, understand the procedures of that service, and make your own 

needs clear to the laboratory staff. 

Laboratory Methods of Urine Testing 
Different laboratories may use different methods of performing urine screenings. Cli

nicians should know the operating procedure of the chosen laboratory. In particular, one 

should ask the lab professionals: 

• Which drugs are identified by the tests available? 

• What are the cutoff scores that are used to judge positive or negative results? 

If the clinician knows which drugs he or she would like to test for, it may be necessary 

to request those results from the laboratory. In addition, not every laboratory will automat

ically send a positive immunoassay sample for a confirmatory GC/MS test. It may be nec

essary to request that this be done. 

Typically, the cutoff scores set by laboratories are dictated by industry and government 

needs. Clinicians should either instruct laboratories where to set cutoff scores or ask them to 

eliminate the cutoff scores altogether. For clinical purposes, cutoffs usually are not needed; 
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it is more important to know whether or not the drug is present. Furthermore, certain opioids 
may not be detected if cutoff scores are set too high because molecules sufficient for detec
tion are not present. It is usually advisable to request that laboratories test samples to the 
limits of detection, because any amount of substance is likely to be of concern. 

Urine Specimen Validity 
A minority of patients will try to tamper with the urine sample. Samples of an unusual 

color, an unusually small sample size, or a sample that is too hot or too cold to the touch 
should be discussed with the patient. The urine sample should be sent to the laboratory as 
soon as possible. If it is not sent immediately, it should be refrigerated until it is shipped. 
Specimens should be received by a laboratory within 7 days after collection. Urine con
tains the following substances that can be used to determine whether specimens are valid 
and consistent with human urine: 18 

• Creatinine: This product of muscle contraction is released into urine at a fairly con
stant rate and serves as an indicator of hydration. The normal range for creatinine is 
20 to 400 mg/dL. A level of less than 20 mg/dL could indicate excessive drinking or 
dilution of the sample with a substance such as water. A creatinine level of less than 
5 mg/dL is inconsistent with human urine. 

• Specific gravity: As substances are added to urine, specific gravity increases; there
fore, the greater the concentration, the greater the specific gravity. A normal range for 
specific gravity is from 1.003 to l .030, and a specific gravity of 1.000 is practically 
water. 

• pH: A pH value outside the normal range of 4 .5 to 9 .0 could indicate adulteration of 
the sample. Several commercial adulterants (nitrates and chromate, which work prin
cipally by foiling the confirmation testing) are sold online and in magazines and shops 
devoted to recreational drug use. 

0 Temperature: The temperature of a urine sample should range from 90°P to 100°F 
within 4 minutes of voiding. Therefore, temperature strips affixed to the sample cup 
should be read within 4 minutes (or the temperature should be otherwise measured). 
If the temperature strip does not register a value, the specimen should be rechecked 
immediately; a new cup should be used and the results should be recorded. 

Interpreting the Results of Urine Screening 
The greatest concern in the use of urine screenings is that they may be misinterpreted. 

Metabolic properties of the patient can contribute to the likelihood of misinterpretation, and 
clerical or clinical error can cause a false result. However, even apparently straightforward 
results are not always easy to interpret. If, for example, the results of the screening fail to 
show the expected level of prescribed opioids, the clinician will not know whether the pa
tient took all the medication early because of uncontrolled pain, sold some or all of the med
ication, or other factors influenced the test results. Professional "diverters" often take enough 
medication before visits to ensure appropriate test results. Urine drug screening is useful 
only in conjunction with a focus on the Four A's and other monitoring measures that high
light the individual. Factors that can influence results include: 
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• Urine pH. 
• Urine volume. 
• Body weight. 
• The presence or absence of malabsorption. 
• Concurrent medications. 
• The pharmacokinetic properties of the drug. 
• The amount of the drug ingested. 
• The route of administration. 
• Dosage intervals. 
• How effectively the patient can metabolize the drug. 

• The duration of treatment with the medication. 

This list illustrates the limitations of urine testing. It is a good tool, and even the knowl

edge that the test will be performed can increase patient compliance, but the results are not 

always 100% accurate and can be misleading. A positive result from a urine screening does 

not provide enough information on drug use to establish exposure time, dose, and frequency 

of drug use. Nor does a positive test result provide enough information to diagnose drug ad

diction, physical dependence, or impairment. 

Metabolic Issues and Drug Detection in Urine 
The metabolic influences on drug detection are of 2 different types: 

• The properties and distribution of the drug. 
• Individual variations in the metabolic rate of patients. 

Some substances are detected in urine because they are metabolites of the consumed 

drug or because they are byproducts of the commercial manufacturing process (Box VI:6). 

Thus it should be understood that small amounts of these secondary drug metabolites do not 

necessarily mean that an unauthorized opioid has been ingested. 

For example: 

• Codeine is metabolized to morphine and is partially metabolized to hydrocodone. 

• Hydrocodone can cause a positive result from tests for the metabolite hydromorphone. 

• Some evidence indicates morphine can produce the minor metabolite hydromor
phone .19 

The confirmation of a test result via a GC/MS is important in pain management because 

heroin and codeine are both metabolized to morphine. A routine immunoassay will detect 

the presence of morphine but cannot isolate its source without a follow-up GC/MS. Heroin 

is particularly difficult to detect in the results of a urine screening because it begins to me

tabolize into morphine in a matter of minutes. A metabolite that definitely indicates the 

presence of heroin, 6-monoacetylmorphine, is rarely revealed in the results of a urine screen

ing because it dissipates so quickly. 
The peculiarities of drug metabolites can also skew test results. False-positive re

sults for amphetamines have been blamed on certain diet pills, such as chlobenzorex and 
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fenproporex, or on the use of an over-the-counter nasal inhaler containing 1-methampheta
mine. One infamous type of true positive can be caused by the poppy seeds found in baked 
goods. Poppy seeds can contain from 2 to 294 micrograms of morphine per gram and from 
0 .4 to 57 micrograms of codeine per gram. Concentrations in the urine peak within 3 to 8 
hours but can linger up to 50 hours after ingestion. It is probably a good idea for patients 
undergoing regular or random urine screenings to forego poppy seeds. 

False-negative results occur as well, and the amount of a substance found in the blood 
or urine is not always indicative of the amount ingested. Patients may metabolize a drug rap
idly; this can result in a false-negative result for a drug that should be present. It is also pos
sible that a test from a particular laboratory is not sensitive enough to detect the presence 
of the drug. 

The adjustment of creatinine values is a procedure that is helpful in monitoring drug 
concentrations in the urine over time. (The ratio is the concentration of the drug, divided by 
the creatinine level, multiplied by 100). This is particularly advantageous for detecting the 
true presence of tetrahydrocannabinol, which dissipates slowly from the body. Sometimes, 
variations in creatinine values can be caused by changes in urine concentration. When the 
patient avvakes~ for example, his Oi her urine can be highly concentrated. Drinking a iarge 
amount of water can dilute the urine and influence test results. Adjustment of the value of 
creatinine, a metabolite that is constant, normalizes the drug level. 

A patient who had been a long-term user of marijuana had a result of 
83 ng/mL of that drug from an initial drug test. The following month, the 
test result was 57 ng/mL, and the next month, the result was 43 ng/mL. It 
appeared that the drug was dissipating from the patient's system and that 

Urinary Analytes for Patients Treated 
with an Opiate-Based Medication 

*Metabolite. 
i Potential impurity of commercial manufacturing. 

Drug Urinary Analyte~ 

Morphine 
Morphine Hydromorphone* 

Codeine' 

Codeine 
Codeine Morphine* 

Hydrocodone* 

Hydrocodone 
Hydrocodone Hydromorphonc* 

6-Hydrocodol (the stereoisomer of dihydrocodeine) 

Oxycodone 
Oxycodone Oxymorphone* 

Hydrocodonc' 

Material pmvided by Dominion Diagnostics. 21 I Circuit Drive, North Kingstown, RI 02852. 
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compliance was being achieved. When the test results from the fourth 
month were read, the level of marijuana had increased again to 58 ng/mL. 
It appeared the patient was ingesting an unauthorized substance. How
ever, when the laboratory adjusted the patient's creatinine levels, which 
revealed a high urine concentration in the fourth test, it was discovered 
that the level of tetrahydrocannabinol had actually decreased. 

As a clinical monitoring tool, urine drug screenings confer significant benefits as long 
as the limitations in interpreting results are well understood. Drug screening should be ap
plied to all patients who begin opioid therapy, and the results should spur clinical discus
sion, not fear and concealment. 

Oral Fluid Testing 
Oral fluid detection may be a more sensitive method of identifying drugs than has been 

generally believed. It is particularly effective in the detection of recent drug use, and it re
veals both parent drugs and metabolites. Oral fluid is readily accessible and is more diffi
cult for the patient to manipulate than urine, and collection can easily be observed. Problems 
with oral testing include the brief window of viability of the samples and the influence of 
pH on results. Rinsing the mouth with an acidic solution before testing can decrease the 
amount of drug detected. Oral detection is most effective when saliva has not been diluted, 
a factor that can be manipulated by the patient by, for example, opening the mouth wide to 
stimulate more saliva production. In fact, it is somewhat difficult to collect "unstimulated" 
saliva because jaw movement stimulates the production of saliva. Specimen collection is ac
complished by having the patient spit with or without stimulation or by the use of a collec
tion technique such as absorption or swabbing, draining, or suction. A comparison study of 
the effectiveness of oral fluid testing versus urine testing found a "remarkable similarity" 
in the pattern and frequency of positive drug test results in the general workforce.20 

Prescription Monitoring Programs 
Twenty-seven states were operating some form of prescription-monitoring program 

(PMP) as of 2006, and additional states are developing those programs. To varying degrees, 
these state programs: 

• Collect prescribing and dispensing data from pharmacies. 
• Review and analyze the data. 
• Make those data available to healthcare practitioners, law-enforcement authorities, 

and regulatory agencies. 

However, the circumstances under which information is available vary among the 
states, and not all PMPs make data available to practitioners. This state-by-state design is 
likely to continue. The recent passage of a national law to approve prescription-monitoring 
programs in all states does not provide a framework other than requiring states to share 
information. 

A prescription monitoring database is a valuable tool with which physicians can check 
the drug history of a patient. Frequent checks, particularly in high-risk patients, can reveal 

1 11,;_,\_. ~,./u'.,., L d ,, 
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Monitoring David: A Case Study in Comorbid Disorders 

David, a 34-year-old police officer: 
• Was referred to a pain clinic to manage the pain from multiple operations for a 

neuroma of the foot. 
• Has a comorbid anxiety disorder. 

David exhibited multiple and ongoing aberrant behaviors by: 
• Taking prescriptions too quickly. 
• Calling early for refills. 
• Claiming that he lost medications. 

Steps taken to increase the monitoring of David: 
• Adjusted his medication. 
• Requested more reports from the prescription monitoring system. 
• Refused refills until the specified time. 
• Scheduled more frequent (weekly) visits. 
• Checked his urine and blood for the presence of prescribed medications and 

illicit substances. 
• Referred him for substance-abuse counseling. 
• Referred him to a therapist to learn coping mechanisms. 
• Checked for corrective behavior. 

Disagreements with David over medications continued. Nothing appeared to work, 

and the prescribing clinician began to feel uncomfortable working with this patient. 

Finally, effective interventions were found: 

• A third party, David's mother, was brought in to monitor and administer his 

medication. 
• An effective medication to treat David's anxiety was found, and that reduced his 

need to seek additional unauthorized substances. 

Outcome: David began to take his medications as prescribed and to present negative 

results from urine and blood screenings. 

whether or not "doctor shopping" (obtaining opioids from several medical sources) is oc

curring. See the chapter on legal issues for more detail on PMPs. 

Conclusion 
The case study shown in Box VI:7 illustrates the complex differential presented by 

aberrant behaviors; and it shows the benefit of monitoring each patient individually until a 
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workable solution that addresses pain control and proper medication use is found. Good 
monitoring involves all the steps outlined to this point. Clinicians should: 

• Be familiar with the individual risk factors for opioid abuse. 
• Screen new patients during the initial clinic visit and use clinically validated assess

ments to evaluate, diagnose, and possibly predict abuse or addiction in patients. 
• Set the level of monitoring appropriate to the degree of risk demonstrated by each 

patient. 
• Watch for and document any aberrant drug-related behavior that may be associated 

with abuse or addiction. 
• Reassess each patient at frequent intervals. Every visit should include some degree of 

reassessment. The importance of this step cannot be overemphasized. 
• Never make judgments before an appropriate assessment has been performed. Do not 

assume that a high-risk patient will always abuse opioids or that a low-risk patient will 
never do so. 
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Doing what's right isn't the problem. It's knowing what's right. 
- Lyndon B. Johnson, former US President1 

147 

Strict regulations govern the prescribing of opioids and other controlled substances 
(CS). Must clinicians are more than willing to comply with all the expectations that ac
company long-term opioid therapy. That, however, is no simple task. Many physicians and 
other practitioners are not familiar with the applicable laws, guidelines, and policies. Even 
when they know the rules, those rules can change or undergo a fresh interpretation that 
throws doubt on accepted legal standards. 

This chapter summarizes the legal ramifications of prescribing opioids. It reviews state 
and federal laws, the role of regulatory agencies, the pros and cons of prescription-moni
toring databases, the questions surrounding the discharging of noncompliant patients, and 
many other issues. The steps outlined are designed to protect the practice of any prescrib
ing clinician via meticulous recordkeeping and adherence to all regulations, insofar as they 
are currently understood. Of primary importance is the section calling for new partnerships 
among clinicians, drug regulators, law-enforcement officials, and pharmacists. The dual 
goal of all interested parties is to fight nonmedical opioid use and to ensure that patients do 
not suffer pain because of needless barriers to treatment. 

Balancing Good Law and Good Medicine 
Laws, like standards of physical beauty, change with the times. In the late 19th century, 

heroin was introduced (first as a powerful cough suppressant and then as a long-awaited and 
legal "cure" for morphine addiction). The US federal government first began regulating the 
sale and distribution of CS in 1914 with passage of the Harrison Act. In 1961, the era of 
global drug control was under way, and the Single Convention on Narcotic Drugs, an in
ternational treaty against illicit drug manufacturing and trafficking, was created. Over the 
next decade, a wider social acceptance of drug experimentation and an increase in drug-re
lated street violence spurred the US government to enact stricter drug control. In 1970, Con
gress consolidated existing drug laws into 1 extensive regulatory and enforcement 
instrument: the Controlled Substances Act (CSA). 

Today, the opiate-based medications needed to relieve pain are prescribed under tight 
control. The network of laws, regulations, policies, and guidelines that govern opioids and 
other CS are far-reaching and complex. Some doctors chafe under the special strictures and 
maintain that no other medications - no matter how high the risk associated with their use 
- are the focus of such exacting government scrutiny. Regardless, medically prescribed CS 
are associated with special ill effects; therefore, government oversight will not diminish in 
the foreseeable future. 

When prescribing opioids, clinicians in the United States must answer to 2 simultane
ously governing structures: the federal system and the state system. Whenever federal law 
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differs from state law, the more stringent of the 2 rules applies. See Box VII: 1 for the Frame

work of Controlled-Substance Law in the United States. 
The following definitions may be helpful. Statutes and acts passed by legislative bod

ies carry the force of law. Regulations are rules written by government agencies to explain 

the law and, as such, are enforced as law. In addition, government agencies issue policy 

statements, guidelines, and position statements. These are not laws but may take on the 

force of law if introduced as evidence in court. Familiarity with state and federal require

ments is a necessity for any prescriber of opioids, beginning where the regulation of all 

drug traffic began: at the federal level. 

Federal Law: Opioid Prescribing 
It is crucial to note that no US federal law prohibits the use of opioids for analgesia. 

Rather, it is US policy to prevent drug abuse and diversion and to ensure that opioids are 

available for medical and scientific needs. Opioids and other CS approved by the FDA are 

part of accepted medical practice within appropriate treatment guidelines. A chronic-pain pa
tient is specificaily protected as a lawful recipient of opioid iherapy and is described as "a 

person with intractable pain, in which no relief or cure is possible or none has been found 

after a reasonable effort."2 

The Controlled Substances Act 
The CSA is the bedrock of the US government's enforcement effort against drug abuse. 

It is also designed to protect access to CS for legitimate purposes. It regulates the manu

facture, distribution, and dispensing of substances (eg, opioids and other classes of nar

cotics, stimulants, depressants, hallucinogens, anabolic steroids, and many chemicals used 

to produce illicit drugs) that are controlled because they are subject to abuse or have the po

tential to cause physical or psychologic dependence. 
As written, US federal law could be described as "friendly" to the use of treatment with 

opioids to alleviate chronic pain. Federal law neither limits the quantity of opioids to be pre

scribed nor restricts treatment with those drugs to administration in short-term or immediate 

settings. This would appear to allow for the high quantities of opioids that are routinely con

sumed by the opioid-tolerant chronic-pain patient. However, state laws are frequently stricter, 
and several states do limit the size, frequency, or duration of opioid prescriptions for pain. 

In that case, the law of the home state trumps the less restrictive federal law. 
The CSA also defines an addict as a habitual user of narcotics who endangers public 

morals, health, safety or welfare or who has lost self-control. Although that definition is far 

from ideal (for instance, it fails to distinguish between physiologic dependence and the neu

robiologic disease of addiction), it does not equate the habitual opioid consumption of the 

chronic-pain patient with the out-of-control drug use of an addicted person. 
Under the CSA, the US government: 

0 Recognizes the medical value of CS, including opioids. 
® Appoints the Department of Health and Human Services to oversee medical and sci

entific decisions made in the pursuit of drug control. 
@ Creates a closed distribution system for CS. 
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• Provides for quotas to ensure sufficient supplies of CS for medical and scientific 

needs. 
• Sets the parameters for the prescribing and practice-based use of CS. 

• Describes registration and recordkeeping requirements. 
• Provides for the tracking of CS. 
• Sets the penalties for the nonmedical use of CS. 
• Creates drug schedules I through V ( or "CI" through "CV") in keeping with each 

drug's clinical utility and potential for abuse. 
• Fights the abuse and diversion of CS. 
• Is not intended to interfere with medical practice or to dictate medical decision making. 

The Framework of Controlled-Substance Law 

Federal 
• The Controlled Substances Act of 1970 defines what is legal in the prescribing, ad

ministering, dispensing, and distribution of controlled substances. 
• The United States Code, Title 21, § § 801-971, outlines the tenets of the Controlled 

Substances Act. 
• The Code of Federal Regulations, Title 21, §§ 1300-1316, lists the specifics of con

trolled substances law. 
• The Drug Enforcement Administration enforces the law. 
• The Food and Drug Administration administers the Federal Food, Drug and Cos

metic Act, which lists the drugs considered safe, effective, and available to market. 

State 
• Statutes and regulations vary from state to state. 
• States enforce their own controlled-substances laws, which may be stricter than 

federal law but will not be more lenient. 
• Medical boards set the standard for medical care and professional practice. 

• State agencies license healthcare professionals and maintain medical practice 

standards. 

Drug Schedules 
The schedules created by the CSA classify drugs from the most to the least harmful. 

Schedule I contains the drugs with the most addiction potential, which, having no ac

knowledged medical value, are not prescribable. Schedule V is reserved for drugs with the 

least addiction potential. Schedule II (CII) medications, which include opioids, have a high 

potential for abuse and are subject to tight control. 

The Code of Federal Regulations 
Clinicians who administer and prescribe opioids and other CS will find all the specifics 

of federal law listed in the Code of Federal Regulations (CFR), Title 21 §§1300-1316. In 

general, to comply with law, a prescription for an opioid must be issued: 
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•Fora legitimate medical purpose. 
• In the course of professional practice.3 

Additional regulations address: 
• Who must register with the federal government to prescribe or administer opioids. 
• Which records and reports are due from registrants. 
0 All the rules governing prescribing and dispensing practices. 
• A list of the substances classified in Schedules I through V. 
A closer look at the various sections of federal law pertaining to opioid prescribing 

should help clinicians to better understand the expectations of federal regulators and en
forcement agents. Of particular interest to practitioners who prescribe and administer opi
oids is Part 1306, which covers the rules for prescriptions. 

Registration4 

• Every person who manufactures, distributes, dispenses, imports, or exports CS must 
register with the Drug Enforcement Administration (DEA) and must maintain that 
registration. Each registrant receives a number that is valid for 3 years. 

• An exception allows a nonrcgistered agent or employee of a registered practitioner to 
administer or dispense CS in the course of normal professional practice. This ex
emption includes nurse practitioners and physician assistants.5 

"A practitioner employed by a hospital or other registered institution can prescribe by 
using the institutional registration. 

" The registrant must sign all prescriptions and is responsible for compliance with the 
CSA. It is important to remember that state or local laws may limit the prescribing 
power of agents or employees. 

0 A separate registration is required for each place of business or professiomi 1 practice. 
0 The premises are subject to inspection to ensure compliance with regulations. 

Records and Reports of Registrants6 

"Ali registrants must keep complete and accurate inventories of CS on hand for each 
location and must keep those records separate from other records. Any CS returned 
by a patient or intended as free samples should be included in those records. 

"All registrants must provide secure storage for CS. 
• A registrant is required to keep records of CS dispensed to patients but is not required 

to keep records of CS prescribed during lawful practice unless those agents are pre
scribed in the course of addiction maintenance or detoxification. 

Rules of Schedule 11 prescriptions:' 

As CII medications, opioicls are subject lo the following regulations for prescribing: 

" Issued by written prescription only. 
"Written in ink or indelible pencil or typewritten. 
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• May be faxed, but the original must be presented to the pharmacist before the drug is 

dispensed. (Exceptions exist allowing CII prescriptions to be faxed as the original. Ex

amples include medications for intravenous administration for patients in a long-term 

care facility such as a nursing home, retirement or mental-care facility, and for patients 

in hospice care). 
• Signed by the registrant, who must include his or her full name, address, and regis

tration number. 
• Dated and signed on the day issued. 

• Include the drug name, dose, dosage formulations, quantity prescribed, and directions 

for use. 
• Verbal prescriptions (which are accepted only in emergency) must be confirmed within 

72 hours. 
• Not refillable. 
• Not restricted in quantity or date of prescription expiration (state rules may apply). 

If a pharmacist is out of stock of a particular opioid, he or she may dispense a partial 

quantity as long as the balance is filled within 72 hours. If that does not occur, the balance 

of the prescription becomes void. Exceptions are provided for patients in long-term care 

and for the terminally ill.8 

Emergency Prescribing 
The federal government allows a practitioner to deliver a verbal prescription to a phar

macist to request the delivery of painkilling drugs in an emergency when there is no time for 

a written prescription. The drugs must be necessary for treatment with no feasible alterna

tive being available. The quantity of the CS must be equal to the medication required during 

the emergency period only. The pharmacist must try to confirm the identity of the prescriber, 

so practitioners should expect a call-back. A written prescription that is provided in person 

or by mail must immediately follow the verbal request. Written on the face of the prescrip

tion should be the words "Authorization for Emergency Dispensing" and the date of the ver

bal order. If the prescription has not arrived ( or was not postmarked) within 7 days after the 

drug was supplied for the emergency situation, the pharmacist must notify the DEA.9 

Treating the Pain of Addicted Patients 

Federal permission to relieve pain with opioids extends to patients with an active ad

diction to narcotic substances. This is an issue fraught with confusion for many healthcare 

professionals, and the applicable law must be read and interpreted with care and caution. 

The rules for the treatment of addiction are very different from those for pain treat

ment. A practitioner must have a special license to run an opioid treatment program (OTP)2 

to maintain a patient who is receiving methadone for the treatment of addiction. Unless one 

holds an OTP license, using any CS to maintain an addicted individual is not approved as 

a legitimate medical need and is forbidden. An exception is provided if an addicted person 

must undergo detoxification or be maintained in a hospital setting before surgery or before 

receiving other medical treatment unrelated to addiction. Federal law also allows a practi

tioner to administer (not prescribe) daily medication to prevent withdrawal for no longer 

than 3 days while arrangements for treatment are made.2 
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To summarize the rule, a non-OTP-licensed practitioner may use CS to treat the pain 
of an addicted person but may not use the same substance to treat addiction. Therefore, 
when the concern is analgesia rather than addiction maintenance, practitioners are allowed 
to prescribe opioid analgesics to treat addicted patients in intractable pain, even long term. 
Such prescribing or administering of opioids must be medically appropriate and within the 
standards set by the medical community. To avoid misunderstanding and unwanted regula
tory scrutiny, it is vital to note in the patient's medical record that chronic opioids are indi
cated for "analgesia." Ambiguous terms such as "opioid maintenance" should be avoided. 
As always, state laws may impose additional restrictions. 

Another question that arises is the legality of treating pain in an addicted patient who 
is enrolled in an OTP. When approached with this question, an official from the DEA Of
fice of Diversion Control affirmed the practice as follows: 

Pain specialists may treat a chronic-pain patient currently 
enrolled in a narcotic treatment program with narcotics. The 
Controlled Substances Act does not set standards of medical 
practice. It is the responsibility of individual practitioners to treat 
patients according to their professional judgment for a legitimate 
medical purpose in accordance with generally acceptable med
ical standards. 10 

Once again, it is important to keep complete and accurate records to document that a 
pain syndrome is being treated, not the disease of narcotic addiction. 

The Role of the DEA 
The DEA, which is a division of the US Department of Justice, tracks the flow of an 

opioid from the point of manufacture until its final delivery to the patient or "ultimate user." 
It also enforces all tenets of the CSA, including those related to lawful prescribing. When 
a practitioner deviates from lawful prescribing, the DEA may respond in 2 ways: 

• By acting to suspend or revoke the prescriber's registration to prescribe CII medications. 
• By moving to indict the prescriber for aiieged criminai acts. 

The idea of being investigated is frightening to doctors and other healthcare profes
sionals, although the risk of that event is slight. However, the commitment of drug enforcers 
at all levels - federal, state, and local - to fighting the "war on drugs" must not be min
imized. This is serious business. The most potent weapon for protecting one's practice is to 
keep meticulous records documenting the purposes and outcomes of opioid administration. 
Specific steps for accomplishing this task follow later in this chapter. 

How a drug-related investigation occurs 
DEA inspectors are authorized to enter and inspect hospitals, clinics, and other prem

ises in which CS are routinely stored and dispensed by prescription or other means of ad
ministration. I I This includes access to all records and inventories. Financial records are 
excepted unless the physician or other person in charge agrees to release them. Researchers 
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may petition to protect the privacy of subjects participating in research projects. All agents 

of the DEA and the Federal Bureau of Investigation are authorized to seize property for 

purposes of controlled-substance law enforcement. 

The DEA inspector must: 

• Make his or her presence known to the person in charge. 

• State his or her purpose. 
• Present credentials. 
• Present a written notice of inspection authority or obtain consent. 

• Conduct inspections at "reasonable times and in a reasonable manner." 

The requirement for written authority does not apply to an establishment applying for 

initial registration or to investigations launched under exceptional circumstances, such as a 

threat to health or safety. Tf investigators deem that enough evidence against a CS regis

trant exists, possible actions include: 

• A letter of admonition. 
• An informal hearing. 

• Civil penalties. 
• Voluntary surrender of registration for cause. 

• Revocation of registration. 
• Arrest. 

If a hearing is not scheduled, one may be requested (or waived). The practitioner ac

cused of noncompliance with CS law will have the chance to present his or her views ei

ther orally or in writing and to propose ways of achieving compliance regarding the alleged 

violations. 

The "Chilling Effect:" Myth or Reality? 
Since 1999, when a General Accounting Office report criticized DEA efforts in bat

tling drug abuse, the DEA has been under pressure to respond. Recent prosecutions of physi

cians who prescribe high doses of opioids have spread fear and mistrust among pain 

specialists. 
Several surveys have shown that the fear of being scrutinized by a regulatory or law

enforcement agency compels many physicians to prescribe fewer opioids. Many physicians 

are particularly reluctant to prescribe opioids for their pain patients who do not have can

cer. This unwillingness (caused by regulatory concerns) to treat pain is known among pre

scribers of opioids as the "chilling effect." 

The DEA refutes the chilling effect and claims that such worries arc unsupported by the 

relatively small number of actions that the agency takes against physicians. To prove its 

point, the DEA posted pie charts on its Web site showing that the agency pursued sanctions 

against less than one-tenth of 1 % of registered US physicians from 1999 through 2003. Of 

963,385 registrants for the partial year 2003, the DEA conducted 557 investigations that 

resulted in 441 actions against registrants and 34 arrests.12 A common complaint driving 

these actions was that the registrants knew or should have known that their patients were 

ENDO-CHI_LIT-00538859 



P-10786 _ 00156

154 LEGAL ISSUES OF OPIOID PRESCRIBING 

abusing drugs. Pain-management specialists protested that those numbers arc skewed be
cause only a few practitioners prescribe the bulk of opioids, particularly in the large quan
tities needed by opioid-tolerant chronic-pain patients. Furthermore, they claimed that even 
if the number of actual disciplinary actions or prosecutions is small, doctors who perceive 
that they are in danger will be unwilling to prescribe for patients in pain. 

Continuing the conversation at the 6th International Conference on Pain and Chemical 
Dependency, DEA chief diversion officer Patricia Good said that investigators are not try
ing to play "gotcha" with pain prescribers. She asserted that: 13 

e The DEA is looking for the appropriate documentation of opioid prescribing in med
ical records. 

® The DEA is looking for evidence that patients are being monitored and that prescrip
tions are not being automatically renewed. 

0 Doctors are not prosecuted for information in their patients' medical charts alone. 

To further allay fears, the DEA joined with 21 major healthcare organizations to call for 
a balanced approach to keeping prescription drugs available for medical purposes while 
battling drug diversion .14 The document contained the following principles that support the 
prescribing of opioids for analgesia: 

• Undertreatment of pain is a serious problem. 
• Effective pain management is an important aspect of quality medical care. 
• Pain should be treated aggressively. 
• For many patients, opioids are the most effective treatment. 

Yet at times, the zeal of the DEA to stop the flood of misused medications has led to actions 
that confuse and dismay pain-management specialists. One such event occurred when the DEA 
abruptly withdrew support for a document that had been the result of cooperation between reg
ulators and pain experts. Citing "legal misstatements," the DEA removed the document titled 
"Prescription Pain Medications: Frequently Asked Questions and Answers for Health Care Pro
fessionals and Law Enforcement Personnel" from its Web site. One of the DEA's objections 
threw into question the longstanding prescribing practice of writing muitipie prescriptions on the 
same day with instructions to fill some of those scripts on later dates. The agency equated this 
practice to an "illegal refill" of CII medications. In comments published in the DEAF ederal Reg
ister of November 16, 2004,15 the agency further refuted certain principles outlined in the fre
quently asked questions document and stated the agency's position that: 

• The number of patients in a practice who receive opioids, the number of tablets pre
scribed, and the duration of opioid therapy may indeed indicate diversion. 

• Physicians must never dispense a medication knowing that it will be used nonmed
ically or resold. 

• Physicians must exercise a "greater degree" of oversight to prevent diversion if they 
are aware that a patient has resold medication or is an addict. 

• Physicians should take seriously concerns about a patient's drug abuse that arc con
veyed by family members and friends. 
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Some of this language confused pain-management practitioners even further about the 

risks they might face when prescribing opioids. They protested the newly interpreted pre

scribing restriction in particular and argued that the results would be prescriptions written 

for a greater quantity of drugs, thus providing more opportunity for diversion, or patients 

in stable condition required to make more frequent and expensive office visits. After taking 

comments from interested parties, the DEA reversed itself 2 years after having introduced 

the prescribing limits and proposed a rule that, if finalized, would allow future CII pre

scriptions to be written for up to a 90-day supply. To its credit, the agency proved willing 

to listen to experts in pain management. 
To clarify its own position and to distance itself from any suggestion that it wants to dic

tate the practice of medicine, the DEA took several additional steps. It: 

• Replaced the frequently asked questions section with the document titled "Policy 

Statement: Dispensing Controlled Substances for the Treatment of Pain"16 to clarify 

physicians' responsibility to take "reasonable measures" to prevent drug diversion. 

• Updated the DEA Practitioner's Manual to further clarify physician responsibilities, 

including security measures for safeguarding CS and the reporting of theft.17 

• Listed public facts from "Cases Against Doctors" on its Web site. 18 

These incidents illustrate the ongoing struggle to reach an understanding between reg

ulators and healthcare practitioners and offer hope that greater cooperation will become the 

norm. It is clear that communication lines must be kept open to achieve the common goal 

of patient health and well-being. 
Communication is perhaps even more vital at the state level. State laws and enforce

ment policies vary widely and are driven by local politics, sociological factors, crime and 

accident statistics, and cultural attitudes toward drugs and pain. 

State Law; Opioid Prescribing 
States, not the US government, set the professional standards for medical and phar

macy practice. States also write and enforce their own laws governing opioid pre

scribing. In addition to those mandates, state agencies in charge of health care and 

professional licensing create additional rules that must be followed. Because health

care professionals must comply with all pertinent laws and policies, having a thorough 

familiarity with the legal tenets of one's home state is imperative. A good place to start 

is with the Web site of the state agency that licenses healthcare professionals. 

Most state systems incorporate some combination of the following mandates: 

• A Controlled Substances Act for each state. 
• Rules and regulations governing CS prescribing. 
• A medical practice law. 
• A medical board that regulates standards of care. 
• A medical and pharmacy licensing agency. 
• Intractable Pain Treatment Acts (in 12 states). 

• Guidelines and position statements, issued by state agencies, that address medical 

practice, pain management, opioid prescribing, and other related issues. 
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State requirements for opioid prescribing are often more strict than federal Jaw. 
For example, although the federal CSA does not limit the size or expiration of a CII pre
scription, several states do; they limit prescription quantities to a 10-day supply, for ex
ample, or mandate that the prescription be filled within a few days after issuance. 
Unfortunately, some state regulations contain confusing, outdated or restrictive lan
guage pertaining to pain and addiction medicine. This is due in part to the Uniform 
Controlled Substances Act (UCSA), a model drug law offered to states to serve as a 
guide for creating their own drug laws. The UCSA contains positive measures but fails 
to ensure the availability of drugs or to define addiction among other shortcomings. 
Lacking a definition of addiction, terms such as "habitual user" or "habitue" have even 
led, in the past, to the reporting of cancer patients to the state. Large-scale adoption of 
the UCSA guidelines helped usher in state laws with no specific recognition of the 
value of opioid treatment for intractable pain. 

In addition, states crafted their own unique drugs laws, some of which incorporated in
consistent or medically incorrect references to pain patients or addicted people. Frequently, 
the neurobiologic disease of addiction is confused with the normal physiologic response of 
physical dependence. Such confusion brings the potentiai for the incorrect application of the 
label "addict." Worse, in opposition to federal law, some states even appear to prohibit using 
CS to treat pain if the patient in pain also suffers from addictive disease. 

Ironically, several states instituted those barriers while trying to create an environment 
friendlier to pain management with the passage of Intractable Pain Treatment Acts (IPTAs). 
The paradox presented by these laws is that although they purport to improve access to 
good pain care by recognizing the legitimacy of opioids, many contain language that intro
duces extra hindrances or mischaracterizes important concepts of pain management. Some
times the language in an IPTA conflicts with the state's controlled substance laws, causing 
further confusion. TPTAs are falling out of favor, and few have passed in recent years. 

The Role of State Medical Boards 
State medical boards set the standards for medical practice. Most medical board mem

bers are themselves physicians. If a medical board finds evidence of inadequate profes
sional standards, malpractice, or incompetence involving opioid prescribing, it may impose 
some combination of the following sanctions: 

• Monitor the prescribing habits of a physician for a set period. 
• Require the completion of continuing medical education hours on appropriate pre-

scribing. 
• Require voluntary surrender of a DEA registration for a set period. 
• Suspend a physician's medical license for a set period. 
• Revoke a physician's medical license for a set period. 
• Revoke a physician's medical license permanently after a serious violation. 

The criteria under which a state medical board will launch a foll investigation of the pre
scribing or dispensing practices of a physician or other license holder varies from state to 
state. Some boards report that they investigate I complaint, and others establish a pattern 
of inappropriate prescribing. Authorities in I state may emphasize the enforcement of laws 
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to prevent abuse and diversion, and another state's leaders are happy to leave prescribing 

quantities and other pain-management decisions up to professional judgment. In a few states, 

high quantities of prescribed opioids will trigger scrutiny, but other states are more cog

nizant of the patient-care patterns that accompany treatment for chronic pain. 

It is a positive sign that medical board members are demonstrating better knowledge 

of issues pertinent to addiction and pain management than in the past. A survey of state 

medical officers showed they were more likely in 1997 than in 1991: 

• To correctly distinguish between addiction and physical dependence. 

• To agree that opioids are underutilized to treat cancer pain. 

• To be less skeptical about the appropriateness of prescribing long-term opioids for 

chronic nonmalignant pain.19 

A report published in the Journal of Pain and Symptom Management argued that the 

risk of a physician's facing discipline from a medical board solely for "overprescribing" 

opioids is nearly nonexistent. Of 120 US physicians disciplined during a 9-month period for 

problematic opioid prescribing, most were cited for multiple violations: 

• 43% prescribed opioids for themselves or for nonpatients. 

• 12% prescribed for addiction without addressing the problem. 

• 42% kept inadequate records. 
• 19% prescribed opioids when opioids were not indicated. 

• 13% showed other types of incompetence. 
• 8% engaged in sexual activity with patients.20 

However, some of the parameters of that study are unclear. For example, no definition 

for the term "overprescribing" was given, and the term "inadequate records," which applied 

to the actions of nearly half of the physicians disciplined, can have several interpretations. 

Regardless, that study could be considered a positive step, because it continues the 

trend toward reexamining drug-prescribing policy with the goal of ensuring that it does not 

deter prescribers from providing pain control. The next section will explore a prime impe

tus behind this improvement: the revision of US medical board guidelines to reflect a greater 

acknowledgment of the medical value of opioids. 

Better Guidelines for Pain Treatment: The Federation of State Medical Boards 

Model Policy 
In 1998, a positive development in policies of pain management occurred. Heralding 

a new and optimistic phase of reinvention, the Federation of State Medical Boards (FSMB) 

issued the Model Guidelines for the Use of Controlled Substances for the Treatment of Pain21 

as a guide for state medical boards to rewrite their own policies related to opioid prescrib

ing. Amended in 2004 and renamed the "Model Policy," that document encourages the pro

vision of treatment for pain, including the use of medical opioids for nonmalignant pain, and 

seeks to alleviate physician fears of regulatory discipline. It also aims to bring about greater 

consistency in the states' approach to pain management and opioid prescribing. By 2004, 

22 states had adopted policies using all or part of the Model Policy. 

,, , , 11,,.A.u.,J..e.'.,H,_J. ,J,,, .,., ••. ,«.l.,.:. 
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Among the provisions of the Model Policy are the following tenets: 

© Pain management is integral to quality medical care. 
• Opioid analgesics for all types of pain may be essential for relief. 
• Inappropriate pain management includes nontreatment, undertrcatment, overtreat

ment, and the continuation of ineffective treatment. 
• Sound clinical judgment and clear documentation of pain must accompany all CS dis-

pensing. 
• Physicians are not to be penalized solely for prescribing opioids in the course of pro

viding legitimate medical care. 
• Quality of care is not to be judged exclusively on the quantity of medication or dura-

tion of treatment. 
• Nonmedical opioid use poses a threat to individuals and society. 
• Physicians should reduce the potential for drug abuse and diversion. 

The policy also updates definitions for addiction, physical dependence, and tolerance and 
outlines 7 treatment guidelines for good medical practice in opioid prescribing. Those treat
ment guidelines arc summarized later in the chapter under "Steps that Protect a Practicei' 

As amended, the Model Policy emphasizes the continuing prevalence ofundertreated pain 
as a deviation from acceptable standards of care. The policy further highlights the clinician's 
responsibility to assess patients' pain and to adjust doses or treatment plans accordingly. 

Barriers to Treatment in State Law 
State laws, regulations, and guidelines have come a long way, thanks in large part to the 

influence of the FSMB Model Policy. However, problems still remain. Not only are many 
state requirements stricter than federal law, they still vary greatly among states. Some of 
these requirements are used to override medical decisions with government decree. 

The Pain and Policy Studies Group (PPSG), which is headquartered at the University 
of Wisconsin in Madison, leads the field in research into the impact of state pain policy on 
medical care and opioid prescribing. Reports issued by the PPSG discovered language 
within state statutes and guidelines that could erect barriers to good pain management. The 
group found that several states: 

• Perpetuate confusion among addiction, tolerance, and physical dependence. 
• Characterize the medical use of opioids as a last resort. 
• Suggest that the medical use of opioids exists outside professional practice. 
• Limit prescribing according to the quantity of the drug needed or the duration of 

treatment. 
• Limit the length of prescription validity. 
• Require specialist evaluation before opioids are prescribed to treat pain.22 

The PPSG assigned each state a grade from A to F that is based on the extent to which 
policies that were intended to battle abuse am! diversion pose the potential to interfere 
with patient care. Provisions within policies were designated as "positive" or "negative" 
according to how conducive they are to good pain management in relation to the principle 
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of balance. The results of the Report Card indicate that progress toward the creation of 

more enlightened state pain policies is being made. Between 2000 and 2006, 35 of 51 

states changed their policies on pain management enough to earn a grade improvement. 

Furthermore: 

• In 2000, 29% of states earned above a grade C. 
• In 2003, 41 % of states earned above a grade C. 
• In 2006, 82% of states earned above a grade C.23 

However, some states still retain negative policies that could impede pain care, such as 

insisting that clinicians exhaust all treatment options before prescribing opioids. That pol

icy would leave unclear how many options must be tried or how to address pain-relief needs 

in an emergency. The requirement to consult with a pain-management specialist before ad

ministering opioids ignores the needs of patients who require immediate treatment and 

causes needless delay if the treating practitioner is knowledgeable about pain management. 

Some states still use inaccurate definitions that confuse the consumption of opioids for pain 

management with addiction. Physicians' fear ofregulatory action still presents a significant 

impediment to their willingness to provide pain relief. 
The Progress Report Card serves as an example of what the chronic pain field needs 

much more of: research that, as the PPSG notes, "is the result of a systematic policy 

analysis rather than a statement of a 'position."' Although problems remain, the overall 

message is positive: State pain-management policies are changing for the better. 

The Rise of Pain-Control Advocacy 
Federal and state authorities should place the same significance on the danger of pain 

undertreatment as they place on the battle against drug abuse and diversion. That theory 

sounds logical. Yet a review of the actions of state medical boards against licensees reveals 

that undertreatment is a relatively rare complaint. This may be changing, and undertreatment 

is becoming a growing concern for medical boards. 
Most complaints of undertreatment are brought by patients' families. In 1999, the Ore

gon Board of Medical Examiners disciplined a physician for failing to provide adequate 

pain treatment because a patient was in such torment after her pain medication was with

drawn that she ripped out her own breathing tube.24 In another case, a California internist 

was found guilty of elder abuse for failing to treat the pain of an 85-year-old nursing-home 

patient who was dying of mesothelioma. His daughter, arguing that her father's pain was 

medicated too late and too little, spoke of buying earplugs for his roommate to block out her 

father's dying moans. The internist admitted to prescribing an oral solution that is avail

able only in tablet form. The medical board also censured the physician's directive to ad

minister the medication "as needed," saying that it was meant to be given on a regular 

schedule.25 

Cases such as these took on the weight of moral imperative as pain-control advo

cates grew more vocal and presented evidence of undertreated pain as a widespread pub

lic health problem in America. Actions by policy makers indicated that at least part of 

the message was getting through. In 2003, Congress introduced several bills to encour

age the wider availability of pain care and to foster research and education. The chief 
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measure eventually evolved into the National Pain Care Policy Act of 2005,26 which, if 
passed, would increase funding for pain-related research and create several regional pain 
research and treatment centers. 

The attention to undertreated pain is overdue, but the irony for clinicians is clear: Those 
who feared sanctions associated with the prescribing of opioids could now face discipline 
for undermedicating a patient with a legitimate need for pain relief. The principle of balance 
dictates that efforts to right a wrong must not tip the scale too far in the opposite direction. 
For clinicians, the resolution lies in a logical and compassionate approach to both pain treat
ment and drug-abuse prevention. 

Drug Diversion: Prevalence arui.S.uJH.~e_s 
The increase in the illegal diversion of prescription pain medication is a threat to pub

lic and personal health that must not be ignored by the medical establishment. It is, how
ever, a criminal issue, and one that needs a legal remedy rather than a medical one. Tension 
between the medical worldview and the perspective of enforcers is inevitable. Many clini
cians wonder where their chief responsibility lies. 

The principle of balance articulated by the DEA and many other government sources 
also applies to healthcare practitioners. It is critical to keep opioid analgesics available for 
patients who need them. It is also necessary to take any and all steps to help block the flow 
of narcotic painkillers into the hands of nonmedical users, many of whom are young peo
ple and first-time abusers. This does not mean that clinicians must become junior police of
ficers or that they will never be fooled by a patient seeking to divert opioids to the black 
market for sale. It does mean, however, that pain-control advocacy must not become one
sided by insisting that undertreated pain poses the only possible harm to patients, and that 
the damage wrought by the illegal sale and misuse of opioids is negligible or of no concern 
to clinicians. 

In a survey of state medical officers, 47% said that diversion had worsened in the past 
5 years.19 Although the perception of harm from drug diversion is high, definitive data on 
that issue are lacking. Government sources frequently speculate about both the prevalence 
and sources of diverted pharmaceuticals, because it is almost impossible to track a drug 
after it has been diverted, and it is difficult to distinguish between diwrsion and legitimate 
use. For example, the DEA reports that law-enforcement officials have been monitoring 
oxycodone products for abuse and diversion for 3 decades. However, exact statistics re
garding drug diversion remain unclear. The best data have been obtained from localities: For 
instance, a survey of 34 law-enforcement agencies reported 5802 cases of diversion in the 
year 2000 alone.27 Clearly, the problem of drug diversion is significant in the United States. 

The uncertainty surrounding diversion statistics extends to knowing exactly where the 
diverted drugs are obtained. Judging from an amalgamation of reports,28-30 the top sources 
of diverted pharmaceuticals in the United States are: 

• Employees who steal from inventory. 
• Prescription forgery. 
• Robberies from pharmacies and drug distributors. 
• "Doctor shoppers" (patients who seek pharmaceutical drugs from more than 1 

provider), 
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• Pharmacists and pharmacy technicians who steal stock and falsify records. 

• Physicians who sell prescriptions to drug dealers and abusers. 
• Illegal Internet pharmacies. 
• Illegal trafficking from Mexico and other foreign countries. 

According to the DEA, most diverted pharmaceuticals result from illegal acts by physi

cians and pharmacists.30 However, no exact statistics or other support for that pronounce

ment have been provided. Other evidence suggests that many drugs are smuggled into the 

country; US law-enforcement authorities are reporting an increase in the illegal trafficking 

of pharmaceuticals from Mexico and through Internet pharmacies.30 

Given the frequent vagueness of official reports, the research completed by Joran

son and Gilson, who analyzed data from 22 states by means of DEA records obtained 

through the Freedom of Information Act, is significant.31 Their data show that a high de

gree of diversion occurs within the chain of pharmacy supply, either as theft from phar

macies or in the manufacturing and distributing of pharmaceuticals. Data from 2000 to 

2003 showed that: 

• Almost 28 million dosage units of controlled substances were diverted in 12,894 sep

arate incidents that primarily involved theft and loss from pharmacies before the drugs 

were prescribed. 

Six opioids were among the controlled substances diverted as shown in the following units: 

• Oxycodone: 4,434,731. 
• Morphine: 1,026,184. 
• Methadone: 454,503. 
• Hydromorphone: 325,921. 
• Meperidine: 132,950. 
• Fentanyl: 81,371. 

The family medicine cabinet is a top source of diverted pharmaceuticals that is often 

ignored or minimized. According to a federal survey, adults who abused pain relievers non

medically within the 12 prior months reported that they obtained the drugs as follows: 

• 59.8% from a friend or relative for free. 
• 16.8% from 1 doctor. 
• 4.3% from a drug dealer or other stranger. 
• 0.8% from the Internet.32 

Anecdotal evidence suggests that many young people obtain products to sell or abuse di

rectly from leftover or current supplies belonging to other family members. This is supported 

in a report that described "pharming parties" as a favorite social pastime of youthful abusers.33 

Those parties serve as venues for swapping handfuls of pills for preferred varieties. Because 

drug abusers steal medications belonging to others, clinicians should counsel patients to keep 

tight control of all prescriptions and to dispose of unused medications. 

..\., 
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The Internet: The Electronic: Pusher 
The Internet is the latest lucrative market for illegal prescription--drug sales. Speaking 

at the 2007 annual meeting of the American Academy of Pain Medicine, drug diversion in
vestigator John Burke characterized illegal Internet sales as "a huge issue" that involved the 
sale of millions of units. 34 Invitations like the examples in Box VU:2 pack e-mail in-boxes 
every day. 

A study by the National Center on Addiction and Substance Abuse at Columbia Uni
versity in New York found that 90% of 157 sites selling controlled drugs on the Internet did 
not require a prescription.35 Calling the purchase of Internet pharmaceuticals "easy as 
candy," the Center offered the following additional findings: 

• 41 % stated that no prescription was needed. 
• 49% offered "online consultation." 
• 4% required that a prescription be faxed. 
• 2% rey_uired that a prescription be mailed. 
• 4% made no mention of prescriptions. 

The DEA, which has been tracking online pharmacies, reports that it has found only 14 
online pharmacies that fill prescriptions with proper clearance from physicians who have ex
amined patients. The lack of physician clearance makes counterfeited and contaminated 
drugs an additional danger. 

The Star-Ledger, a New Jersey-based newspaper, conducted its own investigation into 
the ease with which Internet drugs can be obtained. Of 6 controlled drugs ordered online, 
only a request for morphine was denied. The other 5 drugs purchased (oxycodone, hy
drocodonc, codeine, diazepam, and phentermine) were sent to a rented mailbox. Some med
ications arrived with prescriptions that were purportedly written by a physician. No medical 
consultation was required; only the submission of a completed online questionnaire was 
necessary to obtain the drugs.% 

Researchers at the University of Pennsylvania School of Medicine in Philadelphia typed 
the words "no prescription codeine" into a search engine and found that of the first 100 
commercial sites generated, 53 offered to sell medication without a prescription and many 
required only a payment method and a shipping address. Thirty-five of those sites also of
fered barbiturates, benzodiazepines, stimulants, and "date rape" drugs such as flunitrazepam 
and gamma hydroxybutyrate. About half the Internet sites were registered outside the United 
States, and I boasted a "less than one percent chance of your package being seized," citing 
the high volume of mail-order narcotics. Another site offered to reship for free if the pack
age were confiscated. 

The US Congress is attempting to address this easy access to drugs by introducing bills 
that set requirements for operating an Internet pharmacy and that mandate the disclosure of 
business information, such as the associated physician and pharmacist and the state of op
eration. Expanded enforcement powers would allow stale authorities to take action in fed
eral court to close Internet pharmacies. 

In 2004, the White House also announced plans to find and prosecute unlawful Inter
net pharmacies via the use of new Web-based technologies. The FDA and DEA are making 
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some progress in closing illegal Internet pharmacy sites; however, jurisdictional issues re
main for Internet sites that originate in other countries. 

Prescription Forgery 
Forgery occurs in several ways. A diverter may steal a blank prescription and fill in the in

formation or alter an existing prescription. A common trick is to alter the dosage quantity -
for example, adding a zero to a "10," thus changing the number of doses prescribed to "100." 
Sometimes, the quantity of a drug prescribed is obscured with an opaque correction fluid and 
is then listed by the forger as a different quantity. Existing prescriptions may be rinsed blank 
with acetone such as that found in nail-polish remover and rewritten. Diverters may steal pre
scription pads or scan a prescription to make copies. Some forgers can create convincing pre
scriptions via the computer. A physician's signature can be scanned and printed with an ink 
cartridge printer. The resulting smudged signature may appear authentic to a pharmacist. 

The telephone is also a leading drug-diversion tool. The diverter may alter the phone 
number written on a prescription and engage an accomplice to answer any calls for verifi
cation. A drug diverter may call in a prescription and provide his or her own telephone num
ber for the pharmacist to call to confirm the validity of that prescription. 

The Pain Connection 
The extent to which the medical prescribing and administering of opioids for pain con

tributes to the availability of opioids for recreational abuse is a sensitive subject. Any attempt 

Drugs on the Internet:* 

We've assembled over 125 FDA-approved online pharmacies to deliver your hard
to-find brand and generic prescription drugs in one safe, secure, and discreet location 
without a prescription. Try our trial membership today. 

Obtain All Meds A-Z with NO PRESCRIPTION 

Buy OxyContin, Vicodin, Xanax, Valium, hydrocodone, Ritalin, Viagra, steroids, and 
more. 

Wholesale buyers welcome. 

• No prior prescription required. 
• Free medical consult. 
• Easy online ordering. 
• Only established and trusted pharmacies. 
• FedEx delivery and worldwide shipping available. 

* We have collected examples of statements found on Web sites and in online ads 
devoted to selling unauthorized pharmaceuticals. The Drug Enforcement Administra
tion Office of Diversion Control invites concerned physicians and citizens to report sus
picious Internet pharmacies. 
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to address this issue is subject to vocal protestations by pain-control advocates, who resist 
what they interpret to be any move to curtail the availability of opioids necessary for good 
pain management. The discussion of the issue is also subject to overzealousness by law
enforcement agencies that seek to control the supply of abusable narcotics and may label 
as a "pill mill" any establishment that provides opioids. Those who have that viewpoint fail 
to accept that undertreated pain is, like drug abuse, a bane of modern life. 

Early evidence did suggest that the quantity of prescribing was not a major contribu
tor to the rising tide of prescription-drug abuse.37 However, because the percentage of opi
oids abused rose from 5.75% in 1997 to 9.85% in 2002, the same researchers conducted a 
new analysis and found that an increase in the quantity of opioids prescribed to treat pain 
has indeed coincided with an increase in the recreational abuse of those medications: 

"Jn our previous study ... data for 1990 to 1996 showed steadily increasing med
ical use and relatively low and stable levels of abuse ... At that time, we con
cluded that increased medical use of opioid analgesics did not appear to 
contribute to increased adverse health consequences ... It is evident that in re
cem years increased medical use of several opioid analgesics is associated with 
increased abuse ... "38 

This information docs not negate the value of pain management. It only means that a 
greater ability to treat pain brings the unwanted effect of increased availability for drug 
abuse. As the researchers noted, "Intentional misuse of prescription controlled substances 
should not be allowed to compromise patient access lo needed medicaliorni."'8 Once again, 
balance is the appropriate philosophy to apply to that dilemma. 

The Battle Against Diversion 
For professional diverters, prescription drugs offer advantages over street drugs. The 

strength and safety of the formulations in prescription drugs are guaranteed, oral use brings 
the user no risk of acquiring infection with the human immunodeficiency virus or hepati
tis, and insurance or state benefits will sometimes cover all or part of the cost of purchase. 
Opioid analgesics, anxiolytics, anabolic steroids, and other CS have a high street va]ue, and 
the I ure of black-market profits is strong where economic dis tress dominates. 

Signs of a Diverter 
Pain-and-addiction lecturer Steven Passik, PhD, tells a story to illustrate how tough it 

is to ascertain whether a patient is diverting his or her medication. The patient in the story 
is a 70-year-old cancer survivor (not the typical profile for a diverter). Passik, a psycholo
gist and palliative care specialist,joked self-deprecatingly that as a highly intuitive "student 
of human behavior," he knew that this patient was diverting his prescribed drugs "when the 
police brought him in wearing handcuffs." 

Detecting a diverter is difficult at best. A drug diverter may be a patient, a coworker, a 
friend, or a relative. Some diverters have even masqueraded as government officials or phar
maceutical representatives.39-10 Those traits are consistent from one practice to the next, 
and they are useful markers that clinicians can use to identify divcrtcrs. However, as any 
"student of human behavior" knows, the strict categorization of diverters is impossible. 
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It is evident that many of the behaviors on the list could also stem from logical and 
legitimate behaviors common to patients as well as diverters. For example, a patient may 
not show for a follow-up visit because he or she did not like the provider; patients who 
suffer chronic pain are frequently knowledgeable about pain medication names and 
strengths; or the patient may indeed be allergic to a specific substance in a prescribed 
drug, etc. 

Although no behavior reliably indicates drug diversion, the chance of detecting such de
ception increases when clinicians watch for a pattern of behavior in their patients for 
example, a patient who often psychologically pressures his or her physician for additional 
prescriptions by displaying an urgent need for those drugs. If a patient always demands im
mediate attention, is rushing to catch a plane or shows up unannounced near closing time 
to request a prescription, he or she may be seeking opioids for a nonmedical use. Such pat
terns indicate that something is wrong. 

Diverters may be "street smart." They may be down on their luck and dress the part. 
But just as often, a diverter is a professional operator who is well dressed and articulate and 
is a model patient. It appears contradictory to warn clinicians that a patient may appear ei
ther overly knowledgeable or purposefully naive in discussing medications, but the point is 
that such a patient is focused more on playing a role than on getting answers to address his 
or her medical condition. 

Diverters may feign a pain syndrome and even fabricate symptoms. They have been 
known to prick a finger to put blood in urine or to wear a cast that suggests a nonexistent 
injury. Some diverters complain of pain that cannot easily be verified or discounted, such 
as abdominal or back pain, migraine, renal colic, toothache, or tic douloureux. Such de
ceptions are challenging for healthcare professionals who feel an ethical and professional 
obligation to believe a patient's claims of pain, which is a subjective experience. 

The discussion thus far has centered on professional diverters, who exhibit no real med
ical condition and are seeking drugs to sell. Diverters may also be drug abusers who seek 
pharmaceuticals to sell to finance the purchase of their illegal drugs of choice. For that rea
son, it is important to check for signs of drug abuse such as new or old needle-track marks 
on the neck, axilla, forearm, wrist, foot, or ankle. Rarely, a diverter may be a patient in pain. 
A patient with few financial resources may sell extra pills to cover uninsured or underinsured 
costs to treat a legitimate pain problem. 

When Confronted with a Suspected Diverter 
Clinicians are often unsure about their responsibility when confronted with a sus

pected drug diverter. The DEA states that a healthcare professional is responsible for pro
tecting his or her practice from becoming an easy target for diversion. In learning the 
potential dangers and safeguards, practitioners help uphold the law and protect society 
from drug abuse. It should be noted that federal law does not require a physician or other 
practitioner to contact law-enforcement authorities with information about an individual 
who has committed a crime. However, clinicians should be aware that criminal behavior 
is not bound by confidentiality, and a clinician violates no patient privacy laws if he or 
she does report such behavior. 

The DEA outlines some specific guidelines that clinicians can use to block a would-be 
diverter: 40 
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Common Traits of Professional Diverters 

• Refuses or is reluctant to present identification. 
els "from out of town." 
0 Pays cash. 
" Requests controlled substances by telephone. 
0 Schedules clinic visits for when the regular physician is unavailable. 
• Is in a hurry. 
,. Requests drugs by name. 
0 Tries to control the interview. 
0 Is well versed in clinical or street terminology. 
° Claims an allergy to nonsteroidal anti-inflammatory drugs, local anesthetics, or 

codeine. 
0 Gives reasons why alternative pain treatments will not work. 
• Gives evasive answers. 
0 Does not show up for follow-up visits. 
0 Shows no interest in a diagnosis. 
° Claims no health insurance. 
0 Has no regular physician. 
• Claims that previous medical records are unavailable. 
0 Refuses physical examination. 
0 Attempts to skip diagnostic tests. 
° Fakes naivete about medications or medical condition. 
,. Exaggerates or feigns symptoms. 
• Feigns psychiatric symptoms of anxiety, insomnia, or depression. 

• Perform a thorough physical examination and document the results. 
• Document the questions asked of the patient and his or her responses. 
• Request identification and a social security number. Photocopy these documents and 

include them in the patient's record. 
•Calla previous practitioner, pharmacist, or hospital to confirm the patient's story. 
• Confirm a telephone number at which the patient can be contacted. 
• During each visit, confirm the patient's current address. 
• Write prescriptions for limited quantities of drugs and do not postdate prescriptions. 

Here are additional suggestions: 

• Look for inconsistencies in the patient's medical history and take all possible action 
to verify the current complaint of pain. 

• If you limit the quantity of chugs prescribed, ask the patient to schedule a follow-up visit. 
• Train staff to respond to suspicious phone calls. 
• Limit refills by phone and limit the number of staff members allowed to authorize refills. 

This policy will affect prescriptions for benzodiazepines and other non-CU medications. 
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• Never telephone prescriptions for an unfamiliar patient; insist that the patient make 
an appointment to come in. 

It is important to trust one's instincts. Take precautions when you are suspicious, and 
never prescribe drugs simply to get rid of a drug-seeking patient. Ensure that all prescrib
ing, dispensing, and administering of opioids and other CS are conducted within the scope 
of professional practice and as part of a practitioner-patient relationship. 

Keep Prescriptions Secure 

Measures to prevent illegal activities should be part of daily practice. Protecting access 
to prescriptions is a chief component. 

• Never leave prescription pads where patients can access them. 
• Never sign a blank or incomplete prescription. 
• Write the quantity and strength of drugs prescribed in both numbers and letters. 
• Use tamper-resistant prescription pads that cannot be photocopied. 
• Do not preprint a CS-registrant number on a prescription pad. 

Prescription Monitoring Programs: Advantages and Limitations 
The prescription monitoring program (PMP) is a prime tool for identifying sources of 

diversion. As of 2006, 27 states had some form of monitoring program to track controlled
substance prescribing and dispensing. The data collected by PMPs are used to assist reg
ulatory and law-enforcement authorities in investigating and preventing illegal practices. 
In some states, healthcare practitioners also may access data to ensure that patients are not 
obtaining opioids from more than 1 provider. This allows clinicians to assist in preventing 
diversion and helps prevent harmful drug interactions. Care must be taken to ensure that 
prescription databases are used only for professional (and never for personal) purposes. 

The US General Accounting Office has studied the positive and negative effects of 
state PMPs41 and reports that they: 

• Are an effective tool for fighting diversion. 
• Offer quick information on the drugs most likely to be abused. 
• Deter doctor shopping. 
• Have helped reduce the availability of abused drugs in Kentucky, Nevada, and Utah. 
• Increase drug diversion activities in surrounding states that have no PMP. 
• May reduce the number of prescriptions written for some controlled medications. 

Data from Kentucky support the effectiveness of PMPs. The Kentucky All Schedules 
Prescription Electronic Reporting system (KASPER), which was implemented in 1998, was 
receiving 460 requests for reports each business day by 2003, and practitioners accounted 
for 85 % of those requests. The National Drug Intelligence Center reports that the Kentucky 
system reduced the average time required for the completion of a drug investigation from 
156 to 16 days. 

Although this evidence shows that PMPs can be useful for detecting drug misuse, 
healthcare professionals, pain-control advocates, and patients are wary of the potential of 

. \,, 
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the PMP for official misuse. Physicians worry that they may be labeled an "overprescriber" 
after an evaluation performed by a medically uninformed reviewer. Patients fear the loss of 
their confidentiality and being stigmatized as drug abusers. All parties involved with pain 
control want to ensure that official scrutiny does not result in clinicians' altering their pre
scribing practices, thereby reducing patient access to opioids needed for pain. 

Evidence about whether PMPs diminish the willingness of clinicians to prescribe is 
contradictory. The overall production and consumption of CS have increased even though 
more states are collecting data; however, individual states with a PMP have recorded some 
decrease in the amount of CS being prescribed. 

State PMPs: New Technology Results in Better Solutions 
Some of the "fear factor" attached to prescription monitoring comes from a timeworn 

system that transmitted multiple copies of prescriptions to law-enforcement and govern
ment agencies. Multiple Copy Prescription Programs (MCPPs), or "triplicate" prescription 
programs, were implemented in the United States as early as 1913. MCPPs typically re
quired that state-issued prescription pads containing serial numbers be used by clinicians. 
One copy of the con1pleted prescription \Vas sent to the state. That procedure caused n1is
givings about government oversight of medication decisions. 

A lesson in prescribing anxiety was learned in California, where evidence showed that 
triplicate prescriptions reduced the abuse of CII medications but increased the abuse of CIII 
drugs, such as hydrocodone combined with acetaminophen, instead. By encouraging clini
cians to circumvent the more regulated drugs, patients often failed to get the optimal drug, 
and the abuse problem simply shifted to a different schedule. California lawmakers heeded 
the evidence, repealed the triplicate requirement, and established instead a secure paper
prescription system backed by a computerized monitoring system. 

Today, more states are favoring computer technology and are repealing multiple-copy 
serialized forms and replacing them with electronic data transmission (EDT) systems. EDT 
systems offer the advantages of: 

• Quick turnaround for information requests. 
• Removal of the distrnst attached to government-issued prescription forms. 
• Eliminating the need to generate multiple copies. 
• Making data easier to compile and ami]y7,e than with a paper-based system. 

An EDT information system used in conjunction with secure tamper-resistant pre
scription forms is quickly becoming the preferred method to track controlled medications. 
Secure forms provide security features (eg, ink that changes color when exposed to heat, flu
orescent fibers that cannot be reproduced by copiers, instant voiding mechanisms that ap
pear when exposed to scanning devices or ink-washing chemicals, embedded watermarks 
that can be used to identify genuine documents) that prevent forgery. Issued by govern
ment-apprnved printers, these secure forms eliminate the need to apply to an enforcement 
agency to receive serialized forms. 

National Pn~sc:np,tuo,n Mlo1111to,rm,g 
After several years of tweaking and 2 previous failures to pass, a proposal to create na·-
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tionwide prescription monitoring was signed into law in August 2005. The National All 
Schedules Prescription Electronic Reporting Act (NASPER) is intended to provide for mul
timillion-dollar grants for all 50 states to start or update their own programs for prescrip
tion monitoring. The national law also requires states to share information in an attempt to 
stop the increase in lawbreaking that occurs in states adjacent to those with a PMP. Ac

cording to the National Drug Intelligence Center, the NASPER system will help track: 

• Patient prescription use. 
• Prescribing patterns of medical practitioners. 
• Prescription rates for and usage patterns of specific drugs. 
• Prescription patterns in geographic locations. 
• Prescription patterns for long-term users. 

Pain-management practitioners scrutinized the progress of the bill and wanted to ensure 
that it would benefit diversion-prevention efforts without hindering pain care. The Ameri
can Society of Anesthesiologists lauded the focus of the final bill on the physician-patient 
relationship; the American Medical Association also supported the passage of the bill, but 

several pain-related associations did not. 
The impact of nationwide prescription monitoring on patient care is yet to be seen. The 

goal is a system that gives law-enforcement authorities and regulators access to the moni
toring capability they need while exempting them from day-to-day prescribing decisions re
served for clinicians. Ensuring that prescribing information is available to clinicians could 
help them to make good medical decisions and enhance patient safety. However, drug en
forcers whose job it is to prevent diversion should think twice before declaring a program 
successful on the mere evidence that fewer prescriptions for opioids are being written. Such 
a statistic may indicate diminished patient care rather than a triumph of law enforcement. 

Doctor Prosecutions: The Clinician's Legal Responsibility 
The clinician's primary concern is the health and well-being of the patient. Because 

drug abuse places public health at risk, clinicians should help prevent diversion in any way 
possible. Prudent monitoring and meticulous recordkeeping are every clinician's responsi

bilities. However, physicians and other healthcare professionals cannot control all patient 
behavior, nor can they always detect a diverter. 

The number of government actions against CS registrants may be small, but clinicians 

who prescribe large quantities of opioids, because they provide long-term treatment for the 
patients who have the most challenging and complicated chronic pain, appear to risk a 

higher degree of scrutiny than that applied to the average healthcare professional. Other 
practitioners who refuse to treat this population or who skimp on opioids for their acute-pain 
patients often answer to no higher authority than their own consciences. 

The question of clinician culpability found a focus in William Hurwitz, MD. The Vir
ginia physician, who was convicted of drug trafficking and racketeering among other 
charges,42 is perhaps the most prominent physician prosecuted by federal enforcers in con
nection with opioid prescribing. The case drove a further wedge into the gap that separates 
the pain-control community from drug enforcers; both sides saw in the Hurwitz case a sym
bol of their worst fears realized. Pain-control advocates viewed Dr. Hurwitz as a physician 
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who practiced compassion and good medicine by prescribing legal medication to patients 
in pain. To enforcement authorities, he was viewed as a clinician who supplied excessive 
amounts of dangerous drugs to addicts and black marketers. One question raised by the 
Hurwitz case concerns acceptable legal standards. The issue was whether physicians ac
cused of wrongdoing are being mistakenly charged in the criminal system rather than ap
propriately dealt with through civil and administrative processes. Criminal prosecutions 
under CS law, in general, must show that clinicians knowingly acted to cause harm. Yet 
civil standard-of-care issues, such as alleged inadequate documentation or falure to con
duct physical exams, have been introduced as evidence in criminal cases. The question of 
how to differentiate substandard medical care from a criminal action remains. 

Another controversy centers on the expert witnesses chosen to determine the credibil
ity of complaints against a clinician. Experts offer conflicting opinions involving such med
ical "gray areas" as the appropriateness of opioid administration for nonmalignant pain, the 
physician's obligation in matters of documentation, and the assignment of responsibility 
when a patient deviates from medical instruction. Protesting such inconsistency, pain experts 
want guidelines requiring an expert witness to: 

• Be a full-time physician. 
• Be active in medical practice. 
• Be involved directly in patient care. 
• Be knowledgeable about pain management. 

The American Medical Association states that physicians who prescribe medication 
for patients in pain should not be burdened with "excessive regulatory scrutiny, inappro
priate disciplinary action, or criminal prosecution"43 and has called for state medical soci
eties and boards to develop guidelines to protect physicians who prescribe opioids properly. 
California has taken the lead in crafting guidelines for complaints brought to the state med
ical board. Two experts must substantiate complaints involving prescribed medication for 
pain, 1 must be certified in pain management, and the other must be a practitioner in the 
same field as that of the physician undergoing investigation. Both experts must have treated 
patients during a significant part of the past 12 months. Perhaps similar guidelines in other 
states could help establish who is qualified to provide expert testimony in a criminal trial. 

Nationwide, however, many problems remain. One difficulty is a tendency in the jus
tice system to consider opioid-prescribing clinicians accountable for the deaths of patients, 
even if those patients were abusing the drugs prescribed, mixing prescriptions with illegal 
drugs or alcohol, or died from diseases unrelated to drug use. Furthermore, the practice of 
compiling lists of a state's "highest-prescribing physicians" fails to reflect accurately who 
may be abusing prescribing privileges, because a small percentage of clinicians treat the 
most difficult pain patients. Similarly, lists such as "the 100 most•-monitored medications" 
could inhibit clinicians' willingness to legitimately prescribe those drugs. 

If these issues remain undefined, neither enforcers nor those accused of crimes will 
understand precisely when a crime has occurred. However, the number of federal, state, 
and local enforcement agencies that are permitted to launch investigations of medical prac
tices is daunting. Even if an investigation uncovers no wrongdoing, it can cost millions of 
dollars in defense efforts and can effectively shut down a practice, ruin reputations, and end 
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careers. In a welcome development, some enforcers whose job it is to stop drugs from being 

diverted for illegal sale or use recognize the potential harm to society of hindering the avail

ability of narcotic painkillers for legitimate pain. In a communication in a 2005 issue of the 

American Medical News, a past president of the National Association of Attorneys General 

warned government officials against harming good patient care: "We should concentrate 

on drugs that are illegally on the streets and work backward from that to find out how they 

got illegally on the streets. It should not be the other way around - looking at clinicians." 

Steps That Protect a Practice 
When a clinician knows and practices the guidelines for good patient care and keeps 

appropriate documentation, he or she increases the likelihood of productive partnerships 

between drug regulators and medical practitioners. However, sometimes the very nature of 

a clinician's practice invites regulatory scrutiny: Just as a patient's tendency to abuse opi

oids can be categorized as high risk, moderate risk, or low risk, so can the scope and quan

tity of a given clinician's prescribing habits present more or fewer warning signals to an 

investigator or enforcer (Box VII:4). The higher risk the practice, the greater the need for 

strict adherence to the rules of prescribing. 
It is crucial to keep detailed documentation to protect a practice in the event of an in

vestigation or any allegation of deviant professional conduct. This careful recordkeeping is 

also the best way to provide optimal patient care. A general overview of sufficient docu

mentation is contained in Box VII:5. In addition, physicians and other clinicians should 

never prescribe opioids for members of their own family or for friends unless the medical 

records of those individuals clearly document a clinician-patient relationship. In some lo

calities, such prescribing is forbidden. The following section further explains the protective 

steps outlined by the Federation of State Medical Boards. Some of the information echoes 

the clinical requirements listed in the chapter on monitoring patients, this time with an em

phasis on protecting the clinician's practice. 

Model Policy Treatment Guidelines 
An important principle of good prescribing contained in the Federation of State Med

ical Boards Model Policy says that the quality of care is not based solely on prescription size, 

quantity, or duration of treatment and suggests that the chief criterion by which to judge a 

clinician's choices is the treatment outcome. The policy outlines 7 specific guidelines for 

using CS to treat pain. To give healthcare professionals a clearer idea of what is required, 

we will examine each of these steps in greater detail: 

1. Evaluate the patient. Gathering a medical history and conducting a thorough phys

ical examination is one of the most important steps to document. Disciplinary actions often 

center on a real or perceived lack of sufficient physical evaluation of the patient. Accord

ing to the Model Policy, the patient evaluation should contain: 

• The type of pain and its intensity. 
• All current treatments and those tried in the past. 
• Underlying and coexisting diseases or conditions. 
• An evaluation of the impact of the pain on physical and psychologic function. 
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• Whether a history of substance abuse exists. 
• One or more recognized medical indications for the use of opioids. 

The last item is vital. Medical examiners and regulators want the administration of opi•
oids justified in the medical record. If a diagnosis of a painful condition exists, document 
it thoroughly and provide support from all diagnostic, laboratory, and imaging tests. Call for
mer healthcare providers as necessary to gather supporting information. Be sure also to ac
count for any adjunct medications given to manage depression, anxiety, insomnia, or other 
coexisting conditions. 

2) Establish a treatment plan and put it in writing. The treatment plan should be updated 
periodically to include all changes in medication or dosage noted. Decide whether nonopi
oid modalities would benefit the patient and whether help from experts in a different spe
cialty is needed. 

After a treatment plan has been selected, state the goals to be met and the criteria for 
meeting them. Treatment goals should focus on providing adequate pain relief and im
proving the patient's physical and psychosocial function and quality of life. Listen care
fully to the patient to identify the obligations and challenges that his or her lifestyle entails. 

High-risk, Moderate-risk and low-risk Prescribing Practices 

High Risk: This category contains the top I% of physicians who prescribe the bulk 
of opioid analgesics. Some clinicians will put their own reputations and livelihoods on 
the line to treat the most difficult patients. Should the regulatory "red flags" that come 
with the territory of a practice devoted to chronic-pain treatment spell automatic trouble 
for such a practitioner? At times, such scrutiny comes not from enforcement authorities 
but from representatives of state-run insurance organizations who wish to influence 
physicians away from their "expensive" medical decision making. The result is another 
form of intimidation. 

Moderate Risk: The average physician or other practitioner who prescribes opioids 
for pain in a practice that is not exclusively devoted to chronic pain is unlikely to attract 
trouble from the Drug Enforcement Administration or state medical board. 

Low Risk: The clinicians al lowest risk for regulatory investigation may be placing 
patients at risk for needless suffering from untreated or undcrtrcated pain. Some clinics 
feature signs on the reception desk declaring certain classes or trademarks of opioid med
ications to be unavailable, thus implying they are a virtual abomination. Several moti
vations may drive low-risk prescribing. The perception that a regulatory investigation 
could take place can discourage some clinicians from prescribing needed medications. 
Other clinicians falsely believe that all or most patients who receive long-term opioid 
therapy will eventualiy become addicted. Still others equate the ability to stoically suf
fer pain with strong character. 
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Which activities are most important to the patient? What would he or she most like to see 
restored in life? Acknowledge that not all pain can be completely relieved and set realistic, 
attainable short-term and long-term goals that are based on the patient's priorities. 

If a clinical trial of opioids is selected, the drug prescribed should be compatible with 
the diagnosis and should be adjusted according to the individual needs of the patient. The 
patient's progress and any further diagnostic evaluations, surgeries, or other treatments 
should be documented. 

3) Obtain informed consent and agreement for treatment. Any patient for whom CS 
is prescribed to relieve pain should be informed of the potential risks and benefits of that 
medication. It is good practice to discuss (after obtaining the patient's permission) the 
accepted treatment plan with the patient's family members or significant other(s). En
suring that the patient's family members understand what to expect is important, because 
they are a frequent source of complaints to regulatory agencies about opioids prescribed 
for their loved ones. 

The patient should be counseled about the importance of complying with all treatment 
instructions and should understand and agree to the consequences of deviating from med
ical direction. The patient should receive opioid analgesics from only 1 clinician and 1 des
ignated pharmacy whenever possible. A policy on the use of urine or blood screenings to 

Information for Inclusion in the Patient's Medical Record 

• A medical history, including all available prior physical findings. 
• The results of a physical examination. 
• Support for the diagnosis of a painful condition. 
• Initial and ongoing justification for opioid treatment. In some states, this includes 

a requirement for documentation that alternative treatment methods were tried and 
failed. Even when no such mandate exists, it is good practice to record the type, 
duration, and outcome of all previous treatment modalities. 

• Diagnostic, therapeutic, and laboratory results. 
• Verification and content of all consultations with other clinicians (including men

tal-health, substance-abuse and pain-specialist professionals) or their evaluations 
of the patient. 

• A treatment plan that lists the long-term and short-term goals of treatment. 
• An informed consent and treatment agreement signed by the patient and the clinician. 
• A record of medications, including the date, type, dosage, and quantity prescribed. 
• All treatment changes, surgeries, dose adjustments, etc. 
• Proof that the patient was evaluated at regular intervals. 
• A record of instructions and counseling provided for the patient. 
• A record of ongoing assessments of pain relief, physical function, quality of life, 

and aberrant drug-related behavior. 
• Documented awareness of any history of substance abuse and the ways in which 

it was addressed. Clearly note that opioids were prescribed for the treatment of 
pain and not for addiction maintenance. 
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determine compliance should be set and discussed. The patient's responsibilities should be 
clearly delineated, and the circumstances in which drug therapy may he discontinued should 
be explained. The clinician should strongly consider the use of a written agreement outlin
ing all these expectations. That document should be signed by the clinician and the patient, 
particularly when a patient has a history of substance abuse. Opioid treatment agreements 
are discussed in Chapter VI. 

4) Perform a periodic review. It is not sufficient to make a monthly notation in a pa
tient's chart to document that the medication regimen is satisfactory and the prescription will 
be renewed. The patient's medical record must include the results of regular appointments 
and ongoing assessments of treatment progress. Depending on the patient's response to opi
oid therapy, the clinician may maintain or change the treatment plan. The patient's medical 
record should reflect the state of his or her health. Note changes in pain intensity, adjust
ments to medication or other treatments, and important life-changing evenb such as surgery, 
an accident, or other stressors related to family life, social environment, and work. Record 
any abetTant drug-related behavior observed during opioid therapy and the methods used to 
address it. Include the results of urinalysis and other compliance screening. 

Consider the patient's progress in terms of the Four A's outlined in Chapter VI: 

• Analgesia. 
• Activities of daily living. 
• Adverse events. 
• Aberrant drug-related behaviors. 

The goal is to determine whether the chosen treatment modality is resulting in less pain 
and an improvement in physical function and quality of life. If the patient is not making 
progress or if adverse effects are unmanageable after a reasonable treatment interval dur
ing which sufficient medication adjustments have been tried, it may be appropriate to con
sider alternative pain therapies. 

5) Consuit with professional colleagues as needed. Refer patients to appropriate pro
fessionals in the fields of psychiatry, cognitive or behavioral therapy, physical rehabilitation, 
addiction treatment, or other specialties as needed. Be prepared to manage the patient's pain 
condition in tandem with comorbid psychiatric disorders, substance abuse, or other condi
tions. Patients with multiple disorders will likely need a heightened level of monitoring, 
documentation, and consultation. 

6) Keep complete and accurate medical records. These should be kept current and avail
able for review. See Box VII:5 for more detail. 

7) Comply with CS law. Compliance with law includes all relevant federal, state, and 
local mandates. State medical boards and licensing agencies can provide practitioners with 
specific state requirements. 
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A briefer protocol of the steps to protect a prescriber of opioids from legal or regula
tory action is provided in Box VII:6. 

Discharging the Noncompliant Patient 
lf a patient has committed a criminal act such as diversion, the clinician must terminate 

medical treatment and discharge the patient from care. Some state laws may require the re
porting of this activity to the authorities. In a case of opioid abuse, the clinician may con
tinue pain treatment with intensified monitoring, patient counseling, and careful 
documentation of all directives and outcomes. If egregious, intractable, aberrant behavior 
continues in addition to the continued deterioration of the patient's pain condition, the de
cision may be made to discontinue opioid treatment. Patients may also be discharged from 
opioid therapy not for any wrongdoing but because that treatment has become ineffective 
or is contributing to a diminished quality of life. 

When such actions become necessary, ce1iain questions are raised: 

• Is it a clinician's responsibility to taper opioid therapy if the treatment must be dis
continued? 

• Is it a clinician's responsibility to offer referrals if a patient must be discharged from 
the clinic practice? 

• What impact, if any, does a signed agreement about opioid treatment have on issues 
of patient abandonment? 

Practitioners can be sued for patient abandonment if medical care is discontinued with
out justification after a clinical relationship has been established. In general, harm to the pa
tient must be proven for that patient to win such a case. The ethics manual of the American 
College of Physicians gives these directives for discontinuing the professional relationship 
"under exceptional circumstances:" 

• Notify the patient of the termination of the physician-patient relationship. 
• Try to find adequate care elsewhere for the patient. 
• Guard the patient's health in the process. 
• Transfer medical information to another healthcare provider. 
• Ensure continuity of care to the greatest extent possible.44 

"Physician-initiated termination is a serious event, especially 
if the patient is acutely ill, and should be undertaken only after gen
uine attempts are made to understand and resolve differences."44 

Little direction specifically geared to the termination of opioid-treated pain patients is 
available. Guidelines from the American Academy of Pain Medicine (AAPM), the Ameri
can Pain Society (APS), and the American Society of Addiction Medicine (ASAM) offer no 
directives for the discontinuation of opioid treatment resulting from noncompliance. In the 
absence of specific guidelines, a clinician must try his or her best. To avoid patient aban
donment, the clinician who terminates a patient's treatment must make a good-faith effort 
to refer that patient to another qualified healthcare provider. If opioid therapy must be dis-
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Protocol to Protect an Opioid Prescriber* 

1. Evaluate the patient as follows: 
Medical history. 
Physical examination. 
Pain type and intensity. 
Treatments tried. 
Coexisting diseases and conditions. 
Impact of pain on physical and psychologic function. 
Substance abuse history. 
One or more recognized medical indications for the use of opioids. 

2. Establish a treatment plan: 
Set goals and criteria. 
Update the treatment plan periodically. 
n()r111'11f'>l'lt thP p~t1Pnt'<;: prng1·ps:,;;::. 

3. Obtain informed consent. 
Explain the risks and benefits of the prescribed medication. 
Counsel the patient about the importance of compliance. 
Counsel the patient about the consequences of noncompliance. 
Strongly consider asking the patient for a signed agreement about his or her treatment. 

5. Consultation as needed in fields of: 
Psychiatry. 
Cognitive or behavioral therapy. 
Physical rehabilitation. 
Addiction treatment. 
Other specialties. 

Manage pain in tandem with comorbid conditions. 

t 
6. Keep complete, accurate medical records as detailed in Box VII:5. 

7. Comply with federal, state, and local controlled substances laws. 

* Mod{fiedfrom the Federation of State Medical Boards of the United States. Model 
policy for the use of controlled substances for the treatment of pain. Available at: 
http://wwwfmzb.org/pdfl2oo4_grpol_Controlled_Substances.pdf Accessed April TO, 2007-
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continued in an addicted patient, consultation with a specialist in addiction medicine is rec
ommended. 

The discharge process is facilitated if the clinician has previously obtained from the pa
tient a signed document of informed consent and a signed treatment agreement that includes 
reasons for which drug therapy may be discontinued. If a patient violates the written con
tract, a practitioner is within his or her rights to terminate the contract. Indeed, to protect 
one's practice, it is necessary to follow through with enforcement of all written agreements. 
All due effort should be made to secure appropriate continuing medical attention. However, 

a clinician is under no obligation to continue to provide opioids to patients who display 
egregious aberrant behaviors and cannot be trusted. This is particularly true if there is a 
chance of the patient's harming himself or herself. 

Forging Partnerships: Separate Functions, Common Goals 
The days when leaders in medicine and law enforcement could afford the luxury of 

choosing sides or squaring off against each other to protect their turfs are over. "Coopera
tion" must be the new watchword if an enemy as complicated and insidious as drug abuse 
is to be bested. Perhaps the first step is for pain-management specialists and other clini

cians to acknowledge the damage of prescription opioid abuse and to vow to be part of the 
solution to stop its spread. For their part, DEA investigators, pharmacists, and members of 

state regulatory agencies would do well to inform doctors of suspected problems with pa
tients' opioid intake. 

Unfortunately, tunnel vision afflicts every profession. Workers in 1 field often see only 
the necessity of performing their own function and miss the big picture. Greater under
standing of the missions and motivations that drive other professionals is vital. Drug offi
cials and clinicians should not be natural enemies but partners in keeping opioids away 
from those who would use them for a detrimental purpose. To accomplish common goals, 
communication between professions must improve, because professionals in different spe
cialties may interpret the same event very differently. Certain "red flags" that could cause 
someone in law enforcement to suspect prescription misuse may appear to be perfectly le
gitimate practice to a pain-management specialist (Box VII:7). To determine the true moti
vation behind such indicators, it is worthwhile to attend the meetings, conferences, and 
seminars sponsored by members of an associated profession and also to create joint train
ing programs to tum the tide of drug abuse and undertreated pain. 

Drug enforcers should: 

• Understand pain-management guidelines. 
• Leave abuse and addiction treatment to clinicians. 
• Fight criminal diversion of drugs. 

Clinicians should: 
• Manage pain. 
• Treat abuse and addiction as medical conditions. 
• Cooperate in fighting drug diversion. 

Honest clinicians abhor the diversion of drugs to places where they are sold or 
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consumed for no medical purpose, but training is sometimes lacking. Although all states 
require continuing medical education ((:ME) to keep medical licenses current, content 
pertaining to CS prescribing is often not provided. The DEA has announced plans to 
work with state medical boards to add such a training component on opioid use to CME 
requirements for all physicians. 

Enlightened policies about pain add little quality to patient care if no one knows 
about them. Education on the principles of pain management and the medical benefits 
of opioid therapy should be provided to leaders in local law-enforcement agencies, 
where decisions may be ruled by a philosophy of pure enforcement. State medical 
boards and licensing agencies are prime candidates to take the lead in alerting physi
cians and other clinicians, regulators, law-enforcement authorities, patients, and the 
public about improved standards of care related to pain management and addiction con
trol. Web sites, seminars, newsletters, radio, and television provide ways to get the word 
out. The updating of training manuals and other educational materials for investigators 
is fundamental. 

The Pharmacist as Partner 
An understanding of pharmacists' professional and ethical obligations would enable 

clinicians to better partner with them to prevent abuse and diversion. Like healthcare 
practitioners, pharmacists answer to federal and state authorities to ensure that all pre
scriptions they dispense are accurate and valid. Pharmacists and healthcare practitioners 
authorized to prescribe CS are bound by law in a partnership known as "corresponding 
responsibility." It is the pharmacist's duty to question the validity of prescriptions. 

Therefore, it is also the pharmacist's legal responsibility to challenge any CII pre
scription that does not seem correct. Ink that doesn't match or an unfamiliar signature 
on a written prescription are good reasons for a pharmacist to double-check that pre
scription's validity. If an emergency prescription for an opioid is dispensed and the 
practitioner does not provide the requisite written prescription within 7 days, the phar
macist must report the lapse to the DEA or risk facing government penalties. 

It is important to remember that the pharmacist does not have access to a patient's 
medical record and may lack specific knowledge about pain management. A study of 
attitudes among Wisconsin pharmacists revealed that many considered the dispensing 
of opioids for more than a few months to patients with chronic pain to be unlawful.45 

Be ready to answer questions and to reassure the pharmacist of acceptable medical 
practice standards. The dispensing of prescriptions written for large quantities of drugs 
can be facilitated by a quick phone call from the prescriber to the pharmacist. It helps 
to indicate "chronic-pain patient" in writing on the prescription itself. It is also good 
practice to provide the pharmacist with copies of opioid agreements ~igned by the pa
tient and physician. 

If a clinician suspects a problem with diversion, it is a good idea to discuss this with 
the pharmacist and with other providers in case the patient has been "shopping." Prac
titioners and pharmacists concerned about privacy laws should know that it is legal 
under the Health Insurance Portability and Accountability Act (HIPAA) to speak with 
another healthcare professional about a patient as long as both are doing so from con
cern for the patient's care. 
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"Red Flags:" Same Behavior, Different Perception 

1) The patient travels a long distance to get opioids. 
The regulator sees: A "doctor shopper" or determined abuser. 
The clinician sees: A pain patient seeking expertise unavailable in his or her home
town. 

2) The practitioner prescribes large quantities of opioids. 
The regulator sees: A dispenser of painkillers to serve no legitimate medical purpose. 
The clinician secs: A compassionate caretaker committed to treating long-term in
tractable pain. 

3) The dose prescribed is potentially lethal. 
The regulator sees: Incompetence that could kill an opioid-na1ve patient. 
The clinician sees: A commitment to treating opioid-tolerant patients who need high 
doses of medication to achieve analgesia. 

4) The patient asks for drugs by name. 
The regulator sees: A "drug seeker" who may want to divert medications for sale. 
The clinician sees: An experienced pain-management patient who knows which drugs 
relieve his or her pain. 

5) The patient returns too early for an office visit. 
The regulator sees: A medication misuser or diverter seeking more pills. 
The clinician sees: A patient whose pain has worsened and who requires immediate 
treatment. 

6) The practitioner directs the patient to use multiple pharmacies. 
The regulator sees: A "doctor shopper." 
The clinician sees: A frightened pharmacist who will not dispense large quantities of 
a particular drug. The patient must then have prescriptions filled at several pharma
cies. 

7) Multiple types of drugs are prescribed. 
The regulator sees: Drug diversion. 
The clinician secs: The pharmacologic remedies for comorbid conditions such as 
pain, anxiety, depression, or insomnia. 

Adapted from Brushwood DB. Drug control policy out of balance. Pain & The Law. 
Available at: http://www.painandthelaw.org/mayday/brushwood_o904o3.php. Accessed 
April 2, 2007. 

Conclusion 
In an interview with the magazine Pain Matters, L. Jean Dunegan, MD,highlighted the 

need to eschew black-and-white thinking to find realistic solutions.46 "In a perfect world, we 
could catch everyone engaging in illegal drug dealing and diversion, successfully rehabili
tate every drug abuser, folly treat every pain patient to the maximum of existing technology, 
and yet leave the freedom of everyone else uncompromised. We do not live in such a world." 

It has been said that government provides the difficulty for every solution. It is true 
that despite good intentions, official efforts against diversion sometimes clash with clini-
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cians' goals of providing patients with adequate pain control. However, it is also true that 
the government's goal of preventing abuse and diversion of CS is worthy. 

To provide optimal patient care and to protect against unwanted regulatory scrutiny, a 
clinician should be familiar with all state and federal laws, use prescription monitoring if 
available, and document all aspects of opioid therapy. 

Ultimately, government regulators and law-enforcement authorities must trust the 
healthcare community to use good medical judgment to treat pain. Governments cannot 
practice medicine; neither can healthcare practitioners serve as drug enforcers. Only through 
cooperation are both jobs performed successfully. 

Using the Guidelines: Online Resources 

The following online organizations present prescribing guidelines and safeguards for 
protecting a medical practice. 

e Joint Commission on the Accreditation of Healthcare Organizations: 
www.jcaho.org. 

• American Pain Society: www.ampainsoc.org. 
• American Academy of Pain Medicine: www.painmed.org. 
• National Cancer Care Network: www.nccn.org. 
• World Health Organization: www.who.int. 
• Federation of State Medical Boards of the United States: www.fsmb.org. 
• Pain and Policy Studies Group, University of Wisconsin: 

www.medsch.wisc.edu/painpolicy. 
• The Drug Enforcement Administration Web site for the Office of Diversion Con

trol offers a summary of prescribing law (Code of Federal Regulations and codi
fied Controlled Substances Act), Federal Register Notices and much more: 
http://www.deadiversion.usdoj.gov. 

0 An electronic version of the Code of Federal Regulations ( e-CFR) is kept current 
online at the Web site of the US Government Printing office: http://www.gpoac
cess.gov 
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It is time to engage in intelligent prognostication. There is plenty of reason for optimism. 
- Lynn R. Webster, MD 

As we have shown, opioids present considerable challenges when engaged as agents 
of abuse. However, opioids remain the most powerful analgesics and the only agents that 
provide relief for many conditions. As a result, there is a huge need to discover analgesics 
that retain their power yet are void of the significant adverse effects that can limit their 
effectiveness or cause harm. The search for the perfect analgesic is the Holy Grail of pain 
research. 

The ideal opioid analgesic would not cause crnving, would minimize withdrawal symp
toms, and would not produce euphoria. This prototypical drug would deliver effective anal
gesia only for the duration of a pain event and would then dissipate, leaving behind no 
active metabolites. Such an opioid obviously does not yet exist. 

In recent years, numerous sustained-release opioid formulations have been developed 
to provide better pain control via the continuous release of an active ingredient. Now, the 
focus of the pharmaceutical industry is turning toward the development of analgesics in
corporating abuse deterrents that will improve safety and minimize adverse effects. 

The Impetus for Opioid Research 
Part of the pressure to produce safer medications comes from the FDA and the DEA, 

both of which are charged with protecting society. The stark alternative to the development 
of safer analgesics might be the government-enforced limitation of access to frequently 
abused medications. The drug market, driven by the needs of patients and the clinicians 
who treat them, is demanding better products that entail less risk of abuse, addiction, and 
diversion. 

Education is only partially effective in curtailing drug abuse. One must accept that a 
community of "euphoria seekers" has heen present throughout history and will not dimin
ish. From John Keats to John Belushi, well-known personalities have abused conscious
ness-altering substances. Opiates are particularly prized among recreational drug users for 
the blissful psychogenic effects they produce, and no amount of "just saying no'' will blunt 
the craving for drugs in some segments of society. The truly addicted are driven by a com
pulsion, divorced from any psychogenic reward, to consume drugs. Add to those realities 
the needs of patients with unrelieved pain or a mental disorder, and it is clear that admon
ishing people will never entirely prevent them from overusing their medications. There
fore, a leading research objective is to design formulations that remain effective as 
analgesics but prove less attractive to reward seekers. To accomplish this, drug developers 
seek to separate the beneficial pain-relieving properties of opioid analgesics from euphoric 
and other unwanted effects. The desired properties of an opioid include: 
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• Potent dose-related analgesia with no ceiling. 
• Minimal adverse effects. 
• Minimal abstinence syndrome. 
• Minimal tolerance. 
• No hyperalgesia. 
• No euphoria. 
• No stimulation of craving. 

Areas of Abuse-Deterrent Research 
In pursuit of abuse-deterrent opioids, most research is directed toward three gen

eral areas: 

• The pharmacokinetics of opioid formulations. 
• The pharmacodynamics of opioid analgesia. 
• The pharmacogcnctics of opioid analgesia. 

Pharmacokinetics of Opioids 
The term "pharmacokinetics" refers to the ways in which opioids are metabolized and 

distributed throughout the patient's system, including the rapidity of onset and the duration 
of action. The research in this area is concerned primarily with making it more difficult for 
a would-be abuser to extract an abusable portion of active pharmaceutical ingredient. De
veloping tamper-resistant formulations and adding aversive secondary ingredients to the 
current formulation are 2 major approaches. The goal is to limit the unintended release of 
the opioid from the formulation or to otherwise impede the inappropriate use of the drug. 

Formulations That Release an Antagonist When Altered 
One method of deterring inappropriate drug use is to introduce products in which tam

pering with the formulation releases an opioid antagonist that blocks or reverses the ago
nist effect. Tampering occurs because pleasure seekers constantly look for ways to increase 
the reward they get from abusing an opioid, particularly as tolerance to euphoria develops. 
Internet sites devoted to the support of recreational dmg use are quick to report to other 
would-be abusers any successes experienced in circumventing barriers to abuse. These sites 
tell their readers how to extract an abusable portion of an active ingredient and how to alter 
formulations for alternate routes of administration. A main goal is to extract the opioid from 
the formulation so that it can be used at a higher-than-intended concentration. Known as 
"dose dumping," this can be accomplished in various ways. 

One way to "dump" an opioid is to crush or grind the formulation, which causes more 
of the active ingredient to become available. The larger the opioid dose, the greater the 
amount of abusable ingredient released by this method. Another way of producing an en
hanced effect is to dissolve the opioid formulation in water and then ingest or inject the so
lution. A third common method of dose dumping is to consume alcohol with the opioid. 
Alcohol can speed the rate of absorption and induce a premature release of active ingredient 
from some formulations. The FDA has increased its scrutiny of formulations that appear to 
be alcohol sensitive. This concern appears legitimate, because most unintentional overdose 
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deaths occur in polysubstance users, and alcohol is a common substance found together 
with opioids after death. 

To combat attempts at dose dumping, researchers are testing newer sustained-release 
opioid formulations that include an opioid antagonist, such as naltrexone, in addition to the 
therapeutic agonist agent. When taken as directed, the opioid is absorbed as intended with 
little or no absorption of the antagonist. However, crushing, damaging, or dissolving the 
drug; mixing it with alcohol; or otherwise manipulating the product will release the antag
onist at doses sufficient to antagonize the opioid effects. Figure VIII: 1 shows 2 examples 
of agonist-antagonist combinations. Capsule A consists of a naltrexone nucleus within an 
opioid matrix that releases the naltrexone only if the formulation is altered. Capsule B holds 
polymer-coated beads; some contain naltrexone and others contain an opioid. The beads 
look identical, but the opioid is released by the normal pH changes of the gastrointestinal 
tract; the thicker polymer coating of the naltrexone bead is not pH responsive and permits 
release of the agent only if the formulation is altered. 

It is important to note that overuse of these drugs could still occur as patients seek more 
pHin relief. Furthermore. Hdrling iln antagoni!'lt to the formnlation conlcl re~mlt in vmying cll'.

grees of withdrawal, depending on the patient's tolerance to opioids and the amount of an
tagonist released when the product is altered. This approach could be considered a form of 
aversive therapy. 

Naltrexone Abuse-Deterrent Technology 
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What remains unclear is whether a dose of naltrexone can be a deterrent that prevents 
euphoria without blocking analgesia. Anecdotally, some patients with chronic pain who were 
treated in the first author's clinic for opioid addiction consistently reported the need for more 
opioid (to achieve a drug reward) than was necessary to provide pain relief. This suggests a 
potential therapeutic window during which an antagonist released from a formulation can 
lessen euphoria without reversing analgesia or inducing abstinence syndrome. Further re
search with abuse-deterrent formulations may help elucidate this potential relationship. 

Gel Caps That Resist Crushing or Extraction 
Several analgesic products purport to be time released, but most of the current time-re

lease formulations appear susceptible to dose dumping. As a result, opioid researchers have 
produced several formulations designed to resist tampering. One is a gel cap that houses a 
sustained-release formula in a viscous base that is difficult to crush, freeze, heat, or dissolve 
in a liquid such as water or alcohol (Figure VIII:2). Oxycodone is the first opioid to be housed 
in this new gel capsule. Judging by its progress through clini<:al trials, this will be among the 
first abuse-resistant opioid agonist formulations to be introduced in the market. 

Controlled-Release Gel 
Capsules Resist Alteration. 

The viscous mass of oxycodone controlled release 
does not fracture. The controlled-release matrix is pre
served. 

Photo provided by Pain Therapeutics, Inc. 

Simple laboratory tests can be used to simulate the common extraction techniques of 
crushing and stirring the medication into water or alcohol. Even grinding the gel capsule for
mulation in a coffee grinder could not yield enough oxycodone to be used in excess. One 
study 1 compared the pharmacokinetics of a controlled-release gel capsule containing oxy
codone, an oxycodone controlled-release tablet, and an oxycodone immediate-release for
mula. Each of the 3 formulations was taken as intended, crushed in water, or crushed in 
alcohol. Some results of that experiment can be viewed in Figure VIII:3. Quantitative re
sults from contrasting these formulations under all 3 conditions showed that the active phar
maceutical ingredient was markedly less extractable from the gel capsules than from 
commercial immediate- and sustained-release oxycodone tablets. 1 Swallowing the gel cap
sule whole produced oxycodone levels similar to those produced by conventional sustained
release formulas. 

A major benefit of gel-cap technology is its imperviousness to the addition of alcohol. 
The spike in plasma levels after ingestion of the gel-cap formula that was crushed and dis
solved in alcohol was less than half that observed from altering a conventional sustained
release formulation (Figure VIII:4). Tests using water showed similar tamper-resistant 
results: The gel-cap formulation yielded only a 20% release of oxycodone, and adding water 
to a conventional sustained-release formulation released 100% of the oxycodone (Figure 
VIII:5). However, people determined to abuse a formulation may still find ways to do so 
(perhaps by smoking the drug or by adulterant). 
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Results of Head-to-Head Challenge Tests Comparing the Abuse Resistance 
of Capsules: Oxycodone Gel, Controlled Release, and Immediate Release 
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Source: Friedmann N, de Kater AW, Butera PG, Webster LR, Ratcliffe S, van Raders 
PA, Langford LM. Remoxy, a novel drug candidate, deters oxycodone abuse in humans 
[abstract]. 3"1 International Congress World Institute of Pain, Barcelona, Spain; Sep
tember 2r-25 2004. 

Formulas Containing an Added Irritant 
A type of aversion therapy involves opioid formulations that are designed to release a 

noxious irritant if the drug is consumed recreationally. Capsaicin, the ingredient that gives 
chili peppers their heat, is one such irritant. When the drug is taken as directed, the capsaicin 
remains inactive. If the drug is chewed or crushed and is then snorted or injected, capsaicin 
acts as an agonist of the TRPV 1 receptor (the receptor that contributes to heat-related pain). 
The result is an intense burning sensation that is extremely uncomfortable but causes no 
damage. Another similar invention combines an opioid with a sequestered emetic that would 
be released in sufficient quantity to cause vomiting if the product were altered. Such deter
rents may be justified if they reduce the diversion of controlled substances for abuse. 
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Gel Caps Less Likely Than Oxycodone Controlled Release to Be Abused 
Via Alcohol-Extraction Methods 
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Pharmacodynamics of Opioids 

100 

The term "pharmacodynamics" refers to the action of drugs on specific opioid recep
tors. In general, the pharmacodynamic response depends on the receptor to which the sub
stance binds, the affinity of the substance for the receptor, and whether the substance is an 
agonist or an antagonist. Some opioid receptors produce more analgesia, and others produce 
respiratory depression, dysphoria, etc. 

Research on Opioid Receptors 
A focus of research on opioids is to develop ligands that bind to opioid receptors to 

preferentially stimulate the desired effect of analgesia while preventing unwanted effects 

such as euphoria, tolerance, physical dependence, or the heightened pain response of hy
peralgesia. It appears that most of the analgesic action of opioids (in addition to many ad
verse effects such as euphoria) occurs at the mu-opioid receptors. Most clinically delivered 

opioids are mu agonists, and most research has centered on manipulating mu-opioid re
ceptors and their subtypes. However, because opioids do not bind to just 1 type of receptor, 

this presents both challenges and opportunities for opioid researchers. 
Delta and kappa receptors have presented problems for opioid researchers in the past. 

Delta agonists are ineffective against pain and may cause convulsions, and centrally acting 

kappa agonists produce dysphoria. Today, however, more recent research into peripheral 
kappa receptors is showing some promise in the amelioration of pain conditions such as 
hyperalgesia.2 Delta antagonists may also be of value in preventing opioid tolerance. Al-
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Gel Caps less likely to Be Abused Via 
Water-Extraction Methods 

Oxycodone controlled-release gel capsule 
after being frozen, crushed, and ground with water 
(as shown on left). Oxycodone controlled-release 
tablet after being crushed and ground with water 
(as shown on right). 

Oxycodonc cx!raci.e<l: 20%, Oxycodone extracted: 100% 

though conclusions have not yet been estabiished, a greater understanding of complex neu
romodulatory systems may enable more selective targeting of sites by pharmaceuticals to 
produce desired benefits. 

Reducing D;ug Reward 
Continued drug abuse rewires the nervous system. The systemic changes induced by 

drug abuse are profound. If scientists can better understand the cellular and molecular de
tails of that altered circuitry, effective treatments for addiction that target the underlying 
compulsion could be developed. A promising approach to safer opioid analgesia is to reduce 
the drug reward valued by abusers. This task is complex because the neuromodulatory sys
tem that establishes and perpetuates drug reward is influenced by interdependent factors. 

One potential research target is the formation of drug-related memories that drive re
peated behavior. Scientists are now experimenting with ways to essentially erase the mem
ory of drug abuse. The place preference demonstrated by addicted rals, which associate their 
desired substance with a particular chamber of the cage, is of interest to scientists in that re
gard. Laboratory tests have achieved some success in disrupting the transference of place 
preference to long-term memory by injecting substances that alter the protein synthesis 
process of the brain.3 The rats studied simply stopped associating the place at which they re
ceived their drug reward with the agent they wanted to obtain. The practical benefits of and 
ethical concerns associated with the use of such a technology in humans are unknown. 

Mice that lack various G--protein-coupled receptors and their ligands demonstrate di
minished drug reward.4 Preliminary work suggests that some addictive substances do not di
rectly activate mu receptors but depend on the release of certain opioid peptides that then 
activate mu receptors. If an intact endogenous opioid system is needed to establish drug re
ward, blocking the pathways involved could reduce the reward not only from opioids but 
from other addictive behaviors involving food, strenuous exercise, tetrahydrocannabinol, 
and nicotine. Research also has implicated cannabinoid-1 (CB-1), substance P and neu
rokinin 1 (NK-1) receptors in drug reward. Laboratory mice lacking NK-1 or CB-1 recep
tors appear to receive analgesia but no reward from morphine.'1 This is an exciting discovery 
because of its potential therapeutic value. CB-1 antagonists may represent a new generation 
of compounds that could be used to treat drug addiction and could be combined with opi
oid agonists to reduce abuse during pain therapy. Possibilities such as these suggest a neu
robiologic pathway that could be exploited via the body's endogenous reward system to 
reduce the euphoric impact of clinical opioids. Much depends on isolating and targeting the 
appropriate receptors and subtypes. 
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The reducing of reward and the lessening of tolerance, physical dependence, and hy

peralgesia should theoretically significantly reduce drug-seeking aberrant behavior in 

chronic-pain patients. This is likely to be true for most such patients. However, the end re

sult of a reduction in drug reward for a person with the disease of addiction is less clear. In 

some animal models, the reduction of drug reward only made the animal work harder to ob

tain the desired drug. It is important to remember that the disease of addiction is marked by 

compulsive consumption that is independent of any reward and that persists even in the 

presence of adverse consequences. 

The Promise of Peripheral Action 
A driving theory behind opioid research posits that central nervous system access is 

required to stimulate the drug reward center. It follows logically that opioid formulations that 

spare the central nervous system while producing strong analgesic effects on peripheral sys

tems could have great potential for decreasing drug reward. By blocking access to the cen
tral nervous system, the body's reward center could be spared stimulation. 

It is clear that peripheral opioid receptors mediate analgesia, but it is not known how 

much analgesia can be produced with only peripheral opioid receptor stimulation. The local 

administration of opiates at the site of injury results in sufficient analgesia that appears to 

be augmented by a preexisting inflammation. In fact, tissue damage has been shown to en

hance analgesia by stimulating opioid receptors at the periphery, perhaps by enhancing G

protein coupling.5 Uninjured nerves do not produce the same increased response to opioids. 

In animal models, peripheral opioids have been shown to be effective in the treatment 

of several types of typically opioid-resistant pain, including neuropathic pain.5 If the re

search goal can be achieved, peripheral opioids could be safer, more precise, and less likely 

to induce abuse than are centrally acting opioids. This type of targeted pain relief offers 

great promise for the future. 

Preventing Heightened Pain Sensitivity 
Opioid withdrawal is known to precipitate hyperalgesia, which is an increased sensi

tivity to pain. Even in the absence of withdrawal, heightened pain sensitivity (which is in
dicated by a lowered pain threshold) can occur after long-term opioid administration.6 

Opioid-induced hyperalgesia has been observed in both animal and human experimental 

models.7 
Current theories suggest that excitatory amino acid receptors, such as the N-mcthyl-D

aspartate (NMDA) receptor, influence the development of opioid-induced hyperalgesia and 

tolerance.6 NMDA receptors also appear to play a critical role in the development of cen

tral sensitization, which is a complicated mechanism of increased pain sensitivity.8 Central 

sensitization precipitates actual changes in cellular structure and function. The clinical im

plications are that the use of an NMDA antagonist could slow the development of tolerance 

and prevent or even reverse the progress of abnormal pain sensitivity.8 The value for abuse 

deterrence lies in the removal of an incentive to overuse pain medication. However, early 

investigational research has shown that centrally acting NMDA antagonists could produce 

central nervous system toxicity. As a result, research in that area is limited. 
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Opioid Hyperalgesia, Tolerance, and 
Dependence Stem from a Switch in Signaling 

1phibitorv 
Opioid Tolerance/Dependence is a Switch in Signaling 

Acute Use 
I d I 

Chronic Use !,--------,• oxyco one: 

1 ;------------, 

Inhibitory 
Signaling Cascade 

Analgesia 

Long-term opioid exposure may lead to analgesic tolerance by excitation of the 
adenylyl cyclase-cAMP pathway. A switch in G-protein coupling by opioid receptors 
from Gila to Gs activates adenylyl cyclase and interferes with the G (beta gamma) inhi
bition of voltage-dependent calcium channels. Coadministration of an ultra-low-dose 
opioid antagonist blocks the G-protein uncoupling and delays or may reverse opioid
associated tolerance and dependence. 
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Cotreatment with an Ultra-Low-Dose 
Antagonist Prevents Excitatory Signaling 

Ultra-Low-Dose Antagonist Prevents Excitatory Signaling 

J Oxycodone + Ultra-Low-Dose Naltrexone 

!~_-// ► 
J 

Fewer Receptors Switch 
their Signaling 

Acute opioid administration activates the mu-opioid receptor-linked inhibitory G-protein. The adenylyl cyclase-cAMP pathway is inhibited by activation of the inhibitory proteins. The G (beta gamma) dimer is released from the Gi/o complex. This leads to inhibition of both voltage-dependent calcium channels and cellular activity and results in analgesia. 
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Opioids and Ultra-Low-Dose Antagonists 

As noted in the section titled "Pharmacokinetics," adding an antagonist to an opioid for

mulation may help to deter dose dumping. An antagonist performs another function as well: 

At an ultra-low dose it can act as a receptor modulator. Early test data indicate that a for

mula containing a minuscule amount of opioid antagonist in combination with an opi

oid agonist may block some of the drug-related reward, slow the buildup of tolerance and 

physical dependence, and extend the action of analgesia.9 In addition, there is evidence 

of a lower incidence of abstinence syndrome when the drug is stopped. These are at

tractive clinical benefits. 

Early evidence indicates that ultra-low-dose antagonist cotreatment derives some of 

its efficacy from the restoration of normal 0-protein coupling patterns. After long-term 

opioid treatment, opioid receptors begin to adapt to the continuous-stimulation agonist. 

The result is an uncoupling of the 0-protein, which leads to excitatory signaling rather 

than the usual inhibitory signaling (Figures VIII:6a and VIII:6b). The mechanism of ac

tion switches from normal Gi/Go coupling to Gs coupling. In this way, the excitatory ef

fects of opioids appear to contiibute to opioid tolerance, hyperalgesia, and physical 

dependence.10·
11 If 1 ng of antagonist is added to the formulation, fewer receptors switch 

their coupling, and this slows the development of tolerance and other adverse effects 

caused by treatment with an opioid (Figures VIII:7a and VIII:7b). 

However, whether opioid formulations that incorporate even ultra-low doses of an

tagonist can provide sufficient pain relief for patients with the worst types of chronic pain 

has not been determined. ln a Phase II study of patients with moderate-to-severe os

teoarthritis, an oxycodone-naltrexone combination administered twice a day produced 

significantly greater pain relief than did placebo, oxyeodone administered 4 times daily, 

or the same oxycodone-naltrexone combination administered 4 times daily. 12 It is notable 

that the subjects who received the agonist-antagonist combination twice daily received 

less antagonist than did patients who received 4 doses daily; therefore, the amount of nal

trexone included in the daily dose seems to be an important factor. 

In a Phase III trial of 719 patients with severe chronic low-back pain, those treated 

with a combination of oxycodone and ultra-low-dose naltrexone reported pain relief 

comparable to that provided by oxycodone alone.9 Those in the oxycodone--naltrexone 

group also reported 50% fewer symptoms of physical dependence and withdrawal than 

did patients treated with oxycodone. Overall, the oxycodone-naltrexone group experi

enced 20% fewer opioid-related adverse effects (including somnolence, pruritus, and 

moderate-to-severe constipation) during treatment than did patients treated with oxy

codone. Of particular note was the finding of less physical dependence when naltrexone 

was added to oxycodone. It is true that physical dependence is distinct from addiction 

and is a predictable physiologic result of long-term opioid therapy. However, patients and 

physicians sometimes associate physical dependence on drugs strictly with addiction 

and either reduce opioid therapy or forego it altogether, even when it is needed for pain 

control. Also, many patients as well as recreational drug users become "hooked" on 

painkilling drugs because their fear of withdrawal symptoms makes it nearly impossible 

to discontinue drug use. In short, pain relief without physical dependence is a most de

sirable clinical benefit. With that in mind, it should be understood that opioid formula-
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tions that use ultra-low doses of antagonist only slow (but do not prevent) the development of tolerance and physical dependence. 

Pharmacogenetics 
Research into the genetics of pain and addiction could lead to pharmacologic advances that would help to prevent abuse by patients treated with an opioid. Gaining a better understanding of the great genetic variability in opioid response among individuals could help to identify those most likely to experience benefit or harm from opioid therapy. This area of research opens the door to the design of opioids that are less likely to stimulate the reward center and that exert more extensive effects on the opioid receptor subunits that induce analgesia. In the future, prescribing the right drug may depend on the genotype of the individual, and it may be possible to determine from the patient's genetic profile which drugs will deliver the best analgesia and prevent abuse. The mapping of the human genome offers immense opportunities for pain researchers. Although the expense of this type of clinical application is still prohibitive in most instances, the cost of genotyping likely will decrease rapidly in coming years. A systematic research approach could uncover much data valuable to the invention of new pain-relief technologies. Genetic therapies require greater sophistication than medical science now possesses, but the future of opioid genetic research appears virtually limitless. 

Individual Genetic Variations 
Physicians who treat pain have long known that the response to opioids varies widely among individuals. Differences in the bioavailability of the drug and the patient's response to pain stimuli explain some (but not all) of that difference. The genetic makeup of individual patients is likely a strong factor. This theory is supported by known variations among ethnic groups in response to opioid medications. When treated with an opioid, whites become more sedated and exhibit more respiratory depression than do Asians; Native Americans display even more depression of the ventilatory response than do whites. 11

·
14 The theory is bolstered further by evidence that inbred laboratory mice (CXBK) show no response to levels of morphine that are analgesic for more than 90% of typical mice. 15 Additional laboratory observations suppmting genetic variation as a factor in opioid response include the following findings: 

• A polymorphism of the MDRl gene may determine the toxic effects of morphine. • A deoxyribonucleic acid sequence variance in the CYP2D6 gene prevents the metabolic change of codeine to morphine, altering codeine's analgesic properties. • Polymorphisms at the mu-opioid receptors and sex differences appear to influence variable responses to opioids.16 

Variations in the amino acid sequence and its potential effect on the efficacy of opioids is an area ripe for further research and is likely only the tip of a very large iceberg of genetic complexity. It has already been shown that a variation in amino acid sequence at the mu receptor can change receptor signaling after stimulation with morphine.17 There is new information, too, about the role that the mu receptor may play in the disease of addiction. Approximately 30 genes that contribute to or mediate the properties of 
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In a murine model, the injection of nonreplicating herpes simplex virus (RSV) vec

tor containing GHGAD67 coding for glutamic acid decarboxylase (GAD) is used to 

transduce the dorsal root ganglion to produce GAD. This increased production of GAD 

at the dorsal horn ganglion converts glutamic acid to gamma-amino butyric acid 

( GABA). GABA is an inhibitory neurotransmitter that blocks the transmission of an im

pulse from I cell to another in the central nervous system, thus preventing the oveifir

ing of nerve cells. This vector-mediated gene transfer has been shown to reduce chronic 

neuropathic pain caused by lumbar root injury in rodents. 

addiction have been identified. Targeting either the gene or the modifiers of gene expres

sion may lead to new analgesics that are less likely to cause addiction. 

Differences in the ways in which people manifest pain are also probably influenced by 

genetics. Research18 with inbred mice indicates variations in behavioral responses to more 

than 20 different pain conditions, which suggests a genetic basis underlying pain process

ing. However, familial inheritance of pain syndromes has not been observed or documented 

thus far. 18 Allele-based association studies may someday shed light on the mystery of why 

pain persists in some patients but not others after nearly identical tissue damage. 

At present, nearly 200 candidate genes that may be involved in pain processing have 

been identified,18 and there may be thousands more. Studies of pain candidate genes may 

help to determine which of hundreds of potential analgesic targets are worthy of further at-
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tention, and the development of novel medications may result. A diagnostic test for the risk of chronic pain is not out of the question. Genetic studies could even illuminate the links between chronic pain and the frequent codiagnoses of depression, anxiety, and substance abuse. These are exciting avenues of research. 

Gene Transfer Technology 
Another intriguing area of research involves gene transfer therapy. This is a process of stimulating opioid production at sites of injury while bypassing central adverse effects. Scientists are working on ways of delivering genes containing pain-suppressing drugs or other products to damaged nerve cells to block the transmission of pain signals from the nerves to the brain. Research combining peripheral opioids with gene therapy suggests that opioidproducing immune cells can be sent to damaged tissues to secrete opioids.5 Also, sensory neurons at peripheral sites produce opioid peptides, which may be stimulated to overexpress through gene transfer therapy.5 

One avenue of research involves transferring the gene coding for glutamic acid decarboxylase (GAD) and delivering it to nerve cells in the dorsal root ganglion near the spine by means of a vector or disabled virus (Figure VIII:8). An enzyme generated by GAD triggers the release of GABA, the powerful neurotransmitter known to block pain signals and the absence of which is linked to the development of neuropathic pain. The pain-suppressing effect of this therapy lasted up to 6 weeks in laboratory rats. 19 Direct delivery to the focal site within the nervous system can eliminate the sedating effect that has thus far limited the feasibility of GABA-centered treatments. Research such as this is still years away from producing useful clinical interventions for patients, but early results suggest that progress is being made toward more carefully targeted and less harmful treatments for pain. 

Paradigm Shifts 

Matching Analgesia to Physiology 
The abuse of opioids may be influenced as much by their manner of use as by their own intrinsic euphorigenic properties. It is clear that the undertreatment of pain can lead to aberrant behavior. However, it is also possible that not synchronizing opioid therapy to the body's normal circadian rhythms may also lead to aberrant behavior. Perhaps it is wise to reexamine the broadly accepted conventional paradigms pertaining to opioid prescribing. Current best practice in the management of chronic intractable nonmalignant pain usually calls for the administration of a sustained-release (12-hour or 24-hour) opioid to relieve persistent pain plus a short-acting agent to combat episodes of breakthrough pain. However, when opioids are prescribed around the clock, some patients experience hypofunctioning of the endocrine and immune systems. The result is a lowered pain threshold and an increased demand for analgesics. If opioid blood levels could mimic the circadian rhythm, the impact on the endocrine and immune systems might be lessened and pain control enhanced. This theory, of course, is only speculative at this time, but studies are under way to examine that concept. 

ls There a Ceiling Dose of Opioids? 
During the past 2 decades, research in pain control has revealed that much higher doses of opioids can be prescribed for chronic nonmalignant pain than were previously believed 
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to be safe or advisable. Will the future involve a change in that view? Do higher doses of 

opioids lead to drug abuse or addiction after all? Pain physicians resist establishing an ar

bitrary ceiling for opioid prescribing, and rightly so. Patients arc so individual in their re

sponses to medication that an effective analgesic dose in 1 patient could be toxic or lethal 

in another. Pain treatment, like all medicine, must be individualized to be effective. How

ever, a belief that opioid tolerance protects a patient from the serious adverse effects of opi

oid use may foster a false sense of security in some pain physicians. It is true that very high 

doses can be safely administered in chronic-pain patients who are opioid tolerant. Does that 

mean, however, that the sky is the limit? Is there absolute protection? Of course not. Judi

cious use of opioids with vigilant management is mandatory. 

The New England Journal of Medicine waded into this unresolved debate with an arti

cle suggesting that limits on opioid dosing may be needed.20 Although many pain specialists 

decided that the authors' assertion (ie, that daily opioid doses of higher than 180 mg could 

be excessive for chronic-pain patients) was alarmist, the larger point of the article was often 

missed. The authors were not attempting to set a nonbreachable ceiling dose for all chronic

pain patients but were pointing out the dearth of research demonstrating the efficacy and 

safety of higher doses of opioids. That is a point well worth considering. Optimal pain relief 

is not always achieved by unrestricted escalation of the dosage of an opioid. Purthermore, any 

opioids prescribed in excess of medical need could be made available for illegal sale or abuse. 

These thoughts do not mean that clinicians should fear prescribing adequate medica

tion or fail to titrate dosages to an optimal analgesic level. To accomplish that, many con

siderations come into play. The ceiling dose of 1 drug may not equal that of another. The 

factors affecting an adequate dosage include the patient's pain level, general health, con

comitant medications, age, sex, type of pain, experience with opioids, and the presence of 

complicating conditions such as heart disease or sleep apnea. In an opioid-tolerant patient 

with chronic intractable pain and no other drug treatment, 240 mg per day of oxycodone 

might not be too much medication. A patient with a similar pain condition who is also tak

ing benzodiazepines for anxiety might need to cut the opioid dosage in half. 

The authors of the article in New England Journal of Medicine cited above summarize 

the matter thus: 
" ... attempts to limit the escalation of the opioid dose sometimes fail. If dose escala

tion is unsuccessful, it is crucial to ask whether the opioid used is effective in treating the 

patient's chronic pain."20 

Conclusion 
Euphoria is an opioid effect sought by patients who want to abuse drngs prescribed for 

pain. The first ohjective of opioid research is to find methods of reducing the euphoria, tol

erance, hyperalgesia, and other undesired effects of opioids while retaining their analgesic 

properties. Failure to confront the problems presented by the adverse effects of opioid treat

ment will risk a reduction in their availability for use in legitimate medical practice. The abil

ity to provide better pain relief with fewer adverse effects would reduce the consequences 

of drug misuse, which is our primary goal. 

Judging from the current research, the future holds a cornucopia of choices for the treat

ment of chronic pain. For at least the next decade, however, and probably beyond, opioids 

will continue to constitute the mainstay of pain control. Clinicians can benefit patients by 
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continuing to learn about the new developments in pain management and addiction control 

and by continuing their commitment to the safe and effective administration of opioids. 
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The first known written mention of the poppy plant, from which opium derives, appears 
in a Sumerian text from the 4th century BC.1 Early healers hailed it as a "plant of joy." Even 
centuries later, some physicians believed that this agony-relieving substance arose from a 

divine origin. The heavenly properties of opium, however, did not come risk free. 
Today, some scientists and medical professionals characterize the treatment of pain 

with pharmaceutical opiates as an anachronism or an "embarrassment that should go the way 
of leeches ."2 Although opiates are an ancient treatment for pain, they still provide an effec
tive and even life-saving therapy for many patients. As analgesics, opioids are peerless. 
They reduce most types of pain by at least 30% percent, on average.3 Research indicates that 

when opioid treatment for chronic pain is stopped suddenly, patients experience more pain 

and a reduced quality of life - not an uncontrolled craving for drugs.4 Few medications 
boast such an efficacious profile. Results like these matter even more now, when serious 
questions are being raised about the increased potential for heart attack and stroke associ
ated with cyclooxygenase-2 inhibitors. 

However, opioids are not a panacea. Time Magazine reports that approximately half of 
all US chronic-pain patients simply do not find a good analgesic solution.5 It is also true that 

a substantial number of individuals treated for addiction to an opioid or another substance 

will experience a recurrence of addiction that will be permanent in some cases. These are 
difficult realities. However, they do not mean that treatment is futile. No other disease boasts 
a cure rate of 100%, and no other treatment regimen commands total patient compliance 
with medical direction. Neither should the fields of pain and addiction medicine be subject 
to unworkable expec;tations. 

Finding the right professional for the job is the first priority. Patients should question 
their family doctors on attitudes toward pain treatment and, when appropriate, should seek 
referrals. Healthcare providers should consult with specialists in a variety of related fields 
when indicated to ensure that patients find and receive the best treatment available. Pain 
treatment is not synonymous with the prescribing of opioids, and a number of very effec

tive nonpharmacologic options are available. The National Pain Foundation provides in
formation on clinical options on its Web site. 6 However, if opioids are indeed best, clinicians 
should not allow misguided fears to interfere with effective therapy. 

Although many questions remain unanswered, most people who take medications for 
pain will not become addicted to them, and most abuse problems can be managed. These 
conclusions should never be taken for granted, however. All clinicians who prescribe opi
oids should remain vigilant. They must screen patients for the possibility of drug abuse and 
clearly outline the goals of treatment before therapy is initiated. They should also continue 
to monitor patients, understand all regulations that apply to the use of opioids, and look to 
the future, when opioid prescribing will become a safer, more exact science. 
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Avoiding Opioid Abuse 
While Managing Pain 

Prescription opioids are dangerous in the hands of drug abusers, but 
. they are also J,eneficial or evettJifesaving f?r miUions of .people who 
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