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Editorial Policy

The mission of the Journal of Opioid

Management is to educate and promote,

through scientifically rigorous research, the

adequate and safe use of opioids in the

treatment of pain as well as the legal and

regulatory issues surrounding abuse, addic-

tion, and prescription practices (both over-

and under-prescribing). Original articles,

case studies, literature reviews, editorials,

and letters to the editor concerning all

aspects of opioid management will be con-

sidered for publication. All submissions,

excluding editorials and letters to the edi-

tor, are subject to peer review by the edito-

rial board prior to acceptance.

Manuscript Submission

Electronic manuscript submission is pre-

ferred. Attach articles in MS Word,

WordPerfect, or rich text (.rtf) format to the

journal email address at jom@pnpco.com. If

submitting via regular mail, please supply

your article on a 3-1/2 inch IBM-PC format

floppy disk in MS Word 6.0 or greater,

WordPerfect, or rich text format (.rtf).

Manuscripts and all correspondence should

be addressed to the Managing Editor, Journal

of Opioid Management, 470 Boston Post

Road, Weston, MA 02493. Submit one paper

copy of the manuscript, typed and double-

spaced, with the floppy disk. As a general

guideline, text should be 1,500 to 2,500

words (seven to 12 pages for a research paper,

three to five manuscript pages for editorials or

book reviews).

Manuscript Format

The cover page should indicate the article’s

title, the full name, highest pertinent acade-

mic degrees, institutional affiliations, and

current address of each author, contact

information for the author handling all cor-

respondence, telephone number, fax num-

ber, and, if the manuscript was orally pre-

sented at a meeting, the name of the organi-

zation, place, and date it was read. The first

use of an un common abbreviation should

be preceded by the full name. Brief defini-

tions of key terms may be appended to the

manuscript and can be presented in paren-

theses after the term within the article. With

the exception of forum articles, book

reviews, or letters to the editor, manuscripts

should include the following five sections:

Abstract, Introduction, Methods, Results,

and Discus sion. Subheads should be insert-

ed at suitable levels. Style should conform

to “Uniform Requirements for Manuscripts

Submitted to Biomedical Journals” (avail-

able online at http://www.icmje.org).

Figures & Tables

The Journal welcomes illustrations,

charts, and photographs to accompany arti-

cles. Figures should be titled and numbered

consecutively according to the citation in

the text. Information presented in figures

and tables should be explained in the text.

If data have been published previously, an

appropriate reference should be included. 

Short, descriptive legends should be

provided on a separate page. Legends for

figures previously published should include

a complete reference to the original publi-

cation, with the copyright designation.

Copies of the publisher's and author's per-

mission to use the figure must be provided.

Photo graphs should include legends and

should be numbered consecutively accord-

ing to the citation in the text and labeled on

the back. Tables, photos, and figures must

be submitted in the following formats:

TIFF, JPEG, or EPS.

Manuscript review

Manuscripts are received with the under-

standing that they are submitted solely to

Journal of Opioid Management and that,

apart from abstracts, none of the material con-

tained in the manuscript has been published

previously or is under consideration for pub-

lication elsewhere. Authors should secure all

necessary clearances and approvals prior to

submission. 

Journal of Opioid Management is a ref-

ereed journal. All manuscripts are generally

subject to review by at least two members of

the editorial advisory board who are noted

experts in the appropriate subject area. The

Journal reserves the right to make editorial

revisions prior to publication.

All manuscripts are acknowledged im -

mediately, and every effort will be made to

advise contributors of the status of their sub-

missions within 60 days. 

References

References are organized in AMA for-

mat; that is, they are to be cited numerically

in the text and in consecutive order, includ-

ing the first three authors followed by et al.,

and listed at the end of the article in the fol-
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Journal articles—

1. Mudd P, Smith JG, Allen AZ, et al.:
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1. Bayles SP (ed.): Nutritional Supple -

ments and Interactions with Analgesics.

Boston: GK Hall & Co., 1978. 
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tive prescribing strategies. In Smith J, Howard
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Management Handbook. Madison, WI:

Clearwater Press, 1998, pp. 310-334.
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Health Care Financing Administration:

HCFA Statistics at a glance. Available at:

www.hcfa/gov/stats/stahili.htm. Accessed

December 27, 2002.

Ethics

Style should conform to “Uniform Require -

ments for Manuscripts Submitted to Biomedi -

cal Journals” prepared by the International

Committee of Medical Journal Editors and

pub lished in Ann Intern Med 1997; 126: 36-47,

and available on the web at http:www.acpon-

line.org/journals/annals/01jan97/unifreqr.htm.

The Journal expects authors to disclose

any commercial or financial associations

that might pose a conflict of interest in con-

nection with the submitted article. All fund-

ing sources supporting the work should be

acknowledged on the title page.

Manuscripts and all correspondence re -

garding them should be addressed to the

Managing Editor, Journal of Opioid

Manage ment, 470 Boston Post Road,

Weston, MA 02493.
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Labopharm and purdue partner 

on once-daiLy tramadoL

A definitive licensing and distribution agreement has
been made between Labopharm Inc. and Purdue Pharma
LP for the once-daily formulation of tramadol.
Labopharm is actively seeking commercialization of the
analgesic, and has completed two Phase III clinical stud-
ies in the United States, with a third already in progress. It
is anticipated that a New Drug Application will be sub-
mitted to the US Food and Drug Administration before
the end of 2005. Tramadol is currently available in the
United States only in immediate-release form, which
requires four to six doses per day for analgesic mainte-
nance. Labopharm is based in Quebec, Canada; Purdue is
based in Stamford, Connecticut. (Source: Purdue Pharma
press release, August 15, 2005.)

new study resuLts for extended-reLease

oxymorphone

In a Phase III trial conducted under the special proto-
col assessment process of the US Food and Drug
Administration (FDA), extended-release oxymorphone
(Endo Pharmaceuticals, Chadds Ford, PA) was shown to
make a statistically significant (p < 0.0001) difference in
pain scores, as compared with placebo. The trial, lasting
12 weeks, involved 205 opioid-naïve patients with mod-
erate to severe low back pain.

Extended-release oxymorphone was initially ap -
proved by the FDA on October 20, 2003. However, the
FDA made the approval with the condition that Endo
provide additional clarification and information, in addi-
tion to a trial confirming the safety and efficacy of the
product beyond what had already been demonstrated.
This supplemental study will be part of the response sub-
mitted to the FDA by Endo, anticipated to be finished in
early 2006. (Source: Endo Pharmaceuticals press release,
August 22, 2005.)

onLine pharmacy owner indicted

Christopher William Smith, 25, owner and operator of
Xpress Pharmacy Direct, was arrested at his home in
Prior Lake, MN this week. Dr. Philip Mach, of Franklin
Park, NJ, and Bruce Jordan Lieberman, 45, of
Farmingdale, NY, were also charged in a multiple-count
federal indictment. The indictment features more than a

dozen charges related to the operation of Smith’s online
business. Smith was ordered held without bond; his attor-
ney, Joe Friedberg, would not comment.

The grand jury alleged that Smith provided prescrip-
tion drugs without verifying customer prescriptions.
Orders were obtained through spam e-mails, Internet
sites, and telemarketing. Smith is considered one of the
world’s worst spammers, according to the Spamhaus
Project, an international antispam organization based in
the United Kingdom.

The indictment includes counts of conspiracy to dis-
pense controlled substances, wire fraud, money launder-
ing, distribution of controlled substances, and introduc-
ing of misbranded drugs into interstate commerce. It also
claims that from March 2004 to May 2005, Xpress
Pharmacy Direct generated sales of more than $20 mil-
lion from medications containing hydrocodone. In May
2005, a federal judge shut down the business and
appointed a receiver to take control of the assets. Federal
authorities seized $1.8 million in luxury cars, two homes,
and $1.3 million in cash.

Prosecutors allege that Smith had Dr. Mach issue
approximately 72,000 prescriptions from July 2004 to
about May 2005. Dr. Mach is registered to practice medi-
cine in New Jersey, but allegedly wrote prescriptions for
patients throughout the United States without having any
contact with them or their primary care physicians.

The US Attorney’s Office said that Mach was represent-
ed by Bruce Levy of New Jersey. A call to his office was
not immediately returned. 

Smith’s former accountant, Bruce Lieberman, was
accused of helping Smith hide the origin of money
earned from the prescription drug business. He also
allegedly helped Smith process credit cards. Marvin
Zevin, Lieberman’s attorney, declined to comment until
his client had made his first court appearance. (Source:
Houston Chronicle, August 25, 2005.)

the brain and pLacebo effect

A new brain-imaging study published in the Journal of

Neuroscience suggests that just thinking you are receiving
treatment is enough to make you feel better. This phe-
nomenon, known as the placebo effect, involves release
of endorphins, the body’s natural painkillers.

Previous studies showed general changes in brain activ-
ity associated with the placebo effect by using functional
magnetic resonance imaging, and scientists therefore

news briefs
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hypothesized that the brain’s opioid system was
involved. The new study uses positron emission tomog-
raphy (PET) brain scans, and the researchers were able to
focus on a specific type of brain receptor and track its
response to a placebo.

The PET scans used by Jon-Kar Zubieta of the
University of Michigan and his colleagues measured the
activity of mu opioid receptors, an integral part of the
body’s natural painkilling system. The receptors help
transmit pain signals from one nerve cell to the next. In a
randomized trial, 14 healthy male volunteers were asked
to undergo the slightly painful but harmless procedure of
having salt water injected into their jaws. For the next 20
minutes, volunteers documented the intensity of partici-
pants’ pain every 15 seconds and then summarized the
experience afterward. Some subjects received analgesic
medication, whereas others were told they were being
given medication but actually received none.

All participants who were told to expect medicine but
given the placebo instead showed an increase in the activity
of their endorphin system. Four brain regions were involved,
and activity in specific areas was also associated with the
subjects’ own descriptions of pain. As an example, dorsolat-
eral prefrontal cortex activity correlated to the effectiveness
the volunteers anticipated from the “pain medicine.”

The results from this study offer the first direct evi-
dence that endorphins can help explain the placebo
effect. “This deals a serious blow to the idea that the
placebo effect is a purely psychological, not physical,
phenomenon,” Zubieta says. “We were able to see that
the endorphin system was activated in pain-related areas
of the brain, and that activity increased when someone
was told they were receiving a medicine to ease their
pain.” It was noted, however, that the results may not
apply to all groups; further investigation is needed to
determine variations based on age, gender, and con-
founding factors such as illness. (Source: http://www. 

scientificamerican.com, August 24, 2005.)

high risk in uLtra-rapid detoxification

Online advertisements for pain-free anesthesia-based
withdrawal from heroin and prescription painkillers are
misleading and the actual technique is life threatening,
according to a study appearing in the August 24, 2005,
issue of the Journal of the American Medical Association.

The study of 106 patients, the most rigorous to date on
the method, showed that patient withdrawal was as
severe as those of addicts undergoing various other
detoxification approaches. It was not pain free, and had
no distinct advantage over other methods.

“Anyone who tells you it’s painless can only honestly
be referring to the period the person is under anesthesia,”
said coauthor Dr. Eric Collins of Columbia University
Medical Center.

Study participants, all addicted to heroin, were divided
into three treatment groups. Those receiving ultra-rapid
detoxification were anesthetized for approximately four
hours while receiving a large dose of a drug that blocks
the brain’s opioid receptors. The anesthesia is meant to
mask the symptoms that would normally occur in an
awake patient.

Patients still underwent withdrawal on awakening,
despite being given additional medications for withdraw-
al symptoms that included anxiety, insomnia, achy mus-
cles and joints, diarrhea, and vomiting. In addition, 80
percent of the anesthesia patients dropped out of fol-
lowup treatment, a rate slightly higher than for another
method in the study.

Since its introduction approximately 15 years ago,
ultra-rapid detoxification has been linked with several
deaths. In one case, New Jersey regulators fined and gave
two-year license suspensions to two doctors practicing
the method, although the doctors were cleared of negli-
gence in seven deaths.

“Some doctors have put their financial interests way
ahead of the well-being of their patients,” said Dr.
Thomas Kosten, professor of psychiatry at Yale
University School of Medicine. He recommends mainte-
nance with methadone or buprenorphine, instead of
detoxification, for narcotics addiction. Methadone and
buprenorphine create physical dependence themselves,
however, and must be tapered gradually to avoid with-
drawal or else continued indefinitely.

Some people choose detoxification because they do
not want to exchange one drug for another, said Jake
Epperly, who runs ultra-rapid detoxification programs in
Chicago and Los Angeles. His company, Midwest Rapid
Opiate Detoxification Specialists, treats approximately
250 addicts annually at $9,200 each.

“We’ve had no problems,” Epperly said, adding that
the study mentioned here used a different ultra-rapid
method than the one in his programs.

The American Society of Addiction Medicine’s policy
statement on ultra-rapid detoxification says the method
should be paired with counseling services and should be
done only by trained staff with access to emergency med-
ical equipment. In addition, patients should be informed
of risks and benefits of the method compared with other
options. (Source: Associated Press, August 24, 2005.)

methyLnaLtrexone and opioid-induced

constipation

Progenics Pharmaceuticals, Inc., has announced addi-
tional positive data from a previously completed Phase III
clinical trial of methylnaltrexone (MNTX) for the treat-
ment of opioid-induced constipation in patients with
advanced medical illness. Final data analysis of the MNTX
301 study showed significant improvements in measures
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of constipation distress, bowel movement difficulty, and
consistency, and global impressions of clinical change.
No increases occurred in pain scores or opioid withdraw-
al symptoms in any treatment group. At both doses of
MNTX that were tested, all prospectively defined second-
ary endpoints exhibited statistically significant differences
compared to placebo. The findings will be presented at
the International Association for the Study of Pain, 11th
World Congress on Pain in Sydney, Australia.

In March 2005, Progenics announced positive top-line
results from the MNTX 301 study. The primary efficacy
endpoint, laxation within four hours, was highly statisti-
cally significant at both MNTX doses that were tested. In
addition, statistically significant results were reported for
both MNTX doses for two secondary endpoints, laxation
within 24 hours and median time to laxation. In the
study, 154 patients were randomized to receive one of

three blinded single doses of study medication: placebo,
MNTX 0.15 mg per kg, or MNTX 0.30 mg per kg. The
MNTX doses were generally well tolerated in patients
with advanced medical illness. In addition, there were no
meaningful changes in pain levels or opioid withdrawal
symptoms at four or 24 hours after double-blind dosing
in any treatment group.

MNTX represents a broad treatment platform, and
Progenics has ongoing clinical programs using three
dosage forms. Subcutaneous MNTX is the subject of a sec-
ond Phase III clinical trial (MNTX 302) in opioid-induced
constipation in patients with advanced medical illness.
Intravenous MNTX has successfully completed a Phase II
trial for treatment of postoperative bowel dysfunction.
Finally, oral MNTX has successfully completed two Phase I
studies in healthy volunteers. (Source: Progenics Web site,
http://www.progenics.com, August 22, 2005.)
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In Part I of this series, I discussed the basic role of the
law in the decision-making process for opioid manage-
ment. I set out three basic rules: 1) read and learn appli-
cable federal and state legal/regulatory materials on
using controlled substances to treat pain, 2) stay current
on accepted clinical standards of care, and 3) use a com-
pliance program to minimize the potential for abuse and
diversion of controlled substances. Here in Part II, I focus
on the third rule and offer a few suggestions on develop-
ing and maintaining a compliance program. I also discuss
using language from legal/regulatory materials in your
practice forms in a manner that, once again, allows you
to “take back your turf” and prescribe opioids without
fear of legal/regulatory sanction (see Disclaimer). Take a
minute to review the self-audit questions that follow and
see where you stand on your knowledge and use of
legal/regulatory matters in your daily practice. More “yes”
answers indicate better knowledge of key compliance
and documentation issues. More “no” and “I don’t know”
answers indicate that more work should be done to mini-
mize potential legal/regulatory compliance problems in
your practice.

self-audit questions1

1. Do you live in a state with an Intractable Pain
Treatment Act and/or guidelines, position state-
ments, or regulations on using controlled sub-
stances to treat pain?

If your answer is yes, have you read and educat-
ed your staff on these materials?

2. Have you compared your office forms with
your state’s legal/regulatory materials on pre-
scribing controlled substances to treat pain?

3. Do you use these forms consistently, are they
drafted in relatively simple language, and are the
terms and words you use internally consistent?

If your answer is yes, do you modify your forms
as needed to stay current with the law and
accepted medical practice?

If your answer is still yes, do you leave that mod-
ification to someone else in your practice, or do
you take an active role in the process to ensure
compliance?

4. Do you know the key elements of medical
record documentation when it comes to pre-
scribing controlled substances for the treatment
of pain?

If your answer is yes, list them here as a reminder
for the rest of this self-audit.

using controlled substances to treat pain:

Key prescribing guidelines

It is not practical to discuss each state’s legal/regulato-
ry materials and documentation requirements in this arti-
cle. Moreover, some states do not have legal/regulatory
materials on this subject matter, the absence of which
may actually promote abuse and diversion of controlled
substances and leave providers subject to the whim of
federal and state authorities, not to mention hurt patients
who have a legitimate medical need for this type of med-
ication. Consequently, I use the Federation of State
Medical Boards’ Model Policy for the Use of Controlled
Substances for the Treatment of Pain (May 2004)2 when
discussing the key elements and documentation areas for
guidelines on using controlled substances to treat pain.3

The Model Policy contains seven key compliance and
documentation elements on the use of controlled sub-
stances for the treatment of pain.4 When comparing the
Model Policy with your state’s materials on the use of
controlled substances for the treatment of pain, look for
differences in directive language, such as “shall” versus
“should” or “must” versus “may.” Directive language
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gives you a good idea where the state draws its bound-
aries relative to controlled-substance prescribing and key
documentation requirements and what it expects of you
to keep your license and controlled drug registration.

The seven elements from the Model Policy are as follows:

1. History and physical evaluation

2. Treatment plan

3. Informed consent and treatment agreement

4. Periodic review

5. Consultations (and referrals)

6. Medical records

7. Compliance with controlled substance laws
and regulations

As with most state legal/regulatory materials,
including guidelines and position statements, key ele-
ments like those set forth here come with basic instruc-
tions. Using a checklist format from my review of the
Model Policy, here are the basic instructions for the
seven Model Policy elements. You might consider
using this to compare the Model Policy with a self-con-
structed checklist of your state’s materials. By doing
so, you will have a very complete list to use when you
examine your current compliance and risk manage-
ment status.

History and physical evaluation

Physicians:

• Must evaluate the patient’s medical history and
perform a physical examination and document
these efforts.

• Should document the nature and intensity of the
patient’s pain.

• Should document the patient’s current and past
treatments for pain.5

• Should document underlying or coexisting dis-
eases or conditions.

• Should document the effect of the pain on the
patient’s physical and psychosocial function.

• Should document the patient’s history of sub-
stance abuse (including alcohol).

• Should document the presence of one or more
recognized medical indications for the use of a
controlled substance.

Based on my review of licensing board and law
enforcement investigations on controlled-substance pre-
scribing, I have a few of my own recommendations6 to
add to this element of the Model Policy:

• Physicians should verify the patient’s self-report
of medication usage with prior providers and
should attempt to do so before prescribing more
than a couple of days’ worth of that same med-
ication to a new patient.

• Physicians should talk to the patient about
his/her reluctance to try a different medication or
combination of medications and document their
efforts in the patient’s medical record.
Sometimes the reluctance stems from a fear of
addiction or simply the process of “change” in
general. Other times, the reluctance stems from
an abuse and/or diversion problem. In either
case, the physician’s role is to determine how the
patient’s reluctance plays into his/her medical
history and the development of the treatment
plan.

• Physicians should review all documentation
from prior prescribing healthcare providers and
talk to that provider about the patient’s case. Of
course, this raises Health Insurance Portability
and Accountability Act (HIPAA) issues, but your
attorneys should be able to tell you that HIPAA
permits communication between healthcare
providers about the “treatment” of the patient,
among other things such as “payment” and
“healthcare options.” This recommendation is
especially important if a patient comes to you on
high doses or combinations of controlled sub-
stances for pain management. This is just as
important when a patient comes to you after
having been discharged by the prior provider for
whatever reason. Your job is to find out why the
patient wants you to review his/her case, what
the prior provider has documented about the
patient’s case, and what the answers to those
questions mean in light of your obligations—eth-
ical, legal/regulatory, and professional.

• Physicians may want to request an initial drug
screen (blood or urine) from patients to verify
patient self-reports and ensure proper patient
assessment and selection in light of the obliga-
tion to follow accepted clinical care standards
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and minimize the potential for abuse and diver-
sion of controlled substances.

In saying all this, I by no means mean to suggest that
you should not prescribe high doses or unusual combi-
nations of controlled substances to your patients when
there is a legitimate medical reason to do so within the
usual course of professional practice. Instead, I want you
to make sure you are evaluating and documenting the
patient’s case in the manner intended by your professional
care standards, licensing board, and your Drug Enforce -
ment Administration (DEA) registration obligations.

treatment plan

Physicians:

• Should use a written treatment plan.7

• Should use the written treatment plan to state
objectives that will be used to determine treat-
ment success, such as pain relief and improved
physical and psychosocial function.

• Should use the written treatment plan to indicate
if any further diagnostic evaluations or other
treatments are planned.

After treatment begins, physicians:

• Should adjust drug therapy to the individual
medical needs of each patient.

• Should realize that other treatment modalities or
a rehabilitation program may be necessary
depending on the etiology of the pain and the
extent to which the pain is associated with phys-
ical and psychosocial impairment.

One of the most problematic documentation issues I see
in the audits I have done is the continued prescribing of the
same controlled substances (sometimes even at higher lev-
els) in the face of pain levels that are always the same, lack of
improved functioning (on physical and psychosocial levels)
according to treatment plan goals, and even in the face of
aberrant drug-related behaviors. No doubt patients react dif-
ferently to pain medications, but the measure of how each
patient is doing must be guided by the treatment plan and
the later element of “periodic review.”

informed consent and treatment agreements

Physicians:

• Should discuss the risks and benefits of the use

of controlled substances with the patient, per-
sons designated by the patient, or with the
patient’s surrogate or guardian if the patient is
without medical decision-making capacity.

• Should require the patient to receive prescrip-
tions from one physician and one pharmacy
whenever possible.

If the patient is at high risk for medication abuse or has
a history of substance abuse, physicians:

• Should consider the use of a written agreement
between physician and patient outlining patient
responsibilities, including 

• urine/serum medication levels screening
when requested;

• number and frequency of all prescription
refills; and

• reasons for which drug therapy may be dis-
continued (e.g., violation of agreement).

This element of the Model Policy reads as if informed
consent and treatment agreements are the same. In pain
policy, they typically are; in the law, however, they are
not.8 In fact, the Federation, and consequently many
states and professional medical organizations, have
blended informed consent elements with treatment
agreement language, unintentionally resulting in the cir-
culation of many “go-by” office forms that fall short of
meeting legal/regulatory standards and fail to accurately
document a physician’s compliance in these areas. For
these reasons, it is critical that you understand the
legal/regulatory distinctions between informed consent
and treatment agreements.

Informed consent relates to your ethical and, in most
states, legal/regulatory obligation to discuss with the
patient the risks, benefits, and treatment alternatives for
use of controlled substances. Informed consent is not
new. It is done when you perform procedures or surgery,
and routinely as part of a general consent for treatment.
While the Model Policy suggests that informed consent is
a “should,” you must remember that policy language is
about “minimum standards,” and this is not the same as a
standard of care or obligation imposed on you by a state
law or regulation/rule. Remember, too, that I view
informed consent from a “more than minimum effort”
perspective, because legal compliance and risk manage-
ment incorporates a broader perspective—one that faces a
different level of scrutiny when challenged, such as mal-
practice based on provider negligence. Thus, to ensure a
solid compliance and risk management program, I
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encourage you to adopt a must- or shall-do attitude and
expand your use of the informed consent process when
you recommend pain medications to your patients.9 In
saying this, I am primarily speaking to those of you locat-
ed in states that use policy language similar to that of the
Model Policy. However, some of you are located in states
where a law or a regulation/rule requires you to use
informed consent when you prescribe controlled sub-
stances. Make sure you understand your state’s position
here. In addition, do not forget to search your state for a
general patient “bill of rights,” as these bills often desig-
nate informed consent as a key issue in all aspects of
healthcare. A good example of a state with these materi-
als is California, which has not only an Intractable Pain
Treatment Act and Patient Bill of Rights, but also an
organization, funded by state agencies, that publishes a
Patient Rights handbook that includes a discussion on
informed consent.10

A treatment agreement is meant to be a boundary doc-
ument—a form setting forth office policies and limits
relating to controlled substances. Treatment agreements
typically remain the same over the term of care with all
patients and change only when office policies change.

Treatment agreement terms include those listed in
Figure 1. Of course, you can modify treatment agree-
ments to your specific patient population so it reflects
what you do when you treat the patient, what you expect
in return from the patient, and what you do to minimize
the potential for abuse and diversion of controlled sub-
stances.

As the Model Policy states, treatment agreements are
something a physician “should” consider when handling
patients with a high risk for medication abuse, or one
with a history of substance abuse. Although the Model
Policy and many states say “should,” this does not mean
you cannot use a treatment agreement with every patient.
If you want to read more about the distinctions between
informed consent and treatment agreements and view
sample forms, you may do so on my Web site.11

periodic review

Physicians:

• Should periodically review the course of pain
treatment and any new information about the
etiology of the pain or the patient’s state of
health.

• Should remember that the continuation or modi-
fication of controlled substances for pain man-
agement therapy depends on your evaluation of
progress toward treatment objectives.

• Should remember that satisfactory response to

treatment may be indicated by the patient’s
decreased pain, increased level of function, or
improved quality of life.

• Should monitor the patient for objective evi-
dence of improved or diminished function.

• Should consider information from family mem-
bers or other caregivers in determining the
patient’s response to treatment, subject to HIPAA
considerations.

If the patient’s progress is unsatisfactory, physicians:

• Should assess the appropriateness of continued
use of the current treatment plan and consider
the use of other therapeutic modalities.

In most states, licensing boards rightly give physicians
discretion on the timing of periodic review based on the
documented, individual circumstances of the patient’s
case. However, states like New Jersey12 and Louisiana13

have regulations that set boundaries on the physician’s
discretion, obligating the physician to see his/her chronic
controlled substances users every 12 weeks at a mini-
mum. Currently, because of the DEA’s Interim Policy
Statement of November 2004, it appears that federal law
may impact the timing for patient followups, particularly
when they involve the issuance of a Schedule II con-
trolled substance. Some states, like California, have
issued some guidance on this issue.14 Check with your
licensing board to see how it interprets the DEA’s Interim
Policy Statement regarding the issuance of multiple
Schedule II prescriptions with “do not fill before” lan-
guage on them in light of patient followup policies/regu-
lations. You should also determine the appropriate fol-
lowup period and criteria using current clinical care
standards and document your reasons for the follow up
period and criteria that you ultimately use.

Periodic review relates to patient monitoring and is a
tough subject, because many patients are good and not a
threat when it comes to handling controlled substances
responsibly. You must remember, however, that when
you use your DEA registration number, you do so under
these conditions: 1) you will issue controlled-substance
prescriptions for a legitimate medical purpose within the
usual course of professional practice, and 2) you will
minimize the potential for abuse and diversion of con-
trolled substances. You must also consider the fact that
the abuse and diversion of prescription controlled sub-
stances is a growing problem in the United States.

There are many ways to meet your periodic review
obligations. Determine what your state says about the
matter and decide how the language in your state’s
legal/regulatory materials can help you establish patient
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monitoring forms and office policies.15 You might also
consider using language from these materials to advocate
for your patients when a healthcare plan wants you to do
something inconsistent with clinical care standards
and/or the state’s legal/regulatory materials. Figure 1
makes some suggestions about periodic review concerns,
as does the work of Passik and Weinreb, titled The Four

A’s of Pain Treatment Outcomes (1998).

consultations and referrals

Physicians:

• Should be willing to refer the patient as neces-
sary for additional evaluation and treatment to
achieve treatment objectives.

• Should give special attention to those patients
with pain who are at risk for medication misuse,
abuse, or diversion.

Remember, “the management of pain in patients with
a history of substance abuse or with a comorbid psychi-
atric disorder may require extra care, monitoring, docu-
mentation and consultation with or referral to an expert
in the management of such patients.”16 For this reason,
and as a matter of smart compliance, I recommend you
take an active role in obtaining documentation of all con-
sultations and referrals directly from the healthcare
provider. When you receive these items, review them
and determine whether the results support the continua-
tion of your current treatment plan or a change relating to
both treatment in general and controlled substances
specifically. After you make your decision, document
your rationale, together with the corresponding consulta-
tion/referral documentation, in the patient’s medical
record.

typical medical records required

Physicians:
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(2005) Key Documentation Components 

Using Controlled Substances to Treat Pain

Periodic 

Review

EPMP

Legend

EPMP = Electronic Prescription Monitoring Program. Check with you state licensing board. 

Single Asterisk (*) means this depends on state licensing board requirements and standards of care.

Double Asterisk (**) means outside source: Passik & Weinreb, The Four A’s of Pain Treatment Outcomes (1998).

History & Physical Evaluation

1. General Patient History
2. Specific Patient History Regarding Pain 
3. Past Treatments for Pain (including medications and other treatments) – Get records directly from prior provider
4. History (Patient and 1st Degree Family) Substance Abuse* (An early consult/referral may be required)
5. Current Report Regarding Pain: Nature, Intensity of Pain
6. Physical Examination*
7. Initial Qualitative Urine/Serum Screen for Presence of Illegal Drugs and Other Controlled Prescribed Drugs*
8. Electronic Prescription Monitoring Program Check or Patient Pharmacy Profile 

Treatment Plan

1. Written
2. Individual to the Patient
3. Goals for Treatment
4. Method of Measuring Goals
5. Period for Return Visits
6. Concept of “Drug Trial”

Informed Consent

1. Risks (Side-effects, Potential for Addiction, Substance Abuse, Physical 
Dependence, Tolerance, Withdrawal Experiences, Use of Other Medications, 
including herbals)
2. Benefits (Return to Work, More Function, Get aspects of their life back)
3. Alternative Treatments
4. Special Issues (Driving, Heavy Machinery, Weapons)
5. Patient Questions
6. Document Patient Understanding
7. Signed and Copy Retained

Treatment Agreement

1. Higher Risk Patients*
2. Sets Treatment Boundaries with Patients
3. Comply with Treatment Plan and Participate Actively
4. One Pharmacy for CS
5. One Physician for CS
6. Not use other CS without Advising You.
7. Urine/Serum Screens
8. Pill Counts
9. Accountability Designation of Family Member/Friend 
10. Report ER and Outpatient Visits
11. Report History of Detoxification Tx
12. Drug Safety
13. Refills/Renewals
14. HIPAA Consent Language 
15. Consequences if Agreement Violated

Periodic Review

Assess the patient periodically, based on the individual 

circumstances of the patient’s case and according to the 

standard of care and state licensing board 

guidelines/regulations.

Activity
Analgesia
Adverse Events
Aberrant Behavior**

Is patient meeting treatment plan goals?
Is patient more functional?
Is pain control improving?
Are there physical reasons to continue the drugs?
Is patient handling drugs responsibly?
If not, reassess plan and patient monitoring protocols.
Is a Urine/Serum Drug Screen Necessary?
Are there psychological issues to address?
Is a Consultation/Referral in order?*

Consultations & Referrals

1. Use as appropriate to standard of care and state licensing boards.*
2. Use early in a treatment plan if patient has history of substance abuse or psychiatric disorder.*
3. Document your efforts at making consultations and referrals.
4. Obtain reports back from consultations and referrals and review with patient.

© 2005, The J. Bolen Group, LLC. All rights reserved. 
This is a Legal Side of Pain® and ProActiveMedX® Educational Tool. 

Call Dan Sherrod at 865-560-1945 for copyright and reprint permissions.

EPMP

Informed 

Consent 

& Treatment 

Agreement

Consultations 

& 

Referrals

History & 

Physical 

Evaluation

The

Patient

Treatment 

Plan

Figure 1. 



• Should keep accurate and complete records to
include 

• the medical history and physical examina-
tion,

• diagnostic, therapeutic and laboratory
results,

• evaluations and consultations,

• treatment objectives,

• discussion of risks and benefits,

• informed consent,

• treatments,

• medications (including date, type, dosage
and quantity prescribed),

• instructions and agreements, and

• periodic reviews.

• Should keep records current and maintain them
in an accessible manner so they are readily avail-
able for review.

This policy statement is simple in words, but often dif-
ficult in deed. Check your state materials to make sure
you are keeping the appropriate records. Audit yourself
periodically and get help if necessary. Finally, if you are
registered with the DEA to dispense controlled sub-
stances from your practice, you must comply with addi-
tional federal and state law record-keeping requirements.

compliance with controlled-substance 

laws and regulations

Physicians:

• Must be licensed in the state where you practice
medicine.

• Must comply with applicable federal and state
regulations governing the prescribing, dispens-
ing, and administering of controlled substances.

• Should read the Physician’s Manual of the DEA
and (any relevant documents issued by the state
medical board) for specific rules governing con-
trolled substances as well as applicable state reg-
ulations.

It should be noted that the Physician’s Manual is not
available at this time because the DEA is revising it.
However, the DEA has an excellent Pharmacist’s

Manual, which can be obtained on their Web site, free of
charge.17 I recommend that you or someone on your staff
download a copy of this and read it. In doing so, you will
have a better understanding of the DEA’s role in monitor-
ing the flow of controlled substances.

additional considerations

The Model Policy contains several definitions relevant
to your daily interactions with patients. As you read them,
think about which of your office forms need these defini-
tions and how you might incorporate them into patient
educational materials. When you use the correct defini-
tions of terms like addiction, physical dependence, and
tolerance, even when your state does not, you will be
giving your patients proper information and informed
consent. You might also help a few understand that it is
okay to use opioids and, assuming no history of chemical
or substance abuse, dispel a few addiction myths. Here
are the Federation’s Model Policy terms and correspon-
ding definitions:

Acute pain. The normal, predicted physiological response
to a noxious chemical, thermal, or mechanical stimulus. It
typically is associated with invasive procedures, trauma, and
disease. It is also generally time limited.

Addiction. A primary, chronic, neurobiologic disease,
with genetic, psychosocial, and environmental factors
influencing its development and manifestation. It is char-
acterized by behaviors that include the following:
impaired control over drug use, craving, compulsive use,
and continued use despite harm. Physical dependence
and tolerance are normal physiological consequences of
extended opioid therapy for pain and are not the same as
addiction.

Chronic pain. A state in which pain persists beyond
the usual course of an acute disease or healing of an
injury, or that may or may not be associated with an acute
or chronic pathologic process that causes continuous or
intermittent pain over months or years.

Pain. An unpleasant sensory and emotional experi-
ence associated with actual or potential tissue damage or
described in terms of such damage.

Physical dependence. A state of adaptation that is
manifested by drug class-specific signs and symptoms
that can be produced by abrupt cessation, rapid dose
reduction, decreasing blood level of the drug, and/or
administration of an antagonist. Physical dependence, by
itself, does not equate with addiction.

Pseudoaddiction. The iatrogenic syndrome resulting
from the misinterpretation of relief-seeking behaviors as
though they are drug-seeking behaviors that are com-
monly seen with addiction. The relief-seeking behaviors
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resolve on institution of effective analgesic therapy.
Substance abuse. The use of any substance(s) for non-

therapeutic purposes or use of medication for purposes
other than those for which it is prescribed.

Tolerance. A physiologic state resulting from regular
use of a drug in which an increased dosage is needed to
produce a specific effect, or a reduced effect is observed
with a constant dose over time. Tolerance may or may
not be evident during opioid treatment and does not
equate with addiction.

If your state’s definitions are out of date, then encour-
age your licensing board to consider updating them. If
your state uses definitions that appear to conflict with the
Federation’s definitions, then check with your licensing
board and ask for clarification, probably best done
through a professional medical organization. If all else
fails, use your state’s definition, but do not forget your
ethical obligation to abide by accepted, current standards
of care, which likely includes using appropriate and cur-
rent definitions.

using legal/regulatory materials 

to your advantage

Now that you have reviewed the Model Policy’s key
elements, go back and review your state materials with
my comments in mind. When you do this, make notes on
key legal/regulatory terms and make it a point to incor-
porate this language into your office forms. This sounds
simple, but I have rarely audited a practice that did this
before my teaching them why it is important and how to
do it. When you use language from legal/regulatory
materials in your practice forms and documentation prac-
tices, you signal that you know what the boundaries are
and how to follow them. You can also do so without
compromising patient care.

I do not believe the law is designed to prevent you
from using controlled substances to treat pain. The law
sets forth boundaries within which you must operate to
preserve a medical license or DEA registration. As physi-
cians, I want you to understand the legal/regulatory
materials in your state and see how they actually protect
those who prescribe within the state’s legal/regulatory
framework. Use key phrases from legal/regulatory mate-
rials in your office forms. Use these phrases when you
write healthcare plans to explain your prescribing ration-
ale. Use these phrases routinely and in connection with
practices that meet or exceed accepted clinical care stan-
dards. When you do, you will have minimized the poten-
tial for abuse and diversion of controlled substances and
the likelihood of any unfavorable legal/regulatory intru-
sion. None of this can stop the event of a board or DEA
inquiry, but it can sure help determine the outcome—in
your favor. Finally, it is important for you to know that
thanks to the work of the Pain & Policy Studies Group at

the University of Wisconsin Comprehensive Cancer
Center and the Federation of State Medical Boards, many
states continue to work to improve existing pain policy and,
where possible, other state legal/regulatory materials.

conclusion

There is no way that I can cover all aspects of the
issues mentioned previously in the space allotted for this
article. I intend to continue this series with a Part III, in
which I will focus on handling common patient chal-
lenges, responding to healthcare plans that ask you to do
things inconsistent with accepted clinical care standards
and legal/regulatory materials, and discharging patients.
For now, however, after reading this article you are in a
good position to make legal/regulatory materials work
for you and your patients. Do your homework and revise
your office forms and policies as necessary. Finally, in
your documentation efforts, remember that patients are
individuals, and your medical records should reflect that
you have treated them as such.

disclaimer

I do not intend for this paper to serve as specific legal
advice. Instead, this paper contains a general outline of
legal/regulatory responsibilities and assumes that the cli-
nician will only prescribe controlled substances for a
legitimate medical purpose within the usual course of
professional practice. If you have a specific legal ques-
tion, make sure you get legal advice from an expert in
this area.

notes

1. I do not intend for this section to cover every question rele-
vant to compliance for controlled-substance prescribing.
2. You may obtain a copy of the Model Policy on the
Federation’s Web site: http://www.fsmb.org.
3. To determine where your state stands, visit http://
www.fsmb.org.
4. It is important to remember that as a “policy,” the
Federation’s Model Policy does not have the force of law in a
state unless the state incorporates the document into a licensing
board regulation or rule. Likewise, a “policy” does not itself set
a standard of care. Instead, a “policy” typically sets forth mini-
mum standards of medical practice as defined by a state licens-
ing board, meaning that you should follow them or have a good
and well-documented reason for not doing so.
5. This is commonly referred to as “verification.” A good way to
do this is to get records directly from prior providers instead of
simply relying on the patient’s self-report or delivery of his/her
own medical records.
6. Remember, these are only my recommendations based on
my experience. Your state’s position on these issues is in con-
trol. If you have a specific legal question in this area, make sure
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to ask your attorney or expert counsel.
7. In some states this is a “must,” and I believe personally that it
is best to use a written treatment plan.
8. I am not attacking the Federation’s efforts here. I was privi-
leged to participate in the drafting of the Model Policy, and I
think that the Federation’s work product has had a very positive
effect on furthering pain management policy in the United
States. However, I also believe that it is important to emphasize
the difference between pain policy and legal/regulatory stan-
dards, especially when it comes to educating physicians about
compliance and risk-management issues. Not only do I look at
documents like the Model Policy from the “how are we balanc-
ing pain care and legal/regulatory interests” perspective, but
also from a “what can and does happen when legal and regula-
tory suits are filed in civil and criminal courts, or before licens-
ing boards” perspective. I mean only for my comments here to
help physicians think about the different approaches to these
matters as they make decisions about their approaches to com-
pliance and risk management.
9. I actually believe that informed consent is required any time
you prescribe any medication to a patient. Take, for example,
the anticoagulation drug, Coumadin. If you had to prescribe this
to a patient, no doubt you would talk to the patient about the
risks of not taking the drug at all, the risks of taking too much or
too little, the risks of taking certain other medications in addi-
tion (e.g., aspirin), the effects of alcohol, etc. You would also
discuss the benefits of using the drug, especially when the
patient has a history of a Factor V Leiden mutation, as I do. And,
finally, you would discuss the treatment alternatives to using
Coumadin. I will discuss extended informed consent issues,
including informed consent for off-label use of medications for
pain management, in a future article.
10. As of August 22, 2005, the Web site for the Patient Rights
handbook is http://www.calpatientguide.org. The American
Medical Association Code of Ethics describes informed consent
as a process, whereby the physician covers the elements

described above with the patient and then allows the patient to
ask him/her directly questions about these matters. If, at any
time, your treatment recommendations involve the use of differ-
ent drugs or drugs in off-label ways, then a new informed con-
sent process is in order.
11. http://www.legalsideofpain.com.
12. New Jersey Administrative Code Title 13, Chapter 35,
Subchapter 7, section 7.6, available online at: http://www.
state.nj.us/lps/ca/bme/statreg/bmeregulations2.doc.
13. Louisiana Administrative Code Title 46, Vol. 45, Chapter 69,
Subchapter B, Section B-6921, available online at: http://www.
lsbme.org/documents/laws_rules/rules/46V45069PrescriptionDi
spensationandAdministrationofMedicatio.pdf.
14. In April 2005, the California Medical Board issued a state-
ment about the DEA’s Interim Policy Statement that suggested
to some that the statement itself required physicians to see their
patients every month, prior to issuing a new Schedule II pre-
scription. In July 2005, the California Medical Board issued a
“clarifying” statement about this matter, stating that the board
did not mean to suggest that physicians must personally see
their patients each month and referred CA physicians back to
the CA guideline on using controlled substances to treat pain.
To read these two items, go to the board’s Web site at
http://www.medbdca.gov and look under Controlled Substances
in the April and July Action Reports.
15. Of course, doing everything I mention in this paper does
not guarantee that you will be problem free when it comes to
issues surrounding the abuse and diversion of controlled sub-
stances. Nonetheless, you will be able to show that you under-
stand the legal/regulatory boundaries and use them to guide
your documentation process.
16. Federation of State Medical Boards’ Model Policy for the Use
of Controlled Substances for the Treatment of Pain, May 2004.
17. To obtain the DEA’s Pharmacist’s Manual, go to
http://www.deadiversion.usdoj.gov and click on “Publications”
and then “Manuals.”
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introduction

Opioid pharmacotherapy in the treatment of head -
aches may be viewed from dichotomous perspectives.
The most common clinical application of opioids is for
acute, symptomatic rescue in migraine headache. The
second, more controversial application, is their use in
a daily scheduled regimen to remediate intractable
chronic daily headaches (CDH). The goal of this arti-
cle is to describe the diagnostic criteria, cautions,
and/or outcome measures for these opioid treatment
modalities.

oPioids for acute, symPtomatic headache relief

Opioids for short-term, symptomatic rescue therapy
for migraine should be used with caution and vigilant
monitoring for potential medication overuse headache
(MOH). Opioids are a risk factor for MOH and trans-
formed migraine, and patients who overuse opioids have
high headache relapse rates after initially successful with-
drawal.1-4 In June of 2005, the International Headache
Society (IHS) redefined the diagnostic criteria for an opi-
oid overuse headache as the following5:

• headache present ³ 15 days/month;

• opioid intake ³ 10 days/month on a regular basis
for > three months;

• headache markedly worsened during opioid
overuse; and

• headache resolves or reverts to its previous pat-
tern within two months after discontinuation of
opioid.

MOH is being recognized more often in headache,
neurology, and primary care clinics, but is still frequently
overlooked. A lack of awareness by the clinician and
patient is the primary contributor to the development of
MOH.

oPioids for refractory chronic daily headaches

The use of daily scheduled opioids (DSO) in treatment
of CDH is a complex and controversial pharmacotherapy
approach. A long-term (³ three years) structured DSO
clinical headache program analyzed the effectiveness,
prevalence of problematic drug behavior, and predictors
of long-term benefit.6 To be eligible for the program, the
patient must have failed to improve with aggressive,
comprehensive care (i.e., hospitalization, detoxification,
aggressive pharmacotherapy, and behavioral manage-
ment) or else had medical conditions in which standard
therapy is contraindicated. The DSO treatment program
consisted of frequent follow-up office visits at four- to
eight-week intervals. Effectiveness of DSO was measured
by the Severe Headache Index (SHI). The SHI formula is
determined by multiplying the frequency times duration
of severe headaches per week.

Only 26 percent of patients benefited from DSO
(defined as 50 percent improvement over baseline). The
age, gender, and diagnosis of anxiety or depression had
no association with success rate of DSO. Response to
DSO during the first month was a strong predictor (67
percent) of which patients would continually benefit at
the end of three years. The use of DSO was not associat-
ed with a decrease in the number of other prophylactic or
abortive medications. All patients signed an agreement
on entry to the clinical headache program clearly stating
an understanding that the dose would not be self-modi-
fied, opioids would be prescribed from one headache
center only, and opioids would be dispensed from one
pharmacy only. Of the patients who stayed in the DSO
program for at least three years, 50 percent committed
one or more agreement violations. 

summary

Optimal acute opioid management involves a con-
tinual awareness of the potential for development of
MOH. Both the clinician and patient should be aware
of the IHS MOH diagnostic criteria. Prophylactic med-
ications should be initiated for patients having two
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headache days per week. Reduction in headache risk
factors should include behavioral modification
approaches to headache control earlier in the natural
history of migraine.

DSO therapy may provide significant long-term relief
to a small percentage of patients suffering from
intractable chronic daily headaches. A one-month DSO
trial may provide a fair indication whether long-term
DSO will be of benefit in the otherwise intractable
cases.
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abstract

Opioid contracts are widely used to manage opioid pre-

scribing in the treatment of pain conditions, but they are

not well studied. A notable gap in our knowledge of opioid

contracts involves the factors that determine their use. As

an initial inquiry, this study evaluated the responses of a

Web-based survey of trainees and faculty in an academic

medical training context to determine correlates of opioid

contract use.

All paid faculty, third- and fourth-year medical stu-

dents, and residents in The University of Oklahoma

College of Medicine were invited via email to participate

in a Web-based survey of their attitudes and prescribing

practices related to controlled prescription drugs.

Respondents composing a subgroup of those who replied

to the survey were identified by their prescription of opi-

oids and by their designation that pain was the most likely

diagnosis for which they would prescribe a controlled

drug. Chi-square analysis was used to determine any cor-

relation between contract use and respondents’ demo-

graphic variables and categorical survey responses.

Analysis of variance was used to determine any correla-

tion between contract use and survey responses that

involved continuous variables.

Our results showed that opioid contract use was signif-

icantly associated with resident status, primary care spe-

cialty, participant estimation of alcohol and illicit drug

abuse by patients, and the participant’s assessment of the

risks in general of prescribing controlled drugs. A majori-

ty of contract users reported that the use of this tool

increased their sense of mastery and comfort with pre-

scribing controlled drugs.

The factors associated with opioid contract use found

in this study suggest there are significant prescriber-spe-

cific determinants of the use of the tool, including train-

ing level, medical specialty, and risk appraisals. Opioid

contracts’ effects on mastery and comfort of the physician

with prescribing opioids suggest that they may play an

important role in facilitating appropriate pain manage-

ment with opioids. Further study is needed to elucidate

environmental and patient-specific factors that may

influence opioid contract use.

Key words: opioids, contract use, prescription, aca-

demic medicine

introduction

The management of pain with opioid analgesics holds
the promise of significantly alleviating suffering and
improving quality of life for patients. However, opioid
prescribing is attended by a number of concerns that may
significantly impact clinical practice. To name a few,
these issues include practitioner concerns regarding ris-
ing prescription drug abuse, fear of causing addiction,
and uneasiness with regulatory oversight of and potential
censure for opioid prescribing practices.1,2 Mindful of
these issues, the thoughtful practitioner may be under-
standably hesitant to prescribe opioids, or he or she may
prescribe opioids at suboptimal levels for appropriate
pain control. On a broader public health level, such pre-
scriber concerns may significantly contribute to inade-
quate medical treatment of pain.3

A widely used but poorly studied method for address-
ing prescriber concerns is the opioid contract.4 Recent
research has begun to characterize these tools. Fishman
and colleagues analyzed opioid contracts from 39 aca-
demic medical centers and reported their most common
features.5 These features included common goals of facil-
itating informed consent, improving patient care through
education, and fostering patient-prescriber agreement on
the treatment. Also noted were frequently identified
statements outlining terms of treatment, proscribed
behaviors, and conditions for patient dismissal. Other
research has attempted to identify the prevalence of opi-
oid contract use, with one study reporting the use of opi-
oid contracts by 42 percent of practitioners in a primary
care setting.6 Others have identified potential problems
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with opioid contracts, including the risk of stigmatizing
patients with substance abuse, patients’ perceiving the
contracts as punitive, and practitioners’ equating a signed
contract with adequate patient compliance.5 Differences
of opinion among medical professionals exist about the
appropriateness of using opioid contracts, but, generally,
such contracts are considered useful tools in managing
opioid prescriptions for some patients.7 In recognition of
such, the American Academy of Pain Medicine published
a sample agreement form.8

Despite the growing knowledge about opioid con-
tracts, important questions about these tools remain.
Such questions include whether opioid contracts are effi-
cacious for the purposes for which they are used.
Additionally, it is not known whether they are binding or
whether they may increase prescriber liability risk.5

Furthermore, it is not clear what factors might be associ-
ated with their use. In the face of a lack of demonstrated
efficacy of opioid contracts, answering this latter question
may be particularly important because it may help uncov-
er the determinants of contract use. Knowledge from this
avenue of inquiry may be useful for a number of reasons.
Determining the factors associated with the use of opioid
contracts may assist with providing a descriptive context
for their use. Such topography could help frame or guide
future research aimed at studying opioid contracts.
Understanding factors linked to opioid contract use may
also broaden understanding of physician behavior, par-
ticularly regarding concerns, beliefs, and motivations
about opioid prescribing. Such knowledge may hold the
potential ultimately to enhance physicians’ clinical per-
formance and care of patients. As a preliminary investiga-
tion, this study examined the prevalence and determi-
nants of opioid contract use among medical faculty and
trainees in a large university-based health system.

Methods

A Web-based survey assessing medical trainee and
faculty attitudes and prescribing practices regarding con-
trolled drugs, including opioids, was administered to
third- and fourth-year medical students, residents, and
paid physician faculty at The University of Oklahoma
College of Medicine. The participants were practicing or
training in various locations across Okla homa, represent-
ing a broad range of primary care and specialty groups.
Their patients were drawn from rural and urban areas
and included those who were insured and uninsured.
Participation was solicited via email, and participants
submitted their responses anonymously through a link to
a Web-page survey. Demographic information gathered
included age cohort (five-year increments); gender;
and training status as medical student, resident (with
specialty training program), or faculty (with specialty).
The study population was acquired by focusing analysis

on participants whose responses indicated a co-occur-
rence of opioid prescription and the diagnosis of pain as
the most likely condition for which they prescribe con-
trolled drugs. The chi-square test was used to perform
several analyses. These included examining the relations
between contract use and factors such as participant’s
demographic variables and their assessment of the risks
of controlled drugs. Analysis of variance was used to
examine the relationship between contract use and par-
ticipants’ estimation of their patients’ abuse of alcohol
and illicit drugs and of prescription drugs. Age and gen-
der were examined as possible confounders by examin-
ing their relationship to contract use via chi-square analy-
sis. Finally, contract users’ evaluation of the effects of
contract use on their sense of mastery and comfort level
with prescribing opioids was assessed. A p value of 0.05
was considered statistically significant.

results

A total of 196 surveys were submitted by participants.
Of this number, 52.6 percent were faculty, 26.0 percent
were medical students, and 21.4 percent were residents.
Representation by 10-year incremented age cohorts was
37.8 percent for ages 20 to 30 years, 24 percent for ages
31 to 40 years, 17.3 percent for ages 41 to 50 years, 16.8
percent for ages 51 to 60 years, and 4 percent for ages 61
to 70 years. One hundred ninety-three participants identi-
fied their gender. Of this group, 54.4 percent were male.
Ninety-eight faculty members identified their practice
specialty. Of this group, 30.6 percent were medical spe-
cialists, 52.0 percent were primary care physicians (e.g.,
general internal medicine, pediatrics, family medicine),
and 17.3 percent were surgical specialists. The total num-
ber of paid faculty, residents, and third- and fourth-year
medical students in The University of Oklahoma College
of Medicine at the time of the survey was 1,419. The sur-
vey response rate was calculated to be 14 percent.

The study population was composed of those partici-
pants who indicated they prescribed opioids (directly or
under supervision) and were most likely to prescribe
controlled drugs for a pain diagnosis in their practice or
training activities. This group numbered 122 (Figure 1).
All of these participants identified their gender and train-
ing status. Of this group, 59 faculty identified their prac-
tice specialty. Age distribution was similar to that of the
total survey response group.

There were no statistically significant differences in
gender distribution across training status groups (n = 122,
chi-square = 4.832, df = 2, p = 0.09) or across faculty special-
ty groups (n = 59, chi-square = 0.514, df = 2, p = 0.77).
Faculty specialty groups did not differ from each other in age
distribution (n = 59, chi-square = 14.841, df = 16, p = 0.54);
however, training status groups differed significantly by age
(n = 122, chi-square = 104.083, df = 18, p < 0.0001). The
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majorities of students (86.1 percent) and residents (60.7
percent) were at or below 30 years of age, whereas most
faculty (75.0 percent) were 36 to 60 years of age.

Regarding contract use, residents were more likely
than medical students or faculty to use a drug contract (n
= 122, chi-square = 6.125, df = 2, p = 0.047) (Figure 2).
Among faculty members, primary care physicians were
more likely than medical or surgical specialists to use a
drug contract (n = 59, chi-square = 25.9, df = 2, p <
0.0001) (Figure 3). Users and nonusers of drug contracts
significantly differed in how they assessed the risks and
benefits of prescribing controlled drugs (n = 121, chi-
square = 6.843, df = 2, p = 0.033). Contract users were
more likely to view risks and benefits as varying signifi-
cantly with each case, whereas contract nonusers were
more likely to endorse the idea that benefits outweigh
risks in most cases. Also bearing on the use of contracts is
the participant’s assessment of the prevalence of alcohol
and drug abuse among his or her patients. Contract users

tended to estimate such rates as higher than contract
nonusers (n = 105, p < 0.001) (Figure 4). Interestingly,
participants’ estimation of the prevalence of their
patients’ abuse of prescription drugs did not correlate
with contract use (n = 106, p = 0.201).

Because age and gender were considered as possible
confounders, their relationship to contract use was exam-
ined. There were no correlations between opioid con-
tract use and participant age (n = 122, chi-square = 9.928,
df = 9, p = 0.36) or gender (n = 122, chi-square = 0.744, df
= 1, p = 0.39).

The majority of contract users indicated that contract
use improved their sense of mastery (54 percent) and
comfort level (64 percent) with prescribing controlled
drugs.

discussion

This preliminary study demonstrates several findings
that may shed light on the determinants of opioid con-
tract use. Within the context of an academic medical
training system, residents are more likely than faculty or
medical students to use opioid contracts. One explana-
tion may be a cohort effect. Residents as a group may be
more familiar with opioid contracts as a recent tool in
pain management. Resident use of contracts may also be
influenced by their training demands. Resident physi-
cians carry a relatively large load of patient care responsi-
bility and are still honing their clinical skills. They may
find the use of such tools especially helpful in managing
opioid prescribing in their frequently complex patients.
In contrast, faculty members, who have acquired clinical
competency and experienced judgment, may not feel
they require the structured assistance an opioid contract
provides. Faculty members typically apply expert skills in
an automatic fashion that may negate the perceived need
for a contract. Medical students, who typically function at
a more basic skill level, may not be aware of the availabil-
ity of or need for contracts. Furthermore, because med-
ical students do not have prescriptive authority, they are
somewhat removed from managing opioid analgesics
and may have little motivation for using opioid contracts.
Finally, the lack of correlation between age and contract
use would contend with arguments that residents’ prefer-
ential contract use owed to age effects.

Another major finding of this study is that, among fac-
ulty, opioid contracts are more likely to be used by pri-
mary care physicians than by medical or surgical special-
ists. A possible explanation is that primary care faculty
members are more likely than specialists to provide con-
tinuous care over time for patients with pain conditions.
Longer-term care may promote a more in-depth doctor-
patient relationship, with all of its attendant rewards and
potential complications. In this context, opioid contract
use may facilitate positive and predictable doctor-patient
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interactions, potentially smoothing the sometimes-diffi-
cult course of treating pain.

How a prescriber assesses the risk/benefit ratio of pre-
scribing opioid analgesics is correlated with opioid con-
tract use. Specifically, contract users are more likely to
see risks and benefits as varying significantly case by
case. By comparison, contract nonusers tend to view
benefits as outweighing risks in most cases. This finding
suggests that contract use may be influenced by a physi-
cian’s priority of awareness of the risks of opioids vis-à-
vis their benefits. Indeed, contracts may be viewed by
users as an important method of containing risks while
retaining benefits. As such, contracts may improve physi-
cians’ comfort levels with prescribing opioids, thus sup-
porting and promoting opioid prescribing. This idea is
supported by our finding that a majority of contract users
reported contract use as having improved their comfort
with and mastery of prescribing opioids. This implies that
opioid contracts have a significant role to play in over-
coming physician concerns that may prevent appropriate
opioid prescribing for pain.

Related to the previously described evaluation of risk
is prescriber estimation of patient abuse of alcohol, illicit
drugs, and prescription drugs. This study found that con-
tract users estimated significantly higher rates of alcohol
and illicit drug abuse in their patients than contract

nonusers. This finding further supports the idea that con-
tract use may be motivated, at least in part, by prescriber
awareness and concerns regarding addiction as a poten-
tial problem among patients. As previously noted, con-
tract use may be perceived as helping the prescriber
manage addiction risks as they may arise in the context of
opioid prescribing. However, there were no significant
differences in how contract users and nonusers estimated
the prevalence of their patients’ abuse of prescription
drugs. This would seem to contend with the view of the
opioid contract as a risk management tool. A potential
explanation may, however, lie with differences in how
physicians anticipate their patients will use opioids based
on their estimation of those patients’ abuse of
alcohol/illicit drugs and prescription drugs. Physicians
may perceive that alcohol and illicit drug abuse raises the
risk of abuse of opioids relatively higher than it does their
similar estimate of risk regarding prescribed drugs. In
other words, the perceived likelihood of alcohol and illic-
it drug abuse may promote opioid contract use more
effectively than the perceived likelihood of prescription
drug abuse. There is some support in the literature for
these perceptions. For example, some studies report that
among chronic pain patients, the risk of drug abuse,
dependence, and addiction is comparable to that in the
general population.9,10 However, studies examining the
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comorbidities associated with alcohol disorders have
indeed demonstrated an increased risk of other drug
dependencies.11

The limitations of this study center on sampling issues.
This study solicited participants voluntarily through uni-
versity email using preconfigured contact lists. Because
the sampling method was not random, self-selection bias
is a possibility. Nonresponders might have declined par-
ticipation for a number of reasons. They might have been
uninterested, felt they were too busy to participate, or
might have been excluded from participating by email fil-
ters or by nonuse of their university email. On the basis
of these selection factors, however, it is unclear that non-
responders would necessarily differ significantly from
responders in how they answered the survey questions.
It is possible that some faculty elected not to participate
owing to the nature of their academic pursuits; that is,
these faculty members may not be involved in direct
patient care, and may devote their time exclusively to
administrative and/or research pursuits. This assumption
is reasonable and has the net effects of reducing the pool
of potential survey participants and raising the survey
response rate.

The survey response rate was calculated to be 14 per-
cent; however, for reasons noted previously, the actual

response rate is likely higher. We might reasonably esti-
mate our response rate to actually be in the 20 to 30 per-
cent range. Two sources suggest that this response rate is
within the range of expectation. One source reports that
samples drawn from a consumer email database of those
opting in for contact will have response rates in the 20 to
50 percent range.12 Another source, a review of studies
using email surveys, reports an average response rate of
31 percent.13 Thus, the response rate to our survey
appears comparable to those of other online surveys.
Nevertheless, it is probably wise to interpret the findings
of this study with caution. Given the response rate to the
survey, the results may not provide a complete picture of
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the university-based population it samples. Additionally,
the study findings may not be generalizable to nonacade-
mic practice settings.

Despite its limitations, this study offers important
insights into the possible determinants of opioid contract
use. Our findings suggest that these include the physician
prescriber’s level of training, assessment of alcohol and
illicit drug abuse prevalence among one’s patients, and
practice specialty. Furthermore, opioid contract use may be
reinforced by the increased sense of mastery and comfort
they provide to users and might be viewed as vehicles for
promoting and sustaining appropriate pain management
with opioids. These findings suggest the use of opioid
contracts is a complex behavior influenced by several
prescriber-specific factors. Our study focused on pre-
scriber-specific factors, but patient-specific or environ-
mental factors, such as patient age or regulatory oversight
of opioid prescribing, may also influence opioid contract
use. In addition to replicating and expanding on the find-
ings of this study, further research might examine these
external factors. Ultimately, a better understanding of
physician behaviors involved in prescribing opioids may
allow for improved physician confidence in and under-
standing of opioid prescribing, potentially enhancing the
management of pain.
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abstract

Randomized controlled trials of prescription heroin

have shown success in reducing drug-related harm

among chronic opiate injection drug users (IDUs) in sev-

eral European nations. We sought to explore willingness

to participate in a heroin trial among a well-character-

ized North American cohort of IDUs, and therefore per-

formed analyses of factors associated with willingness to

participate in a prescription heroin trial among IDUs

enrolled in the Vancouver Injecting Drug Users Study

(VIDUS). Of 410 current heroin injectors followed

between May and November 2002, injecting heroin fre-

quently (more than once daily) [odds ratio (OR) 1.33; 95

percent confidence interval (CI) 1.06 to 1.69] and being

enrolled in methadone maintenance therapy (MMT; OR

1.33, 95 percent CI 1.06 to 1.69) were associated with

willingness to participate in a trial. In subanalyses, sta-

tistical associations with willingness to participate in a

trial among current MMT users were frequent injection

of heroin (OR 2.12, CI 1.16 to 3.88) and speedballs (OR

2.57, CI 1.02 to 6.48), frequent crack cocaine use (OR

1.84, CI 1.11 to 3.06), lending of syringes (OR 3.22, CI

1.08 to 9.65), and requiring help to inject (OR 1.83, CI

1.01 to 3.33). Among IDUs, willingness to enroll in a

heroin prescription program was associated with high-

intensity heroin injection and high-risk behaviors and

was particularly prevalent among individuals who

have been unable to significantly reduce their injec-

tion drug use on MMT alone. These findings indicate

that a clinical trial of prescribed heroin should be able

to enroll an appropriate sample of drug users and prop-

erly assess the treatment potential of prescribed opiate

pharmacotherapy.

Key words: prescription heroin, methadone mainte-

nance therapy, injection drug use, treatment

introduction

Clinical controlled trials of prescription heroin in
Europe have shown success in reducing drug-related
harm among chronic opiate injection drug users (IDUs)
while showing no elevated health risks or evidence of
having increased the number of IDUs.1,2 The findings
from these studies have prompted the expansion of exist-
ing heroin prescription programs and the addition of new
trials.3,4 Despite the rapid spread of human immunodefi-
ciency virus (HIV) infection that has occurred in cities
across North America, the effects of heroin prescription
remain unknown in this setting.5,6 However, Canadian
investigators have developed a protocol to test the feasi-
bility of a prescription heroin program in North America
through the establishment of several clinical control trial
sites in cities with a high prevalence of IDUs.7 The
Vancouver, British Columbia prescription heroin trial
began in the spring of 2005.

Although heroin prescription programs are being con-
sidered in other settings, we are aware of no study inves-
tigating willingness among IDUs to enroll in such pro-
grams. We therefore undertook this study to investigate
the acceptability of prescription heroin among a well-
characterized cohort of IDUs at the Vancouver trial site.

Methods and Materials

We investigated correlations with willingness to partic-
ipate in a heroin prescription trial among IDUs enrolled
in the Vancouver Injection Drug User Study (VIDUS), a
prospective study of IDUs who have been recruited
through self-referral and street outreach from Van -
couver’s Downtown Eastside since May 1996. To date,
over 1,500 participants have been enrolled. The cohort
has been described in detail previously.5,8 Ethical
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approval for the project was provided by the University
of British Columbia’s Ethics Committee on Human
Experimentation.

The current analyses were restricted to VIDUS partici-
pants who were current heroin injectors at the time of
interview and who were followed between May 2002 and
November 2002 and replied to the following question
asked of participants during this period: “If a structured
prescription heroin program similar to methadone was
available, would you use it?” We used contingency table
analysis to compare sociodemographic and risk variables
between participants who were willing and those unwill-
ing to participate in a prescription heroin trial.

For the current analyses, variables of interest included
baseline sociodemographics of gender and ethnicity
(aboriginal vs. other), as well as continuous variables
referring to the previous six months at the time of inter-
view, including unstable housing, heroin, cocaine and
speedball injection, crack cocaine smoking, sex-trade
involvement, binge use of drugs, requiring help to inject,
public injecting, and syringe borrowing and lending. To
be consistent with our previous work, unstable housing
was defined as living arrangements that included single-
room occupancy hotels and homelessness, and sex-trade
involvement was measured as having sexual partners
with whom sex was traded for money, drugs, or shelter.
“Borrowing” refers to the use of used syringes, and “lend-
ing” refers to lending used syringes. “Speedball” refers to
a mixture of heroin and cocaine. Binge drug use is well
understood by local IDUs and generally refers to compul-
sive high-intensity injection drug use that differs from
normal patterns of consumption, often very frequent
cocaine and/or polydrug injection for periods ranging
from a few days to a few weeks. Requiring help with
injecting is a common practice among many IDUs where-
by others are relied on to inject the drugs due to col-
lapsed veins and/or difficulty accessing veins. All contin-
uous variables were elicited in reference to the six
months preceding the interview.

results

Of 410 IDUs who met eligibility criteria, 256 (62 percent)
reported willingness to participate in a prescription heroin
program. Willingness was associated with sex-trade involve-
ment (OR 1.88, 95 percent CI 1.08 to 3.27), frequent (more
than once daily) heroin (OR 2.89, 95 percent CI 1.90 to 4.40)
and speedball injection (OR 2.13, 95 percent CI 1.13 to 4.03),
and current use of methadone maintenance therapy (MMT)
(OR 1.77, 95 percent CI 1.18 to 2.65).

We were aware that a substantial proportion of opiate
addicts in the cohort may have been excluded from the
study because they were currently on MMT and not
actively injecting heroin. We therefore performed sub-
analyses of the 301 individuals who were followed

between May 2002 and November 2002 and who report-
ed being currently on MMT. Willingness was associated
with lending used syringes (OR 3.22, 95 percent CI 1.08
to 9.65), requiring help to inject (OR 1.83, 95 percent CI
1.01 to 3.33), and frequent heroin (OR 2.12, 95 percent CI
1.16 to 3.88), crack (OR 1.84, 95 percent CI 1.11 to 3.06),
and speedball use (OR 2.57, 95 percent CI 1.02 to 6.48).

discussion

Vancouver, British Columbia, has been the site of an
explosive outbreak of HIV infection among IDUs. To
respond to the growing public health concerns in this
population, MMT services have been revised and
expanded in recent years to increase the availability of
MMT to Vancouver-area IDUs. MMT in this setting is
available free of charge, prescribed primarily by commu-
nity physicians, and dispensed by community pharma-
cists. Average daily dosages range from 75 to 80 mg, and
while efforts have been made to expand the program,
waitlists still exist. Currently, there are no regulatory
requirements to discharge MMT patients for infractions,
including ongoing illicit drug use.9

Our finding of an association between current MMT
users, ongoing heroin injection, and willingness to partic-
ipate in a heroin trial suggests that MMT may not be a suf-
ficient treatment for some heroin injectors and corrobo-
rates similar findings in other studies of IDUs.1,10,11

Prescription heroin and heroin combined with MMT in
other trial settings has been found to be more effective
than MMT on its own in reducing continued frequent
injection, as well as illegal activities and cocaine use.1,12

The types of potential benefits that could occur in this
high-risk population include a reduction in drug-related
harm and blood-borne infections.

As would be expected, participants that were willing
to participate in a heroin trial were those with uncon-
trolled addictions and who were injecting heroin and
speedballs on a frequent basis, often despite the use of
MMT. This finding underscores the fact that many IDUs,
particularly high-intensity polydrug users, are willing to
engage in therapeutic treatment programs to gain control
over or change their addictive behavior. Sex-trade
involvement, requiring help to inject, and frequent crack
and speedball use in this setting have been associated
with a number of high-risk practices, including syringe
borrowing and lending.

In summary, willingness to enroll in a heroin prescrip-
tion program was associated with high-intensity heroin
and cocaine injection, sex-trade involvement, and use of
MMT. Among individuals currently on MMT, willingness
was associated with ongoing high-risk behaviors that
have been associated with HIV incidence, criminal activi-
ty, and community harm. These findings provide evi-
dence that the initiation of a heroin prescription trial may

Journal of Opioid Management 1:4 n September/October 2005202



be associated with substantial public health and community
benefits and support the rationale for heroin prescription in
Vancouver and potentially other settings in North America.
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abstract

Radiotherapy (R/T) is frequently used for palliative

treatment of painful bone metastases; however, complete

alleviation of pain is not always achieved. This study was

designed to evaluate pain management outcomes and

quality of life (QoL) measures in cancer patients with

metastatic bone pain receiving a combination of R/T and

either transdermal therapeutic fentanyl (TTS-F) patches

or codeine/paracetamol.

A total of 460 palliative care patients with bone metas-

tases who received R/T were enrolled in this prospective,

open-label study. The patients were randomized to initial-

ly receive a total dose of 120 mg codeine/paracetamol per

day or TTS-F patches releasing 25 µg fentanyl per hour.

Pain measures were assessed on the basis of selected ques-

tions from the Greek-Brief Pain Inventory. Overall treat-

ment satisfaction (scale, 1 to 4), QoL, and European

Collaborative Oncology Group status were also recorded.

Among the 460 patients, 422 were eligible for evalua-

tion. Pain measures in the TTS-F group demonstrated sta-

tistically significant improvements during the study that

were superior to those in the codeine/paracetamol group

(p < 0.05). Likewise, there was a significantly greater

increase (p < 0.05) in the mean satisfaction score for

patients in TTS-F group at every visit between baseline

and month two. The vast majority (95.8 percent) of

patients in the codeine/paracetamol group increased their

medication dosage until the end of the study, whereas in

the TTS-F group the respective percentage was only 6.1.

Both treatments were generally well tolerated, with consti-

pation as the most common side effect followed by sleep

disturbances and nausea. The overall frequencies of side

effects were higher in the codeine/paracetamol group.

The results therefore indicate that TTS-F offers more

effective pain relief than codeine/paracetamol, in combi-

nation with R/T, in patients with metastatic bone pain,

obtaining complete treatment satisfaction matched by

improvements in their QoL.

Key words: bone metastases, pain, radiotherapy, fen-

tanyl, codeine/paracetamol, palliation

introduction

Moderate to severe pain is experienced by one-third of
cancer patients receiving active therapy and by 60 to 90
percent of patients with advanced disease.1,2 Bone pain is
the most common type, and approximately 70 percent of
patients with bone metastases experience pain at some
point during the course of their disease. Advances in the
diagnosis and treatment of cancer, coupled with
advances in our understanding of anatomy, physiology,
pharmacology, and pain perception, have led to
improved care of the patient with metastatic bone pain.3

Such patients are managed most effectively by a multidis-
ciplinary approach with local radiotherapy (R/T) and the
use of many analgesic agents, such as opioids, nons-
teroidal anti-inflammatory drugs (NSAIDs), corticos-
teroids, and biphosphonates, which provide additional
benefit in the adjuvant setting. Moreover, the expertise of
a wide range of healthcare professionals is of great signif-
icance in the management of pain attributable to bone
metastases. Nevertheless, the ideal therapy for metastatic
bone pain remains a subject of considerable debate
among clinicians.

The transdermal therapeutic fentanyl system (TTS-F)
(Duragesic, Janssen Pharmaceutical Products, LP, Titus -
ville, NJ) has been used in the management of cancer
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pain with promising results.4,5 Open-label and prospec-
tive evaluations of efficacy, tolerability, and toxicity in
cancer pain management have indicated that TTS-F is
safe, with toxicities similar to those reported for other
opioids. Constipation, nausea, and vomiting are the most
common side effects.6-11 Pain relief is rated as good by 49
to 82 percent of patients, and many as 63 percent of
patients prefer TTS-F.6,10 One large, randomized, open,
two-period crossover study and a cross-sectional quality-
of-life (QoL) study of TTS-F versus sustained-release oral
morphine demonstrated more sustained pain relief and a
lower frequency and severity of side effects, making TTS-
F the preferred analgesic among participants.12,13

However, although the analgesic efficacy and tolera-
bility of TTS-F has been established, until now there has
been only one small study that demonstrated its efficacy
and safety profile in combination with R/T in the man-
agement of metastatic bone pain.14

The present study was conducted to examine the effi-
cacy and safety of TTS-F with that of codeine/paraceta-
mol, in combination with R/T, in the palliative care set-
ting in patients with metastatic bone pain. In addition,
this study was designed to investigate pain management
outcomes and QoL measures in these patients.

Patients and methods

From 1996 to 2003, a total of 460 palliative care
patients with bone metastases experiencing moderate to
severe chronic cancer pain were enrolled in this study.
The local Ethics Committee approved the study, and each
patient provided informed consent. The study was per-
formed in accordance with the Helsinki Declaration of
1975, as revised in 1983, and according to European
guidelines for good clinical practice.

Eligible patients were aged at least 18 years, able to
communicate effectively with study personnel regarding
the nature of their pain and their QoL, and adequate
communication and cooperation could be had from the
patient’s family. Inclusion criteria also included histologi-
cally confirmed malignancy with bone metastases, chron-
ic moderate to severe cancer pain requiring strong opioid
analgesics, and patient informed consent. Bone metas-
tases were confirmed from computed tomography, mag-
netic resonance imaging, simple x-rays, or bone scintigra-
phy. Exclusion criteria included a history of opioid abuse,
contraindications to opioids, and opioid use outside of
the designated treatment regimen. Patients with the fol-
lowing conditions were excluded: cardiac, respiratory, or
mental dysfunction; hepatic insufficiency (aspartate
aminotransferase, alanine aminotransferase > 200 U per
L); and renal failure (creatinine > 2.5 mg per dL).

All participants underwent palliative radiotherapy and
then were randomized to initially receive the TTS-F 25 µg per
hour patch applied every 72 hours or codeine/paracetamol

at a total dose of 120 mg per day. No significant differ-
ence was detected between the two groups for pain
measurements at baseline, confirming the homogeneity
between the two groups. This was the reason that in both
groups, approximately equianalgesic doses were given.
Medication doses could be escalated during the trial for
sufficient relief of emerging pain. All patients had already
received palliative radiotherapy at the site of their painful
bony metastases in 10 daily fractions (total dose of 30 Gy,
3 Gy per fraction, five days a week) with one or two radi-
ation fields, by linear accelerator or 60Co. All patients that
were included in the study had moderate to severe bone
pain refractory to common analgesics and were naïve to
mild or strong opioids. The type of this pain, called “noci-
ceptive,” is perceived with evidence of neuroradiologic
tissue damage.

Data were collected on diary cards at the following
time points of the study: baseline; 72 hours; seven, 14,
and 28 days; and two months. Only patients with com-
plete data for all relevant time points were included in
the final analysis. Standard information collected on the
patient’s diary card at every visit included QoL, Greek-
Brief Pain Inventory (G-BPI), overall treatment satisfac-
tion, European Collaborative Oncology Group (ECOG)
status, side effects, and use of concomitant medications.
At baseline, both demographic and clinical characteristics
were obtained, including family and educational status. A
detailed medical history was also obtained and a com-
plete physical examination was performed for each
patient. Additional data included cancer location(s); type
and etiology of pain; use of concomitant analgesic med-
ications (NSAIDs or SAIDs); type, frequency, and grade
of any side effects (i.e., constipation, nausea, sleep distur-
bances, vomiting, rashes/pruritus and sweating); ECOG
status (0 to 4), and concurrent use of adjuvant hormonal
therapy. Side effects were graded according to the
Common Toxicity Criterion.15

For QoL assessment, a Visual Analog Scale (VAS) from
0 to 10 was used [highest (0) to worst (10)]. Three ques-
tions contained within the G-BPI (5, 9i, and 9ii) were
used as an assessment of the patient’s pain index.16 These
scores are shown in Figure 1. The Brief Pain Inventory
(BPI) is a reliable yet simple pain assessment tool, which
has been translated into Greek and validated.16 Patients
were also asked to rate their treatment satisfaction during
the study by using a self-assessment scale (1 to 4), with 1
corresponding to “not at all satisfied,” 2 to “fairly satis-
fied,” 3 to “satisfied,” and 4 to “completely satisfied.”17,18

The increment of the dose was dependent on the
patient’s needs. When the self-assessment scale was 1 or
2 and their pain score was ³ 3, the drug dose was
increased.

Changes in measurable scores between the TTS-F and
codeine/paracetamol groups and their potent correla-
tions were assessed using the chi-square test and analysis
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of variance (ANOVA) for categorical and continuous vari-
ables, respectively. All tests were two-sided; p < 0.05 was
considered statistically significant.

results

A total of 460 patients were enrolled in the study and
were randomly assigned to the two treatment groups.
Table 1 summarizes the patient population’s general
characteristics and demographics, primary and metastatic
cancer site, and types of pain and adjuvant hormonal
therapy. A total of 11 patients in the TTS-F group did not
adhere to the protocol from baseline and five were exclud-
ed due to severe anemia, whereas in the codeine/paraceta-
mol group nine and two patients, respectively, were also
excluded for the same reasons. Ten patients in the TTS-F
group did not receive palliative R/T, and three were
excluded due to acute intestinal obstruction (ileus).
These exclusions made 201 patients from the TTS-F
group and 221 from the codeine/paracetamol group

 eligible for the study. During the course of the study, 17
(4.0 percent) patients withdrew. Nine (2.1 percent) with-
drew as a result of uncontrolled pain relief, and one (0.24
percent) owing to side effects. The seven (1.7 percent)
other patients died during the study.

Patients in TTS-F group started with an initial dose of
25 µg per hour; the codeine/paracetamol group with a
total dose of 120 mg per day. In the TTS-F group the
patients were allowed to take paracetamol/codeine with
the onset of TTS-F application and, therefore, every six
hours for the first 12 hours as rescue.

At the end of the study (month two), among the 215
patients in the codeine/paracetamol group who complet-
ed the study, only nine (4.2 percent) continued to receive
the initial dose of 120 mg per day. Twenty (9.3 percent)
patients increased their dose to 240 mg, 186 (86.5 per-
cent) to 360 mg, and five (2.3 percent) withdrew because
of uncontrollable pain, whereas in the TTS-F group, the
vast majority of patients (184 out of 188; 97.9 percent)
maintained their medication at the initial dose, and only
four (6.1 percent) increased their dose to 50 µg per hour.

The summary statistics showed a progressive improve-
ment in QoL, ECOG score, pain management, G-BPI
(questions 5, 9i, and 9ii), and in overall treatment satisfac-
tion for the two groups. Mean VAS QoL score 28 days
post-baseline decreased gradually from 7.33 ± 1.09 to
4.43 ± 1.35 in the codeine/paracetamol group and from
7.28 ± 1.00 to 4.23 ± 1.31 in the TTS-F group. Likewise,
ECOG score in the codeine/paracetamol group
decreased from 2.33 ± 0.49 to 1.91 ± 0.59 and from 2.33 ±
0.63 to 1.98 ± 0.82 in the TTS-F group, showing a similar
improvement between two groups. G-BPI scores (ques-
tions 5, 9i and 9ii) for the two groups are shown in Figure
1. All three G-BPI parameters decreased gradually during
the study until month two in both groups, but patients in
the TTS-F group experienced greater decrease, indicating
greater pain relief, than patients in the codeine/paraceta-
mol group (p < 0.05). For patients in the TTS-F group, the
mean differences from baseline to study end (month two)
in G-BPI questions 5, 9i, and 9ii were 5.39 ± 1.54, 5.38 ±
1.65, and 5.60 ± 1.87, respectively. For patients in the
codeine/paracetamol group the mean differences were
5.26 ± 1.46, 5.22 ± 1.40, and 5.33 ± 1.63, respectively.
Similarly, there was a significant greater increase (p <
0.05) in the mean satisfaction score for patients in the
TTS-F group at every visit between baseline and month
two (Figure 2).

Overall, both analgesic therapies were well tolerated.
Table 2 indicates the percentage of side effects, expressed
as the number per patient per visit. The most common side
effect was constipation, with the highest incidence within
patients in the codeine/paracetamol (28.5 percent) and
TTS-F groups (18.4 percent) on the day seven visit.
Respective highest rates for sleep disturbances were
20.4 percent in the codeine/paracetamol group and 18.4

Figure 1. Pain measures: Results for questions GBPI-5, -9i,

and -9ii for the two groups from baseline to month two.
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Table 1. Patient characteristics and demographics

Patients R/T + TTS - F R/T + C/P

Number 201 221

Gender
Male 95 (47.3) 124 (56.1)

Female 106 (52.7) 97 (43.9)

Age (yr) 60.7 ± 13.2 60.9 ± 12.1

Age range (yr) 25 to 88 33 to 80

Family status
Married 139 (69.5) 158 (71.5)

Single/divorced 61 (30.5) 63 (28.5)

Education

Primary 46 (23.0) 84 (38.0)

Secondary 89 (44.5) 86 (38.9)

University 65 (32.5) 51 (23.1)

Primary cancer location

Lung 58 (28.9) 86 (38.9)

Kidney/bladder 61 (30.3) 54 (24.4)

Gastrointestinal 33 (16.4) 31 (14.0)

Breast 29 (14.4) 18 (8.1)

Unknown 8 (4.0) 15 (6.8)

Other 12 (5.9) 17 (7.7)

Site of bony metastasis

Thoracic spine 38 (18.9) 43 (19.4)

Lumbar spine 47 (23.4) 52 (23.5)

Cervical spine 36 (17.9) 39 (17.6)

Thoracic + lumbar 24 (11.9) 31 (14.0)

Pelvis 26 (12.9) 24 (10.9)

Femur 9 (4.5) 10 (4.5)

Scapula 21 (10.4) 22 (10.0)

Other metastases

Brain 29 (14.4) 38 (17.2)

Gastrointestinal 23 (11.4) 9 (4.1)

Lung 16 (8.0) 2 (0.9)

Adrenal 12 (6.0) 7 (3.2)

Numbers in parentheses are percentages; C/P, codeine/paracetamol; R/T, radiotherapy; TTS-F, transdermal therapeutic fentanyl.
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percent in the TTS-F group on the same visit. The high-
est incidences for nausea emerged only 72 hours post-
baseline, and were 10.0 percent and 8.0 percent for
the codeine/paracetamol and TTS-F groups, respec-
tively. The overall frequencies of side effects showed
a steady decline from an initial increase after the first
doses of medications (baseline to 72 hours or day
seven), and these side effects were successfully treat-
ed with appropriate medications (i.e., antiemetics, lax-
atives).

discussion

The vast majority of patients who die of cancer have
tumor metastasis. Bone is the third most common organ
involved by metastasis, behind lung and liver.19 The
increasing age and size of the population leads to an
increased number of cases of cancer; this, coupled with
longer patient survival, increases the incidence of
metastatic lesions to bone. Patients with bone metastases
most often present with pain as the principal symptom.
As more patients are living with bone metastases, the
main challenge for healthcare providers is to provide suf-
ficient analgesia to improve patient QoL. Current man-
agement of painful bone metastases involves a multi-
modality approach, including systemic therapies—
chemotherapy, hormone therapy, analgesics, and other
medications (i.e., bisphosphonates)—and R/T.20-22

External-beam palliative R/T is an important technique
for treatment of metastatic bone pain. Irradiation achieves
at least partial relief of pain in 80 to 90 percent of patients,
with better outcome in those with a limited number of well-
localized bony metastases.23-26 The optimal dose and frac-
tionation regimen for palliative therapy of metastatic bone
lesions has been debated.24,26,27 It can be given as a single
fraction or in multiple fractions over several days.28

Figure 2. Mean patient satisfaction scores for the two

groups from baseline to month two.

Table 2. Side effects during study period

Time Group Constipation Nausea Sleep disturbances Vomiting Rash/pruritus Sweating

Baseline

TTS-F 6 (3.0) 2 (1.0) 1 (0.5) 1 (0.5) 0 (0.0) 0 (0.0)

C/P 15 (6.8) 5 (2.3) 6 (2.7) 3 (1.4) 0 (0.0) 0 (0.0)

72 hours

TTS-F 37 (18.4) 16 (8.0) 37 (18.4) 13 (6.5) 3 (1.5) 9 (4.5)

C/P 66 (29.9) 22 (10.0) 40 (18.1) 3 (1.4) 0 (0.0) 2 (0.9)

7 days

TTS-F 37 (18.4) 20 (10.0) 37 (18.4) 11 (5.5) 3 (1.5) 9 (4.5)

C/P 63 (28.5) 19 (8.6) 45 (20.4) 3 (1.4) 1 (1.5) 2 (0.9)

14 days

TTS-F 36 (17.9) 19 (9.5) 31 (15.4) 6 (3.0) 3 (1.5) 9 (4.5)

C/P 54 (24.4) 16 (7.2) 37 (16.7) 1 (0.5) 2 (0.9) 1 (0.5)

28 days

TTS-F 29 (14.7) 11 (5.6) 17 (8.6) 2 (1.0) 1 (0.5) 2 (1.0)

C/P 46 (21.0) 11 (5.0) 16 (7.3) 2 (0.9) 6 (2.7) 0 (0.0)

2 months

TTS-F 30 (16.0) 12 (6.4) 5 (2.7) 2 (1.1) 1 (0.5) 0 (0.0)

C/P 43 (20.0) 6 (2.8) 5 (2.3) 1 (0.5) 2 (0.9) 0 (0.0)

Numbers in parentheses are percentages; C/P, codeine/paracetamol; TTS-F, transdermal therapeutic fentanyl.
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Opioid analgesics remain the cornerstone of pharma-
cotherapy for pain, with morphine long being the gold
standard for cancer-associated pain. Short-lived drugs are
generally favored because they are easier to titrate than
those with a long half-life. The optimal route of adminis-
tration of opioids is oral; however, bowel obstruction,
severe vomiting, or coma may preclude this route. The
TTS-F system is a long-acting, controlled-released opioid
preparation that limits the inconvenience of 24-hour
administration of other drugs. Several studies have exam-
ined its effectiveness and safety as an analgesic,4,5,10,29,30

for which it was recently added to the WHO Step III lad-
der for chronic and intractable pain.11 More recently,
attention has been drawn to the use of opioids for the
treatment of carefully selected patients with chronic can-
cer pain, especially in the palliative care setting.9,31

In our study we have investigated the combined anal-
gesic effectiveness and safety profile of the two treatments
in cancer patients with strong intolerable or chronic pain.
We demonstrated that in combination with R/T, TTS-F was
superior to codeine/paracetamol in improving the three G-
BPI parameters and the mean satisfaction score from base-
line to study end. Both analgesic therapies improved VAS
QoL and ECOG scores similarly and were generally well
tolerated and safe with patients in the TTS-F group, which
experienced marginally fewer side effects. It should be
noted that for reasons of providing best analgesic treat-
ment, dose escalation was permitted during the study peri-
od. The majority of patients (95.8 percent) in the
codeine/paracetamol group increased their medication
dosage from 120 mg to 240 mg and 360 mg per day,
whereas only four patients (6.1 percent) in the TTS-F
group increased their dosage from 25 µg per hour to 50.0
µg per hour for adequate pain alleviation. Considering
this, the final differences in the improvement of G-BPI,
QoL, ECOG, and satisfaction scores would have been
greater between the two groups if we had maintained the
initial doses throughout the study.

TTS-F has been available in Greece since 1996, from
which point we have continued to monitor and study the
safety profile and effectiveness in cancer patients admit-
ted to the palliative care and pain relief clinic. We have
previously investigated the possibility of direct conver-
sion to TTS-F in a population of cancer patients (n = 130)
previously receiving codeine/paracetamol for cancer
pain relief and requiring strong opioids for adequate
analgesia.9 We demonstrated that with careful patient
selection and under controlled conditions, TTS-F is a fea-
sible option. More recently, interest has centered on a
generally held perception that is possible to use TTS-F as
a single opioid in cancer patients naïve to mild or strong
opioids with intractable or chronic pain (pain index
scores ³ 6), that is, on Step I of the WHO ladder.32,33 In a
clinical trial conducted in our center, we examined 113
patients with high pain index scores and demonstrated

the safety and efficacy of bypassing Step II for carefully
selected populations.9 In another recent study conducted
in our center (n = 1,828), we showed that TTS-F offers a
safe, well-tolerated pain relief treatment for carefully
monitored patients with cancer pain experiencing diffi-
culties in their pain management while progressing up
the WHO ladder.34

The present study investigated the analgesic efficacy
and the safety profile of TTS-F with those of codeine/
paracetamol in combination with R/T for metastatic bone
pain. The results support a previous small, multicenter,
randomized study in which TTS-F was compared with
oral codeine/paracetamol in combination with R/T,14 but
the present study enrolled a greater number of patients
with bone metastases (n = 460 vs. n = 26), and escalation
of medication doses was permitted during the study for
optimal pain alleviation. Moreover, because this study
was conducted in a single center in which there is an
integrated and experienced pain relief and palliative care
team, conformity in patient management was assured
during the study period.

In conclusion, our study showed that TTS-F in combi-
nation with R/T offers a greater degree of pain relief for
cancer patients with painful bone metastases than
codeine/paracetamol with the use of a single 25 µg per
72 hours patch in the majority of patients. Patients with
moderate to severe persistent intolerable or chronic pain
who had not been previously prescribed with a strong
opioid will obtain complete treatment satisfaction
matched by improvements in their QoL without serious side
effects as a result of the pain relief provided by TTS-F.
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InTroducTIon

The increasing involvement of methadone in acciden-
tal overdose deaths is the subject of several recent
reports. The federal government reported more metha -
done-related deaths in 2001 alone—61—than occurred in
the entire 1990s. By 2002, that number had doubled to
123.1 Individual states are seeing a similar spike, causing
state and local medical examiners to publish data seeking
to alert the public to the potential danger.2-8 While the actu-
al numbers may look small, the increases are startling.

To examine this issue, a literature search was conduct-
ed for studies related to methadone deaths in the 1990s
and 2000s. Available for review was a report from the US
Substance Abuse and Mental Health Services Admini -
stration (SAMHSA), an additional report covering 11
states, and another six separate state studies containing
analyses of state medical examiner data. An email mes-
sage also was sent to the medical examiner offices of all
50 states and the District of Columbia to request access to
any further published studies. Only six replies were
received, none of which yielded any further published
studies for inclusion.

Of immediate interest to clinicians is whether the
increase in methadone-related deaths is tied to the drug’s
recent emergence as an analgesic to manage chronic,
nonmalignant pain. The SAMHSA report draws such a
parallel, even concluding that the increase in methadone
deaths cannot be traced to doses provided to narcotic
addicts by clinics specializing in methadone maintenance
treatment (MMT).9

While the state reports do not contain data adequate to
determine whether the bulk of decedents were abusing
methadone, combining it with other substances, or taking
methadone as directed for pain, it appears clinicians and
patients may underestimate the risk of respiratory depres-
sion associated with methadone. Some of this risk arises
from methadone’s pharmacologic properties, which
include a long, variable half-life.

The purpose of this paper is fourfold: 1) to alert clini-
cians to the rising number of reports of methadone-relat-
ed deaths, 2) to discuss the relative contribution of

methadone prescribed for pain to the incidence of acci-
dental overdose, 3) to consider the possibility that opioid
tolerance does not provide as much protection against
respiratory depression as often assumed, and 4) to sug-
gest safe methadone prescribing guidelines for use in
clinical pain practice. A particular urgency drives this lat-
ter need, as methadone’s use as an agent for treating
chronic pain continues to widen.

rIse In meThadone-reLaTed deaThs

samhsa data

A 2002 SAMHSA report showed methadone as ranking
in the top 10 drugs involved in deaths in 19 US cities. This
puts methadone ahead of hydrocodone and oxycodone
(in the top 10 for 15 cities each) but behind benzodi-
azepines (26 cities).10 This is striking, considering the
much higher availability of hydrocodone and oxycodone
compared to methadone. The US Drug Enforcement
Agency (DEA), using the Automation of Reports and
Consolidated Orders System (ARCOS), reports that the
amount of methadone manufactured and distributed
commercially in the United States grew from 194 g per
100,000 population to 954 g between 1997 and 2002. To
compare, oxycodone distribution for the same years
grew from 1,668 g to 8,056 g, and hydrocodone increased
from 3,249 g to 6,777 g.8

In 2004, SAMHSA reported that the increase in
methadone-related deaths did not appear to stem from
the liquid issued by methadone treatment centers, but
instead from an increase in solid tablets or diskettes used
to treat pain.9 Hospital emergency-department visits
involving methadone rose 176 percent from 1995 to 2002
and 50 percent from 2000 to 2002, according to
SAMHSA’s Drug Abuse Warning Network (DAWN).9 The
report names three scenarios as common for methadone
deaths: The first is through illicitly obtained methadone
used to achieve euphoria. The second is methadone
(either illicit or licit) used in combination with other pre-
scription medications, alcohol, opioids, or benzodi-
azepines. The last scenario is “an accumulation of
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methadone to harmful serum levels in the first few days
of treatment for addiction or pain, before tolerance is
developed.”11 It is this latter possibility that especially
concerns pain clinicians and calls for a re-examination of
methadone prescribing guidelines.

state data

Several states have noted a rise in methadone-related
deaths and have issued reports quantifying its involve-
ment in drug-related deaths overall. In a study of 11 states
from 1990 to 2001, death rates from poisonings that were
unintentional or of undetermined cause increased by an
average of 145 percent.2 Of the 11 states studied, eight
states identified the top poisoning substances for 1999
and 2000. Methadone was among the six most common
poisoning substances, involved in 5 percent of uninten-
tional/undetermined poisoning deaths. It should be
noted, however, that nonspecific categories such as
“other opioids” were common.

Six states (Florida, Maryland, Maine, New Mexico,
North Carolina, and Utah) have all issued recent reports
that analyzed state medical examiner data regarding
recent drug deaths, including methadone’s contribution.3-

8 These reports are similar in structure, although differing
in some details. Of particular interest are the data detailing
the change in drug-related overdose deaths overall, the
change in methadone-related deaths, and methadone’s
percentage of all drug-related deaths (Table 1).

decedent characteristics

The extent of analysis regarding decedent characteris-
tics varied greatly from state to state. New Mexico investi-
gators performed extensive, bivariate analyses in which
methadone-related deaths were significantly associated
with the following covariates: being white (non-
Hispanic), death caused by prescription drugs, absence
of heroin as a cause of death, absence of alcohol as a
cause of death, and the year 1998.6

Middle age appears to be a vulnerable period for drug
overdose, particularly involving prescription drugs. In the
study of 11 states, death rates from unintentional/unde-
termined poisonings were greatest for persons aged 45 to
54 years (average in crease, 359 percent) and 35 to 44
years (average increase, 195 percent).2 Other states
showed similar risk for middle-age patients.

multiple drug interactions

Some of the states reported the extent to which
methadone was found in toxicology reports to be the
sole cause of death or one of several contributing factors
combined with other prescription drugs, alcohol, or illicit
drugs. It should be noted, however, that a single-drug

death does not mean no other drugs were present, but
that one drug was judged to cause the death. For the year
2002, Florida reported 89 methadone-only deaths and
467 deaths attributed to methadone in combination.3

New Mexico reported 143 methadone-related deaths
from 1998 to 2002, 32 (22.4 percent) of which were sin-
gle-drug mentions.6 New Mexico deaths in which
methadone was found in combination included 34 (23.8
percent) with prescription drugs and 72 (50.3 percent)
with illicit drugs. North Carolina reported a 729 percent
increase in single-drug deaths involving methadone, from
seven in 1997 to 58 in 2001. Of 316 polydrug deaths in North
Carolina, methadone was involved in 51 (16 percent).7

The data are intriguing but fail to clarify how often the
methadone implicated in drug deaths was instrumental in
causing the fatality or was just one factor in a polydrug inter-
action. At least two states—Maine and Maryland—reported
an increase in the trend of overdose deaths attributed to sin-
gle-drug mentions.4,5 However, DAWN data point to fre-
quent polydrug involvement: In 43 major US metropolitan
areas, nine out of 10 deaths involving narcotic analgesics,
including methadone, were multiple-drug deaths.10

When a polydrug interaction is documented, benzodi-
azepines and alcohol are frequently listed as co-causes of
death. The exact mechanisms of the interaction of benzo-
diazepines with methadone, whether additive or syner-
gistic, have been studied12,13 but need to be better under-
stood. In addition to their sedative effects, some
benzodiazepines can alter the rate at which methadone is
metabolized in the system. This drug interaction can
make interpretation of postmortem results difficult.13

non-united states studies

The 1990s also saw an increase in studies from non-US
countries documenting a rise in methadone overdose
deaths.14-16 Most studies from Australia, the United Kingdom,
and elsewhere in Europe focused on heroin addicts main-
tained on methadone. An exception is an Australian study
that links a jump in methadone deaths in 1994 to its
increased availability as a chronic-pain treatment.17

sources of mIsused meThadone

Where most overdose victims obtain the methadone
that contributes to their deaths is still unclear. The evi-
dence, although incomplete and sometimes contradicto-
ry, indicates a fairly high level of prescription involve-
ment. For example, in Utah, 40 percent of decedents held
a valid prescription at the time of death. In New Mexico,
of 143 methadone-related decedents from 1998 to 2002,
68 (47.5 percent) had a prescription; 31 had been issued
methadone for MMT, 27 for managing pain, and 10 for an
unknown reason.6 Nevada claimed an even higher
degree of prescription involvement. In an email message
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dated May 10, 2005, the Washoe County Coroner said
Nevada had experienced approximately a fourfold
increase in methadone-related deaths in the past two
years, with the majority of victims holding valid prescrip-
tions for methadone. North Carolina found that 73 of 92
decedents for whom information could be documented
had held a valid prescription written for them by a physi-
cian.7 In contrast to these reports, Oklahoma showed that
close to two-thirds of methadone-related overdose victims
in 2001 and 2002 held no valid prescription, leading state
medical officials to blame black-market purchases for many
of the deaths.1 Exactly how popular methadone is as a drug
of abuse is unknown; however, methadone’s unique phar-
macologic properties make it relatively ineffective in produc-
ing the type of high sought by addicts. Methadone’s use by
narcotic addicts to medicate withdrawal symptoms is well
known and can increase the risk of overdose.

One wonders whether greater distribution at the end
of the 1990s contributed to the spike seen in some states
in methadone-related overdose deaths. As mentioned
previously, SAMHSA’s report points to the drug’s
increased availability by means of prescriptions for
chronic pain. Some states reported a rise in deaths paral-
leling the rise in quantities of methadone shipped to the
state. Utah, for example, from 1997 to 2002, saw a sixfold
increase in methadone distribution not explained by the
needs of addiction treatment programs.8 The higher
quantities of trafficked methadone did indeed coincide
with a higher incidence of fatality. In a conversation with
the author in March 2005, Utah’s state medical examiner

traced most of the prescription methadone involved in
accidental deaths to the offices of general practitioners
across the state rather than pain specialists, highlighting
the need for the wider publicizing of sound, safe pre-
scribing guidelines to nonspecialists.

However, availability cannot explain everything, and
the factors contributing to methadone overdose appear
complex. In North Carolina, the 2001 average of retailed
methadone per DEA registrant was 47 g (36 percent
above national average). However, counties with above-
average retailed methadone did not have a concurrently
high overdose rate, perhaps indicating under-treated
pain in low-retail areas. Just how much fraud is involved
in the obtainment of methadone will likely remain
unclear in the absence of a statewide prescription moni-
toring program, North Carolina investigators concluded.7

meThadone as paIn TreaTmenT

Methadone has proved to be an effective treatment for
several chronic pain conditions, and many clinicians con-
sider its long-acting pharmacologic properties especially
valuable in treating patients at high risk for abusing pre-
scription opioids. This characteristic, along with its being
relatively inexpensive and a good match with most short-
acting opioids used to treat breakthrough pain, make
methadone an attractive choice for treating chronic pain.
There is increasing pressure from third-party payers to
prescribe methadone as a first-choice opioid analgesic
due to its relative low cost.
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Table 1. State data: Overall change in drug-related deaths,a methadone-related deaths, 

and methadone’s percentage of total drug-related deaths

Years studied
Change in total drug-

related deaths

Change in

methadone-related

deaths

Methadone percent 

of total drug-related

deaths

Florida 2003 – 2004 N/A Up 56 percentb 7.8 (2004)

Maine 1997 – 2002 up > 400 percent Up 450 percentb 18

Maryland 1997 – 2001 Up 16 percent Up 950 percent 4 (2001)

New Mexico 1998 – 2002 N/A Down 35 percent 12.8

North Carolinac 1997 – 2001 Up 110 percent Up 729 percent 19

Utah 1991 – 2003 Up ~ 500 percentd Up 1,358 percente
7.8 (1991 – 1998)

32.7 (1999 – 2003)e

a A drug was either the direct cause of death or a significant underlying factor; b Methadone increase as a cause of death;
c Unintentional overdose deaths only; d Increase from 1991 to 2003; e Compared the intervals of 1991–1998 to 1999–2003.



Methadone’s profile as a long-acting agent brings with
it certain cautions, however. The drug’s long and variable
half-life contributes to a clinical picture in which physio-
logic response can vary greatly from one person to the next.
Its half-life can range from four to 91 hours, and clearance
from a person’s system can vary by a factor of almost 100.7 At
the International Conference on Pain and Chemical
Dependency in February 2004, Richard Payne, MD, then-
president of the American Pain Society, warned that these
properties of methadone bring the potential for multiple
drug interactions and named rising safety concerns about its
use as one of the barriers to effective pain medicine.

ToLerance and respIraTory depressIon

The protection offered by opioid tolerance against the
risk of opioid-induced respiratory depression has been
an accepted fact of chronic opioid therapy for pain. This
treatment principle is presented in a consensus statement
from the American Academy of Pain Medicine and the
American Pain Society:

It is now accepted by practitioners of the specialty
of pain medicine that respiratory depression
induced by opioids tends to be a short-lived phe-
nomenon, generally occurs only in the opioid-naive
patient, and is antagonized by pain. Therefore,
withholding the appropriate use of opioids from a
patient who is experiencing pain on the basis of res-
piratory concerns is unwarranted.18

This view has been bolstered by several researchers,
including Fohr, who performed an exhaustive literature
review to demonstrate that the belief opioids hasten death
via respiratory depression is “more myth than fact.”19

However, other research—some of it methadone specif-
ic—has found that tolerance to respiratory depression is
incomplete and outpaced by tolerance to other opioid
effects such as euphoria, even in long-term opioid users.
Australian researchers White and Irvine, who examined the
pharmacologic basis of respiratory depression after opioid
administration, found that tolerance to the respiratory-
depressant effects of methadone was incomplete as related
to the hypoxia-sensitive chemoreceptor mechanism. This
contrasted with the carbon dioxide-sensitive chemoreceptor
mechanism, which the research suggested was complete.20

Further support for this finding comes from a study of
the chemical control of breathing, performed before and
after the administration of the daily dose of methadone in
14 former heroin addicts. The former addicts were
enrolled in an MMT program and were taking 60 to 100
mg per day. Subjects in one group had taken methadone
for less than two months, while members of a second
group had taken the drug from eight to 43 months. The
study found that during the first two months of MMT,

patients showed continual alveolar hypoventilation
owing to depression of central (CO

2
) and peripheral

(hypoxia) chemoreception. Then, after five months, alve-
olar hypoventilation was eliminated as the CO

2
-sensitive

chemoreflex acquired full tolerance to methadone at the
maintenance dose level. Also, they found that tolerance
of the hypoxia-sensitive chemoreflex developed more
slowly and is never complete.21

Further cautions arise not from errors in application, but
from the potential that certain patient characteristics, as yet
minimally studied and poorly understood, amount to risk
factors for accidental overdose death. Utah data, for instance,
show a predominance of overdose deaths in overweight
individuals, perhaps implicating sleep apnea.8

While undue fear of inducing respiratory depression
should not be allowed to interfere with appropriate deliv-
ery of effective pain relief via opioid therapy, attention
should be paid to the research that warns against consid-
ering opioid tolerance an absolute protection against res-
piratory depression.

sTudy caveaTs

The literature review methods used for this report
could not be considered exhaustive, and additional data
may exist covering methadone-related deaths. Only pub-
lished works were included, and no data were analyzed
that reported on limited geographic areas within states.
The limitations in the data-gathering and analysis meth-
ods of initial death investigators raise several serious
issues not to be minimized. First, the assignment of a
cause of death is a tricky business, particularly when mul-
tiple substances are present in the body and their relative
contributions are unclear. Second, bias may exist toward
assigning an opioid as the cause of death whenever it is
present in a toxicology report. Third, difficulty exists in
pinpointing a blood level of methadone that would be
toxic in most individuals.12,13,22,23 The lowest postmortem
concentrations of methadone given as fatal in several
studies ranged from 0.06 to 0.32 mg per L.13 The lethal
level is subject to a number of variables such as the dece-
dent’s history of opioid use, the presence of chronic pain,
and the action of polydrug combinations. Levels of
methadone reported as the cause of death may actually
be therapeutic in some chronic pain patients on long-
term methadone therapy for pain.

Yet, if methods used by state medical examiners to
investigate overdose deaths are imperfect, it is reasonable
to surmise that they are, at least, fairly consistent from
year to year. The rise in overdose deaths related to
methadone—and, indeed, to other categories of prescrip-
tion drugs—during the preceding decade and beyond
has been well documented and would appear to be inde-
pendent of the data-gathering methods used.

This information suggests the need to review safe
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guidelines for methadone prescribing. The process of
designing safe, effective dosing guidelines is complicated
by the difficulty in pinpointing any reliable, lethal dose of
methadone. It is difficult to determine whether the
methadone blood levels found after death reflect the
medication taken as prescribed or in excess of the pre-
scribed quantity. The time of day methadone is taken
may also have an effect. Because methadone’s distinct
contribution to overdose death is difficult to isolate, it is
better for clinicians to err on the side of caution.

prescrIbIng guIdeLInes: LookIng for safeTy

The sources and means by which misused methadone
becomes available will doubtless become clearer as evi-
dence accumulates. In the meantime, it is obvious that
the misuse of methadone by patients who held valid pre-
scriptions is responsible for at least a segment of the
deaths observed. Therefore, it is imperative that the med-
ical establishment responds to any clinical misapplica-
tions that are occurring. Arresting preventable deaths is
of paramount importance. This also throws the discus-
sion open to a certain amount of theorizing until more
evidence is available.

When accidental death does occur as a result of
methadone that was legally prescribed, two sources of
error are suspect. One is error introduced by clinicians
while initiating methadone therapy for pain, making the
conversion from other medications to methadone, or
escalating the methadone dose while feeling falsely
secure in the belief that a patient’s opioid tolerance or
pain status ensures safety. The second source of error can
be introduced by patients in their consumption of
methadone in ways not directed by the physician or in
combination with other substances. Patient error may
stem from escalating doses of methadone tablets against
medical orders while seeking greater pain relief. Patients
seeking optimal pain relief sometimes think, in essence,
“If one tablet is good and two are better, then three must
be great.” A patient may have done this in the past with a
different opioid medication, not realizing that metha -
done’s long, variable half-life makes any deviation from
the treatment plan extremely dangerous.

methadone conversion tables

Clinicians, perhaps over-reliant on published conver-
sion tables, may not be taking into account the long and
widely variable half-life of methadone as they convert
from what is believed to be equianalgesic doses of other
opioids. During this process, clinicians may overestimate
the protection afforded by a patient’s previous opioid tol-
erance and underestimate the risk of overdose.

Most conversion tables use a ratio to estimate the
equianalgesic dose of one opioid to another. It is often

assumed that the tolerance achieved by a patient on a
current regimen of opioids allows the clinician to begin
methadone at a rate equal to the exact morphine equiva-
lent. However, cross-tolerance is incomplete, even for
individuals currently prescribed high doses of other opi-
oids. Therefore, it is potentially dangerous to use the
equianalgesic dosing guidelines published in available
conversion tables when determining the starting dose of
methadone.

These tables—designed for a single use, not for chron-
ic administration—may also imply that no upper limit
exists for the starting methadone dose. This is belied by
evidence that patients are at risk for overdose during the
conversion period. One table suggests a conversion rate
of 5 to 10 percent of the oral morphine dose. This may be
far too high. For example, if the opioid-tolerant individ-
ual were taking up to 500 mg per day of pharmaceutical
narcotics, the starting methadone dose could be as high
as 50 mg per day. This might not be problematic for one
dose, but could prove too high for the accumulation that
occurs with multiple doses when considering metha -
done’s wide variability of half-life. The doses recom-
mended by conversion tables fail to take into account the
potential for accumulated toxicity and for polydrug inter-
actions that can occur with around-the-clock methadone.

new guidelines: start low, titrate slow

Speaking at the California Society of Addiction
Medicine Conference in October 2004, Mary Jeanne
Kreek, MD, recommended a starting dose of methadone
for chronic pain of 10 mg, bid. She suggested this be
titrated slowly to an analgesic, still-low dose, delivered
twice a day—thrice at the most. If patients have been tak-
ing high doses of other opioids, they may be quite opioid
tolerant. Still, the starting dose should be low and the
titration slow, Kreek recommended.

As with all opioids, the starting dose of methadone
depends on the patient’s age, degree of opioid tolerance,
severity of pain, concomitant medications, and general
health. Yet methadone’s pharmacologic properties call
for a conservative approach for even the most opioid-
 tolerant patients. Because such large variability exists in
the responses of individuals, it is always necessary to start
with a low dose and titrate slowly to an analgesic effect.
For this reason, the guidelines that follow do not differ
much between opioid-tolerant and opioid-naïve individ-
uals. Careful monitoring of individual patient response is
key. Keeping these thoughts in mind, the guidelines rec-
ommended for initiating methadone therapy are shown
in Table 2.

For now, safe practice supports starting the conver-
sion with a ceiling dose of no more than 20 mg per day,
10 mg per day for elderly or infirm patients. Dose
changes should not occur more often than weekly to
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allow a steady state of methadone to develop and for the
peak side effects to become clear. If patients are taking
concomitant benzodiazepines, the starting dose and
speed of titration may need to be adjusted downward.

For patients who are being converted from another opi-
oid to methadone, clinicians should slowly titrate downward
the other opioid as they slowly titrate methadone upward.
This practice will minimize the risk of withdrawal and of
overdose involving methadone or a combination of the two
opioids.

Patient counseling must include an emphasis on fol-
lowing all medical instructions to the letter: no escalation
of doses and no mixing of methadone with other pre-
scriptions, alcohol, or illicit substances. Patients should
be warned that any deviation in this regard can be dan-
gerous, even fatal.

These guidelines represent a more conservative recom-
mendation than seen elsewhere. Certainly, some patients are
able to tolerate a much more rapid conversion or titration.
Nevertheless, given the reports of deaths associated with
methadone, these starting guidelines should help clinicians
ensure patient safety and give methadone pain therapy a
greater chance of success. Safety must come first. More
aggressive pain control may follow once the mechanisms
behind the increase in methadone-related deaths are further
researched and better understood.

concLusIon

Methadone has unique properties that may make it sub-
ject to overdose, especially during its initial use. It is impor-
tant to clarify these properties to all practitioners who use
methadone to treat pain. These problems must be swiftly
dealt with. Many thousands of people are still under-treated
for pain. The quickest way for practitioners, many of whom
already fear treating pain with opioids, to lose confidence in
opioid therapy is for pain specialists to fail to acknowledge
problems with opioid toxicity when they arise.

Many questions must still be answered in future
research: What is the primary source—or sources—of
misused methadone? Is it possible to reach a medical
consensus on the doses, combinations, or other factors

that turn methadone lethal? Which patient characteristics
are also risk factors for accidental overdose when pre-
scribed methadone for pain? Does the time of day at
which methadone is consumed influence the potential
for a fatal dose? Is there opioid-specific tolerance to respi-
ratory depression? How much cross-tolerance between
opioids can be developed? What factors will influence the
degree of cross-tolerance? Is tolerance to respiratory
depression reduced with concomitant medications com-
monly used in treating chronic pain? If so, how much and
which concomitant medications pose the greatest risk?

Until these questions are answered, physicians must
adopt a cautious, conservative approach to the use of
methadone and closely monitor patient response.
Continued trust in the principles of pain management
depends on the widespread availability of dosing guide-
lines that do no harm. In the case of methadone prescrib-
ing for pain, a certain urgency exists in this respect.
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InTroducTIon

The increasing involvement of methadone in acciden-
tal overdose deaths is the subject of several recent
reports. The federal government reported more metha -
done-related deaths in 2001 alone—61—than occurred in
the entire 1990s. By 2002, that number had doubled to
123.1 Individual states are seeing a similar spike, causing
state and local medical examiners to publish data seeking
to alert the public to the potential danger.2-8 While the actu-
al numbers may look small, the increases are startling.

To examine this issue, a literature search was conduct-
ed for studies related to methadone deaths in the 1990s
and 2000s. Available for review was a report from the US
Substance Abuse and Mental Health Services Admini -
stration (SAMHSA), an additional report covering 11
states, and another six separate state studies containing
analyses of state medical examiner data. An email mes-
sage also was sent to the medical examiner offices of all
50 states and the District of Columbia to request access to
any further published studies. Only six replies were
received, none of which yielded any further published
studies for inclusion.

Of immediate interest to clinicians is whether the
increase in methadone-related deaths is tied to the drug’s
recent emergence as an analgesic to manage chronic,
nonmalignant pain. The SAMHSA report draws such a
parallel, even concluding that the increase in methadone
deaths cannot be traced to doses provided to narcotic
addicts by clinics specializing in methadone maintenance
treatment (MMT).9

While the state reports do not contain data adequate to
determine whether the bulk of decedents were abusing
methadone, combining it with other substances, or taking
methadone as directed for pain, it appears clinicians and
patients may underestimate the risk of respiratory depres-
sion associated with methadone. Some of this risk arises
from methadone’s pharmacologic properties, which
include a long, variable half-life.

The purpose of this paper is fourfold: 1) to alert clini-
cians to the rising number of reports of methadone-relat-
ed deaths, 2) to discuss the relative contribution of

methadone prescribed for pain to the incidence of acci-
dental overdose, 3) to consider the possibility that opioid
tolerance does not provide as much protection against
respiratory depression as often assumed, and 4) to sug-
gest safe methadone prescribing guidelines for use in
clinical pain practice. A particular urgency drives this lat-
ter need, as methadone’s use as an agent for treating
chronic pain continues to widen.

rIse In meThadone-reLaTed deaThs

samhsa data

A 2002 SAMHSA report showed methadone as ranking
in the top 10 drugs involved in deaths in 19 US cities. This
puts methadone ahead of hydrocodone and oxycodone
(in the top 10 for 15 cities each) but behind benzodi-
azepines (26 cities).10 This is striking, considering the
much higher availability of hydrocodone and oxycodone
compared to methadone. The US Drug Enforcement
Agency (DEA), using the Automation of Reports and
Consolidated Orders System (ARCOS), reports that the
amount of methadone manufactured and distributed
commercially in the United States grew from 194 g per
100,000 population to 954 g between 1997 and 2002. To
compare, oxycodone distribution for the same years
grew from 1,668 g to 8,056 g, and hydrocodone increased
from 3,249 g to 6,777 g.8

In 2004, SAMHSA reported that the increase in
methadone-related deaths did not appear to stem from
the liquid issued by methadone treatment centers, but
instead from an increase in solid tablets or diskettes used
to treat pain.9 Hospital emergency-department visits
involving methadone rose 176 percent from 1995 to 2002
and 50 percent from 2000 to 2002, according to
SAMHSA’s Drug Abuse Warning Network (DAWN).9 The
report names three scenarios as common for methadone
deaths: The first is through illicitly obtained methadone
used to achieve euphoria. The second is methadone
(either illicit or licit) used in combination with other pre-
scription medications, alcohol, opioids, or benzodi-
azepines. The last scenario is “an accumulation of
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methadone to harmful serum levels in the first few days
of treatment for addiction or pain, before tolerance is
developed.”11 It is this latter possibility that especially
concerns pain clinicians and calls for a re-examination of
methadone prescribing guidelines.

state data

Several states have noted a rise in methadone-related
deaths and have issued reports quantifying its involve-
ment in drug-related deaths overall. In a study of 11 states
from 1990 to 2001, death rates from poisonings that were
unintentional or of undetermined cause increased by an
average of 145 percent.2 Of the 11 states studied, eight
states identified the top poisoning substances for 1999
and 2000. Methadone was among the six most common
poisoning substances, involved in 5 percent of uninten-
tional/undetermined poisoning deaths. It should be
noted, however, that nonspecific categories such as
“other opioids” were common.

Six states (Florida, Maryland, Maine, New Mexico,
North Carolina, and Utah) have all issued recent reports
that analyzed state medical examiner data regarding
recent drug deaths, including methadone’s contribution.3-

8 These reports are similar in structure, although differing
in some details. Of particular interest are the data detailing
the change in drug-related overdose deaths overall, the
change in methadone-related deaths, and methadone’s
percentage of all drug-related deaths (Table 1).

decedent characteristics

The extent of analysis regarding decedent characteris-
tics varied greatly from state to state. New Mexico investi-
gators performed extensive, bivariate analyses in which
methadone-related deaths were significantly associated
with the following covariates: being white (non-
Hispanic), death caused by prescription drugs, absence
of heroin as a cause of death, absence of alcohol as a
cause of death, and the year 1998.6

Middle age appears to be a vulnerable period for drug
overdose, particularly involving prescription drugs. In the
study of 11 states, death rates from unintentional/unde-
termined poisonings were greatest for persons aged 45 to
54 years (average in crease, 359 percent) and 35 to 44
years (average increase, 195 percent).2 Other states
showed similar risk for middle-age patients.

multiple drug interactions

Some of the states reported the extent to which
methadone was found in toxicology reports to be the
sole cause of death or one of several contributing factors
combined with other prescription drugs, alcohol, or illicit
drugs. It should be noted, however, that a single-drug

death does not mean no other drugs were present, but
that one drug was judged to cause the death. For the year
2002, Florida reported 89 methadone-only deaths and
467 deaths attributed to methadone in combination.3

New Mexico reported 143 methadone-related deaths
from 1998 to 2002, 32 (22.4 percent) of which were sin-
gle-drug mentions.6 New Mexico deaths in which
methadone was found in combination included 34 (23.8
percent) with prescription drugs and 72 (50.3 percent)
with illicit drugs. North Carolina reported a 729 percent
increase in single-drug deaths involving methadone, from
seven in 1997 to 58 in 2001. Of 316 polydrug deaths in North
Carolina, methadone was involved in 51 (16 percent).7

The data are intriguing but fail to clarify how often the
methadone implicated in drug deaths was instrumental in
causing the fatality or was just one factor in a polydrug inter-
action. At least two states—Maine and Maryland—reported
an increase in the trend of overdose deaths attributed to sin-
gle-drug mentions.4,5 However, DAWN data point to fre-
quent polydrug involvement: In 43 major US metropolitan
areas, nine out of 10 deaths involving narcotic analgesics,
including methadone, were multiple-drug deaths.10

When a polydrug interaction is documented, benzodi-
azepines and alcohol are frequently listed as co-causes of
death. The exact mechanisms of the interaction of benzo-
diazepines with methadone, whether additive or syner-
gistic, have been studied12,13 but need to be better under-
stood. In addition to their sedative effects, some
benzodiazepines can alter the rate at which methadone is
metabolized in the system. This drug interaction can
make interpretation of postmortem results difficult.13

non-united states studies

The 1990s also saw an increase in studies from non-US
countries documenting a rise in methadone overdose
deaths.14-16 Most studies from Australia, the United Kingdom,
and elsewhere in Europe focused on heroin addicts main-
tained on methadone. An exception is an Australian study
that links a jump in methadone deaths in 1994 to its
increased availability as a chronic-pain treatment.17

sources of mIsused meThadone

Where most overdose victims obtain the methadone
that contributes to their deaths is still unclear. The evi-
dence, although incomplete and sometimes contradicto-
ry, indicates a fairly high level of prescription involve-
ment. For example, in Utah, 40 percent of decedents held
a valid prescription at the time of death. In New Mexico,
of 143 methadone-related decedents from 1998 to 2002,
68 (47.5 percent) had a prescription; 31 had been issued
methadone for MMT, 27 for managing pain, and 10 for an
unknown reason.6 Nevada claimed an even higher
degree of prescription involvement. In an email message
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dated May 10, 2005, the Washoe County Coroner said
Nevada had experienced approximately a fourfold
increase in methadone-related deaths in the past two
years, with the majority of victims holding valid prescrip-
tions for methadone. North Carolina found that 73 of 92
decedents for whom information could be documented
had held a valid prescription written for them by a physi-
cian.7 In contrast to these reports, Oklahoma showed that
close to two-thirds of methadone-related overdose victims
in 2001 and 2002 held no valid prescription, leading state
medical officials to blame black-market purchases for many
of the deaths.1 Exactly how popular methadone is as a drug
of abuse is unknown; however, methadone’s unique phar-
macologic properties make it relatively ineffective in produc-
ing the type of high sought by addicts. Methadone’s use by
narcotic addicts to medicate withdrawal symptoms is well
known and can increase the risk of overdose.

One wonders whether greater distribution at the end
of the 1990s contributed to the spike seen in some states
in methadone-related overdose deaths. As mentioned
previously, SAMHSA’s report points to the drug’s
increased availability by means of prescriptions for
chronic pain. Some states reported a rise in deaths paral-
leling the rise in quantities of methadone shipped to the
state. Utah, for example, from 1997 to 2002, saw a sixfold
increase in methadone distribution not explained by the
needs of addiction treatment programs.8 The higher
quantities of trafficked methadone did indeed coincide
with a higher incidence of fatality. In a conversation with
the author in March 2005, Utah’s state medical examiner

traced most of the prescription methadone involved in
accidental deaths to the offices of general practitioners
across the state rather than pain specialists, highlighting
the need for the wider publicizing of sound, safe pre-
scribing guidelines to nonspecialists.

However, availability cannot explain everything, and
the factors contributing to methadone overdose appear
complex. In North Carolina, the 2001 average of retailed
methadone per DEA registrant was 47 g (36 percent
above national average). However, counties with above-
average retailed methadone did not have a concurrently
high overdose rate, perhaps indicating under-treated
pain in low-retail areas. Just how much fraud is involved
in the obtainment of methadone will likely remain
unclear in the absence of a statewide prescription moni-
toring program, North Carolina investigators concluded.7

meThadone as paIn TreaTmenT

Methadone has proved to be an effective treatment for
several chronic pain conditions, and many clinicians con-
sider its long-acting pharmacologic properties especially
valuable in treating patients at high risk for abusing pre-
scription opioids. This characteristic, along with its being
relatively inexpensive and a good match with most short-
acting opioids used to treat breakthrough pain, make
methadone an attractive choice for treating chronic pain.
There is increasing pressure from third-party payers to
prescribe methadone as a first-choice opioid analgesic
due to its relative low cost.
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Table 1. State data: Overall change in drug-related deaths,a methadone-related deaths, 

and methadone’s percentage of total drug-related deaths

Years studied
Change in total drug-

related deaths

Change in

methadone-related

deaths

Methadone percent 

of total drug-related

deaths

Florida 2003 – 2004 N/A Up 56 percentb 7.8 (2004)

Maine 1997 – 2002 up > 400 percent Up 450 percentb 18

Maryland 1997 – 2001 Up 16 percent Up 950 percent 4 (2001)

New Mexico 1998 – 2002 N/A Down 35 percent 12.8

North Carolinac 1997 – 2001 Up 110 percent Up 729 percent 19

Utah 1991 – 2003 Up ~ 500 percentd Up 1,358 percente
7.8 (1991 – 1998)

32.7 (1999 – 2003)e

a A drug was either the direct cause of death or a significant underlying factor; b Methadone increase as a cause of death;
c Unintentional overdose deaths only; d Increase from 1991 to 2003; e Compared the intervals of 1991–1998 to 1999–2003.



Methadone’s profile as a long-acting agent brings with
it certain cautions, however. The drug’s long and variable
half-life contributes to a clinical picture in which physio-
logic response can vary greatly from one person to the next.
Its half-life can range from four to 91 hours, and clearance
from a person’s system can vary by a factor of almost 100.7 At
the International Conference on Pain and Chemical
Dependency in February 2004, Richard Payne, MD, then-
president of the American Pain Society, warned that these
properties of methadone bring the potential for multiple
drug interactions and named rising safety concerns about its
use as one of the barriers to effective pain medicine.

ToLerance and respIraTory depressIon

The protection offered by opioid tolerance against the
risk of opioid-induced respiratory depression has been
an accepted fact of chronic opioid therapy for pain. This
treatment principle is presented in a consensus statement
from the American Academy of Pain Medicine and the
American Pain Society:

It is now accepted by practitioners of the specialty
of pain medicine that respiratory depression
induced by opioids tends to be a short-lived phe-
nomenon, generally occurs only in the opioid-naive
patient, and is antagonized by pain. Therefore,
withholding the appropriate use of opioids from a
patient who is experiencing pain on the basis of res-
piratory concerns is unwarranted.18

This view has been bolstered by several researchers,
including Fohr, who performed an exhaustive literature
review to demonstrate that the belief opioids hasten death
via respiratory depression is “more myth than fact.”19

However, other research—some of it methadone specif-
ic—has found that tolerance to respiratory depression is
incomplete and outpaced by tolerance to other opioid
effects such as euphoria, even in long-term opioid users.
Australian researchers White and Irvine, who examined the
pharmacologic basis of respiratory depression after opioid
administration, found that tolerance to the respiratory-
depressant effects of methadone was incomplete as related
to the hypoxia-sensitive chemoreceptor mechanism. This
contrasted with the carbon dioxide-sensitive chemoreceptor
mechanism, which the research suggested was complete.20

Further support for this finding comes from a study of
the chemical control of breathing, performed before and
after the administration of the daily dose of methadone in
14 former heroin addicts. The former addicts were
enrolled in an MMT program and were taking 60 to 100
mg per day. Subjects in one group had taken methadone
for less than two months, while members of a second
group had taken the drug from eight to 43 months. The
study found that during the first two months of MMT,

patients showed continual alveolar hypoventilation
owing to depression of central (CO

2
) and peripheral

(hypoxia) chemoreception. Then, after five months, alve-
olar hypoventilation was eliminated as the CO

2
-sensitive

chemoreflex acquired full tolerance to methadone at the
maintenance dose level. Also, they found that tolerance
of the hypoxia-sensitive chemoreflex developed more
slowly and is never complete.21

Further cautions arise not from errors in application, but
from the potential that certain patient characteristics, as yet
minimally studied and poorly understood, amount to risk
factors for accidental overdose death. Utah data, for instance,
show a predominance of overdose deaths in overweight
individuals, perhaps implicating sleep apnea.8

While undue fear of inducing respiratory depression
should not be allowed to interfere with appropriate deliv-
ery of effective pain relief via opioid therapy, attention
should be paid to the research that warns against consid-
ering opioid tolerance an absolute protection against res-
piratory depression.

sTudy caveaTs

The literature review methods used for this report
could not be considered exhaustive, and additional data
may exist covering methadone-related deaths. Only pub-
lished works were included, and no data were analyzed
that reported on limited geographic areas within states.
The limitations in the data-gathering and analysis meth-
ods of initial death investigators raise several serious
issues not to be minimized. First, the assignment of a
cause of death is a tricky business, particularly when mul-
tiple substances are present in the body and their relative
contributions are unclear. Second, bias may exist toward
assigning an opioid as the cause of death whenever it is
present in a toxicology report. Third, difficulty exists in
pinpointing a blood level of methadone that would be
toxic in most individuals.12,13,22,23 The lowest postmortem
concentrations of methadone given as fatal in several
studies ranged from 0.06 to 0.32 mg per L.13 The lethal
level is subject to a number of variables such as the dece-
dent’s history of opioid use, the presence of chronic pain,
and the action of polydrug combinations. Levels of
methadone reported as the cause of death may actually
be therapeutic in some chronic pain patients on long-
term methadone therapy for pain.

Yet, if methods used by state medical examiners to
investigate overdose deaths are imperfect, it is reasonable
to surmise that they are, at least, fairly consistent from
year to year. The rise in overdose deaths related to
methadone—and, indeed, to other categories of prescrip-
tion drugs—during the preceding decade and beyond
has been well documented and would appear to be inde-
pendent of the data-gathering methods used.

This information suggests the need to review safe
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guidelines for methadone prescribing. The process of
designing safe, effective dosing guidelines is complicated
by the difficulty in pinpointing any reliable, lethal dose of
methadone. It is difficult to determine whether the
methadone blood levels found after death reflect the
medication taken as prescribed or in excess of the pre-
scribed quantity. The time of day methadone is taken
may also have an effect. Because methadone’s distinct
contribution to overdose death is difficult to isolate, it is
better for clinicians to err on the side of caution.

prescrIbIng guIdeLInes: LookIng for safeTy

The sources and means by which misused methadone
becomes available will doubtless become clearer as evi-
dence accumulates. In the meantime, it is obvious that
the misuse of methadone by patients who held valid pre-
scriptions is responsible for at least a segment of the
deaths observed. Therefore, it is imperative that the med-
ical establishment responds to any clinical misapplica-
tions that are occurring. Arresting preventable deaths is
of paramount importance. This also throws the discus-
sion open to a certain amount of theorizing until more
evidence is available.

When accidental death does occur as a result of
methadone that was legally prescribed, two sources of
error are suspect. One is error introduced by clinicians
while initiating methadone therapy for pain, making the
conversion from other medications to methadone, or
escalating the methadone dose while feeling falsely
secure in the belief that a patient’s opioid tolerance or
pain status ensures safety. The second source of error can
be introduced by patients in their consumption of
methadone in ways not directed by the physician or in
combination with other substances. Patient error may
stem from escalating doses of methadone tablets against
medical orders while seeking greater pain relief. Patients
seeking optimal pain relief sometimes think, in essence,
“If one tablet is good and two are better, then three must
be great.” A patient may have done this in the past with a
different opioid medication, not realizing that metha -
done’s long, variable half-life makes any deviation from
the treatment plan extremely dangerous.

methadone conversion tables

Clinicians, perhaps over-reliant on published conver-
sion tables, may not be taking into account the long and
widely variable half-life of methadone as they convert
from what is believed to be equianalgesic doses of other
opioids. During this process, clinicians may overestimate
the protection afforded by a patient’s previous opioid tol-
erance and underestimate the risk of overdose.

Most conversion tables use a ratio to estimate the
equianalgesic dose of one opioid to another. It is often

assumed that the tolerance achieved by a patient on a
current regimen of opioids allows the clinician to begin
methadone at a rate equal to the exact morphine equiva-
lent. However, cross-tolerance is incomplete, even for
individuals currently prescribed high doses of other opi-
oids. Therefore, it is potentially dangerous to use the
equianalgesic dosing guidelines published in available
conversion tables when determining the starting dose of
methadone.

These tables—designed for a single use, not for chron-
ic administration—may also imply that no upper limit
exists for the starting methadone dose. This is belied by
evidence that patients are at risk for overdose during the
conversion period. One table suggests a conversion rate
of 5 to 10 percent of the oral morphine dose. This may be
far too high. For example, if the opioid-tolerant individ-
ual were taking up to 500 mg per day of pharmaceutical
narcotics, the starting methadone dose could be as high
as 50 mg per day. This might not be problematic for one
dose, but could prove too high for the accumulation that
occurs with multiple doses when considering metha -
done’s wide variability of half-life. The doses recom-
mended by conversion tables fail to take into account the
potential for accumulated toxicity and for polydrug inter-
actions that can occur with around-the-clock methadone.

new guidelines: start low, titrate slow

Speaking at the California Society of Addiction
Medicine Conference in October 2004, Mary Jeanne
Kreek, MD, recommended a starting dose of methadone
for chronic pain of 10 mg, bid. She suggested this be
titrated slowly to an analgesic, still-low dose, delivered
twice a day—thrice at the most. If patients have been tak-
ing high doses of other opioids, they may be quite opioid
tolerant. Still, the starting dose should be low and the
titration slow, Kreek recommended.

As with all opioids, the starting dose of methadone
depends on the patient’s age, degree of opioid tolerance,
severity of pain, concomitant medications, and general
health. Yet methadone’s pharmacologic properties call
for a conservative approach for even the most opioid-
 tolerant patients. Because such large variability exists in
the responses of individuals, it is always necessary to start
with a low dose and titrate slowly to an analgesic effect.
For this reason, the guidelines that follow do not differ
much between opioid-tolerant and opioid-naïve individ-
uals. Careful monitoring of individual patient response is
key. Keeping these thoughts in mind, the guidelines rec-
ommended for initiating methadone therapy are shown
in Table 2.

For now, safe practice supports starting the conver-
sion with a ceiling dose of no more than 20 mg per day,
10 mg per day for elderly or infirm patients. Dose
changes should not occur more often than weekly to
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allow a steady state of methadone to develop and for the
peak side effects to become clear. If patients are taking
concomitant benzodiazepines, the starting dose and
speed of titration may need to be adjusted downward.

For patients who are being converted from another opi-
oid to methadone, clinicians should slowly titrate downward
the other opioid as they slowly titrate methadone upward.
This practice will minimize the risk of withdrawal and of
overdose involving methadone or a combination of the two
opioids.

Patient counseling must include an emphasis on fol-
lowing all medical instructions to the letter: no escalation
of doses and no mixing of methadone with other pre-
scriptions, alcohol, or illicit substances. Patients should
be warned that any deviation in this regard can be dan-
gerous, even fatal.

These guidelines represent a more conservative recom-
mendation than seen elsewhere. Certainly, some patients are
able to tolerate a much more rapid conversion or titration.
Nevertheless, given the reports of deaths associated with
methadone, these starting guidelines should help clinicians
ensure patient safety and give methadone pain therapy a
greater chance of success. Safety must come first. More
aggressive pain control may follow once the mechanisms
behind the increase in methadone-related deaths are further
researched and better understood.

concLusIon

Methadone has unique properties that may make it sub-
ject to overdose, especially during its initial use. It is impor-
tant to clarify these properties to all practitioners who use
methadone to treat pain. These problems must be swiftly
dealt with. Many thousands of people are still under-treated
for pain. The quickest way for practitioners, many of whom
already fear treating pain with opioids, to lose confidence in
opioid therapy is for pain specialists to fail to acknowledge
problems with opioid toxicity when they arise.

Many questions must still be answered in future
research: What is the primary source—or sources—of
misused methadone? Is it possible to reach a medical
consensus on the doses, combinations, or other factors

that turn methadone lethal? Which patient characteristics
are also risk factors for accidental overdose when pre-
scribed methadone for pain? Does the time of day at
which methadone is consumed influence the potential
for a fatal dose? Is there opioid-specific tolerance to respi-
ratory depression? How much cross-tolerance between
opioids can be developed? What factors will influence the
degree of cross-tolerance? Is tolerance to respiratory
depression reduced with concomitant medications com-
monly used in treating chronic pain? If so, how much and
which concomitant medications pose the greatest risk?

Until these questions are answered, physicians must
adopt a cautious, conservative approach to the use of
methadone and closely monitor patient response.
Continued trust in the principles of pain management
depends on the widespread availability of dosing guide-
lines that do no harm. In the case of methadone prescrib-
ing for pain, a certain urgency exists in this respect.
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Table 2. Suggested guidelines for initiating methadone for pain

Total daily morphine

Starting methadone dose

Healthy adults aged < 70 yr
Adults with chronic illness 

or aged > 70 yr

Opioid naïve 5 mg tid 2.5 mg bid

60 mg to 100 mg 5 mg tid 5 mg bid

> 100 mg 5 mg qid 5 mg bid
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Postoperative pain is a major factor that affects recov-
ery from anesthesia and surgery. Different classes of anal-
gesics have been used alone or in combination for the
treatment of postoperative pain. Opioids, although highly
effective in managing pain, have a range of side effects
such as respiratory depression, central nervous system
depression/sedation, and nausea/vomiting.1 These side
effects are common and can limit the use of opioids,
despite their analgesic efficacy, in postoperative analge-
sia. However, a multimodal analgesic concept in which
opioids are combined with nonopioids could enhance
analgesia, reduce opioid requirements, and decrease opi-
oid-related side effects.

Pain signals from the nociceptors may result in sensiti-
zation of secondary nociceptive neurons in the dorsal
horn. This is mediated by a decrease in inhibitory input
or an increase in synaptic efficacy or membrane excitabil-
ity, triggered by windup, neurokinin, and N-methyl-d-
aspartic acid (NMDA) receptor mechanisms.2,3 Sub -
sequent activity in nociceptors and non-nociceptive A-b
fibers will be amplified, leading to increased pain, hyper-
algesia and allodynia.4

Gabapentin is a structural analog of g-aminobutyric
acid (GABA), which is an anticonvulsant drug.
Gabapentin has been shown to be effective in neuropath-
ic pain,5 diabetic neuropathy,6 postherpetic neuralgia,7

and reflex sympathetic dystrophy.8 Pretreatment with
gabapentin blocked the development of hyperalgesia,
suggesting a preventive effect of gabapentin.9 Recent
studies suggest that gabapentin may be useful in the peri-
operative setting as an adjuvant to parenteral opioid anal-
gesics in the postoperative period.4,11-13 Different pain
models have been used, demonstrating significant anal-
gesic properties and a decrease in opioid consumption in
these studies.

A possible mechanism for gabapentin-mediated anal-
gesia is the modulation of glutamate receptors NMDA
and a-amino-3-hydroxy-5-methyl-4-isoxazolepropionic
acid (AMPA)/kainate. Gabapentin seems to decrease
both NMDA- and non-NMDA-mediated glutamate cur-
rents in the superficial lamina of the rat spinal cord,14 and
also inhibits nociceptive responses to intrathecal NMDA

and AMPA in vivo.15 Furthermore, the analgesic effects of
gabapentin are antagonized by the NMDA/glycine recep-
tor agonist serine.16,17 The findings of Suarez et al.18 sug-
gest that sodium entry through presynaptic NMDA-R
channels facilitates axon excitability, and the interaction
of gabapentin with this mechanism might contribute to its
analgesic benefits. Gabapentin has no direct GABAergic
action, and does not block GABA uptake or metabo-
lism.19 Another suggested mechanism for gabapentin is
that it binds to the voltage-dependent calcium channels.20

All of the suggested mechanisms can be responsible for
the analgesic action of gabapentin; however, no consen-
sus has been made. An animal experiment done by
Shimoyama et al.21 showed that intrathecal gabapentin
significantly enhanced the effect of an intrathecal sub-
analgesic dose of morphine in the rat. A recent study22

also revealed that combined spinal administration of
gabapentin and low doses of morphine significantly
reduced pain-related behaviors in this acute rat pancreati-
tis model, whereas these agents were ineffective when
used alone in the selected dose range. Regional tech-
niques combined with gabapentin must be the main aim
for future studies; interaction with opioids and local anes-
thetics in different models also needs to be investigated.

Gilron et al.,23 in a placebo-controlled randomized
clinical trial, compared gabapentin individually with rofe-
coxib, and their combination, on postoperative hysterec-
tomy pain. The combination was superior to the individ-
ual agents in pain control, opioid consumption, and
accelerated pulmonary recovery. This study is a perfect
example of combining different types of drugs in a post-
operative pain model setting. Another study by Gilron
combining gabapentin with morphine for neuropathic
pain also achieved better analgesia with lower doses of a
combination of the drugs than either as a single agent.24

The main aim in combining different analgesic drugs
and techniques is to obtain synergistic or additive analge-
sia, allowing a lower dose of each agent with an
improved safety profile. This can be achieved by combin-
ing analgesics acting at different locations, such as cen-
trally and peripherally acting analgesics. Future studies
should focus on combining gabapentin with different
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NSAIDs and determining the most effective dose to
reduce postoperative pain and the potential side effects
of opioids.
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Handbook of Pain Relief in

Older Adults: An Evidence-

Based Approach. Edited by
F. Michael Gloth, III, MD,
FACP. Published by Hu -
mana Press, Totowa, NJ;
2004, 264 pp.

Handbook of Pain Relief in

Older Adults: An Evidence-

Based Approach presents
healthcare providers, patients
that are victimized by pain,
and their caregivers a broad
survey of negotiating pain in

the elderly population. It provides information covering
the management of pain, socioeconomic and political
issues, and cultural and spiritual issues, including the
legal aspects that are requisite to decreasing pain in the
elderly population.

Two unique features set this text apart from others. The
first is its supplementary materials, including a continuing
medical education (CME) certification, a CME posttest and
evaluation to be completed and submitted for credit, and
an appendix of analgesics with description of initial oral
dosing, maximum oral dosing, and some unique considera-
tions for the geriatric patient. A 6.5-hour American Medical
Association/Physician’s Recognition Award Category I CME
credit is provided for the completion of the included test
within the book. The second feature is a CD-ROM, which
contains a single-license Adobe-format E-book version of
the volume. The CD-ROM is viewable on a computer and
able to be synchronized to a PDA hand-held device.

Chapter 1 is a well-written introduction, which con-
tains a glossary of terms used in the management of pain
along with tables and descriptions of obstacles often
encountered in the management of pain in the elderly
that are experienced by the patients themselves, health-
care professionals, and the healthcare system.

Chapter 2 discusses appropriate pain scales for the
elderly patient in a functional scale model. Also covered
are assessment of pain in those patients that are cogni-
tively or communication impaired and discussion of
research versus clinical care instruments available as
screening instruments, which can be exceeded for the
assessment of the pain patients with cognitive deficits.

Chapter 3 covers preventive analgesia evaluation and
therapy. The chapter focuses on establishing an introductory

pain assessment treatment plan and a pain history,
including awareness of the patient and providers, barri-
ers, and listening to as opposed to simply hearing the
patient. Patient and family experience and expectations
of pharmacotherapeutic risk assessment are discussed.
Most importantly, this chapter reflects family and patient
needs and expectations during the initial interview.

Chapter 4 is highly unique, discussing spirituality as an
adjunct to pain management. This chapter discriminates
pain and suffering and cross-cultural issues in spirituality
along with pain and spiritual activity and practical appli-
cations. Of great significance is the table identifying how
one takes a spiritual history with a nomogram.

Chapter 5 describes exercise and physical modalities
such as heat vs. cold, cryotherapy, thermal therapy, elec-
trotherapy, manual therapy, creation of physical medi-
cine and rehabilitation descriptions, and kinematic thera-
py (i.e., static and dynamic body positioning). This
chapter presents to the reader that the judicious use of
physical medicine and rehabilitation modalities with
exercise not only aids in the prevention of chronic illness
and impairment, but also provides decrements in phar-
macologic intervention.

Chapter 6 discusses the nonopioid pharmacotherapy
of pain in older adults and provides an overview of acet-
aminophen, nonsteroidal anti-inflammatory drugs, and
tramadol. Other factors discussed in the chapter are phar-
macokinetic (i.e., absorption, distribution, metabolism,
and elimination) and pharmacodynamic considerations
with the event of comorbid disease states. Much of this
information is not that dissimilar to what can be found in
the Physician’s Desk Reference and other standard drug
handbooks.

Chapter 7 centers on opioids and adjuvants, with dis-
cussion of the mechanism of action of opioids, their place
in therapy, adverse events and precautions, and adjuvant
analgesics. Also discussed, briefly, are some antidepres-
sants and anticonvulsants.

Chapter 8 looks at interventional strategies for the
management of pain. These strategies are primarily inva-
sive and offered by multidisciplinary comprehensive pain
centers, to include nerve blocks, facet blocks, sympathet-
ic blocks, stellic ganglion blocks, celiac plexus blocks,
lumbar sympathetic blocks, and superior hypogastric
plexus blocks. A section of the chapter is devoted to that
of nerve destruction, along with information on spinal
cord stimulators and drug delivery via epidural and
intrathecal routes with a discussion of implantable
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intrathecal pumps. Other invasive techniques are also
covered, such as verteboplasty, cypoplasty, intradiscal
electrothermal anaeroplasty, and nucleoplasty (IDET).
Botulinum toxin is also mentioned, focusing on reduc-
tion of muscle contraction and spasms. Finally, it should
be noted that the illustrations and photographs in this
chapter are exceptional.

Chapter 9 deals with pain management and long-term
care. A description of the epidemiology of pain is fol-
lowed by discussion of barriers to successful pain assess-
ment and management, all within the confines of a nurs-
ing home. This assessment of pain is composed of a
multidisciplinary model as a part of the Omnibus Budget
Reconciliation Act (COBRA) of 1987, and the Resident
Assessment Instrument, with its minimum data set (MDS),
was developed to improve patient care with systematic
planning. The MDS evaluates residents for a range of
nursing home quality measures, which include pain, and
is performed on every resident at a facility that receives
federal funding under Medicaid or Medicare when there
is a change in patient condition and on a quarterly basis.
Data points are entered by a member of the nursing staff
who uses a variety of sources of information about the
resident to determine the most appropriate response for
each item. Results of the MDS are forwarded electronical-
ly to the state and the US Department of Health and
Human Services.

Chapter 10 gives an interesting discussion on how the
healthcare professional may influence representation,
joining a professional society, resisting restrictive (and
costly) regulatory and manipulation efforts, and remind-
ing all leaders that “all politics are vocal.” In addition,
some insights for healthcare professionals on using the
media to advance the message of pain are provided.

Chapter 11 focuses on use of the Internet and electron-
ic medical records to assist with pain relief. Of US adults
over the age of 50 years, 40 percent of them have a com-
puter. Discussion of the use of electronic medical records

and a list of Internet sites featuring pain information,
along with a brief description of each site, are also
included. Some of the sites are sponsored by corporations,
societies, the government, and/or institutions. One site of
specific interest concerns sickle cell disease. This site is
updated on a regular basis, and is sponsored by the
Sickle Cell Disease Association of America.

Chapter 12 is also encouraged for review by patients,
caregivers, and families. It discusses the patient “bill of
rights,” opiophobia, compliance and reporting issues,
alternative therapies, and information acquisition by the
patient and family.

The final chapter in the book presents suggestions for
change in education policy and communication, and
overview improved educational efforts improving efforts
focused at education and research, changes on policy
and mechanism for disseminating information. An
appendix is included at the end of the text that lists
selected analgesics and opportunities for use in older
patients. It includes starting oral dose, maximum oral
dose, and selected special considerations.

In conclusion, this text offers practical advice to the
healthcare provider, patient, and family to achieve a
higher degree of relief for those with less than adequate
control of nociceptive and/or neuropathic pain. It
encourages the reader to work together with the patient
and family to ensure that management is a shared event.
This fast-reading text is highly recommended for those
who treat, manage, or are victimized by pain.
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introduction

In September 2004, pain specialists from around the
globe attended the Third World Congress of the World
Institute of Pain (WIP), held in Barcelona, Spain. The
conference (“Pain: Advances in Research and Clinical
Practice”) was widely attended by scientists, practition-
ers, pharmaceutical industry representatives, and other
interested parties.1 As a social scientist who studies the
medicolegal barriers to the treatment of pain,2 I was elat-
ed when the WIP invited me to speak in Barcelona. I
must admit, however, that before receiving my invitation
I was largely unaware of the WIP’s purpose and mission.
Consequently, in an effort to inform the readership about
the valuable contribution of the WIP, the following article
provides an overview of the organization and its most
recent conference, and concludes with a brief comment
about how their efforts could actually help depoliticize
the regulation of medicine in general and opioids in par-
ticular.

world institute of Pain overview

The inadequate treatment of pain remains one of the
most significant health problems facing patients and
providers in the United States and around the world.
Researchers from a myriad of disciplines have identified
many of the barriers to the relief of pain such as, but not
limited to, inadequate training, insufficient knowledge,
and fear of regulatory scrutiny.3,4 Consequently, in an
international collaborative effort to address these barriers
and thereby reduce the incidence of pain among chronic,
acute, and terminally ill populations, the WIP was
formed. Since its formation in 1995 by a group of interna-
tionally renowned physicians, its founding members
have striven to bridge the gap between theory and prac-
tice and enable practitioners “to develop links among
international pain centers for patient consultation, physi-
cian training, research, protocol development, and pain
therapy certification.”1 In addition to its workshop offer-
ings each year, the WIP hosts an international conference

every other year (World Congress) with multiple conference
panels and exhibits, publishes its own journal (Pain

Practice), and offers pain specialists the opportunity to
become fellows in interventional pain practice (FIPP).1

conference overview: sePtember 21-25, 2004

The past year’s World Congress was held in Barcelona,
Spain, at the Palau de Congressos Barcelona Conference
Center. The facilities were well staffed with ample room
to accommodate the 2,000 or more attendees, and all lec-
tures were in English. In addition to the scientific panels,
poster sessions, social events, and vendor exhibits at the
Congress, the WIP also provided training courses on the
essentials of pain medicine and interventional techniques
(followed by an examination for those seeking to
become fellows in interventional pain practice). The
Congress covered a variety of topics such as pharmaco-
logical developments, invasive procedures and surgery,
cancer pain and palliative care, diagnosis and assessment,
and ethics, as well as medicolegal issues stemming from the
treatment of pain. Although many of the lectures focused
on cutting-edge clinical techniques, the medicolegal issues
of pain treatment were certainly not ignored.

Aside from my own lecture on the fear of prosecution
stemming from the aggressive treatment of pain and the reg-
ulation of opioids, the keynote speaker was a professor of
criminal law whose Presidential Lecture focused on the
impact of law and the right to pain relief.5 Clearly, by inviting
me and selecting a criminal law professor to present the
Presidential Lecture, the conference organizers rightly recog-
nized the value and need for interdisciplinary collaboration
and the role of politics in the treatment of pain. Although the
law and political process have undoubtedly raised the stan-
dard of care, politics and the lawmaking process have also
created barriers to the treatment of pain.2 Consequently, I
would argue that the medical profession should take a more
proactive approach and avoid the politicization of medicine
by remaining several steps ahead of the regulators and
avoiding the political process as much as possible.6 An
example of one such effort is the creation of standards

223Journal of Opioid Management 1:4 n September/October 2005

meeting review

The World Institute of Pain: 

Advancing research and clinical practice

Stephen J. Ziegler, PhD, JD



within the profession, by the profession. Such is the case
with the WIP’s program in Interventional Pain Practice.

fellows in interventional Pain Practice:

benefits beyond clinical

Among the many new programs that the WIP has
implemented, the organization is particularly proud of
their efforts in developing training courses in pain medi-
cine and interventional techniques. The WIP continues to
organize workshops on interventional pain practice, and
even offers a clinical examination to those interested in
becoming an FIPP. These efforts are consistent with the
WIP’s goal to provide a more focused approach to pain
management and the “development of Pain Medicine as a
specialty throughout the world.”1 Moreover, all of these
efforts to improve the quality of pain treatment come
from within the medical community, a bottom-up
approach, and consequently avoids the political process
associated with regulation and legislation.

At times, the lawmaking process can be a good thing,
particularly because it is a very political and public one
(as it should be). Although laws and regulations have
contributed to improving standards, the larger question is
whether we need yet another law or regulation on top of
the many we already have. Politicians, particularly legis-
lators, are in the business of making laws and want to
retain their positions. Consequently, they must remain in
the public spotlight and will often resort to credit claim-
ing and, at times, grandstanding. The “War on Drugs” is a
prime example. Becoming a champion of this cause is
often too tempting for most politicians to resist. Instead
of focusing on the negative impact of law associated with
the prescription of opioids, most find political rewards in
repeating the same tired rhetoric about crime and drugs.6

Politicians realize that it is often simpler to scare people
with images of drug pushers corrupting our children than
discuss the negative impact of law on patients and
providers and risk being seen as soft on crime (or terror-
ism, for that matter). The role of balance somehow gets
lost in the translation. Accordingly, internal efforts by the
WIP to improve the treatment of pain through its training
programs and certification as fellows in interventional
pain practice effectively improve the standard of care

without involving the political process or increased regu-
latory oversight.

conclusion

The WIP is a growing organization with laudable goals
and a membership dedicated to the reduction of pain. In
addition to its many training events and opportunities to
confer with colleagues on social and professional levels,
the WIP has developed a clinical examination and a fel-
lowship program directed at improving the treatment of
pain from within the medical community. Although the
eradication of pain will take a collaborative effort among
a variety of disciplines, the effort by the WIP to improve
the standard of care while avoiding the political process
is certainly a step in the right direction.
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