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Introduction: The synthetic opioid methadone is a promising analgesic for the
management of chronic neuropathic pain. Methadone therapy is increasing as its
advantages are being realized over other opioids. Methadone’s lack of known active
metabolites, high oral bioavailability, low cost, and its additional receptor activity as an
antagonist of N-methyl-D-aspartate receptors make it an attractive analgesic.

Methods: We surveyed 550 pain physicians to determine their prescribing practices
of methadone. The study was approved by our Institutional Review Board. A list of 550
pain physicians, which included practitioners in private practice, university settings, and
community hospitals, were obtained and surveys sent via mail. The list was obtained
through the American Pain Society’s membership list. Out of 550 surveys sent, 124 replies
were returned.

Results: The 124 surveys that were returned included pain physicians from various
settings: 20 responses from physicians practicing at a university setting, 16 responses
from a community setting, 54 responses from a private setting, one from university
and community settings, 7 from community and private settings, 3 from university and
community and private settings; 23 did not specify. Of the 124 physicians, 111 prescribe
methadone in their pain practice. Of the 13 physicians who do not prescribe methadone,
the main reason for not using the drug for 5 physicians was because of social stigma,
2 because of minimal experience with the drug, 2 because the drug was not effective,
one because of lack of knowledge, and one because of potential adverse effects. Of the
111 physicians who use methadone, 55 stated that social stigma was the most common
reason patients refuse to take methadone for the treatment of pain, 44 because of adverse
effects, and 5 stated “other” as the reason patients refuse to take methadone. Of 111
physicians who prescribe methadone, 100 prescribed it for neuropathic pain, 101 for
somatic pain, 80 for visceral pain, 78 for cancer pain, and 34 for sickle cell pain. Also, 21
stated that methadone was the primary opioid they prescribed. Of the 111 physicians who
prescribe methadone, 86 start methadone at low dose and titrate up to minimize side
effects. Fourteen clinicians load methadone and titrate down to minimize adverse effects
while maintaining analgesia.

Conclusion: The majority of survey responders (90%) prescribed methadone in their pain
practice, but on a very limited basis; 59% state <20% of their patients are on methadone.
Three times a day dosing schedule was the most typical regimen (57 %) while 77% prefer
to titrate up on the dosage. It seems interesting that many clinicians do not prescribe
methadone as a primary analgesic. One reason for this is due to the social stigma of its use
in treatment of heroin addicts. Also, a lack of widely recognized treatment algorithms or
guidelines to assist clinicians with opioid conversions and maintenance might be playing
a role. The role of stigma as a barrier to adequate treatment of chronic pain among pain
physicians prescribing practices is a fundamental, yet unexplored issue.
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pproximately 30% of the US population

suffers from chronic pain (1). Effectively

managing chronic pain is often challenging,
oftentimes requiring a comprehensive approach in
long-term multidisciplinary pain centers. This approach
includes multimodal treatment, both pharmacologic
and nonpharmacologic interventions, physical therapy
programs, and interventional treatment modalities.
The success of these treatments is further compounded
with the patient’s support systems and education
both in society and of their pain care providers. Social
interactions, whether with professionals or family
or friends, are important since they help to shape
the expectations, perceived needs, and responses of
those attending pain centers (2). The role of stigma
in chronic pain management is a fundamental yet
unexplored issue as a barrier to adequate chronic pain
treatment. The societal stigmatization of the patient
as a “chronic pain” patient distances the patient from
seeking adequate treatment; on the other end of
the spectrum it can be physician prescribing practices
that can limit appropriate treatment. Patients with
chronic pain, without clear structured pathology,
are stigmatized compared with patients who have
clear, identifiable, structural pathology. Chronic pain
patients on oral opioid medications can be further
stigmatized by the public compared to interventional
therapies. The perspective further changes when
opioid therapy is specifically switched to methadone.
Each of these factors — sociological, pharmacological,
and professional—will be discussed as each is vital to
the stigma of chronic pain. The aims of this study are
to identify these stigmas, specifically those related to
chronic pain of unclear etiology, opioid medications,
and methadone, and how these stigmas may play a
role in patient care, societal implications, physician
prescribing practices, and as a barrier to treatment.

Opri0oiD THERAPY FOR CHRonic PAIn
PATIENTS

For millennia, opioids have been used to treat pain
and are undeniably the most commonly prescribed
medications for pain. It is estimated that 90% of pa-
tients presenting to pain centers and receiving treat-
ment in such facilities are on opioids (3). Although still
controversial, opioid use has also been steadily increas-
ing in the last 2 decades in patients with noncancer
pain (4,5). Compared to the large population of pain
patients receiving opiate therapy, and the vast spec-
trum of pain disorders necessitating such therapy, the

options and variety of strong opioids available for oral
use is limited. Included in the list of the most prescribed
and acceptable opiates are morphine, oxycodone, hy-
dromorphone, hydrocodone, oxymorphone, codeine,
fentanyl, and methadone.

Opioids for chronic pain are considered the “gold
standard” pain medication. They are well absorbed,
generally well tolerated, and available in all forms for
routes of delivery. Opioids can also be mixed with local
anesthetics if used epidurally or intrathecally, further
compounding their maximal pain benefit. However,
significant limitations do exist, including the inability
to treat neuropathic pain with opioids unless given in
high doses (i.e. a right shift of the dose-response curve
of opioids to neuropathic pain), and unclear long-term
treatment plans (6). Furthermore, the question arises
how often stable patients should follow up, and how
to continue prescriptions when one physician leaves the
group.

Historically, pain physicians have withheld from
prescribing chronic opioids except for the treatment of
cancer pain. While opioids are generally well tolerated
in a majority of patients, there are inherent risks, such
as the risk of possible addiction, dependence, mental
cloudiness, decreased functioning, and variable re-
sponses to escalating doses. Moreover, physicians may
have been reluctant to prescribe opioids and other
controlled substances because of potential legal con-
sequences secondary to drug abuse and/or diversion
(7). Despite these potential risks, certain patients with
chronic noncancer pain who have shown minimal ben-
efit from other classes of medication are considered for
chronic opioid therapy.

In a comprehensive 2008 study by Trescot et al (3)
to evaluate the effectiveness of opioids in the treat-
ment of chronic noncancer pain, it was concluded that
for long term opioid therapy of 6 months or longer
with improvement in function and reduction in pain,
there is weak evidence for morphine and transdermal
fentanyl. Furthermore, there is limited or a lack of evi-
dence for all other controlled substances, including the
most prescribed drugs, oxycodone and hydrocodone
(3). The results of this review demonstrate that many
patients were dissatisfied with adverse events or insuf-
ficient pain relief from commonly prescribed opioids.

IMEeTHADONE FOR CHRONIC PAIN

Methadone was developed in Germany in the
late 1930s in anticipation of possible shortages of raw
opium during the upcoming war (7). The drug was
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given the trade name Dolophine from the Latin “do-
lor” meaning pain and “fin” meaning end. Methadone
was introduced into the United States in 1947 by Eli
Lilly and Company as an analgesic. Since then, it has
been best known for its use in treating narcotic ad-
diction. A great deal of anecdotal evidence was avail-
able that methadone might prove effective in treating
heroin withdrawal; it had even been used in some hos-
pitals. For the first time, work produced at Rockefeller
University in 1964 by Professor Vincent Dole, his wife
Dr. Marie Nyswander, and colleague Dr. Mary Jeanne
Kreek, officially studied and recognized methadone as
a potential substitution therapy for illicit narcotic use
(7). Their studies introduced a sweeping change in the
notion that drug addiction was not necessarily a sim-
ple character flaw, but rather a disorder to be treated
in the same way as other diseases. To date, methadone
maintenance therapy has been the most systematically
studied and successful pharmacotherapy for the treat-
ment of drug addiction patients.

Methadone, a diphenylhetane, is a racemic mixture
of d- and |- enantiomers. Analgesic properties are ow-
ing to the I-isomer; I-methadone is 50 times more potent
on opioid receptors than d-methadone. Consequently,
I-methadone is also responsible for adverse effects simi-
lar to other opiates such as respiratory depression and
sedation. Methadone is also an N-methyl-D-aspartate
(NMDA) receptor antagonist that blocks morphine tol-
erance development and NMDA induced hyperalgesia
(8). Methadone is unique among other potent opiates.
Methadone’s half life (t1/2) is approximately 72 hours.
This affects dose changes and has important therapeu-
tic consequences regarding possible accumulation. Its
oral bioavailability is 50% greater than morphine. Peak
concentration occurs within 2 hours, with duration of
action extending from 4 to 8 hours from administration
compared with morphine’s 3-4 hours duration of action.
The compound is lipophilic and highly protein bound,
can easily cross placental barriers, and is excreted in
breast milk. Methadone, like other oral opioids, is well
absorbed from the gastrointestinal tract; however, un-
like other opiates, metabolism via the cP450 system con-
verts methadone to inactive metabolites pyrroline and
pyrrolidine. Furthermore, systemically administered d-
methadone prevents induced morphine tolerance, and
at the same dose which it inhibits morphine tolerance,
blocks NMDA hyperalgesia by virtue of its NMDA activ-
ity (9). Due to its unique anti-NMDA properties, metha-
done is the treatment of choice for opioid induced hy-
peralgesia, adding to its benefits for neuropathic pain.

Adverse effects which may limit its use are usually
dose dependent. As an opioid, methadone is also sub-
ject to physical dependence, addiction, and tolerance
which are not different from other opioids. However,
addictive properties are less than morphine; tolerance
is minimal while respiratory depression and physical
dependence are the same as morphine. Respiratory
depression and excessive sedation typically occur with
escalating doses only and the adverse effects are more
pronounced on initiation of therapy rather than during
stable, steady state doses.

The most significant risk of parenteral administra-
tion of methadone, which is unique to this medication,
is QT prolongation, which can lead to potentially fatal
arrhythmias. In the case of methadone, as its use can
be life saving, absolute QTc is not a contraindication
for the use of IV methadone, but should be monitored
closely (10). A more than 10% increase should prompt
concern about torsades de pointes. Close monitoring
is especially needed in the presence of other risk fac-
tors such as electrolyte abnormality, structural cardiac
disease, or some congenital diseases. Its lack of known
active metabolites, long duration, high bioavailability,
low cost and its additional receptor activity as an an-
tagonist of N-methyl-D-aspartate receptors (NMDA),
makes methadone a promising analgesic for the man-
agement of chronic neuropathic pain. In a systematic
review evaluating the effectiveness of opioids for non
cancer pain, a study by Sandoval et al (11) reviewed oral
methadone for chronic noncancer pain in over 21 trials
inclusive of over 545 patients in which the indication
for methadone was primarily ineffectiveness with pre-
vious treatments (3,11). Five studies with 234 patients
who had more than 6 months of follow-up were in-
cluded; of these, meaningful improvement was seen in
154 patients indicating 66% response. Sandoval et al’s
(11) review showed that in all 21 studies, of the 526 pa-
tients included, 308 patients, or 59%, responded with
meaningful relief, with up to 50% citing adverse effects
(the most common was nausea or vomiting) (3,11). A
study by Portenoy et al (12), which over a 3-year peri-
od, looked at sustained release oxycodone, found that
70-80% of patients stated pain was the same or im-
proved with oxycodone, yet adverse effects were seen
in 88%. Methadone's low tolerance rate, high potency,
and low adverse effect profile is favorable in compared
with other strong oral opiates. Despite the pharmaco-
logical attractiveness of this drug, its association with
addiction and known use among drug addicts might,
however, be a barrier to its use and treatment.
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CHAINS OF STIGMA

Despite all of the progress that has been made in
diagnostic procedures and the increasing number of
treatment facilities available, the number of people
suffering from chronic pain conditions seems to be
growing constantly in all industrialized countries, a fact
which is demonstrated impressively by the epidemiolo-
gy of low back pain (13). “Chronic”meaning “life-deter-
mining,” represents a functional and emotional turning
point in the patient’s life as one is diagnosed with such
a disease as “chronic pain.” Furthermore, chronic pain
becomes a destructive stigma when society reduces the
afflicted to the status of the chronically ill, as opposed
to other well known long-term systemic conditions such
as hypertension or diabetes, which do not carry any ste-
reotype despite their chronicity. This is in part because
the patient meets a sympathetic audience as he deals
with these other lifelong chronic diseases.

“Stigma” was documented by Goffman (14) in the
1960s and has since been widely applied to groups suf-
fering from a variety of physical and mental conditions
including chronic illness (14,15). Since chronic pain is a
subjective presentation, it is not in itself a visible entity
in the human body; its manifestations in help-seeking
behavior and treatment speak for its existence. How-
ever, as many previous authors have noted, it is this
very invisibility of pain that allows society to discredit
the sufferers (16). The stigmatization of those with
chronic pain is evident in twentieth century literature
which sought to identify the “pain-prone personality”
(17), and attribute pain complaints to secondary gain
(18). As a result, those diagnosed with chronic pain are
misjudged by the public, and misdiagnosed by medical
professionals and labeled with psychological issues. As
such, these patients are labeled as complainers and are
alienated from society. This leads them to find ways to
hide their suffering. This forced need to conceal their
disease is evidence of stigma. Consequently, stigmatiza-
tion from the medical provider to the patient’s condi-
tion often leaves the patient frustrated and confused
by mixed messages and that might create a major barri-
er to successful treatment. Therefore, patient and fam-
ily education is usually necessary when using opioids,
including methadone for chronic pain.

How does social stigma exist in the treatment of
chronic pain? Recent reports indicate that help-seek-
ing from professionals for chronic pain is associated
with substantial discrimination and prejudice from the
general public and their pain providers (19). As such,
these patients are more likely to have their pain under

treated (20), which may be related to several factors:
the patients’ difficulty in identifying or describing their
pain; physicians’ concern about addiction, abuse, aber-
rant behavior and possible future withdrawal symp-
toms with opioid cessation; and misinformation about
opioid pharmacology and tolerance (21,22). Wessley et
al (23) observed: “If you have to prove you are ill, you
can't get well,” a phenomenon referred to by some au-
thors as “social iatrogenesis” (2,23,24). Similar findings
led Harding et al (25) to assert that “loss of trust in the
medical profession needs to be addressed during the
treatment of chronic pain, or poor outcomes and pa-
tient dissatisfaction are likely to continue.”

Stigma also exists on the part of pain physicians in
making pharmacologic choices to treat chronic pain.
Certainly, prescribing habits can be a serious barrier to
overcome. With today’s diagnostic precision, failure to
pinpoint an etiology of chronic pain would generally
be seen as a lack of validation of symptoms (26). Add-
ed to this, frustration with commonly prescribed and
generally effective medications cause physicians to be
reluctant to prescribe methadone as a first line medi-
cation from more popular brand name opioids such
as OxyContin. The stigma is further heightened when
opioids are switched to methadone over brand name
opioids, suggesting the possibility of abuse potential or
diversion on an otherwise compliant patient. Lack of
depth of education, compounded with patients with a
history of chemical dependency or lack of comfort level
with methadone makes the pain physician hesitant to
endorse the medication. Moreover, physicians do not
seem to be able to effectively educate the patient as to
why methadone is an appropriate drug of choice, nor
convince patients that the drug has elevated itself as
a dual functioning agent, and oftentimes, is best in its
class for the type of pain being experienced. In this era
of rapid information and better understanding of re-
ceptor pharmacology, the stigma of methadone should
not be a barrier to treatment of chronic pain.

ConcLUSION

It is apparent that stigma can be a substantial prob-
lem for people with chronic pain and may inhibit help-
seeking from both informal and professional sources
(19). Social stigma, compounded by prescriber stigma,
severely limits appropriate medical care. There clearly is
a need to address the stigma. This might involve both
changing beliefs of the general public and challenging
the perceptions of people with chronic pain. Further
education for physicians by expert specialists is needed
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to change prescribing habits and increase comfort lev-
els with the drug. Only then can education be passed
onto patients and families and ultimately society into
the development of constructive interventions for
chronic pain.

The chain of stigma exists and increases with re-
spect to the treatment modality selected. Patients’
treatment with oral opioids can be stigmatized due
to potential opioid- related issues, such as physical de-
pendence, addiction and tolerance compared with pa-
tients receiving interventional procedures. The most
socially stigmatized patients are those treated with

chronic methadone. Methadone is an excellent drug,
as effective as other oral opioids, if not better for the
reduction and improvement of chronic pain. Numer-
ous studies have shown it is better for neuropathic
pain, and is the treatment of choice for chemical hy-
peralgesia, which can be caused by long term use of
other opioids. Unfortunately, the lack of depth of
knowledge by pain care providers about the benefits
of the medication and societal stigma still play a role
as a barrier to treatment.
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