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Research Reporting Run Amok 
As we began developing this edition of our e-Briefing newsletter highlighting some of the re-

search reported at Pain-Topics.org during 2008, we recognized two basic tenets: 1) all medical 
research is imperfect, and 2) how that research is reported via journal articles, conference pres-
entations, video programs on the Internet, or other media can make matters worse. 

This was brought to mind by a recent editorial in the British Medical Journal (BMJ) stating that 
they “continue to be dismayed by submissions that describe poorly conducted studies and by re-
ports of apparently adequate studies that are so incomplete and confusingly written that they are 
impossible to appraise” [Groves 2008]. We understand and share their disappointment. 

An important mission of Pain Treatment Topics is to be a “resource-of-resources” in the pain 
management field. Therefore, one of our roles is to ferret out the best-of-the-best research that is 
available for access via the Internet by our audience . 

Within the 80 section-pages at the Pain-Topics.org website, there are nearly 2700 URL links to 
resources of various types: guidelines, systematic reviews, reports, articles, books/booklets/
brochures, CME courses, etc. To arrive at this number we examine thousands of such resources 
during the course of a year – rejecting most of them. 
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Frankly, the task is daunting. The medical communications industry is out of control, and re-
sources within the pain management field are growing exponentially at an alarming rate to feed 
the many journals and websites. We have observed that many documents and programs of all 
types are often redundant or poorly conceived, and/or sometimes contain errors or portray biased 
interpretations of the literature. 

Our focus is on clinical pain medicine – practical guidance for healthcare providers in treating 
patients – but a large proportion of the literature is written by researchers for other researchers. 
Another segment is authored by academicians who may be motivated by archaic “publish or per-
ish” policies in order to assure their career advancement. Furthermore, whether in print or other 
media, depictions of accepted or common medical practices are not necessarily the same thing 
as evidence-based practices. 

Caveat Lector, Caveat Auditor 
We have always contended that there is typically bias of one sort or another in medical re-

search, and the reporting of findings is essentially a form of persuasive communication. As in 
other disciplines, this is true in the pain management field. 

It cannot be assumed that everything appearing in print is worthwhile or valid. So, readers 
must beware (caveat lector) of writing based more on opinion than solid evidence. The same 
should be said about lectures at conferences and video presentations on the Internet. These com-
munications are generally not peer reviewed, they often rely upon literature that has not been criti-
cally assessed, and they focus on the opinions and perspectives of the lecturers – usually without 
warning notices to that effect. Listener beware (caveat auditor). 

Observers of the medical communications industry have proposed that many wrong, or at 
least unreliable, therapeutic answers are being generated due to biased studies, representing 
small numbers of patients, and using inappropriate analyses [Altman 2002]. Investigations of 
reputable medical journals, spanning many years, have found a surprising number of faults: 

� Abstracts accompanying journal articles often receive the greatest attention by readers. Yet, 

a review of articles chosen randomly from 6 major medical journals found that up to 68% of 

the abstracts examined contained data that were inconsistent with or absent from the main 

body of the articles [Pitkin et al. 1999]. 

� An epidemiologist at Tufts University School of Medicine, John P.A. Ioannidis [2005], found 

that nearly one-third (14/45) of the original research studies he randomly examined por-

trayed either exaggerated or false claims. Among the problems he detected were small 

study size, design flaws, publication biases (failure to recognize negative results or dupli-

cate positive findings), and disregarding or downplaying the probable role of mere chance in 

the outcomes. 

� In various other investigations, from 25% to 90% of all articles in the journals examined con-

tained errors ranging from omissions of crucial information to significant design flaws affect-

ing validity [Altman 2002; Glantz 1997; McGuigan 1995]. 

� In one investigation, 80% (40/50) of systematic reviews and meta-analyses randomly se-

lected for examination were judged to have serious and extensive flaws [Jadad et al. 2000]. 
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While the above claims themselves might be subjected to critical review, they 
do point toward the need for very cautious examinations of medical literature. How-
ever, the overabundance of medical publications combined with the lack of time by 
healthcare providers to critically assess what is presented to them poses a serious 
problem. Plus, most practitioners are not trained to be critical evaluators of medical 
literature in the first place. 

Unfortunately, the scrutiny of medical editors and the peer-review process often 
cannot be relied upon to act as a filter, separating the wheat from the chaff of 
medical research. Marcia Angell, former editor-in-chief of the New England Journal 
of Medicine, has conceded the following [in Lenzer 2008]: 

“Let me tell you the dirty secret of medical journals: It is very hard to find 
enough articles to publish. With a rejection rate of 90 percent for original 
research, we were hard pressed to find 10 percent that were worth publishing. So you 
end up publishing weak studies because there is so much bad work out there. Doctors 
are not skeptical enough about what they read in top journals.” 

If a top-tier publication like NEJM has problems filling its pages with worthwhile articles, one 
can only imagine what happens at the many journals of lesser quality. In some  cases, perhaps 
they provide a haven for articles and studies that have been rejected by or were never submitted 
to the scrutiny of more demanding editors and peer reviewers. 

Unattainable “Gold Standards” 
Ioannidis [2005], mentioned above, asserted that research studies can be designed and/or 

interpreted in ways that make essentially ineffective therapies look like lifesavers and, conversely, 
underrate genuinely helpful treatments as being only marginally beneficial. He went so far as to 
claim that for most research study designs and settings it is more likely for findings and subse-
quent efficacy claims to be false rather than true. 

Ioannidis further observed that, for many published studies, outcomes proposed as evidence 
for some effect or lack of effect may be simply reflecting prevailing biases. Even worse, highly 
prejudiced stakeholders (ie, prominent researchers or public agencies) can create barriers to de-
ter efforts at obtaining and disseminating results or viewpoints that oppose their own research 
findings and/or perspectives. 

Yet, for any research question (hypothesis) it is impossible to know with 100% certainty what 
the truth is – by its nature, research does not “prove” anything. “In this regard,” Ioannidis affirms, 
“the pure ‘gold standard’ is unattainable.” He reminds us that any single investigation, no matter 
how comprehensive or statistically significant, provides only a partial picture of what has been 
discovered or is yet to be revealed in a field of study. 

“Lake Wobegon Effect” 
A principle doctrine proposed by Ioannidis [2005] is that the greater the financial and other 

interests or prejudices in a scientific field, the less likely research findings are to be true. Indeed, 
an investigation published in JAMA found that financial relationships among industry, researchers, 
and academic institutions strongly influence the reporting of outcomes to favor the drug or therapy 
being promoted [Bekelman et al. 2003]. Therefore, it is always wise to consider who is ultimately 
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paying the tab for the presentation that one is examining – whether in written or oral form, and 
whether it is in a journal, at a conference, or on a website. 

Along these lines, an interesting phenomenon is the Lake Wobegon Effect [in Lenzer 2008]. 

Researchers, medical institutions, their industry sponsors, and publishers often have overly en-

thusiastic and optimistic views of the validity, importance, and value of their work. This effect is 

named for the fictional town of Lake Wobegon where, according to storyteller Garrison Keillor, "all 

the women are strong, all the men are good-looking, and all the children are above average." 

In reality, even the most genuinely “above average” therapies would suffer a progressive dilu-

tion of impact during their travels from success in clinical trials (efficacy) to benefits in everyday 

practice (effectiveness) [see Leavitt 2007]. For example, it has been calculated that a therapy 

demonstrated as 100% efficacious in controlled trials would most likely only be adopted by some 

practitioners, work only in a subpopulation of real-world patients, and only some patients would 

adhere to the prescribed treatment regimen. The ultimate clinical effectiveness may be surpris-

ingly less than 1% [Carr 2008]. 

In many respects, healthcare providers need to understand that, despite how straightforward 

and positive the research literature may portray outcomes for a particular therapy, from bench to 

bedside there is a layering-on of complexities so that any therapy may or may not confer benefi-

cial effects for individual patients. And, this is particularly the case when it comes to the practice 

of pain medicine. 

Developing a Healthy Skepticism 
Clinical research, as reported in the literature, reflects the potential for treatments to have cer-

tain outcome effects within specified limitations – but it does not necessarily characterize the reali-

ties of everyday pain management practice. To be useful for healthcare providers, medical report-

ing must satisfy essential questions of relevance: 

� Overall, does the study or presentation reflect high quality, valid evidence? 

� Do the questions (hypotheses) addressed by the study/presentation pertain to your 

needs? 

� Are the patients being examined or discussed similar to your own patients? 

� Is the research gathering and analysis process free of bias and clearly explained? 

� Are the results understandable and statistically significant? 

� Do conclusions make sense from patient-benefit perspectives (clinically significant)? 

Above all, clinical research reports should satisfy the last question by helping to define best 

practices, with important benefits for patients outweighing any disadvantages. However, keep in 

mind that simple and clear questions do not always have simple clear answers [Carr 2008]. 

At the very least, pain management practitioners need to develop a healthy skepticism and 

become more critical in their reading of research literature (caveat lector) or acceptance of oral 
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presentations at conferences or in video programs at websites (caveat auditor). Being aware of 

the potential for biases, flawed study designs or analyses, and inappropriate reporting methods 

can help in avoiding untrustworthy data and conclusions. 

As if in response to the concerns expressed above, the British Medical Journal (BMJ) very 

recently announced that it is starting a separate section in its publication to address the nuts and 

bolts of conducting research and writing up results in ways that are valid, readable, and action-

able [Groves 2008]. Their series should be worthy of attention and hopefully will benefit the entire 

medical community, including pain management. 

What Else Can You Do? 
You can help to promote better pain research by supporting and subscribing to only those 

publications offering the highest quality articles presenting clearly stated and valid research evi-

dence. Attend those conferences that adhere to the highest standards of evidence-based medi-

cine. And, become a frequent visitor only at those websites certified by the Health on the Net 

Foundation Code of Conduct (HONcode), which helps to insure unbiased reporting, including full 

disclosures of authorship, information sources, and funding. Take the time to read the policy 

statements and disclaimers of those websites you rely on most often for clinical information and 

guidance. (Pain-Topics.org policies are at: http://pain-topics.org/site_policies/.) 

Stewart B. Leavitt, MA, PhD; Publisher/Editor-in-Chief 
November 2008 
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Reader feedback is always welcome and might be shared in a future e-Briefing edition. 
Send e-mail to the Editor: Stew.Leavitt@Pain-Topics.org. 

Also, be sure to register for e-Notifications of when Pain-Topics.org is updated and to be informed 
when e-Briefing newsletters are published. Go to: http://pain-topics.org/register.php. 
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During the past 12 months, we featured 85 items in our bimonthly UPDATES of 
news and research for healthcare providers interested in pain management. To arrive at 
that number, we examined hundreds of articles, news releases, and other sources to 
select those that a) are clinically oriented, and b) focus on treatments that are available 
today (rather than being purely experimental). Furthermore, reports that appear to be 
invalid, inaccurate, or confusing for any reason – which unfortunately applies to most of 
those that we review – are rejected. 

One subject we have been closely following and reporting on in the News/Research 
Updates is concerns regarding the abuse and addiction potential of long-term opioid 
analgesics in patients with chronic pain. Although there has been considerable research, 
the actual prevalence of these substance-use disorders in this population of patients has 
yet to be firmly established. And, all indications are that these problems may not be as 
common as many practitioners, regulators, and the public seem to believe. 

Relatively Low Prevalence of Problems 
In the September/October 2008 edition of the Pain-Topics News/Research Updates we re-

ported that Fishbain et al. [2008] from the Miller School of Medicine at the University of Miami, 
Florida, conducted a structured evidence-based review of all available studies as of year 2006 
relevant for assessing the development of abuse/addiction and aberrant drug-related behaviors in 
patients with chronic noncancer pain exposed to long-term opioid analgesic therapy. 

Among 2507 patients included in 24 studies qualifying for analysis, the opioid analgesic 
abuse/addiction rate was 3.27%. However, in patients specifically with de novo abuse/addiction 
(without a previous or current history of substance-use problems) the rate was only 0.19% (see 
Graph). 

These authors also reviewed studies that as-
sessed urine toxicology as a surrogate marker for 
abuse/addiction. In 5 studies, encompassing 
15,442 subjects, 20.4% of the patients had either 
no opioid at all or an illicit opioid in their urine. In 
another 5 studies (1965 subjects total) various 
illicit drugs were reported in 14.5% of patients. In 
these analyses, no distinctions were made be-
tween patients with or without a prior history of 
substance-use problems. 

At the annual meeting of the American Pain 
Society last May, Srinivasa Raja [2008] from 
Johns Hopkins University School of Medicine 
observed in his plenary session address that less 
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than 3% of patients without a prior history of drug abuse who are prescribed opioids for chronic 
pain will show signs of possible opioid abuse or addiction. He suggested that mass media accu-
sations of increased pain medication abuse by patients being due to increased opioid prescribing 
for chronic pain management were unfounded. Raja did not cite the source of his data, but this 
observation coincides closely with the findings of Fishbain et al. 

In another systematic review, reported in our News/Research Updates last January/February, 
Noble and colleagues [2008], at the ECRI Institute (a nonprofit organization dedicated to applied 
sciences research), evaluated 115 clinical trials of long-term opioid therapy in patients with 
chronic noncancer pain (CNCP). In their final analyses there were 17 qualifying studies that had 
enrolled patients with moderate-to-severe CNCP who were treated with opioid analgesics for a 
minimum of 6 months. 

Surprisingly, opioid abuse was reported in only 3 of 685 (0.4%) patients assessed for this 
problem, and signs of opioid addiction were evident in only 1 case out of 2042 (0.05%) subjects 
evaluated. However, there was no indication if these extremely low rates were in the overall sub-
ject population or solely in patients without prior substance-use problems. 

Interestingly, Fishbain et al. noted that many studies they examined did not report any opioid 
abuse or addiction at all. They stated that, if it is assumed that this represents zero incidence 
rather than a reporting oversight by the researchers, and these studies are combined with the 
others, then the already low rate of abuse/addiction without prior history of such problems might 
have been merely 0.07%. However, this would be a risky approach – it cannot be assumed in this 
case that a lack of reported data means no incidents occurred. 

In an earlier clinical investigation, Fleming et al. [2007] examined the rate of substance-use 
disorders in a population of patients receiving daily opioid therapy for chronic noncancer pain pre-
scribed by primary-care physicians. Their analysis of 801 adult patients found that 3.7% met 
DSM-IV clinical criteria for an opioid-use disorder, either abuse (0.6%) or dependence/addiction 
(3.1%). 

This 3.7% overall rate, using validated criteria from the “Diagnostic and Statistical Manual of 
Mental Disorders” (DSM) for defining abuse and addiction, is strikingly close to the 3.27% rate of 
abuse/addiction reported by Fishbain et al. This might suggest that previous studies actually used 
definitions of abuse and addiction that have some validity. Unfortunately, the study by Fleming 
and colleagues did not also distinguish between patients with or without a prior history of sub-
stance-use problems. 

Marijuana Confounds Illicit-Drug-Use Data 
As for illicit drug use in patients with chronic pain, the rates noted by researchers reporting on 

these problems – Fishbain et al. 2008 (14.5%); Fleming et al. 2007 (24%) – are considerably high 
and of concern. As we observed earlier in our May/June 2006 News/Research Updates, other 
researchers similarly found illicit-drug use rates of 16% to 22% in patients with pain [Manchikanti 
et al. 2005, 2006]. 

In some analyses, significant differences in patients with pain have been observed based on 
age: 26% of patients under 45 years of age, 13% of those between 45 and 64 years, and no pa-
tients over age 65 were illicit-drug abusers [Manchikanti et al. 2006]. Therefore, demographics 
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could strongly bias the observed prevalence rates in some studies that have larger 
proportions of subjects in certain age groups. 

Among all the illicit drugs used in the United States, marijuana has been the most 
common for several decades [Manchikanti and Singh 2008]. Consequently, data re-
flecting illicit drug use in patients with pain are inflated by a high prevalence specifi-
cally of marijuana use. Fleming et al. [2007] reported that 20% of all patients with 
chronic pain tested for illicit substances were using marijuana. Manchikanti et al. 
[2005] found that up to a third of such patients used marijuana. 

Although researchers specify “nonmedical use” of illicit agents in their data, in the 
case of marijuana it is actually not known whether patients were using this drug for 
expected medicinal effects or strictly nonmedical (recreational) purposes – this is not 
examined in the research. Marijuana use probably should be evaluated as a problem 
distinct from the abuse of either non-prescribed (hence, illicit) opioids or illegal drugs, such as 
cocaine, heroin, phencyclidine, and others. 

Medicinal marijuana has been a complicated issue surrounded by legal and political controver-
sies. As we reported in our September/October 2008 News/Research Updates, new evidence 
suggests that smoking marijuana may help relieve neuropathic pain. In a randomized, controlled 
trial, Ellis and colleagues [2008], at the University of California, San Diego, School of Medicine, 
compared medical marijuana with placebo in patients with HIV-related neuropathic pain that was 
not adequately managed by analgesics, including opioids. Clinically significant pain relief – vary-
ing from moderate to strong – was provided in 46% of marijuana smokers compared with only 
18% of those smoking the placebo product. 

This was a small study enrolling only 28 patients in a hospital setting; however, the research-
ers believe their results demonstrated that medical marijuana can significantly reduce neuropathic 
pain when added to a patient's already-prescribed pain management regimen. It is noteworthy 
that the cannabis and identical placebo cigarettes were provided by the National Institute on Drug 
Abuse (NIDA), suggesting that there continues to be some government-sanctioned scientific inter-
est in the analgesic potential of this agent. 

Overall, however, there is general opposition to medicinal marijuana by the federal govern-
ment in the US. Despite this, during the recent national election on November 4, 2008, Michigan 
became the 13th state to approve medical marijuana. The new law will permit terminally and seri-
ously ill patients to use marijuana for medical purposes with a physicians' approval, allow such 
patients to legally grow and possess certain amounts of the drug for their personal medical use, 
and create an ID-card system for medical use. 

There appears to be a growing body of evidence suggesting that medical marijuana may be 
helpful for patients with chronic pain conditions. However, there have been no large-scale, pro-
spective, controlled clinical trials, and the substance can have a negative impact on certain men-
tal skills and can cause lung problems. Therefore, a body of sufficiently high-quality evidence is 
lacking to make informed risk-benefit decisions regarding marijuana as an analgesic adjunct. 

Still, combining marijuana-use rates with other data reporting substance abuse problems in 
patients with pain may be inappropriately inflating the prevalence of such problems. This is un-
helpful for understanding the extent of illicit drug use in these patients and how it may affect pain 
management practice. 
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The Jury is Still Out 

Based on their comprehensive review, Fishbain and colleagues [2008] concluded that clini-
cians can be reasonably certain that only a relatively small percentage of all patients with chronic 
pain will exhibit abuse/addiction when receiving long-term opioid analgesics. Furthermore, the 
chance of iatrogenic abuse/addiction development is probably quite rare in patients not having a 
prior history of substance-use disorders. 

However, Fishbain et al. conceded that this sort of research can be confounded by unclear or 
inconsistent definitions of opioid “addiction,” “abuse,” and “aberrant behaviors” used across stud-
ies. In fact, due to imprecise definitions in so many studies they had to combine abuse and addic-
tion data into a single category for their overall analyses. They believed that the 3.27% preva-
lence of abuse/addiction could have been lower if standardized and accurate criteria had been 
used; although, the 3.7% rate found by Fleming et al. [2007] using validated DSM definitions was 
quite similar. (The Fleming et al. study was published after the cut-off date for the Fishbain et al. 
analysis and was not included in their report.) 

Another problem is found with the quality of available research evidence. In their extensive 
analysis of clinical trials investigating long-term opioid therapy, Noble and colleagues [2008] noted 
that all of the 117 studies they initially considered were of low quality due to methodological and/
or reporting deficiencies. There were no randomized placebo-controlled trials (RCTs) available for 
analysis and there was only one long-term controlled trial, which compared 2 opioids rather than 
opioid versus non-opioid therapy. 

Only a small proportion of the studies selected as qualifying for review by Noble et al. included 
assessments of opioid abuse or addiction, although a relatively large number of patients overall 
were evaluated for these problems. The studies used very broad and inclusive definitions of 
abuse/addiction and still found extremely low incidences of substance-use disorders. These were 
curiously in sharp contrast to the higher, but still quite low, overall rates reported by Fishbain et al. 
and Fleming et al. 

There was no doubt some overlap in the studies examined by Noble et al. and Fishbain et al. 
in their respective comprehensive reviews, and this needs further examination to determine if 
there was a selection bias in one or both of them. It is not unusual for two groups of investigators 
to approach identical bodies of evidence selectively or from different perspectives to arrive at dis-
parate results. 

Some question remains as to how rates of substance abuse/addiction in patients with chronic 
pain compare with the general population. Fishbain et al. [2008] noted that the prevalence of 
opioid-use disorders in the general population is approximately 10%; whereas, Fleming and col-
leagues [2007] claimed the frequency is merely 0.9%. This suggests that the rate of opioid-use 
problems in patients with pain may be either about two-thirds less or 4 times greater than in the 
general public – quite a disparity. However, neither group of authors provided reference sources 
for these data, and the veracity of the 0.9% figure in particular is questionable. 

More verifiable sources have noted that about 8% of all Americans aged 12 and older use illicit 
substances. And, depending on the medical population examined, rates of substance-use disor-
ders have ranged from 5% to as high as 67% [Savage et al. 2008]. The exact percentages of 
those disorders involving only opioids has been poorly delineated. Therefore, any conclusions 
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about how rates of these disorders in patients with pain compare with the overall population would 
be meaningless without much more extensive scrutiny of the data and/or further research. 

In sum, this entire area of investigation has been burdened by small studies, imprecise defini-

tions of terms, inconsistencies in research designs, and a lack of repetitive and comparable stud-

ies to assess reliability of results. Therefore, the jury is still out when it comes to reaching a judg-

ment based on current evidence regarding opioid abuse and addiction, as well as illicit-drug use, 

during long-term opioid analgesia for chronic noncancer pain. 

Meanwhile, establishing policies or medical practices in pain management based on a pre-

sumption of certain rates of opioid-analgesic abuse or addiction in patients could be misguided, 

resulting in added costs for healthcare delivery and the undertreatment of pain. This area is wor-

thy of further investigation and debate, but if preliminary indications hold true after further scrutiny, 

this problem may be of much smaller proportions than has been portrayed in the past. 
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Aches? Pains? 
An Extra Dose of Vitamin D May Help 

Pain is the most common complaint leading patients to seek medical care and much of 

it is chronic, lasting 3 months or longer. According to an extensive review of clinical re-

search in a report from Pain Treatment Topics introduced last June 2008, inadequate vita-

min D intake has been linked to a long list of chronic painful maladies, including bone and 

joint pain of various types, muscle pain, fibromyalgia syndrome, rheumatic disorders, os-

teoarthritis, and other complaints. Lack of vitamin D also has been implicated in the mood 

disturbances of chronic fatigue syndrome and seasonal affective disorder. 

According to Stewart B. Leavitt, MA, PhD, editor of Pain Treatment Topics and author 

of the report, “our examination of the research, including 22 clinical investigations of patients with 

various chronic pain and fatigue syndromes, found that these persons almost always had inade-

quate levels of vitamin D. When sufficient vitamin D supplementation was provided, the aches, 

pains, weakness, and related problems in most of them either vanished or were at least helped to 

a significant extent.” 

The report, “Vitamin D – A Neglected ‘Analgesic’ for Chronic Musculoskeletal Pain,” was peer-

reviewed by a panel of 8 experts and includes the following important points: 

� Vitamin D is a complex nutrient that functions as a hormone to benefit numerous body 

tissues and organs, including bones, muscles, and nerves. 

� A surprising majority of persons in many parts of the world, including the United States, do 

not get adequate vitamin D from sun exposure or foods. Why such deficiencies are asso-

ciated with pain in some persons but not others is not always known. 

� The currently recommended adequate intake of vitamin D – up to 600 IU per day – is out-

dated and too low. According to the research, most children and adults need at least 1000 

IU per day, and persons with chronic musculoskeletal pain would benefit from 2000 IU or 

more per day of supplemental vitamin D3 (also called cholecalciferol). 

� Vitamin D supplements have a highly favorable safety profile. They interact with very few 

drugs or other agents, and are usually not harmful unless extremely high doses – such as, 

50,000 IU or more – are taken daily for an extended period of time. 

� Vitamin D supplements are easy for patients to self-administer, are well tolerated, and 

typically cost as little as 7 to 10 cents per day. 

(Continued on page 12) 
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Leavitt stresses that vitamin D should not be viewed as a cure for all pain conditions and in all 

patients. It also is not necessarily a replacement for other pain treatments. “While further research 

would be helpful,” he says, “current best evidence indicates that recommending supplemental 

vitamin D for patients with chronic musculoskeletal pain and fatigue disorders would do no harm 

and could do much good at little cost. It should be considered by healthcare providers for their 

patients early in the course of pain management” (See Table above.) 

Besides the comprehensive *Research Report (50-pages, 170 refer-
ences), there is available a shorter *Practitioner Briefing (7-pages) that sum-
marizes the report and provides guidance for healthcare providers. Addition-
ally, a special *Patient Brochure (6-pages) explains what vitamin D is, how it 
works, and how it may help in relieving pain. 

Methadone is an effective and economical opioid analgesic for the management of 
cancer pain and chronic noncancer pain, both as a first line medication and as a replace-
ment opioid. However, methadone-associated emergencies, overdoses, and deaths have 
increased, so there is a critical need for the proper prescribing and use of this medication. 

Two documents, updated in March 2008 and available exclusively from Pain Treat-
ment Topics, help teach healthcare providers how to best prescribe methadone, and pro-
vide special instructions for patients on how to safely use it. 

“Oral Methadone Dosing for Chronic Pain: A Practitioner’s Guide” 
In this 12-page guidance report, author James D. Toombs, MD, cautions that metha-

done works differently than other opioid pain relievers. It is much more powerful than mor-

phine, but there are significant differences in how patients respond to methadone. Further-

(Special Reports… continued from page 11) 

(Continued on page 13) 

*All 3 documents are available for free 
access at: <Click on the blue URL link> 

 http://www.Pain-Topics.org/VitaminD 

Vitamin D Supplementation for Chronic Pain — Conservative Dosing Protocol 

1. In patients with chronic, nonspecific musculoskeletal pain and fatigue syndromes, it usually can be expected that vitamin 
D intake from combined sources is inadequate and concentrations of serum 25(OH)D are insufficient or deficient. 

2. All patients should take a multivitamin to ensure at least minimal daily values of essential nutrients, including calcium and 
400 IU to 800 IU of vitamin D. 

3. Recommend a daily 2000 IU vitamin D3 supplement, bringing total supplement intake to 2400 to 2800 IU/day (incl. from 
multivitamin). Extra calcium may not be necessary unless diet is insufficient and/or there are concerns about osteoporo-
sis (eg, in postmenopausal women or the elderly). 

4. Monitor patient compliance and results for up to 3 months. Other therapies for pain already in progress do not necessar-
ily need to be discontinued. 

5. If results are still lacking after 3 months, or persistent 25(OH)D deficiency or osteomalacia are verified, consider a brief 
course of prescribed high-dose vitamin D3 with or without added calcium as appropriate, followed by ongoing supplemen-
tation as maintenance. 

Safety Stressed in Updated Guidance on Methadone 
for the Relief of Chronic Pain 

http://www.Pain-Topics.org/VitaminD
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more, methadone can interact with a large 

number of other medications, so harmful 

drug interactions must be considered. At 

the same time, compared with other 

opioids, methadone is generally much less 

expensive, making effective pain relief af-

fordable for all patients. Toombs’ paper 

discusses these vital issues and provides 

specific guidance on how oral methadone 

should be dosed daily for best results and , 

importantly, with the least risks of adverse 

reactions or overdose. 

Toombs also provides a helpful nomogram (above) 

for calculating conversions from other opioids (in mor-

phine equivalents) to methadone. The nomogram is 

used by locating the current morphine oral equivalent 

dose along the X-axis, moving up to the curve, and 

reading the corresponding methadone-dose value 

along the vertical Y-axis. 

 

 

“Methadone Safety Handout for Patients” (in English and Spanish) 
Stewart B. Leavitt, MA, PhD, editor of Pain Treatment Topics, has developed 

these special 2-page handouts for patients and their families or caregivers. They 

offer vital instructions for methadone treatment compliance and safety, and can 

be freely copied and provided to patients at the time they receive their methadone 

prescription from the healthcare provider. These easy-to-understand instructions 

warn patients that misuse or abuse of this strong opioid can have dire conse-

quences including overdose and death, and guidance is provided for how to avoid 

these hazards. 

(Special Reports… continued from page 12) 

James D. Toombs, MD, is a Staff Physician in the Division of Primary Care/
Pain Medicine at the Harry S. Truman Memorial Veterans' Hospital in Co-

lumbia, Missouri. He is a Diplomate of the American Board of Family Prac-
tice and holds a Subspecialty Certification in Pain Medicine from the Ameri-
can Board of Physical Medicine and Rehabilitation. 

Dr. Toombs has published several papers focusing on 
pain management. He is a Senior Flight Surgeon in 
the Missouri Army National Guard and served two 

tours of active duty as a Field Surgeon in Iraq during 
Operation Iraqi Freedom. He currently serves as a 

medical advisor to Pain Treatment Topics. 

This document is available for free access at: <Click on the blue URL link> 
 http://pain-topics.org/opioid_rx/methadone.php#methchropain 

This document is available for free access at: <Click on the blue URL link> 
 http://pain-topics.org/opioid_rx/methadone.php#handout 
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Do Opioid Analgesics Sometimes 
Make Pain Worse? 

Opioid medications are essential for helping to relieve all types of serious pain. How-
ever, relatively recent evidence suggests that in some patients they can paradoxically 
worsen the pain. 

“Actually, this possible negative effect of opioids, such as morphine, to cause in-
creased sensitivity to pain was observed in the 19th Century,” says Peggy Compton, RN, 
PhD. “Today, we call this opioid-induced hyperalgesia, or OIH.” 

Her extensive review of the clinical evidence on OIH, exclusively for Pain Treatment 
Topics and published at the Pain-Topics.org website, is titled, “The OIH Paradox: Can 
Opioids Make Pain Worse?”  

Fortunately, it seems that OIH does not arise in the majority of patients taking opioid 
analgesics, but when it does occur it can be difficult to manage. In addition to OIH, pain 
increasing during opioid therapy can indicate several other conditions that must be considered, 
including: 1) worsening pain-causing disease, 2) tolerance to opioid effects, 3) opioid withdrawal 
symptoms, or 4) pseudoaddiction (opioid-seeking due to unrelieved pain). For these conditions, 
increasing the opioid dose usually helps relieve pain. 

A patient who is addicted to opioids may complain of worsening pain but may not be helped by 
increasing the opioid dose. In fact, signs of addiction may emerge further, such as difficulty con-
trolling opioid use, a preoccupation with obtaining opioids, or other misbehavior. 

In the case of OIH, increasing the opioid dose will actually make the pain worse. Often, the 
pain is difficult for the patient to describe and can spread beyond the original point of pain. Ac-
cording to Compton’s review, several strategies may help prevent OIH or to deal with OIH if it oc-
curs: 

� The opioid dose should be kept as low as is clinically effective for managing pain. 

� Additional medications can be used to help minimize the need for opioids, such as COX-2 
inhibitors, dextromethorphan, adjuvant agents (eg, antidepressants), and others. 

� Long-acting opioids are preferred over shorter-acting formulations for chronic pain. 

� If a particular opioid becomes ineffective, it is often helpful to rotate to a completely differ-
ent opioid drug (methadone is especially useful for opioid rotation). 

� New research suggests combining low-doses of opioid antagonists (eg, naltrexone) with 
opioid therapy to counteract development of OIH. 

(Continued on page 15) 
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Current Comments for 2008 
Since the last edition of this e-Briefings Newsletter several new “Current Comments” essays have been published and posted at 

Pain-Topics.org. These address concerns about achieving effective pain treatment while managing inherent risks of analgesia, primar-
ily relating to opioids. The papers are briefly summarized below, and instructions for accessing the full article follows each synopsis. 

Opinions and perspectives expressed in Current Comments essays/reports are those of the authors and are not peer-reviewed. 
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discussed. Nor are any representations made concerning their effectiveness, appropriateness, or suitability. 
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Compton observes that there are still many unanswered questions about OIH, and research 
investigations are ongoing. Meanwhile, it is essential for healthcare providers to carefully monitor 
patients’ responses to opioid therapy and recognize that several opioid-related responses other 
than OIH can lessen opioid-analgesic effectiveness (see Table). In some cases, higher dosing is 
needed; however, if OIH occurs, other strategies should be employed to provide patients the pain 
relief they need and deserve. 

Patients with Pain Should Not Be Punished 
for Opioid Medication Abuse/Addiction 

“Any practitioner prescribing opioids for chronic use should be accountable for having 
a strategy in place if medication abuse or addiction occurs,” says Peggy Compton, RN, 
PhD. “Providing daily opioid pain relievers without suitable addiction expertise or support 
in place puts both the pain-management practitioner and patient at risk for poor out-
comes.” 

Unfortunately, the common practice of discharging patients from opioid therapy when 
there are concerns about substance abuse or addiction can do significant harm; not just to 
patients, but also affecting their families, the healthcare system, and society at large. Such 
practice should be avoided, Compton urges. 

In her commentary for Pain Treatment Topics, Compton stresses that instead of deny-
ing patients their pain-relieving opioids, working partnerships between addiction and pain 
specialists should ideally be developed, with the pain practitioner continuing treatment for 

(Current Comments... continued from page 14) 
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Differential Assessment of OIH vs Other Conditions 

Condition Nature of Pain Presentation or 
Onset of Pain 

Response to Opioid 
Administration 

Opioid-Induced 
Hyperalgesia (OIH) 

Increased sensitivity to 
pain; diffuse pain, extend-
ing beyond the distribution 
of pre-existing pain; allo-
dynia may be present. 

Abrupt onset with rapid 
opioid escalation or high-
dose opioid administra-
tion. 

Pain worsens. 

Worsening Pain 
Pathology 

Localized to site of pre-
existing pain or new site of 
pathology. 

Variable, depending on 
source of pain. 

Pain improves. 

Opioid Tolerance Localized to site of pre-
existing pain. 

Gradual onset. Pain improves. 

Opioid Withdrawal Increased sensitivity to 
pain; diffuse, extending 
beyond the distribution of 
pre-existing pain. 

Abrupt with short-acting 
opioids or antagonist 
administration; gradual 
with long-acting opioids. 

Pain improves. 

Opioid Addictive 
Disease 

Increased sensitivity to 
pain; diffuse, may extend 
beyond the distribution of 
pre-existing pain. 

Gradual onset. Pain may improve but 
functionality may 
worsen. 

Pseudoaddiction Localized to site of pre-
existing pain. 

Variable, depending on 
source of pain. 

Pain improves. 

http://pain-topics.org/clinical_concepts/comments.php#ComptonOIH
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pain while also playing a role in addiction treatment. This does not require the 
pain-management practitioner to become an addiction specialist; however, pain 
practitioners should be involved in, rather than draw away from, addiction treat-
ment for their patients with chronic pain who have need for such services. Impor-
tant suggestions in the report include: 

� It is very difficult to identify true addiction in patients with chronic pain. 

� Patients taking opioids every day should be monitored for signs of drug 

abuse or addiction. 

� If opioid-use problems arise, and are accurately assessed as such, sub-

stance-abuse treatment strategies should become an essential part of 

the pain treatment plan. 

� Pain practitioners should attempt to stay involved, since there is a lack of special services 

for treating patients with both pain and addiction. 

� Pain practitioners can support a patient’s addiction recovery by encouraging attendance at 

12-step programs, limiting the patient’s access to opioid medicines, and monitoring the 

patient’s mental health status. 

Such participation by pain practitioners not only enhances therapy for chronic pain but pro-
vides them a unique opportunity to help stem the significant public health problem of opioid abuse 
and addiction. In this report, Compton outlines specific steps for any healthcare provider to follow. 

Telltale Signs Identify Patients with 
Uncontrolled Pain – Guide Opioid Rx 

Some believe that pain is a personal experience that cannot be accurately diagnosed. 
While healthcare providers ask patients to grade their pain on a 1-to-10 scale, this does 
little to help them separate genuine pain-relief-seeking patients from drug-seekers when 
prescribing potent opioid analgesics. Consequently, opioid analgesics are sometimes 
denied to patients in pain who would benefit from them. 

In an evidence-based commentary article for Pain Treatment Topics – “Using Objec-
tive Signs of Severe Pain to Guide Opioid Prescribing” – Forest Tennant, MD, DrPH, out-
lines an objective approach for diagnosis that applies telltale physical signs of severe 
pain. “The fact is,” he says, “severe uncontrolled pain usually produces more objective 
physical evidence of its presence than does the average case of diabetes or heart dis-
ease.” Tennant has specialized in treating severe pain for more than 30 years and is the 
author of more than 200 scientific articles. 

For one thing, he notes, severe pain – whether acute or chronic – causes stress on the whole 
body that can become life threatening. This can be easily measured by increased pulse rate, ele-

(Current Comments... continued from page 15) 
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vated blood pressure, and dilated pupil size. 
The patient may perspire heavily, and hands 
and/or feet can be cold to the touch. 

Other signs are less obvious, but still observ-
able. When severe pain has been present for a 
long time afflicted persons may avoid physical 
positions that worsen the pain. For example, 
they may always lean to one side or walk with a 
limp. Or, these individuals may try to limit physi-
cal sensations that cause pain, such as by al-
ways wearing loose-fitting clothing or not comb-
ing their hair. Some sufferers will attempt to distract their attention from the area that hurts to an-
other area, even to the extent of cutting or burning themselves. 

If they know what to look for, astute healthcare providers can, in many cases, use the diverse 
signs of pain to objectively determine if the pain is legitimate and is as severe as the patient 
claims. Once this is established, decisions about appropriate opioid prescribing and its proper 
dosing can be made. In his article, Tennant provides helpful tables that summarize key informa-
tion for readers. 

 

 

 

 

 

 

Sexual Dysfunction – A Common Problem With 
Opioid Pain Relievers; Treatment Helps 

Unfortunately, chronic pain can also cause sexual problems. Yet, many patients 

suffer in silence, healthcare providers rarely ask about patients’ sexual concerns, and 

guidance literature on the subject is relatively scarce. Ironically, the long-acting opioid 

medications prescribed to relieve patients’ pains often are the source of their sexual 

dysfunction. 

In an evidence-based commentary article for Pain Treatment Topics – “Opioid-

Induced Sexual Dysfunction: Causes, Diagnosis, & Treatment” – Stephen Colameco, 

MD, MEd, discusses the problem and how healthcare providers can help their patients. 

Considerable evidence suggests that long-acting opioids used on a daily basis for 

more than a month can reduce hormonal function in both men and women. Besides 

(Current Comments... continued from page 16) 
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Forest Tennant, MD, DrPH attended the University of Kansas Medical School and served in 
the US Public Health Service. In 1975 he started the Veract Intractable Pain Clinic in West 
Covina, CA. Dr. Tennant has published more than 200 scientific articles and pioneered re-

search on the complications and treatment of intractable pain. He is Editor in Chief Emeritus 
of the journal Practical Pain Management. 

For free access to Using Objective Signs of Severe Pain to Guide Opioid Prescribing see: 
 http://pain-topics.org/clinical_concepts/comments.php#Tennant2 

Recommended Objective Measures to Help Determine 
Uncontrolled Pain & Opioid Overmedication 

UNCONTROLLED PAIN GOOD PAIN CONTROL EXCESS OPIOIDS 

Pulse rate 
> 88 beats per minute 

Pulse between 
64 to 88 beats per minute 

Pulse rate 
< 64 beats per minute 

Blood pressure 
> 130/90 mm Hg 

Blood pressure between 
110/70 and 130/90 mm Hg 

Blood pressure 
< 110/70 mm Hg 

Pupil diameter > 5.0 mm Pupil diameter between 
3.0 and 5.0 mm Pupil diameter < 3.0 mm 

Cold hands or feet Normal temperature Very warm hands or feet 

http://pain-topics.org/clinical_concepts/comments.php#Tennant2
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sexual dysfunction, symptoms can include weight 

gain, fatigue, depression, osteoporosis, and irregular 

menstrual cycles. 

Causes and symptoms associated with hormonal 

deficiencies are summarized in the Table. These 

problems can be treated, if they are properly diag-

nosed, but different approaches are needed in males 

and females. Colameco provides a number of recom-

mendations: 

� Prior to the initiation of opioid therapy, pre-

scribers should inform patients that hormonal 

disturbances are common with higher dose, 

long-term opioid treatment. 

� After opioid treatment is started, patients should be routinely evaluated for signs and 

symptoms of hormone deficiency, including sexual dysfunction. 

� When hormonal deficiency is suspected, appropriate laboratory testing should be ordered. 

There are no validated questionnaires for screening women for opioid-induced endocrine 

deficiencies, but structured interview instruments have been proposed to screen men for 

hypogonadism. 

� An important treatment in men often is testosterone supplementation. Topical, buccal, or 

transdermal formulations are preferred over intramuscular injections. However, testoster-

one therapy must be used cautiously to avoid risks of prostatic hypertrophy or increased 

prostate cancer growth in afflicted patients. 

� In women, testosterone treatment is controversial and supplementation with DHEA/

DHEAS may be preferred due to its ability to raise hormone 

levels without significant side effects. Alternatively, rotation 

from one opioid medication to another may be effective. 

In sum, opioid treatment is intended to reduce patients’ pain, and 

to improve physical and social functioning. Opioid-induced hormonal 

deficiencies and associated sexual dysfunctions are common and 

often overlooked consequences of opioid therapy. If left untreated, 

they may negate the potential benefits of this analgesic. It is hoped 

that through a better understanding of these problems opioid ther-

apy can be more effectively used in the treatment of chronic pain. 

(Current Comments... continued from page 17) 
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Opioid-Induced Deficiencies 

Hypogonadism 
Decreased GNRH 
Decreases LH 
Decreased Testosterone 
  
Adrenal Androgen Deficiency 
Decreased DHEA 
Decreased DHEAS 
Decreased androstenedione 

Symptoms 
Anemia 
Decreased Libido 
Decreased Muscle Mass 
Depression 
Erectile Dysfunction 
Fatigue 
Hot Flashes 
Menstrual Irregularities 
Osteoporosis 
Sweating 
Weight Gain 

Stephen Colameco, MD, MEd, is 
a graduate of Temple University 

School of Medicine and completed 
family medicine training at Hahne-

mann University School of Medicine. He has been practicing 
addiction medicine since 1982, and was among the first phy-

sicians in his locale to become certified as a Fellow in the 
American Society of Addiction Medicine (FASAM). He is a 

widely published author in the addiction treatment and pain 
management fields, and his book, “12 Steps for Those Af-

flicted with Chronic Pain” (2005), has benefitted many pa-
tients. In 2004 he left an academic teaching position to devote 

full time to his clinical practice – Addiction Pain Associates, 
Sewell, NJ – specializing in the treatment of patients with 

addiction, including those with chronic pain. 

http://pain-topics.org/clinical_concepts/comments.php#Colameco
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Dual Certifications Received 
Within 2 months of starting operation on January 1, 2006, 
Pain-Topics.org was certified by the Health On the Net 
(HON) Foundation and has been continuously inspected 
and recertified each year since then. This nonprofit or-
ganization, based in Geneva Switzerland and sponsored 
by government authorities, seeks to guide the growing 
community of healthcare providers and consumers on the 
World Wide Web to sound, reliable medical information 
and education. Qualifying medical and health websites 

must rigidly comply with extensive requirements of the HON Code of Conduct 
to be awarded HONCode certification. 

In summer 2008, Pain-Topics.org qualified for Web Mèdica Acreditada 
(WMA) certification. Sponsored internationally by the Medical Association of 
Barcelona (COMB), and cosponsored by the European Union under the Di-
rectorate General for Health, WMA certification is awarded to medical web-
sites meeting the highest-quality standards for the communication of educa-
tion and information to the general public, patients, and healthcare profes-
sionals. Traditionally, this certification has applied to websites serving Span-
ish-speaking countries and Pain-Topics.org was one of the first in the United 
States to be certified, partly in recognition that we have a significant number 
of visitors from Spain, Latin America, and South America. 

Awards Recognize Contributions to Healthcare Field 
In addition to the prior “Hope 

Award” and “Gold Web Award” re-
ceived by Pain-Topics.org more than 
a year ago, two recent awards specifi-
cally recognize our contributions to the 
healthcare field. 

We received a Merit award in 2008 
from the “World Wide Web Health 
Awards” program. This competition is 
organized by the Health Information Resource Center, a national clearing-
house for health-related programs and resources. The award recognizes the 
best web-based health-related educational content for consumers and health-
care professionals. 

Also in 2008, Pain-Topics.org received “WebAwards” in 2 categories: 
Medical Standard of Excellence and Health Care Standard of Excellence. 
This award program, sponsored annually for the past 12 years by the Web 
Marketing Association, recognizes organizations and people responsible for 
developing some of the most effective websites on the Internet. Entries are 
judged on design, innovation, content, interactivity, technology, copy writing, 
and ease of use by the intended audience. 
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