
IJRACIICAL PAIN MANAGEMENT 
The journal with the practitioner in mind 

Pain Control 
Begins Here 

ALSO IN THIS 
• Analgesics in Chronic 

• Guide to Spinal Cord sttn•Uia1MII 

• PROPvs PROMPT: FDA:»Declta 

Volume 13, Issue 9 

October 2013 



EXCLUSIVE 
PROP Versus PROMPT: FDA Speaks 

Report 

n July of 2012, Physicians for Responsible Opioid 
Prescribing (PROP) submitted a petition to the Food 
and Drug Administration (FDA) asking the agency 
to update labeling of opioid analgesics. 1 According 
to a copy of the letter submitted to the FDA, the 
group stated that: "an increasing body of medical lit
erature suggests that long-term use of opioids may be 

neither safe nor effective for many patients, especially when 
prescribed in high doses." The group wanted the FDA to 
"exercise its regulatory responsibility over opioid manufac
turers by prohibiting the marketing of opioids for conditions 
in which their use has not been proven safe and effective." 

The petitioners suggested specific action should be taken 
by the agency: 

• Strike the term "moderate" from the indication for 
non-cancer pain 

• Add a maximum daily dose, equivalent to 100 mg of 
morphine for non-cancer pain 

• Add a maximum duration of 90 days for continuous 
(daily) use for non-cancer pain 

In response to the PROP petition, a multidisciplinary 
group of clinicians involved in pain management formed 
Professionals for Rational Opioid Monitoring and 
Pharmacotherapy (PROMPT). 2 According to the group's 
Web site, the motivation for forming PROMPT was to 
address some of the concerns raised by PROP-the safe use of 
chronic opioids-"by mitigating these risks with appropriate 
proactive and ongoing validated interventions intended for 
the benefit of the patient care and public safety," noted Jeffrey 
Fudin, BS, PharmD, and one of the founders of PROMPT. 

FDA Ruling 
After over a year of debate, petitions, and hearings, in 
September the FDA announced class-wide safety labeling 
changes and new post-market study requirements for all 
extended-release and long-acting (ERJLA) opioid analgesics 
intended to treat pain.3 1he actions of the FDA "demonstrates 
its resolve to reduce the serious risks ofLAJER opioids while 
still seeking to preserve appropriate access for those patients 
who rely on these medications to manage their pain," noted 
FDA Commissioner Margaret A. Hamburg, MD. Given the 
serious risks of using ERJLA opioids, the class-wide labeling 
changes, when final, will include important new language to 
help physicians tailor their prescribing decisions based on a 
patient's individual needs, noted the agency in a press release. 

Some aspects of the FDA 
ruling pleased members on 
both side of the debate. The 
updated indication states that 
ERJLA opioids ar:e indicated 
for the management of pain 
severe enough to require daily, 
around-the-dock, long-term 
opioid treatment and for 
which alternative treatment 
options are inadequate. 

The updated FDA indi
cation further clarifies that, 
because of the risks of addic
tion, abuse, and misuse, even 
at recommended doses, and 
because of the greater risks 
of overdose and death, these 
drugs should be reserved for 
use in patients for whom 
alternative treatment options 
(eg, non-opioid analgesics or 
immediate-release opioids) 
are ineffective, not tolerated, 
or would be otherwise inad
equate to provide sufficient 
management of pain; ERJLA 
opioid analgesics are not indicated for as-needed pain relief. 

In addition, the FDA recognized that more information is 
needed to assess the serious risks associated with long-term 
use ofERJLA opioids. Therefore, the agency is requiring the 
drug companies that make these products to "conduct fur
ther studies and clinical trials. The goals of these postmarket 
requirements are to further assess the known serious risks of 
misuse, abuse, increased sensitivity to pain [hyperalgesia], 
addiction, overdose, and death." 

The FDA is also requiring a new boxed warning on ERJ 
LA opioid analgesics to caution that chronic maternal use 
of these products during pregnancy can result in neona
tal opioid withdrawal syndrome (NOWS), which may be 
life-threatening and require management according to pro
tocols developed by neonatology experts. NOWS can occur 
in a newborn exposed to opioid drugs while in the mother's 
womb. Symptoms may include poor feeding, rapid breath
ing, trembling, and excessive or high-pitched crying. 
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In response to the citizen petitions submitted by PROP 
and PROMPT, Douglas Throckmorton, M D, deputy direc
tor for regulatory programs in the FDA's Center for Drug 
Evaluation and Research, noted that "the FDA remains com
mitted to improving the safety of opioids and to continuing 
to engage in efforts to evaluate and mitigate the risks asso
ciated with opioid ·use. The safety labeling changes reflect 
the FDA's current understanding of the risks and benefits 
of these products. The FDA will evaluate the results of the 
postmarket studies, continue to monitor relevant safety 
data, and take further safety action, as warranted," he added. 

PROP Response 
Andrew Kolodny, MD, President of PROP, told Practical 
Pain Management that he was "disappointed that the FDA 
left the door wide open for drug companies to continue to 
promote opioids for conditions where the risks of use are 
likely to outweigh benefits." For example, he noted that "the 
bulk of patients receiving opioids long-term for chronic pain 
suffer from low back pain, fibromyalgia, and chronic head
ache. Leading experts agree that opioids are a lousy treat
ment for these problems, and the risks of using opioids are 
likely to outweigh benefits." Federal law, he added, is sup
posed to prohibit drug companies from promoting products 
for conditions where the risks are likely to outweigh ben
efits. "What PROP wanted was a narrower indication and 
more specific instructions on labels, such that use for these 
conditions [low back pain, fibromyalgia, chronic headache] 
would have been off-label-that is, allowed to be used by 
prescribers, but not allowed to be promoted by drug com
panies. That is what we were aiming for." 

On the other hand, Dr. Kolodny was pleased that the 
FDA agreed with their main argument-that evidence is 
lacking to support long-term and high-dose use of opioids. 
However, he noted that "since [the FDA] agreed with us 
that long-term use may be neither safe nor effective, they 
should have made chronic opioid therapy off-label now 
instead of asking drug companies to perform long-term 
trials and report back. What happens if the research proves 
that far more patients are harmed by chronic opioid ther
apy than helped? While the FDA waits for the drug com
panies to conduct trials, 1 OO,OOOs of people may be started 
on a therapy that can be harmful and difficult to get off of." 

PROMPT Response 
"For the most part, PROMPT couldn't be more pleased," 
Dr. Fudin told Practical Pain Management. "Interestingly 
much of the mainstream media has focused on the 'major' 
changes to FDA labeling for ER/LA opioids. The truth is that 
the new label changes decreed by the FDA are an extension 
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of REMS [Ri - h aluacion and Mitigation Strategies] and 
are more likely a resuh of that 'Evaluation' than any citi
zens' petition pur onh by PROP. Moreover, while helping 
to mitigate ri · mO\·ina forward, the new labeling is more 
patient-friendly man previous," he noted. By changing the 
labeling for ER L-\ opioids from "moderate to severe" to 
"severe enough to warrant around-the-clock opioids," the 
FDA is "basically allowing patients and providers the lati
tude to decide if constant daily pain that otherwise precludes 
activities of daily living is in fact 'severe enough' to warrant 
continuous around-the-dock opioid therapy. The difference 
is that now it is not necessarily based on a number scale or 
one that ranges from low-moderate-severe. This decision 
by the FDA is practical, fair, and responsible," he stated. 

After carefull reviewing and outlining available litera
ture, or lack thereof, noted Dr. Fudin, the FDA sent a clear 
message: 

• They denied change to a maximum 100 mg daily mor
phine equivalent (MEQ) dose 

• Denied a 90-day limit for non-cancer pain 
• Denied a differentiation between cancer and non-can-

cer pain. 
According to Dr. Fudin, "The heart of FDA's final decision is 
that they were quite responsible, clearly were looking out for 
the patients, and intend to employ a 'strategy' that employs 
continuous monitoring to assess risk, evaluate data, and 
mitigate harm. That is what the FDA promised, and that 
is what they are doing. Hats off to the FDA! I thank you; 
patients thank you; and PROMPT thanks you!" 

PPM recently surveyed our editorial board members and 
asked for their opinions on the subject. A sampling of board's 
responses can be found on page 15. 
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I f you would like to weigh in on the 
subject, please go to the PPM Survey 
at PracticalPainManagement.com 

and vote. Results of the survey will . . . 
appear m upcoming Issues. 
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PPM's Editorial Board Response to FDA Ruling 
FDA Did Well 
Gary Jay, MD 
Raleigh-Durham, NC 

I think the FDA did well. They obviated the absurd 90-day 
use limit. They determined to stop using "mild, moderate, 
and severe" descriptors of pain, therefore doing what PROP 
wanted. However, what they did is make an area open to 

interpretation that shouldn't hurt patient care: "ER/LA 
opioids are indicated for the management of pain severe 
enough to require daily, around-the-clock, long-term opioid 
treatment and for which alternative treatment options are 
inadequate." If the physician feels that the patient needs ER/ 
LA opioids, and has no appropriate alternative treatments 
that are adequate, the patient may get the medications if 
indicated. Their requests for other postmarketing studies 
are, I believe, reasonable. All in all, I think the agency did 
a great job with their determination. 

It Could Have Been Worse 
Joseph Shurman, MD 
La Jolla, CA 

I am okay with the FDA release. It could have been worse if 
they followed the recommendations of the PROP Group. By 
mandating that opioid companies conduct postmarketing 
studies, we may finally get the long-term study results we 
have needed. We need these long-term studies of patients 
with non-malignant pain on opioids (extended release) 
to demonstrate improvement of function, quality of life, 
and pain relief as well as to show what is the frequency of 

PPM Invites You to Take a Survey 

Variability in Opioid 
Equivalence 
Patients are often switched to different opioids in an effort 
to improve analgesic efficacy, increase tolerability, diminish 
side effects, and/or mitigate hyperalgesia. In some cases, lack 
of efficacy may be due to improper conversion. We know 
that up to 80% of patients experience a positive response 
when switching agents appropriately, even at a lower than 
"equivalent" dose because of reduction for cross-tolerance. 1 

However, despite providing successful symptomatic improve
ment, opioid analgesics are involved in 75% of prescrip
tion drug overdose deaths, accounting for 16,65 1 deaths in 
2010. 2 Improper opioid conversions can put patients at an 
increased risk of under-dosage or overdosage. 1 

In consideration of these issues, a survey has been created 

abuse, addiction, overdose, suicide, and opioid-induced 
hyperalgesia. 

Raises Awareness About Problem 
Joseph Ruane, DO 
Columbus, OH 

The rise in the number of prescriptions for opioids in this 
country is staggering, and the data surrounding serious side 
effects and deaths undeniable. The FDA labeling will now 
say ER/LA opioids are "indicated for the management of 
pain severe enough to require daily, around-the-clock, long
term opioid treatment and for which alternative treatment 
options are inadequate," removing the word "moderate" and 
at least cognitively raising the bar on appropriate indica
tions for this therapy. It will also emphasize they are not 
to be used as prn medications; and that broad, thoughtful 
approaches to pain management be utilized before ER/LA 
opioids are prescribed. Although a label change by itself 
may not have a significant impact on physician behavior, 
it is hard to argue against continued attempts to educate 
and raise awareness on this important issue. 

Too Nebulous 
John Claude Krusz, MD, PhD 
Dallas, TX 

The FDA "change" is so nebulous that it says nothing. It is 
all based on future tense (imperfect) language and repeti
tion of current recommendations. I am appalled that this 
is not more definitive in scope. 

to analyze the variability among various clinician types (phy
sicians, pharmacists, physician assistants, and nurse prac
titioners) in their calculations for five preselected opioids 
at fixed doses. The primary hypothesis is that there will be 
statistically significant differences in the average response 
and ranges of responses to these requested conversions. We 
invite you to participate in this anonymous survey to deter
mine disparity and variability in opioid conversions among 
clinicians. Please go to PracticalPainManagement.com and 
take the survey. 
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