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Dr. Robin Masheb:  Good morning, everyone and welcome to today’s Cyberseminar.  This is Dr. Robin Masheb Director of Education at the PRIME Center of Innovation at VA Connecticut.  And I will be hosting our monthly pain call entitled Spotlight on Pain Management.  Today’s session is Moving into the Post-Opioid Chronic Pain Treatment Era: Opportunities and Challenges.  I’m very delighted to introduce our presenter for today, Dr. William Becker.  Dr. Becker is a Core Investigator at the PRIME Center at VA Connecticut and Associate Professor at the Yale School of Medicine in the section of General Internal Medicine.  He additionally trained in Addiction Medicine and Pain Management.  He is Medical Director of the Opioid Reassessment Clinic at VA Connecticut and Co-Chairs Yale School of Medicine’s Pain Curriculum Committee.  Dr. Becker is VA HSR&D, QUERI, NIH, FDA, and PCORI funded clinical research uses observational and experimental methods to examine and improve the quality of chronic pain treatment in primary care, particularly at the interface between high-impact chronic pain and substance use disorders.  Increasingly his work has focused on de-implementing high-dose long-term opioid therapy and improving patients’ access to non-pharmacologic pain treatments.  Also on our call today is Dr. Friedhelm Sandbrink who will be available to address any issues related to policy.  He is a Neurologist in the VA National Program for Pain Management, Director of Pain Management in the Department of Neurology at Washington D.C. VA Medical Center.  Our presenter is going to be speaking for approximately 45 minutes and will be taking your questions at the end of the talk.  Please feel free to send your questions in the panel on your screen.  If you’re interested in downloading the slides from today the link is now working, it should be in the email you received this morning.  And just a reminder if you’re interested in any of our previous Spotlight on Pain Management sessions you can search HSR&D Cyberseminars and use the different scroll down menus to select the archive of Spotlight on Pain Management.  And now I’m going to turn this over to our presenter, Dr. Becker.  

Dr. William Becker:  Great.  Thank you, Dr. Masheb.  Thank you, Dr. Sandbrink for the invitation.  And good morning all it’s great to be virtually connected to all of you.  I last gave a version of this talk on my last trip out of state to Washington University in St. Louis on February 27th.  And needless to say a lot has happened in the three-plus months since then.  One reflection I’ll say emphatically for me it’s caused me to appreciate the integrated care system that we have in the VA.  As well as the community of clinicians, researchers, and our Veteran patients.  People are pulling together and it’s great to see.  So I appreciate the opportunity to discuss today chronic pain and the complexities and challenges arising from long-term opioid therapy.  And our efforts to safely pull back from it in a Veteran-centered way.  I approach this as a general internist and a primary care physician trained in the biopsychosocial model who’s also had the opportunity to pursue advanced training and research in this field.  But also as a collaborator who so highly values interdisciplinary team-based work which of course we have here in the VA like no other health system I’ve been a part of.  

I have no conflicts of interest related to the content of this presentation.  

Briefly let’s review an outline for our discussion this morning.  First to set the stage we’ll discuss chronic pain, both its pathophysiology and epidemiology.  A review for many of you but hopefully still helpful.  And then focus on opioids and their role in the treatment of chronic pain including significant limitations which I know this audience is well familiar with.  So I’ll try to be succinct.  Then we’ll transition to the work that’s keeping me very busy these days which is developing and testing interventions including management strategies for when harm of long-term opioid therapy outweighs benefit in chronic pain.  Including novel use of buprenorphine in such instances and then shifting to testing and implementing non-pharmacologic approaches to chronic pain management.  We’re going to cover a lot and I will attempt to leave a good chunk of time at the end for questions.  

So first I’d like to present a clinical case that will guide us through the rest of the discussion.  Mr. M is a 66-year-old white Veteran with chronic low back pain who presents for evaluation at our Opioid Reassessment Clinic which I’ll describe in detail later.  His chief concern is, I’m in a rut.  Past medical history: notable for lumbar spondylosis, post-traumatic stress disorder.  Other pertinent data include that he is taking morphine sustained action 60 milligrams TID with oxycodone immediate release 10 milligrams every six hours.  Opioid therapy was started in 2004 at 30 milligrams morphine equivalent daily dose or MEDD.  And through a series of well intention dose escalations by both primary care and pain specialty clinic is now on 240 milligrams morphine equivalent daily dose.  He’s mostly sedentary but his intermittent in high-intensity activity like snow shoveling that he reports will leave him bedbound for at least 24 hours.  Review of systems is notable for daily moderate to severe back pain interfering with his activities of daily living, nightmares, snoring, and erectile dysfunction.  So the first question we might ask about this patient is does he have opioid use disorder, a.k.a. opioid addiction.  Our clinic’s answer to that question was no because he lacked criteria related to loss of control of use that we’ll discuss in a few minutes.  

However he did have several other problems based on our assessment.  He has poorly controlled chronic pain which is markedly impacting his function.  His opioid tolerance and physiologic dependence which I’ll define momentarily.  Poorly controlled PTSD, probable sleep-disordered breathing, and erectile dysfunction.  But relevant to the interventions we’ll discuss later I’d like to highlight the quality of care problems identified in this case and those are really had sub-optimal treatment of chronic pain based on the standards that we’re used to in the VA.  Elevated risk of overdose death and importantly a mismatch between the patient’s needs at this time and the health care resources available to him.  

So to understand how we’re going to intervene in this fairly common presentation let’s first take a step back to discuss chronic pain and opioids role in treating it.  

So I want to start briefly with acute pain to serve as a contrast.  And this is a cartoon here where we’ve got the peripheral nervous system on the left and the dorsal horn and the spinal cord and then the central nervous system on the right.  So acute pain has been described as an adaptive warning signal telling us about potential tissue damage.  You see light touch depicted by the feather being transmitted innocuously in green to the dorsal horn of the spinal cord via A-beta fibers but then heat, sharp touch, and pressure which are the noxious stimuli being transmitted via C fibers in red to the dorsal horn where the peripheral nervous system synapses with the central nervous system and sends pain signals to the cortex.  Notably there are descending inhibitory pain tracks shown in yellow coming from the medulla.  So the intensity of acute pain can be thought of as the net effect of the ascending stimulus minus the descending inhibition.  

So to contrast to the adaptive and protective nature of acute pain, chronic pain is generally the result of damage that has already occurred.  I’ll discuss two explanatory models.  The first is chronic inflammatory pain pictured here.  In conditions like rheumatoid arthritis pro-inflammatory chemokines cause tonic noxious stimulation of the peripheral C fibers leading to chronic pain.  

The second explanatory model that Clifford Woolf and others have really been the driving force elucidating for chronic pain and evidence continues to mount to support it is neuronal plasticity leading to central sensitization.  So neuronal plasticity occurs when peripheral nerves are injured spurring recruitment of activated macrophages and glial cells that create an environment of dysregulated nerve regeneration of both A-beta and C fibers.  This promotes what’s called central sensitization.  This excess of A-beta and C fibers in the dorsal horn of the spinal cord leads to compensatory changes in the NMDA receptors at the synapse, leading to lower pain thresholds.  So central sensitization is now implicated in disease processes where pain seems out of proportion to pathology such as fibromyalgia.  Some leaders in the field believe it’s present at least in some degree in nearly all chronic pain conditions.  And it also has treatment implications.  So if we’ve got chronic pain that’s caused from say degenerative joint disease of the knee, replacing the knees may not be and often is not the entire fix to resolving the chronic pain.  We still need to address that pain centrally with things like cognitive behavioral therapy and other modalities.  

So the clinical consequences of these phenomena are hyperalgesia and allodynia.  Hyperalgesia occurs when C fibers carry pain signals with greater frequency and amplitude leading to a heightened pain response to a noxious stimulus.  Allodynia occurs when pain transmission is amplified in the A-beta fibers such that previously non-noxious stimuli now became painful.  And we hear this from our patients you know, even putting the bedsheets on the feet can become painful.  

But beyond what we’re learning about how to explain chronic pain at the tissue level, the complexity of chronic pain is magnified by psychological factors.  At the core is the tissue damage which leads to unpleasant painful sensations and thoughts which in turn trigger emotions of fear, anger, and grief.  All of which contribute to overall suffering and pain behaviors.  These phenomena create chronic pain’s vicious cycle depicted here.  The ongoing pain promotes maladaptive thoughts like every movement I do will hurt me which leads to maladaptive behaviors chief of which is being sedentary which leads to disuse and deconditioning which begets more pain.  Cognitive behavioral therapy and evidence-based treatment for chronic pain which I know many experts on the phone are familiar with helps the individual reframe maladaptive thoughts by teaching coping skills and self-management techniques.  Helps increase activity and self-efficacy and ultimately decreases pain.  Am I suggesting one can think one’s way out of chronic pain?  No.  But it’s increasingly clear that behavioral activation has to be at the core of good chronic pain management.  

So a couple words about chronic pain’s epidemiology.  And this is highlighting some work from Dahlhamer et al. that published a couple of years ago.  Collaborators included Bob Kerns and Erin Krebs.  So in 2016, 20.4% of U.S. adults had chronic pain, 8% had high-impact chronic pain and this was based on the National Health Interview Survey.  And that high-impact chronic pain is a really important concept, we’re really seeing where patient’s day-to-day function is significantly impacted.  So both chronic pain and high-impact chronic pain were more prevalent among adults living in poverty, with less than a high school education, and with public health insurance.  So we’re really seeing the social determinants of health and you know living hard lives does impact chronic pain.  Something we’ve known for a long time as clinicians and researchers but seeing the data is very important for addressing this public health problem.  Importantly among Veterans the high-impact chronic pain, or sorry the chronic pain 29.1%, 10.3% had high-impact chronic pain.  So statistically significantly higher rates among Veterans.  And if we look at the aging of the population, the obesity epidemic, and advancements in treatment of cancer and trauma chronic pain prevalence is increasing.  

So transitioning to opioids, first a few words about terminology.  Opiates are naturally occurring compounds present in opium from the seedpod of the papaver somniferum plant.  Examples of which are morphine and codeine.  You’ve got two acetal groups you get diacetylmorphine which his heroin.  Opioids are manufactured and can be divided into semi synthetics and full synthetics.  Important to note that the mid-2010s saw the rise of illicitly manufactured synthetics.  Most of which are fentanyl analogs often 10 to 100 times as potent as already highly potent pharmaceutical fentanyl.  So these compounds, the illicitly manufactured fentanyl and fentanyl analogs are the current drivers of the fatal overdose epidemic in the U.S. 

Morphine equivalent dose that I mentioned in the case presentation is a method of standardizing potency across various opioid compounds based on equianalgesic tables from dose-ranging studies.  As you can see from the standard example, each cell on the table is equianalgesic meaning, for example, 20 milligrams of oxycodone is equivalent to 30 milligrams of morphine.  Therefore a patient on 20 milligrams of oxycodone three times a day we would say has a 90-milligram morphine equivalent daily dose.  

So opioids primarily act on new opioid receptors ubiquitous throughout the peripheral and central nervous systems.  So going back to our acute pain diagram activation of B receptors inhibits release of inflammatory mediators, inhibits transmission of pain signals along peripheral C fibers, inhibits ascending postsynaptic transmission of pain signals, and also activates descending pain inhibitory tracks.  And so with these highly effective analgesic properties opioids have two long-standing undisputed indications severe acute pain crisis and end-of-life related pain.  

But while the rationale for opioids in short-term use is straightforward there’s much more complexity in chronic pain.  And to understand this complexity let’s first discuss three important sequelae of long-term opioid administration.  First of which his tolerance.  Tolerance means that higher doses are required to achieve the same analgesic effect over time due to downregulation of new receptors with repeated exposure.  Tolerance has a high prevalence.  Clinically it should be expected in long-term opioid use.  Tolerance also develops to some of the toxic effects of opioids we’ll discuss later.  Withdrawal is a set of characteristic unpleasant symptoms experienced upon abrupt cessation or lowering of the opioid dose.  Also a common occurrence in long-term use.  In fact patients on high doses can begin to experience withdrawal symptoms with one missed dose of their medication.  Opioid-induced hyperalgesia is specific subtype of the hyperalgesia we spoke about earlier and is paradox for the worsening of pain with higher opioid doses.  Its true prevalence is unknown but we’re clearly seeing an established correlation with total opioid exposure which can be thought of daily dose multiplied by time and risk of developing opioid-induced hyperalgesia.  

But the most important complexity in my view is the relationship among long-term opioid use, mu receptors, and reward pathways.  Mu opioid receptors densely populate the reward center in the midbrain.  So our bodies release endogenous opioids that agonize these mu receptors when we engage in pleasurable activities.  This stimulates the production of dopamine that projects to the cortex to stimulate repeated behavior and then recurrent pleasurable feelings that the brain perceives as linked to and caused by the original activity.  So think about eating, drinking, sex, pleasurable activities.  So in the case of opioid analgesics these medications directly activate the mu receptors that cause dopamine release in the cortex.  So the pleasurable activity promoted by this reward pathway is taking the opioid analgesic.  So at the severe end of the spectrum the compulsive seeking and taking of opioids supersedes in importance virtually every other activity for the patient and impairs the ability to maintain social roles.  One of the hallmarks of opioid use disorder or addiction that we’ll discuss in the next slide.  So these severe behavioral problems are present in a relatively small minority of individuals who take long-term opioids.  But what is perhaps more common is the scenario of our case presentation, a subtle, gradual decrease in activities over time.  Greater prominence of opioid taking in the person’s life.  And an overall decline in function.  So this is the result of what I will call neurobiological adaptation.  So faced with the constant bathing of the reward center with exogenous opioids, meaning opioids that the patient is taking, those mu receptors downregulate and the endogenous opioid system gets blunted.  So what I’m saying is whether there is a fully realized compulsive pursuit of opioids for pleasure which is a relatively minor or small group of patients, there’s often this replacement of pleasurable activities when we’re talking about high dose long-term opioids.  

So opioid use disorder which again is the smaller group of patients who develop a constellation of symptoms I’m about to describe.  So this term replaced the terms, abuse and dependence in 2013.  So there are 11 criteria that contribute to the diagnosis with two to three designated as mild OUD, four to five is moderate, six or more as severe.  To help me remember them I break them into three categories: physiologic sequelae, evidence of loss of control abuse, and adverse consequences of compulsive use.  The point I want to underscore is that a patient taking opioids long-term for pain is likely to develop tolerance and would experience withdrawal symptoms if they were abruptly stopped.  So per the DSM-5 these two criteria thus cannot count towards an OUD diagnosis in patients prescribed opioids for pain.  And so for our patient again the case example without signs of loss of control or irrefutable evidence that opioids were causing problems in social role function we did not diagnose him with opioid use disorder.  But I acknowledge this is a very murky and complex area applying these criteria is challenging.  And based on the 2019 opioid SOTA on opioid safety we’re convening a group to try to explore whether perhaps a new set of criteria might be appropriate for these scenarios.  So more to come on that front.  

So besides opioid use disorder there are numerous other important toxicities and adverse effects that often complicate long-term opioid therapy as all of us are aware.  Namely constipation, itching, nausea, vomiting, hypogonadism, opioid-induced hyperalgesia that we discussed earlier, sedation, impaired cognition, falls, and motor vehicle accidents and importantly non-fatal and fatal overdose.  

So high-quality observational studies starting really with Dr. Bohnert in 2011 in JAMA showed a direct association between prescribed opioid dose and overdose.  

But to me what is just as concerning is all the potential harms is long-term opioid therapy’s questionable efficacy in terms of improving function.  Which of course expert consensus groups have determined should be the primary outcome of treatment.  So this evidence has mounted over the last decade.  Plus starting in 2007 in a systematic review I was involved with and a similar review in 2015 finding similar bottom line that while benefit in general was modest or absent to fair to high-quality data suggested that harms are mounting.  And then finally in 2018 Dr. Krebs and colleagues reported the results of the first-ever year-long pragmatic trial of opioid versus nonopioid management and I think most of us are aware of the results.  The opioid group did significantly worse in terms of pain intensity and no better in terms of functional interference and had significantly more side effects.  

So to summarize what I’ve covered so far, when it comes to opioids for chronic pain some important limitations central sensitization likely plays a large role in much of chronic pain and it may not be responsive to opioids.  Chronic pain has a prominent psychological component and social as well for which opioids may be particularly poorly suited.  Long-term therapy induces tolerance and necessitating higher doses.  Yet those higher doses chronically lead to increased risk of opioid-induced hyperalgesia.  And are directly correlated to increased risk of other toxicity both acute and chronic including overdose/death.  And finally there’s little evidence that opioids improve meaningful outcomes in chronic pain compared to placebo or non-opioids.  

And yet, despite these major limitations and while in the midst of the opioid overdose crisis, the U.S. saw nearly 40% increase in the rate of 30-day or longer opioid prescriptions from 2006 to 2017.  One piece of good news is that the rate of prescriptions above 90-milligram morphine equivalence did drop by 40% over the same time period.  

And of course I have to acknowledge that the VA on most of these metrics is doing better than the rest of the country.  Here’s data from Katie Hadlandsmyth’s study from JGIM in 2018 showing our decreases and I would credit the Opioid Safety Initiative, Dr. Sandbrink and others’ work.  The concerted effort that we can pull together in the VA is something that is not possible in private sector for the most part.  But we can always do better and we can always lead the way.  And really that’s what the rest of my talk is about.  

I’m going to skip this slide and get into where we go from here.  

So to frame the where we go from here question, we’ll use the CDC Guideline for Prescribing Opioids for Chronic Pain.  And the VA/DoD Clinical Practice Guidelines which followed shortly after the CDC guideline.  There was some controversy when these came out.  And I’ll mention there have been reports of some providers, practices, and health systems citing these guidelines and instituting draconian opioid tapering policies that have driven patients in extreme cases to seek illicit sources of opioids.  My take is that most of the problems ascribed to these guidelines were and continue to be misapplication and misinterpretation of them.  From my standpoint these guidelines on the whole are right on target.  They explicitly target opioid prescribing for chronic pain in primary care.  And the late message there is that’s where the greatest need for quality improvement is and that’s how we can have the biggest impact.  So as a researcher who studied this problem for 15 years now I agree with this assertion.  But as we’re about to discuss we can’t expect already burdened, overburdened primary care to succeed without resources and support.  So here are two points of these guidelines that are most relevant for the rest of my talk.  For both I’m going to highlight ongoing research, I and a variety of collaborators have undertaken that directly address these issues.  First if benefits do not outweigh harms of continued opioid therapy clinicians should optimize other therapies and work with patients to taper to lower dosages or discontinue opioids.  Not abruptly cut people off, not leave people scrambling.  Non-pharmacologic therapy and non-opioid pharmacologic therapy are preferred for chronic pain.  

So let’s get into intervention development.  

So let’s go back to Mr. M’s problem list.  He had poorly controlled chronic pain with pervasive pain-related functional interference despite being on high dose opioids.  As such benefit is absent but furthermore he has poorly controlled PTSD, probable sleep disordered breathing, erectile dysfunction, and elevated risk of overdose death.  All of which opioids are contributing to.  So we can say in this case harm and risk prohibitive and clearly outweighing benefit.  So a change is absolutely needed, but how.  

Because there’s also a mismatch between his needs and the resources available to him.  He needs optimized pain care including opioid tapering and discontinuation, optimized mental health care, optimized medical disease management.  And right now or when we met him, he was having brief and frequent primary care visits and somewhat fragmented specialty care visits.  Sorry I’m being asked to test my emergency system, of course.  Okay.  

So since necessity is the mother of inventions, several years ago, now eight years ago colleagues and I started the Opioid Reassessment Clinic or ORC which is an integrated pain team embedded in primary care.  Composed of a multidisciplinary group including psychiatry, health psychology, internal medicine, advanced practice nursing, and nurse case management.  We perform longitudinal co-management or patients with co-occurring chronic pain and issues related to safety and efficacy of opioid therapy.  A number of us in the clinic have addictions expertise, are BUP-certified prescribers which initially was helpful when we identified patients with opioid use disorder.  But now increasingly useful in helping patients discontinue high dose opioids for pain, who have physiologic opioid dependence. 

So we start with a biopsychosocial patient-centered pain assessment eliciting functional goals.  Including an assessment of harm and benefit of the current opioid regimen.  Then multimodal treatment planning designed to help the patient achieve functional goals.  Modifying the opioid regimen to help meet the patient’s own functional goals.  This is delivered with a consistent message of optimism and partnership we can support you to feel better overall if you can work with us.  

So by multimodal treatment planning, I know this audience is well familiar with this I mean promoting engagement with evidence-based high-value chronic pain care which we in VA can do better than no other health system.  Since chronic pain is a multifaceted disorder marked by functional disability and affective to stress it’s intuitive that single modalities of therapy aren’t going to work especially pharmacotherapy.  So based on the evidence the three modalities that should be present in some dose are behavioral therapies, rational pharmacologic treatment, and physical modalities with promotion of self-management and self-efficacy as constant factors in the background.  When this can all be done in an integrated health system like we have, it minimizes duplication of workups and promotes a consistent approach, value is optimized.  

This is a list of evidence-based nonpharmacologic treatments.  I know this audience is well familiar with this.  I have to spend more time on this outside the VA, so we’ll, I think we still have concerns, still some skeptics who look at this list and worry about patient acceptance, access, and cost issues which are valid concerns.  But my response is, is our charge as an integrated system to design strategies to address these barriers and I know there’s a lot of great research within VA doing just that.  

So this is a snapshot of our Opioid Reassessment Clinic flow.  I’m not going to go through this piece by piece, you have the slide deck.  I know folks have started similar clinics over the years.  I’m happy to get emails from folks if you want to discuss models at any time.  

I should note we have a fairly newly funded partnered implementation initiative called CONDUIT where we’re going to be studying implementation of the ORC model among other projects in Boise, Idaho, Birmingham, Alabama, and Boston, as well as Denver.  If you haven’t grown tired of my voice already we’ll be talking about CONDUIT tomorrow on the pain research working group call at 1 Eastern.  

But I want to get back to the specific mechanics of tapering because this is an important aspect of what we do.  Our approach has been partly informed by a systematic review that Joe Frank led a few years back.  So we found 67 studies; three of good quality, 13 fair, 51 poor that revealed on the whole very low-quality evidence across many different programs and protocols.  I think the main takeaway was that pain, function, and quality of life may improve with voluntary opioid tapering supported by a multidisciplinary team.  Notable gaps in the literature; few studies in primary care, few studies addressing adverse effects of tapering, and these are still research gaps that were identified in the 2019 State of the Art Conference.  

So in part because it’s challenging to recruit patients into randomized trials of opioid tapering most of our lessons learned to this point have been through clinical innovation and observational studies.  With that caveat I offer some tapering pearls and the first is to lead with empathy.  I think we’re so focused on safety that we often forget that we’re dealing with human beings who are often suffering a great deal.  But yet we should still express concern about safety, not in a judgmental way but in a way that reflects our wish for improved quality and quantity of life.  Acknowledge a shared responsibility in terms of the health care systems’ role in current regimens.  Highlight tangible potential benefits of tapering that matter to patients.  Overdose risk it’s really actually quite small when you look at the numbers.  And a patient that’s safely taking their medication even smaller.  But there’s still other risks that the patient may value very much like being awake enough to care for their grandparents or grandchildren.  Or being involved in family life or being able to successfully work.  Highlight other patients’ successes.  Offer partnership and reassurance that nothing drastic will happen to the patient, you know nothing, they’ll be consulted on all decisions.  And then celebrate micro successes.  And finally a big one and that is offer choice whenever possible.  Patients are often terrified of tapering.  A very fast way to erode trust and therapeutic alliances, backing a patient into a corner and offering no options.   

We have an HSR&D project called SUMMIT where we’re developing a web-based app that’s going to help patients navigate the tapering process.  This has just been a real joy of a project to work on.  Liana Fraenkel one of my mentors really led the way here.  We’re going to pilot test it starting this summer in Philadelphia and it’s a product I’m really proud of and hope to be able to come back and talk to you about the results of this in the Fall or Winter.  

So the fear of tapering is driven by neuroadaptation that I mentioned earlier.  Opioids, particularly high dose opioids over years of therapy can gradually take over the endogenous reward system.  Oftentimes patient’s worlds seem to get smaller and the relative role of opioids in their lives bigger.  So the notion of taking that away is utterly terrifying.  And this is a slide I borrowed from Joe Frank, listen to this quote from a patient contemplating a taper in a qualitative study that Dr. Frank led.  I had lots of fears about let’s say there was an apocalypse in our society.  What would happen to me?  Where would I get my medication from?  And what was going to happen?  

And so here’s where we get to the rationale for using buprenorphine in this process.  It offers the potential for a quicker taper off of opioids.  And the quicker we can de-expose patients to the risk the better in my view.  As a partial new receptor agonist it addresses neuroadaptation but in a much safer way that I’ll describe in the next slide.  Observational data suggest chronic pain efficacy.  Of course multiple studies in the OUD literature demonstrate improved functioning albeit in a different population.  The main caveat used to be up until a few months ago starting buprenorphine required total discontinuation of other opioids and induction of withdrawal symptoms.  So we’ve got a new approach that avoids that problem that I’ll discuss in a moment.  

So as I mentioned BUP is a new opioid receptor partial agonist.  As you can see from this figure, this means as the dose increases there’s a ceiling to the usual opioid effects including sedation and respiratory depression suggesting it would be above all else safer for long-term use.  But it has a stronger affinity for the mu-opioid receptor.  So if you have other full agonist opioids in your system and you take full dose buprenorphine you will kick those opioids off the receptor and you will experience precipitated withdrawal.  However what we’ve recently discovered is that if you give buprenorphine in very small doses and gradually uptitrate over four to five days buprenorphine builds up underneath the full agonist, gradually displacing it until it falls off like a scab.  Meaning the full agonist can then be stopped abruptly without significant withdrawal symptoms.  

We call this the overlapping approach.  While it has been demonstrated in heroin using populations we’re one of the first groups using it to help patients taking prescription opioids make the switch.  We’ve shown that this can be done successfully using the sublingual formulation of buprenorphine rather than needing both the transdermal and the sublingual formulations as others have reported.  So as you can see in this example a gradual four to five-day uptitration of BUP while keeping the full agonist dose steady and finally abruptly discontinuing it when the buprenorphine is at a therapeutic dose.  We published a case series on this a couple months back.  

So now getting back to the important issue of choice.  We performed a pilot study which I should underscore was not randomized and it involved technically speaking off-label use of sublingual buprenorphine in that we offered it to patients who did not have opioid use disorder.  I should state the DEA has clarified that they’re not bothered by this practice and the recent change in the buprenorphine criteria for use in the VA allows for the use of buprenorphine in patients with chronic pain who are struggling with tapering.  Because at that point they would meet criteria for ICD-10 opioid dependence.  So I’ll quickly summarize.  We approached patients in an empathic way who were on high dose opioids but didn’t have OUD.  We offered them a choice versus BUP or slow taper but did not offer them the choice of staying put.  

We had 66 intervention patients and those are people who engaged, who showed up for their appointment with us basically and 39 control patients.  Of the 66 intervention patients 24 opted for a slow taper and 41 or two-thirds opted for switch to BUP.  In the control condition basically nobody tapered and nobody went on BUP.  

So essentially in the intervention group morphine equivalent daily dose decreased significantly whereas it did not in the control group.  And for the record if patients switched to buprenorphine we considered their morphine equivalent daily dose zero.  

So we need to study this in a randomized way and as many of folks know the ongoing VOICE study, Dr. Krebs in the overall PI, Dr. Seal and I are Co-PIs we’re performing a 10-site randomized control trial.  Integrated pain team which is based on our ORC model and others versus pharmacist-led telecare collaborative management among patients on 20 milligrams morphine equivalent daily dose or greater on the primary outcome of pain interference.  And the secondary outcome of opioid dose reduction.  As a sub-study we’re randomizing patients on high dose therapy to standard versus enhanced taper.  Where the enhanced taper participants have the option of rotating to buprenorphine.  We have a target in of 960 patients and I can say with much credit to the Minneapolis team that I think we’re up to about 640 which is just remarkable.  Even continuing to recruit patients during the pandemic, safely.  

So I want to pause here and show you something that, sorry.  I’m just going to press play.  So the video may be of poor quality for those watching, if so I apologize but okay.  

Video:  When I was doing opioids I had a lot of self-pity, oh poor me.  [new participant 42:27]  I just want a life that’s not too much to ask.  [new participant 42:33]  I had burned through all my money and burnt all my wives, all the relationships with my child.  Everything was gone.  I had to get all of that back and how are you going to get all that back?  How are you going to get something like that back, is the word for it?  [participant change 42:55]  Hurdles along the way, every day’s a hurdle and people always back that up.  How you doing today?  Ah man your back killing you?  Yeah, you got any drugs?  [participant change 43:06]  Do it day by day, week by week.  You know you can’t do it all at one time.  [participant change 43:17]  When you’re off of them, other things become important and you realize they should’ve always been important.  [participant change 43:26]  It’s allowed me to go back to going to Washington to see my son in college and spend three days with him.  Doing like father/son stuff.  Quality of life it’s huge.  [participant change 43:39]  I spend a lot of time with my family, I spend a lot of times with people at church.  [participant change 43:48]  I talk more with my wife than I had probably in the last 50 years we’ve been married, in January it’ll be 50 years.  How she stuck with me I have no clue.  [participant change 43:59]  I just feel like I want to go out more and I want to do things more and I want to be out in the world.  And I want to do the things that I couldn’t do before.  And that’s how I feel like I’m thriving.  [participant change 44:13]  We all have to be responsible to obtain and take ownership to the opiate if, so it takes a trust factor between the Vet and your clinician and the people you’re dealing with.  [participant change 44:24]  One have to have a desire to do it.  Just like one have to have a desire to change.  [participant change 44:33]  You know I often ask myself did I do the right thing?  Did I make the right decision?  They told me that if I didn’t have it, I’d end up in a wheelchair.  [participant change 44:43]  If I didn’t get clean I would not be here.  [participant change 44:48]  I would probably say the worst thing about tapering is not knowing beforehand that it can be done, but it can be done.  And it can be done with the right help.  [participant change 44:59]  God has a plan for everybody.  So I took my plan and said okay let’s work with it.  And part of that plan was also you know the VA.  [participant change 45:10]  I do believe that, you know, one day that I’m not gonna always gonna be in pain.  You know.  I’m not always gonna suffer.  [participant change 45:23]  When I think back to it, a lot of it is a blur.  I just know that I had to get off of them.  [participant change 45:30]  The VA is very, very, very accommodating.  They helped me so much.  [participant change 45:36]  Very grateful, a very grateful recovering alcoholic and a grateful Veteran to have what I have today.  [participant change 45:46]  They will take care of you.  And they did for me and they saved my life.  

Dr. William Becker:  Okay.  So those were folks, collaborators with us on the SUMMIT project that I mentioned earlier.  And those videos are part of, shared with their permission of course.  And those are part of the app that we will be sharing with our Veteran participants.  

So finally getting to the post-opioid area, era excuse me I know I’m running short of the promised question and answer time.  So I’ll be a little quick here.  

So the VA as we all know has taken on, what, I’m sorry.  So, so far what I’ve discussed is strategies for treating patients with chronic pain, already on long-term opioid therapy.  But what about the true post-opioid era when long-term opioid therapy is not the default treatment.  And we will follow the guideline’s recommendation that nonpharmacologic and non-opioid pharmacologic treatment should be preferred for chronic pain.  

The VA has taken this daunting task head-on with a national rollout of a potentially transformative care paradigm called the Whole Health Model.  This model was designed for general wellness and not chronic pain specifically but nonetheless promotes strategies very well aligned with best practices in pain management.  So I think of it as sort of a radically patient-centered and patient-activating approach.  So instead of having the patient be the passive recipient of treatments the patient is at the center of the eight domains of health and completes a personal health inventory regarding how they’re doing in these eight domains, where they would like to be in terms of goals.  Central question asked of the patients is, what do you want your health for?  Seeking out their values and preferences.  Then the patient engages in tailored personal health planning of specific steps to achieve those goals.  Then a series of follow-up sessions for coaching or often a peer support specialist helps the patient work through the steps on the path to those goals.  So throughout there’s an emphasis on nonpharmacologic wellness, oriented to treatments but certainly not at the exclusion of evidence-based pharmacotherapies.  

This model has not been tested in a randomized trial setting.  And so specifically for the management of chronic pain, Dr. Karen Seal and I were awarded an NCCIH study as part of the Pain Management Collaboratory.  So this is a multisite pragmatic trial of approximately 750 Veterans with moderate to severe chronic pain.  Where we’ll be comparing two approaches on the primary outcome of pain functional interference; Whole Health team versus primary care group education.  Which is obviously a group-based modality based on VHA’s evidence-based cognitive behavioral therapy for chronic pain.  Both of these active interventions will be compared to usual care.  

So we’re just about to start enrolling for that trial, so we’ll have to circle back with you in a few years to update.  So to summarize my remarks today.  Opioid-centric chronic pain management has largely failed especially in the terms of harm outweighing benefits with many of our Veterans.  CDC/VA/DoD guidelines chart the course for change.  Have promising interventions that we’re actively testing collaborative multidisciplinary management with technology assistance, potential switch to buprenorphine, and nonpharmacologic and self-management-based approaches.  

So with that, thank you for your attention in that whirlwind tour and I will be happy to take questions.  

Dr. Robin Masheb:  Thank you, Dr. Becker.  This was an amazing whirlwind tour of what’s been going on in the area of chronic pain.  And I just want to congratulate you and your collaborators on all of the hard work you’ve done to kind of put all of these pieces together about how harmful opioids are and how do you, you know not only taper people off of opioids but really trying to envision a whole post-opioid world.  And how do we treat patients in a multidisciplinary comprehensive way that’s very patients, Veterans-focused.  And engages people as collaborators on this.  I just, it’s so incredibly impressive this work.  And we had an audience of just about 300 people today, I think our highest number was 297 which is double the average that we get.  And so I’m so happy that we had so many participants who got to hear about your work today.  We have a number of questions that are coming in.  So I’m going to start to field these to you.  When you talk about changing the criteria are you talking about redefining the diagnosis of OUD in the DSM?  Keep in mind that other than for OUD or opioid dependence some VAs won’t let us prescribe suboxone. 

Dr. William Becker:  Yeah.  No, that’s a great point.  And this is, this project is really just in its infancy and I don’t, you know it’s a little lofty or grandiose to think that we may be able to change the DSM-5.  I know that’s kind of what I implied.  But really it’s, I think to get a group together to say it’s very challenging to apply these DSM-5 criteria in the setting of long-term opioid therapy.  And we get ourselves into all these sorts of contortions, you know.  Well the person was fairly stable on 90 morphine equivalence and then we decided to taper them down.  They weren’t really in agreement with that so now they’re upset and they’re running out of their medication early.  They’re clearly physiologically dependent.  Am I going to say that patient has craving and you know, it just gets into a very kind of complex and confusing area for the frontline clinicians, one of which is me!  So we’re going to try to get together and come up with is there a potential sort of corollary for patients on long-term opioid therapy that could be a little easier for how to manage these complex situations.  So that effort is just getting started and I hope we’ll have some results to report back towards the end of the year.    

Dr. Robin Masheb:  Yeah, I also wanted to mention that we had a number of people who wrote in and were very appreciative of seeing the videos and Veterans talking about their experiences.  So thank you for that too.  That was really_ 

Dr. William Becker:  Yeah, I’ll just add that that’s been a really effective tool I think.  We can all imagine that, especially those of us clinicians trying to discuss tapering from our perspective it just sometimes rings hollow.  But when it comes from a fellow Veteran it can be very powerful and we’re really proud of our collaborators for helping us with that. 

Dr. Robin Masheb:  Yeah.  You know another idea, I don’t know whether you thought about this but we did have somebody write in about having the experience of kind of going cold turkey.  And what that’s like versus having this alternate experience of doing this in a tapered way and with a team of people and having all of these non-pharm treatments available.  

Dr. William Becker:  Yeah.  That’s a great idea.  We originally conceptualized the project without particularly focusing on buprenorphine, in fact two of the four Veterans featured there are on buprenorphine.  And focusing a little bit more on that process is our next step.  So it’s a really great idea.  

Dr. Robin Masheb:  Oh that’s great.  Yeah, we also had a question about if you could tell us a little bit more about the Veterans in the videos and whether they had opioid use disorder or just having complex pain and dependency.  I don’t know whether you can say anything more about that. And then_ 

Dr. William Becker:  Yeah.  It’s, I_

Dr. Robin Masheb:  _another, asked one other question about the videos, somebody wants to know if they were available?  

Dr. William Becker:  I’ll have to check and see how we can host those.  I don’t think I can allow them to be distributed but I would like to figure out a way where we can host them so people can watch them within the intranet.  And I think that should definitely be possible.  But I’ll tell you about Mr. M who was the one who mentions 50 years of marriage.  You know I think the OUD picture, I think he would, I know he describes himself as having opioid addiction.  And that wasn’t immediately apparent when he first came to us.  And the narrative started to come out over time.  And I don’t know if you folks, he was wearing the cap.  Now his language is completely about I need to stay clean, he runs a support group for Veterans who used to be on high dose opioids.  And it’s the language and the philosophy of addiction treatment.  So you know it’s sort of fluid at times but I would absolutely say he definitely had opioid use disorder and so would he.  But_ 

Dr. Robin Masheb:  Yeah, we’re getting some comments that people feel like these videos would be very helpful to use with their patients in discussing this so_ 

Dr. William Becker:  Yeah.  

[bookmark: _GoBack]Dr. Robin Masheb:  _I think.  Is it okay if we run a little bit over?  I mean, I usually don’t like to but I think we have so many questions and this has been such a wonderful_  

Dr. William Becker:  I’m happy to stay on for some time, absolutely.  

Dr. Robin Masheb:  Okay, great.  So let me just let people know who need to jump off at noon, thank you for participating.  Please when you log out wait a few moments there are some questions that pop up.  If you could please fill out the feedback form for us, it helps us to provide you with some really great programming like this.  We had lots of questions about the PowerPoint slides, the link is in the email you received this morning.  Please also feel free to go to our previous sessions by using VA Cyberseminars archive as a Google search and then you can use the dropdown menus to find Spotlight on Pain Management.  We’re actually wrapping up for the academic year today.  Our next Cyberseminar will start in the fall on Tuesday, September 1, 2020.  You’ll be receiving information about that talk around the 15th of August.  And thank you for everybody who joined us and feel free to stay on.  We’re going to try to get through all of the questions because Dr. Becker’s been so generous with his time in presenting not just today but other presentations and staying on for a little bit longer.  And lots of thank-you’s also, to let you know.  

Dr. William Becker:  Oh great.  

Dr. Robin Masheb:  We have a few questions about the buprenorphine.  I’ll try to put those questions together.  So one of them is, are people gradually tapered down from that?  Another question is, why is it not used as a treatment for all opioid-dependent clients?  

Dr. William Becker:  Yeah.  

Dr. Robin Masheb:  And wondering if you’re utilizing the buprenorphine patches or only using oral suboxone?  

Dr. William Becker:  Yeah, great questions.  So I think you know the, to answer the question about do people stay on it long-term after they’re switched.  It’s, we try to individualize it to the Veteran.  I will say our defaults in the ORC is if they’re on high dose full agonist opioids and they successfully switch to BUP if it can, if BUP works for pain for them they can stay on it indefinitely with the same paradigm as we would use with full agonist.  If it’s helping more than it’s harming they can stay on it.  And since the harm factor we believe is so much lower than that ratio is pretty favorable for BUP in many cases.  So again if they’re benefiting more than it’s harming them we will have them stay on it indefinitely.  That said, if they want to taper off we will support them doing that.  And I would say about a third of the time people do taper off.  Why not use it for all folks who have opioid dependence?  Well we, I think in some ways want to establish the evidence first before we make that you know as of now we are giving people the option but it would be a better sell for the health system at large and other health systems to have the randomized trial evidence to show that in fact it does help improve outcomes.  Which of course is what we’re all trying to do.  But I do, well regardless of what I think we need to wait for our findings.  But I think there’s optimism that benefit will be observed.  And then lastly the patch.  Yeah when we have folks who are on lower dose long-term opioids so in the 20 to 50-milligram morphine equivalent range we do sometimes offer the butrans patch instead of the sublingual product.  Just should note that sublingual patch is more expensive and sometimes not tolerated by patients because of local dermatitis or problems with the patch adhering.  But I think the overriding issue is if they’re above the 50, 60, 70 morphine equivalent dose the patch is not going to be enough.  The sublingual is really needed to be able to deliver higher dose buprenorphine.  

Dr. Robin Masheb:  Thank you.  So this is a really timely question about telehealth and what are your thoughts about telehealth in terms of developing that therapeutic alliance and that trust_  

Dr. William Becker:  Yeah.  

Dr. Robin Masheb:  _using the patient-centered approaches towards tapering.  And I’m sure you’re actually already doing it.  And maybe you can talk about some of your pearls of wisdom that you’ve acquired over the past few months in delivering care this way.  

Dr. William Becker:  Yeah.  So right, so our Opioid Reassessment Clinic basically went all virtual starting I think it was March 13th or 20th.  And it is, you know we’ve got this multidisciplinary team, we’ve got, we created a virtual workspace where we can discuss patient care and then we have a separate line for when all of us join to talk with the patient.  So there’s a lot of moving parts and you know I can’t say enough how great it is to the team that I work with and how innovative and thoughtful they are around these issues.  And you know I guess I can say one thing that has surprised me is that, at least as far as we can tell when we offer patients VVC versus phone more often than not they’ll say well phone, let’s just do phone.  You know because sometimes they struggle with the VVC technology.  And it seems like we end up defaulting to phone more often than not.  That said, we try to make sure the connection is as good as possible.  We introduce everyone thoroughly who hops on the phone.  We give the patient adequate, we hope adequate time to talk and you know we’ve done follow-up calls to assess how the experience has been from a QI standpoint.  But you know we’re trying our best just like everyone else.  And open to folks’ thoughts on how it might work better.  I should also mention that the HOPE study that I described right at the end.  We’re going to start recruiting as basically an all virtual study.  So also thinking about how to do group visits over VVC and wondering whether the VA is going to allow other perhaps more user-friendly platforms.  So yeah, extremely timely issue.  

Dr. Robin Masheb:  Do you have a specific framework for differentiating between acute and chronic pain?  As I’m sure that’s kind of an important factor when you’re making decisions about tapering.  

Dr. William Becker:  I mean, that’s interesting.  Most of the folks that we see in the Opioid Reassessment Clinic had chronic pain for years, you know decades sometimes.  So what we most often are dealing with is its chronic pain and sometimes they are acute flares.  And we try to you know perform psychoeducation that you know this is the Ebb and Flow of this condition you have and you’ll have good days and bad days and the key is you become, you have the control of how this impacts you.  Now that said, people with chronic pain do have acute pain issues and that does necessitate a pivot.  And you know sometimes those acute pain issues can be life-threatening.  So I think that is on us as clinicians to be vigilant.  You know there’s something different about what this patient is saying about their pain character.  This is not their usually Ebb and Flow of low back pain and we need to pursue a diagnostic workup.  Because you know it would not be unthinkable that a 60-year-old man with chronic low back pain would have developed prostate cancer with metastases to the sacrum.  And we’ve got to be on the lookout for those sorts of things.  But I think the key is listening, hearing about the change and tempo and pattern of the pain.  And other symptoms that may suggest a systemic process.  

Dr. Robin Masheb:  This is a really great question and maybe Dr. Sandbrink I’m not sure if you’re still on the call.  This might be a good question for you.  Are there any contingencies that are in place right now at VA to make sure that Veterans aren’t forced to go cold turkey off of opioids and morphine and are there things that you know at national level being done to address this?  

Dr. William Becker:  I can, sounds like Dr. Sandbrink might not be on but I know he would, I think he would point to you know the guidelines, clinical practice guidelines are absolutely clear that any tapering needs to be done in a partnered way with the Veteran.  You know of course that still leaves open the possibility that it may happen in a non-patient-centered way.  And I think we just need to keep spreading the word that this is a real threat to health and safety even to patient’s life.  Because if they’re turning to illicit sources that could easily be tainted with you know analogs that could cause death.  So I think we all just need to be mindful as a community that this is the best practices when it comes to tapering.  And I think patients who have been you know this is a real risk especially during the time of COVID where communication about when the meds being filled can get interrupted.  

Dr. Robin Masheb:  A couple questions about non-pharm treatments.  Can you talk a little bit about if you know of anything going on in VA in terms of massage therapy, hiring massage therapists?  And then also you know what’s going on in terms of acceptance and commitment therapy for chronic pain given that that’s also an evidence-based psychotherapy for chronic pain and has there been a lot of work and talk about weaving that into kind of non-pharm toolbox?  

Dr. William Becker:  Yeah.  I’ll plead a certain amount of ignorance.  The problem with, I get so excited about all these topics that I sometimes dabble a little outside of my comfort zone.  So I unfortunately can’t say anything about the status of massage or ACT in VA.  But I bet you there are lots on the phone who could.  

Dr. Robin Masheb:  Yeah.  So I think we got through just about all of the questions.  Thank you again so much, Dr. Becker.  Like this was an amazing presentation and amazing Q&A.  Thank you to the audience for participating.  And we had, you know over the half of the audience who stayed well beyond the time.  And we hope to have you back soon and hope everybody has as good a break as can be expected during this difficult time.  And we hope to, that you join us again in the fall.  Thanks so much, everybody.  
 

[ END OF AUDIO ]


