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Dr. Robin Masheb: Good morning, everyone. This is Dr. Robin Masheb, Director of Education at the PRIME Center, and I will be hosting our monthly pain call entitled Spotlight on Pain Management. Today’s session is Optimizing Analgesic Management. I would like to introduce our presenter for today, Dr. Kurt Kroenke. Dr. Kroenke is research scientist in the VA HSR&D Center for Health Information and Communication at the VA Medical Center in Indianapolis. He is also professor of medicine at Indiana University School of Medicine. His research interests include collaborative and telecare interventions for pain, depression, and anxiety, as well as development of brief patient-reported outcome measures like the PHQ9, GAD7, and PEG Pain Scale. We will be holding questions for the end of the talk today. If anyone is interested in downloading the slides, please go to the reminder email you received this morning, and you will be able to find the tiny URL link to the presentation. Immediately following today’s session, you will receive a very brief feedback form. Please complete this, as it is critically important to help us provide you with great programming. Dr. Friedhelm Sandbrink, VA Deputy National Director for Pain Management, will be on our call today, and he will take questions related to policy at the end of our session. We also have Dr. Bob Kearns on the call, and he will be able to take any questions as well. And now, I’m going to turn this over to our presenter, Dr. Kroenke.

Dr. Kurt Kroenke: Thanks, Robin, and I’m pleased to be talking on this topic. As background, I’m a primary care physician, not a pain specialist, but that’s very relevant because a great proportion of pain patients get managed in primary care. And second, historically, my interest in on symptoms, including pain, as well as psychologic symptoms. But since pain accounts for half of all symptom-related out-patient visits, it’s a big part of what we do in symptom-based care and research. The topics I’ll cover, and I’m going to leave 15 minutes at the end for questions, really are listed here. First, I want to use the word urgency of analgesia, and that’s going to be some background of why this is so important. I’ll divide my comments on analgesics themselves, which will be a significant chunk of the talk on the non-opiates, and then, which has been an area of great interest in the last five years to ten on opiates. Then on monitoring pain and its close relatives, because in monitoring pain, there’s a couple other things, in particular, it’s important to pay attention to. And then, even though this talk is not on things that aren’t analgesics, I think it’s very relevant to sort of say where do they fit in, in the picture of using effective pain medicines. So here are showing annual clinic visits in the US for pain, and these are the leading categories. The reason I highlighted the ones shown here is these fall under the category of musculoskeletal pain. If you were to add up all the numbers on this slide, that would be about two-thirds of the leading causes for pain visits. Some estimates, including in the VA, indicate as much as 75% of all pain-related visits are musculoskeletal pain, which are listed here. The only other pain complaint that I’ll talk about on a couple slides is headache, because after musculoskeletal pain, headache tends to be a really common condition. Abdominal pain and chest pain are a little different, because many times there we have to rule out visceral kinds of causes, more serious causes, although in both categories, chronic abdominal pain and chronic non-cardiac chest pain are important problems, but that will not be the focus here. 

This is an important topic. Let me define years lived with disability. That’s a metric that’s been devised which looks at the prevalence of the condition in the population, as well as how many years people live with it, and how much disability. And this is data from the United States, and if you look at the 12 leading medical causes, which are shown here, in terms of medical causes of years lived with disability, you can see that it accounts for 8.8 million years lived with disability. Interestingly, you see, for example, cancer isn’t here, and even though it’s a common leading cause of mortality, most people with cancer either do well, or they may not do well, whereas many of these diseases here tend to lead to chronic disease. Now, what about pain? These are the top 5 pain conditions in the top 30 causes of years lived with disability in the U.S. You notice that 4 of the top 9 are musculoskeletal pain, and then migraine comes at  number 14. And collectively, these 4 pain conditions account for more years lived with disability than the top 12 medical causes. And if you were to add in depression and anxiety, you could see there the numbers of 6 million. And depression and anxiety are often fellow travelers with chronic pain. And we of course know with our Veteran population, these two conditions on the left, pain conditions, depression and anxiety are really important. So that was the science. I like this quote from Emily Dickinson, which I think says it even better than the science, and from a poem where she says, “Pain cannot recollect/When it began-or if there were/A time when it was not-/It has no future-but itself…” So this indicates, sort of, the pervasive nature that our patients with chronic pain deal with. 

Going back to, and I actually think of Bob Kearns as a VA representative, part of the IOM report, and then I have another reference here. If you look at pain by the numbers, 30% of U.S. adults have chronic pain. Chronic pain accounts for 20% of all outpatient visits, 10% of all drug sales. In terms of surgery, the majority have post-operative pain, but then a substantial number report, less than half, report adequate pain relief. It’s a big issue in the emergency department. Patients often have to wait a while, up to an hour-and-a-half before they get pain relief, and many are discharged with residual pain. It’s a problem in the nursing home, two-thirds of patients. It’s a problem in the child delivery and post-partum. And there’s a huge cost. Including, this is not the U.S., this is all developed countries and includes the substantial indirect costs of chronic pain, which has to do with work and other related disability. So, it’s a huge problem. I have to show this slide, which shows it’s a tiny fraction of NIH funding. Less than 1%. Now, although this is a report that is now about a decade old, recent looks at NIH funding have not shown great improvement, despite the IOM report in terms of NIH funding. And a lot of the research that has been funded has more on opiate reduction strategies, which is important, but in terms of the other side of the coin, better ways of providing pain relief, it’s not been a huge priority. And why? Pain is neither [fadeable? 8:03], visible, reimbursable at a good rate, excisable, or eradicable, and in some cases, among primary care physicians and others, not felt to be efficient or rewarding to treat. 

I hope that at the end of this talk, you’ll feel a little bit more empowered with analgesic strategies and sort of a stepped care approach to dealing with chronic pain. So, as I divide my talk on analgesics into sort of the non-opiates and then the opiates, I want to focus on half of the cup, which is the cup half full. I do also want to emphasize that even the bar we set for chronic pain, it’s interesting, because the other thing I have a great interest in is in treating depression. And there in research studies, it’s often considered a 50% improvement is an important response, whereas with pain, we often set it at 30%. That doesn’t mean pain is less important. It just means that getting reduction in it is, I find, and we find, in research, more challenging than with something like depression. So, we have to recognize that, and I think by the end of the talk, I want to emphasize that’s why we need a menu to choose from, and that’s what we will be going over. 

So, I want to spend a minute on this to sort of say, there are these categories of pain medicine, each of which has its pros and cons. I didn’t number the topicals, because the numbers on the left sort of indicates an order that we have used in selecting analgesics in treating chronic pain from one through five. You can see, obviously, opiates are the last resort in the ladder. Topicals can be used at any point if you have localized pain conditions, so I didn’t put a number, but really, these are the 6 buckets we have to choose from. And it’s no different than when we treat high blood pressure or diabetes. We have about the same number of categories and classes of medicines. We feel comfortable saying one class works better in a patient than another. Studies indicate that the average person with high blood pressure and diabetes is not on one, but at least two or more medicines, and so I think, also, with pain, we can consider medicine classes and nonpharmacological strategies. But I think, because of the challenges of treating chronic pain and the individual responses, we need to have a broad menu to choose from. I’m going to make some comments on medicines in these categories, and in fact, on the next slide, what I want to make the points on this slide rather than for you to pay too much attention to the pluses here, is to first of all indicate 4 of the 5 conditions that I’ll be talking about. Three are the major categories of musculoskeletal pain. There’s low back pain, there’s osteoarthritis, and then there’s chronic wide-spread pain of fibromyalgia. 

What’s not on this slide, for example, is neck pain, which tends to be, if you looked at my years lived with disability, that’s in the top 9. Surprisingly, there’s been less attention paid to neck pain than there has been to low back pain. It’s not always exactly, we use the same classes of medicines, but we don’t know, for example, the response rate. But these are the three most common musculoskeletal pain conditions, and then there’s neuropathic pain, which is a separate category. And we often start with category 1, which are the simple analgesics, acetaminophen or NSAIDs, and then we, they tend to be used across all categories. On the next slide, I’m going to talk a little bit about categories 2 and 3. And then, obviously, categories 4 and 5 are the, what I call, pre-opiate categories, Tramadol and the opiate category. And a couple other points I want to make about this slide is categories 2 and 3 are not exactly pain pills. I mean, when someone’s in pain, they don’t take something from category 2 or 3 and say in 15 minutes, I’m going to be better. That tends to be more of an expectation with number 1, 4, and 5, and possibly topicals. And so those are what I would call the true analgesic categories. And 2 and 3 tend to be more those categories of medicines we use that have pain benefits, but used more on a chronic basis to augment pain reduction. 

Now, I did want to focus on these three categories of medicine just to make some distinctions. So when you look at fibromyalgia and when you look at neuropathic pain, the, in fact I’ll do the highlights. The ones that have the strongest evidence for fibromyalgia and have FDA indications are actually the Pregabalin, Duloxetine and Milnacipran. And for neuropathic pain, two of those categories have indications, two of those medicines, Pregabalin and Duloxetine, and then Gabapentin also has an indication. I only show this slide because if you take a medicine from the same category, Gabapentin, it never had as much evidence in fibromyalgia as Pregabalin, but it’s a lower cost, historically, and so often it’s used as stepped care treatment prior to Pregabalin, just indicate that even though it probably has a class effect, it doesn’t have the FDA indication. And then you also see the Tricyclics are often first line in both conditions, again, history – we have them for a long time, they’re a lower cost. The evidence base for those are less. They were done many years ago, sometimes in smaller studies, and so just as long as you indicate that the evidence level is less, we often may use them first, but then we may need to move on higher up in the category. And then finally, Venlafaxine, which has been around longer than the other medicines in 3b, has, it probably does have a class effect in these two conditions, but the evidence base and FDA indications aren’t there. We all realize, however, we often prescribe medicines within a class that may not have an FDA indication, but this, I spent a little bit more time on this because this is where the last 10 years there’s been a lot of drug development in the indications. 

Now, I’m going to spend one slide on Acetaminophen, and one on NSAIDs, because that’s the first class, I call them simple analgesics, and I want to just put this in perspective, because it’s not like the cup is 80% full here. There’s a pro and con to each of these classes. So with acetaminophen, probably the most interesting study in the last, with the Macada study in 2015 where they did a meta-analysis of 13 trials in osteoarthritis or in low back pain. They used relatively high doses in these trials, so indicate, this wasn’t, you know, 325 milligrams of acetaminophen twice or three times a day. So they used, you know, fairly, the highest doses. They defined an improvement as a 10-point change on a 0-100 scale, they standardize everything. Many people use 0-10 scales, so that corresponds with a 1-point change. So that seems to be the usual metric. If you get a 1-point change or greater on a 10-point scale, or a 10-point on a 100, that’s considered clinically important. The 3 back pain trials, the effects of acetaminophen were similar to placebo. The osteoarthritis trials, which they had more of, 10, there was about a 4-point average different versus placebo, so a really small effect. They did, in 3 trials, look at increased transaminases, and there was about a 1.5 increased risk of, no, about a 3.8 risk of increasing 1.5 times the transaminases. However, that doesn’t, it’s not known whether that is clinically important. There was one other study by Roberts where they looked at 8 cohort studies and they found some increase in mortality in cohort studies, which can have a lot of bias, with acetaminophen, and some increased risk of things that we often attribute just to NSAIDs, which are cardiovascular events, G.I. bleeds, and renal. So, again, the attributable risk in the population was small, but I just wanted to show that sometimes we may overestimate the benefits, as well as underestimate the risks of what we call simple analgesics. I still think they have a role as first line therapy, just as long as we put it in perspective. 

Now, I want to spend one slide on NSAIDs, and I want to divide into osteoarthritis and low back pain. And I think with osteoarthritis, there is a benefit, okay. As you can see, we’re not so sure with low back pain, as I’ll show on the second part of the slide, but the benefit is we have to balance versus the risk, so there seems to be evidence that, for osteoarthritis they have a slightly better analgesic than the acetaminophen. You have to balance the risk. It’s probably about 10 points on a 100-point scale in some studies, so there is slightly better analgesic for osteoarthritis. There’s no evidence that one NSAID is better than another, so we may have patients respond better to one than another. There has been the FAA warning a couple years ago of a heightened concern now about heart attacks and strokes, even in healthy populations, but particular, we’re concerned about those that have known cardiovascular disease, have more than one risk, and of course always with G.I. or renal disease, and maybe Naprosyn has slightly less cardiovascular risks. These are just pragmatic points. 

Now, low back pain, there’s probably only a small effect. They did a Cochrane Review on 13 trials, placebo-controlled. 3 points on a 0-100 scale, remember that’s a really small effect. All trials were short-term, and in these trials, which were small, the NSAIDs at least adverse events were not greater than placebo. What is the take-home point from these slides? Acetaminophen and NSAIDs are still first-line of treatment. We probably have over-estimated their benefits. It’s likely that if patients don’t benefit, we’ll have to go on to other treatments, either other analgesics, and/or, increasing nowadays, non-pharmacologic treatments. I’m only going to have a couple slides on headache. This is not my line of work, but since after musculoskeletal pain, I just want to make a few points. First, I want to distinguish tension from migraine. Probably less than a quarter of headache we see is migraine, and the rest falls into tension, although there seems to be people on the continuum between tension and migraine. Here again you see the figures on how many of the population have tension and migraine. What’s classic migraine, but it’s only about 20% of migraine, that’s where you have the aura, most commonly visual, and some examples of this visual prodrome are listed here. That means 80% of migraines doesn’t have the aura, and then they typically have nausea or they have light sensitivity, or it’s quite disabling. And one definition says you have to have two of those. So with tension, it’s more often bilateral. It hasn’t had this throbbing non-pulsating. It’s less interfering and it’s less severe, but you can see, this tends to be, sort of, a decision we have to make about migraine or tension. Now, in terms of the pharmacotherapy, I actually want to focus on the right first, because since there’s 3 times as many patients with tension as migraine headache, it really comes down to our simple analgesics. In terms of migraine, you know, if you get a migraine and you’re not on preventative treatment, which many are not, they just get, you know, episodic migraine, NSAIDs are first and then there’s the triptans. Very cautious on opiates, but probably only with a very, very severe, disabling headache, but again, you’d have to avoid opiate abuse. On the preventative side, there’s beta-blockers and then there’s Topiramate, there’s Divalproex, and so this is, sort of, a primer on headache pharmacotherapy. One word, and this is the last slide on headache, is this concept of analgesics can actually be a problem in what’s called chronic daily headache, which is defined as more than 2 weeks out of a month for 3 months. Often, patients get a headache on awakening, they take some analgesia, it only works for a while, so it leads to this vicious circle of increasing analgesic use. It’s a common reversible cause of chronic headache. It seems to be increased if people take analgesics more than 2 to 3 times a week. It doesn’t seem to be equal across classes, so particularly with opiates or some of the combination headache medicines, intermediate with triptans and lowest with NSAIDs. 

And a word on, I’m not sure whether to classify these as complementary and alternative medicines, but they are. Really there’s been the hyaluronic acid and then there’s been the glucosamine and/or chondroitin, and the answer is yes on the left and no on the right. There have been a lot of trials done, and there doesn’t seem to be good evidence on the benefits of glucosamine and/or chondroitin. These are available to patients without prescription. You may have patients take them. I don’t tell them not to take it. If they think it’s benefitting, just as long as you know that the evidence is not substantiated that they’re more beneficial than placebo. But intra-articular hyaluronic acid largely for osteoarthritis, often of the knee, does seem to have some benefit. 

Yes, what about the opiates? There’s been a storm. There’s been the dark side on the left, which are, sort of, all the things that we’re worried about, and then on the other hand, non-opiate analgesics have their limitations. Many patients on chronic opiates don’t abuse it, and opiates help some. And so, the pendulum has been in the ‘90s, there was been this advocacy movement to treat chronic pain as a chronic disease, and be humane, and then in the last 5 years, there’s been the opiate epidemic. And so, there’s been this pendulum swing. Here I list opiate use problems in DSM5. It’s basically the things listed here as far as opiate use disorder. I think there are 3 other conditions that aren’t, the first 2 are not necessarily problems, but things we have to, I mean they’re problems, but not abuse issues. So, some people will get withdrawal after they’ve been on opiates, and that’s called physical dependence, and some people, the effect of opiates wanes with time and they need more doses, and that’s tolerance. Obviously, what we’re concerned about are, sort of, the opiate use disorder, and then if it doesn’t meet disorder, some of misuse/aberrant behavior which are things listed here, which are reasons that we’re cautious. Now, this is a personal view, and I wrote a perspective recently which, I’ll show some points on the slide, but I’m wondering is the word opiate epidemic an exaggeration, so a Market Scan study of 143 enrollees in Market Scan U.S. pharmacy databases, about 20% of the population received an opiate prescription. About 10 million had 12 months continuous enrollment, so of that 20% or 28 million people that got the first opiate, what was the likelihood to go on to chronic use? Well, it was small. Two percent by a liberal definition; 1%. So, takehome point, most people in the population given an opiate prescription first, you know, 95% to 98% don’t go on to chronic use, so that’s point 1. The real concern has been fatal overdose. And this is from a CDC slide, and I want to divide it into medium dose and higher dose. So in terms of working equivalents, 2 useful benchmarks are greater than 50 and greater than 100. So if you have more than [unclear 25:35]  morphine equivalents, you have about a .15% greater risk of opiate overdose, and so for every 667 people on more than 50 milligrams of morphine, there will be 1 overdose, compared to those people not. And if you’re on greater than 100 milligrams, it would be, a number needs to harm or score 100. So, it is a real risk and it’s a concern we have to be. I sort of boil this down, so if you wanted to say, what’s a low dose opiate treatment, which is less than these doses, it would be, you know 30 milligrams, twice a day or less of morphine, and 10 milligrams, 4 times a day, which we often get the hydrocodone preparations in 5 and 10 milligrams, and so if you’re going to use opiates, and I’m saying it’s a last-resort in chronic pain, those would be considered the low opiate categories for the 3 most commonly used. What about opiate risk mitigation strategies? So, we aim for a lower dose if we’re going to use it at all. We try to have an opiate agreement at initiation, an opiate risk screening tool at initiation, periodically a urine drug screen, periodically looking at prescription drug monitoring program data. Number 6 and 7, I don’t do a lot of. Maybe I should, but I have not been doing Naloxone co-prescription. That’s generally recommended in high-risk patients, so if with primary care we don’t get into using higher doses and so-forth in higher risk patients, it may be less of an issue, but that’s recommended in certain groups, and I don’t treat, use buprenorphine or methadone. And then treat comorbid psychiatric conditions. 

Now, if the opiate use guidelines, which is actually more than a 20-page document in JAMA by Dowel, the other, about a year ago, and I just wanted to mention if you read the fine print that they don’t disallow opiate use in palliative and end-of-life care, including cancer. They do allow it as a last resort in chronic pain, with these caveats: Should be a therapeutic trial, try to keep it under 50 milligrams a day of morphine equivalents, try to avoid methadone and fentanyl, and then cautious, short-term use in acute pain. And then try to limit the duration to no longer than a week. I think if we follow those guidelines, there is a limited role for opiate use in chronic pain, if we pay attention to these sorts of guidelines. Other opiate issues is a caution on using it in chronic headache and fibromyalgia. There does seem to be increased overdose risk with methadone, as well co-administration of benzos. Generally, we don’t start with long-acting opiates. If you start with long-acting opiates, there’s a somewhat increased risk in the first 2 weeks, so it’s better to start with short-term, and convert to long. When we switch opiates, we should probably use a lower MME dose of what we’re switching to. And then when tapering, here’s a recommendation from the CDC. So, this is the perspective we recently published in JAMA. As I mentioned, there’s a lot of people on chronic opiates. It started when there was an advocacy for liberal use in the ‘90s. Consensus guidelines for many professional organizations, even in the past 5 years, still included opiates as a later step. NIH and CDC guidelines recognize opiates as a viable last resort. Clinical trials do show a modest analgesic effect of opiates. Long-term efficacy is not shown for most other pain treatments. And given the small analgesic effect of most pain treatments, the number of classes and the frequent need for combination therapy, I hate to eliminate anything from the regimen. And then one caveat. There’s been an increasing movement to say maybe we can use cannabis more liberally in chronic pain. Just a few, since I just like to play devil’s advocate, there’s an emerging advocacy movement. However, the small number of trials evaluating marijuana for chronic pain, they’ve typically used synthetic cannabinoids. We don’t know how that generalizes to various marijuana products. They’ve showed modest benefits. They’ve have limited follow-up, and they’ve included neuropathic more often than musculoskeletal pain. And I only have a warning that as we move forward, we have to avoid a bandwagon. I think there’s an appropriate use, but this is a little different, because it’s currently less FDA regulated. So it’s just, I haven’t figured out myself the role of cannabis and marijuana in chronic pain. 

So now a little bit about monitoring. This is the PEG Scale that was actually developed out of a VA trial. Our SGIM trial when Erin Krebs was here. It’s 3-items out of the Brief Pain Inventory. It has 3 items. It’s got 2 interference items and 1 severity item. Interestingly, when the Surgeon General sent out their mailing to 2.3 million prescribers, they actually suggested that the PEG could be one way of monitoring, and the CDC guidelines had it the same, so give credit to the fact that it was actually a VA trial out of which this was developed. But I do think whether you use this or use a numeric grading scale or whatever pain scale they use, monitoring just like we monitor measurement-based care for depression and other disorders, it plays an important role in pain. 

What about screening for aberrant behavior? So, there’s the opiate risk tool, which is a little bit longer. There’s the SOAAP Screener. I’m not going to go over the items. Basically, it’s a 1, 2, 3, a 5-item scale, and basically it can be scored 0 to 20, and a score greater than 4 is predictive. If you want to screen for depression and anxiety, this PHQ-4 has, the PHQ-2 for depression, the GAD-2 for anxiety, and a score greater than 3 on each subscale suggests possible anxiety or depression. If you have that, you can go onto longer measures if you use the PHQ-9 or GAD-7, or other measures. I think we should always screen for depression and anxiety when we’re treating chronic pain. And then the other thing we should screen for is alcohol, and this is a common measure people are familiar with, the AUDIT, that’s actually used in the VA, and so we often get prompts through CTRS and other words, and so this would be, in someone that one is treating for chronic pain, something you’d want to be aware of. In addition to a pain score, I think there are 3 things I think are useful. We’ve used it in our telecare trials for adjusting, changing pain treatment. One is the score, so whatever score you have on a pain scale, if it’s not improving over time, you might want to consider treatment. We often find it useful to ask the patient, globally, “are you the same, better, or worse?” Because sometimes that doesn’t always correspond to the pain score, so those who say, “I’m not better, I’m worse”, would be another criteria. And then, do they want treatment change? In our trials, we’ve found some people might have a pain score of 6, and they say they’re no better, but they don’t want a change in treatment. So, I think if you couple these three things together, they have a score that’s not improving, they say they’re not improving, and they want a treatment change, that’s a good one to say we need to change the dose, change the medicine, combine treatments. 

Just a side-bar, it’s interesting that if you think you have a patient just with back pain, you’re probably wrong. So, in our chronic pain studies and others, people with one pain site often have others, and so the person with back pain, you say is he or she getting better? And they say no. And you say why? Well, “my shoulder’s bothering me. My neck, or my knee”. So just be aware that chronic pain tends to be multi-site, and then we’ve had interest in what we call the SPADE pentad, so in addition to pain, chronic pain tends to, and these symptoms about trouble sleeping, trouble with mood, and trouble with fatigue, we’ve done 2 studies. If you look at these SPADE symptoms, you can see the person only has 1 of the SPADE symptoms tends to be only 5 to 10%, and so these symptoms hang together. So you may have a person with pain that also complains of trouble sleeping, or trouble with mood, and we have to pay attention to those as well. 

So, in the last 10 minutes of my formal presentation, I want to make some points about other things other than analgesics briefly, because we cannot look at analgesic management in isolation. Obviously, and this has been a big emphasis in guidelines, this is a big emphasis in the VA. The VA is going to be funding, along with the NIH, some nonpharmacologic treatments. They have state-of-the-art conference, which booked Bob Kearns and Friedhelm Sandbrink were at in November. And the strongest evidence remains for cognitive behavioral therapy, exercise. Those are the 2 big ones. Pain self-management programs, there’s been a lot of studies. They probably have a somewhat smaller effect size. And then there’s this reasonable evidence that’s emerging for 3 things on the right that I call, the word’s wrong, but I call them more passive therapist-administered treatments: acupuncture, chiropractic, and massage. And then things that require patient participation, you know, homework and work: mindfulness, meditation, acceptance, yoga and Tai Chi. That would also apply to all 3 things on the left. So that’s one thing you have to recognize about nonpharmacologic treatments. It requires, in many cases, participation. So, what are some of the caveats? Evidence standards, we’ve got a lot of trials, but they don’t have to pass the bar of always placebo-controlled FDA regulation. Placebo, it’s hard to have everything a perfect placebo if it’s not an identical led-looking pill. So, we can use attention placebo, we can use SHAM sorts of things, but it’s always going to be imperfect. More importantly, some of these therapies require multiple sessions, and patient motivation and work. There’s less head-to-head trials, so it’s not clear they’re superior to analgesics, but they certainly work. We need a work force who can deliver some of these things. And sometimes we don’t have an adequate, or adequate reimbursement. So, these are not excuses. It’s just we have to put this in context as we move forward with nonpharmacologic treatments. I think at the end of the day, the average chronic pain patient is going to require some analgesics, and they are going to require some nonpharmacologic treatment. So, it’s not an either/or. In our study, we found what are predictors of pain improvement over time. So, we had an analgesic arm in our SCOPE trial and the usual care, but then longitudinally we looked at predictors of pain-improvement over 12 months, and improvement in depression, improvement in pain catastrophizing in improvement in anxiety had has as much an effect as analgesics. So that’s why I think focusing on some of these psychologic characteristics, this was longitudinal evidence that they have an important role in pain improvement, as well.

A word on placebos. Pain responses to placebo range from 30 to 50%. There is a biological underpinning. In fact, effective placebo manipulations trigger the release of endogenous opiate peptides that act on the same receptors as opiate drugs. And analgesic responses induced by placebo and opiates are mediated by largely similar circuits in the brain. However, in current practice, we can’t currently administer something we know is a placebo, but I just think whether it’s a medicine or whether it’s a non-pharmacologic therapy, it’s silly not to take advantage of the placebo effect because probably half of the benefit we get for pain is from the non-specific effect of our treatment. There was an editorial that recently had a study that showed MBSR and CBT are effective at 12 months in low back pain, and they’re equally effective. And they had a usual care arm, and so they couldn’t really separate the specific from the non-specific, but I won’t read the quote in detail, but as you look at the quote, from a clinical and a patient standpoint, they don’t really care about the mechanism. So, I think my take-home point is let’s, whether it’s a pill or whether it’s a nonpharmacologic therapy, let’s not denigrate the nonspecific placebo effect. 

What about pain referrals? Here shows some of the people we help, have help us in primary care. Interestingly, only a minority of those in each specialty is interested in the hot potato of chronic pain. And then we have other places. So, we, in primary care, have to collaborate with these specialists, but sometimes we have to figure how each one integrates into our referral network. I just want to comment on 2 trials. We’ve done a lot of pain effectiveness trials. I want to point out a couple of things. In about, some of them we’ve focused on analgesics, and some we’ve focused on combining analgesics with behavioral treatments, and many of those we’ve had a heavy dose of telecare. And I only want to comment on 2 recent trials. So, in our SCOPE trial, we randomized people to a stepped-care algorithm, which I showed you early on in the talk, to usual care. We followed them over 12 months with telecare management, and we found that twice as many people in the intervention group were a pain responder, that there was an effect size of 0.3 versus usual primary care, and that actually one-third in the usual care arm worsened over 12 months. Very few patients started on opiates. About a third of people were on opiates at the baseline, but very few starts. And there was good adherence and satisfaction with the intervention. More recently, Erin Krebs completed the SPACE trial in the VA, and randomized people who were about ready to get on opiates, to an opiate arm versus a non-opiate arm, and you can see the strategy here. I’m not showing the data, because she hasn’t yet published it. She will over the next 3 months. But what they found is both groups had a significant improvement, and it was equal. About a 2-point improvement in their pain scores over the time of the study, and it was equal in the opiate and non-opiate arm, but there was about twice the rate of adverse events in the opiate arm. So I think it makes the case, just like the SCOPE trial. We certainly want to use a stepped-care arm with opiates as a last resort. And what we have found in a couple remaining slides, is I’m increasingly believed in a stepped-care approach, which starts at the bottom of the rung, pain self-management, and including, there’s web-based self-management. We have Mary Mathias studying the role of peers in pain management. We can use other healthcare professionals, including telecare. There’s the primary care, and then what’s the role of the specialty referral. Also the site of care. We’ve done a lot of work using automated, including internet, web-based monitoring, and then phone calls and with office visits, it’s probably a small proportion of patients. We found patients like, there’s benefits in automated monitoring, and they’re listed here. One word on the VA, and I think this is my second-to-last slide, and I talked about this at the VA SODA conference in November is three points: I think we need increasing patient participation in access to evidence-based nonpharmacologics. The VA’s working about this. Surprisingly, I think it’s better in the VA than outside, but since we’re moving toward this, we need a trained workforce. We need access, and we have to figure out what the role of reimbursement is for it. Secondly, I think we need a team-based approach, and what’s the role of the PACT team? What’s the role of the telehealth nurse? What’s the role of the pain specialist? And say, do we need a TIDES program for pain, like we do for depression? And then finally I think a stepped-care analgesic strategy, which I’ve gone over, many people will need more than 1 medicine from that stepped-care approach. Ideally, a number of those people are getting access to nonpharmacologic treatment, and a question that I leave up to you: is there any role for opiate use in chronic pain? I think there is a limited use, and we’ve sort of gone over the strategies during this talk. I want to close with one point I made in our perspective that I’ve talked about. Imperfect treatments do not justify therapeutic nihilism, and a broad menu of partially effective treatment options maximizes the chance of achieving at least partial amelioration of chronic pain. And the other quote I’ll end with is from Lewis Carroll ‘Through the Looking Glass.’ Again, it indicates what the population might minimize as only a headache can have a fairly pervasive effect. So, let me close on that, and I think we’re at the time, we can turn it over to questions. 

Dr. Robin Masheb: Thank you Dr. Kroenke. This was a wonderful presentation, and we do have a number of questions, but please feel free to keep sending them in. Can you comment on the mechanism for increased risk for NSAIDs in patients with cardiovascular risk? 

Dr. Kurt Kroenke: Not in depth, because I tend not to be, I’ll be frank with you, I tend not to be a mechanistic sort of person, so I’m not going to speculate on that now. I’d actually have to go back to the original data and, I mean, it’s known that there’s an increased risk, and so I’ll answer the question that wasn’t asked, which tends to be at the population level, it still is a small attributable risk. And even though they’ve said there’s even a risk in healthy people with short-term use, I think we could go crazy on that, and I’m more in favor of saying if they have known cardiovascular disease or more than 2 cardiovascular risks, because there the risk goes up, and, but I can’t comment on the mechanism. Sorry.

Dr. Robin Masheb: Okay. Can you comment on your experience or opinion on the Alpha-Stim device for chronic pain? 

Dr. Kurt Kroenke: The Alpha-Stim device for chronic pain? 

Dr. Robin Masheb: Yes, that’s what the person who wrote the question said. Maybe we could get a little more information about that? 

Dr. Kurt Kroenke: That’d be a second question I can’t answer well, so I’ll answer with a different answer, because what I didn’t show you is the treatments, that there’s an evidence-base they’re not effective. So, for example, there’s evidence that Tens Units are generally not effective, so that’s, I don’t know how the Alpha-Stim unit corresponds to that. We know magnets are not effective. We know steroid oral boluses are not effective, because I’ve seen people come to the ER with an episode of back pain and they get sent home with a tapering dose of oral steroids. We have less knowledge of the role about epidural injections and steroids, there’s mixed evidence. And so, I can say that we have evidence of things that are commonly used that probably have a strong enough evidence base, like I said with glucosamine and chondroitin, that we really need to question the use of things like Tens Units, oral steroids, magnets. Surprisingly, people even wonder about the role of physical therapy, which we use a lot. There was a review that it does seem to be a modest effect of physical therapy, but it’s usually aerobic, [unclear 46:45], and aquatic, but in terms of the Alpha-Stim, I don’t know about it. 

Dr. Robin Masheb: Okay. What about, can you say anything about heating and cooling therapies? 

Dr. Kurt Kroenke: Not evidence. Those are things that, they’re usually used as part of the treatment, so frequently they are bundled into interventions. So, we don’t have trials that indicate, just like the RICE treatment, which is commonly recommended for acute pain conditions: rest, ice, compress, and elevate. Not aware that it’s been studied in trials, but that’s a common thing we use. But in terms of, they have found, I guess I’ll comment, that when they look at physical therapy modalities, which are often bundled, by the way, themselves, they have found that diathermy, which is heat treatment, does not seem to be effective, or ultrasound treatment, seems to have some evidence from trials that is effective. So, that’s my comments on that. 

Dr. Robin Masheb: Great. Can you explain exactly what the TIDES program is? 

Dr. Kurt Kroenke: Oh, sorry. So that’s a model where, because of all the evidence for collaborative care trials for depression, of which there’s been more than 75 trials, the VA instituted a, at the hospital level a nurse who does this through telecare, works together with primary care physicians. So if a primary care physician starts a patient on treatment for depression, like an anti-depressant, can put a view alert or a consult to the TIDES nurse, who will then follow the patient on treatment like we might follow, a telehealth nurse might follow somebody for diabetes or high blood pressure, and work together, collaboratively, with the primary care physician in terms of improving outcomes. So that’s a program that they have for depression in the VA. Many large VA facilities have a TIDES nurse, as we do, and I was just suggesting, as common as pain is, either that nurse might take it on, or we might add it as a role to a telehealth nurse. And my point was, is that generally what works for pain and depression is somebody monitoring and adjusting treatment, and educating the patient. And from telecare studies of pain and depression, that’s what I would recommend for the primary care piece in the VA. 

Dr. Robin Masheb: Great. Now, can you share if you have any inside information, or about efforts that are going on right now to increase access to complimentary alternative medicine pain strategies, especially things like acupuncture and massage?

Dr. Kurt Kroenke: Yeah, I think there’s, in fact that may be one point, and you can kind of be the guide of how many question are left, but before we finish, that might be something either Bob or Friedhelm could comment on. I think it’s variable among VAs. I know our own VA, it’s gotten much better in terms of having access to chiropractic and then acupuncture, and then for those evidence-based treatments, have a mechanism, chiropractic outsourcing, physical therapy outsourcing. I think it’s not been so clear on acupuncture, and so even here, it’s been, and in massage it’s not been available in our VA. So even among those 5 or 6 emerging treatments, it’s been variable. So before we finish, maybe now, does either Bob or Friedhelm want to comment about nationally access and where that’s going? 

Dr. Friedhelm Sandbrink: Yeah, so hi, this is Sandbrink. I think you can hear me, right? So first of all, Kurt, I really want to thank you for this fantastic overview. You know, it’s amazing how much you could fit into this 45 or 50 minute presentation that really touches on a whole variety, really the whole spectrum of pain treatment. And I think what comes of the, what is evident is that we have a variety of modalities, and as we for an individual patient make the decision, we always have to, there’s not one right, or always right treatment. It really takes the patient and the Veteran’s perspective into account. That means, obviously, what are the co-morbidities of the patient, right? What are the other psychological factors that play a role? I mean, somebody who has significant difficulty with weight, for instance, might not be an appropriate patient for high-dose pregabalin, just giving you an example. On the other hand, we have to really combine different modalities, and it really depends often on the patient’s acceptance and willingness to try and see what might be right for them, in addition to the provider, obviously, helping and guide the Veteran into the right direction there. I want to caution a little bit against this being interpreted in the sense that anything that the patient wants is right. We have a responsibility to guide our Veterans to the best evidence care, the evidence that has the best of working. And, for instance, if the patient is being guided or takes up a modality that has maybe less chance of working, or maybe really is not believed to be effective, it often distracts from access to an evidence-based program. And I think we need to, as providers, we need to be, take up our responsibility and guide patients appropriately in that regard. And I think you really have pointed out a lot, for the different modalities, what are the different pros and cons for that. But I want to caution a little bit against non-evidenced approaches that may be very simple and appear to be providing solutions when they really are not. I think the opiate therapy, to some degree, is an example for that. I mean, we have to obviously evaluate the potential risks for patient versus potential benefits. As you suggest, the study by Dr. Krebs may indicate that really patients in the long-term don’t derive additional benefits from opiate medication, but there may be, at least for a subset of the patients, significant risk. So therefore, we have to obviously balance this for each individual patient very appropriately taking those risk/benefit considerations into account as we guide the patient. Reality is, though, that for most patients, it means, if they have really chronic severe or high impact pain, they need to engage in multiple modalities that have to complement each other and work in an integrated fashion to help the patient. 

Dr. Kurt Kroenke: Yeah, so that was great point, Friedhelm, in fact I have a number of comments I could make, but I’m going to turn it back to Robin, because I know we must have less than 5 minutes left, so if there’s other questions, why don’t you mention them and I’ll answer them in rapid-fire. 

Dr. Robin Masheb: Okay, let’s see. Do you think the VA should start looking into marijuana treatment for chronic pain in some sort of large-scale, multi-site way? 

Dr. Kurt Kroenke: What I think is, not only the VA, because I sort of, as you could see in the talk  I was also playing, sort of, the devil’s advocate, because I always worry about a bandwagon effect. And so I think marijuana and cannabinoids should be considered as part of the potential pharmacologic regimen. I worry a little bit that there’s this unregulated thing, and we’re not going to look at it the same way we’ve looked at FDA-prescribed drugs, including opiates. And so I always worry about – so yes, I think if we’re going to start looking at marijuana and cannabinoids, because even a lot of the studies for chronic pain have used the cannabinoids, which are not always synonymous with complex marijuana products. So yes. I think the NIH and the VA needs to systematically, over the next decade, need to do some trials with these products so we can better understand their use. 

Dr. Robin Masheb: Great. I’m going to give you one more short one, and then I’d like to spend a few minutes on one longer one. The short one is: what about long-term IV Ketamine. Where does that fit in for chronic pain? 

Dr. Kurt Kroenke: Minimal. I’m aware of, there’s even been a movement towards Ketamine clinics, and it’s interesting in my Clinical Trials class, I had a student present on that because I was not so familiar, and there’s websites for it. The results are amazing, because they like used it, and then there was like a response. Oh, actually, I’m sorry. It was for actually mood disorders. And like within 24 hours, people were better. So, I’m less familiar with it in pain. I’m concerned about, I’m not aware of a lot of trials of it. There are clinics set up, and so all I can say is, right now, I can’t promote it based upon the evidence. 

Dr. Robin Masheb: Great. And can you speak to, or maybe Friedhelm or Bob can, to any documents or algorithms that are available now in the VA for managing pain in primary care?

Dr. Kurt Kroenke: So, on that, and I think you probably only have 2 minutes left, either Friedhelm or Bob can have the last word, and I’ll leave it up to you as the moderator. 

Dr. Friedhelm Sandbrink: It’s just that, I think, even if you, and you didn’t really talk much about this about the clinical practice guidelines for opiate therapy in the VA, it certainly has an algorithm with regard to pain care that people can use, an outline. And it provides, really, a lot of guidance about the framework where opiates fit, including the alternatives in regard to opiate therapy. I think even our informed consent for opiate therapy lists a significant number of alternatives that should be available, and that we like to make available to patients. I think I also want to point people to the academic detailing documents that are on the academic detailing website. Great documents, not only about pain management, opiate therapy, OAND, but also in regard to insomnia, and sleep conditions, and many other conditions. In that regard, Bob, I know you’re also on the call. I’m maybe handing it over to you. 

Dr. Bob Kearns: Yeah, so I’ll chime in. First of all, Kurt, great presentation. And I guess probably, this is a perfect example. I actually, in terms of providing guidance, but also building the competencies of our health care provider workforce, I want to strongly encourage people that are on this call to spread the word about the Spotlight on Pain Management cyberseminar series, this one, but also other community of practice calls. And frankly, I think given the overlap of pain with other important, particularly mental health, but also medical conditions and health risk behaviors, you know, HSR&D and the cyberseminar programs sponsored by CIDER, I think we can do much more than publish guidelines to help people learn and develop a much more sophisticated and nuanced appreciation of the science that can inform clinical practice, and also benefit from the experience of people like Kurt and others that participate and contribute to these calls. So, you know, there are lots of guidelines and other documents produced by VA, in collaboration with DOD, and then many others produced by other organizations like the American Pain Society, American College of Physicians and others. But I really do think spending an hour a month, or a couple hours a month taking advantage of some of these educational offerings, really, is what I’d probably most strongly recommend. So thanks again to the organizers and Kurt. I don’t mean to have the last word, but this was just terrific, so thanks. 

Dr. Robin Masheb: Thank you.

Dr. Friedhelm Sandbrink: I just want to add on very briefly, thank you Bob, and of course, Dr. Kroenke, Kurt, thank you very much for this excellent presentation. I want to say that we do have now a VA website and we are increasingly trying to link resources on our VA website, our externally-facing website va.gov/painmanagement. And I think that is one way where we also want to make sure that people can go to to find access to any kind of educational offerings such as the cyberseminar and the community of practice [cores? 1:00:03]. So thank you very much. I think we all agree that this was an excellent seminar to give people an overview of pain management. Really, so many modalities, Kurt, that you approached, and we really appreciate it. 

[bookmark: _GoBack]Dr. Robin Masheb: Thank you everybody, and thank you to our audience for staying over a minute or two. If you can just hang in there, and the feedback form is going to pop up on your screen. If anyone is interested in downloading the PowerPoint, please go back to the email you received this morning and you’ll find the tiny URL. If you’re interested in downloading slides from our past sessions, if you just search on VA cyberseminars archive, you can use the filters to bring up our previous seminars. If you’d like confirmation for your attendance today, please email the cyberseminar mailbox immediately following the session. Our cyberseminar series will resume in the fall on Tuesday, September 5th. This will mark the beginning of our 5th year for the Spotlight on Pain Management, and we will be sending registration information around the 15 of the month of August. I want to thank everyone for joining us at this HSR&D cyberseminar, and we hope to see you at a future session.  

[END OF AUDIO]



