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Dr. Robin Masheb: Good morning, everyone. This is 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 “Pain, Alcohol, and Tobacco Smoking: Bidirectional Relations and Novel Treatment Considerations”. I would like to introduce our presenter for today, Dr. Joseph Ditre. Dr. Ditre is from the Department of Medicine at Upstate Medical University and in the Center for Integrated Health Care at the Syracuse VA Medical Center. He is a licensed clinical psychologist and associate professor in the department psychology at Syracuse University. His programmatic line of research applies a multi-method approach to the study of complex interrelations between pain, affect, comorbid psychopathology, and the maintenance of addition. We will be holding questions for the end of the talk. If anyone is interested in downloading the slides from today, 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’ll receive a very brief feedback form. Please complete this, as it is critically important to help us provide you with great programming. 

Dr. William Becker is a core investigator in the PRIME Center at VA Connecticut, and will be on the call today as a discussant at the end. He is a principle investigator on a randomized clinical trial of CBT based intervention for co-occurring pain and smoking on which Dr. Ditre is a consultant. And now, I’m going to turn this over to our presenter, Dr. Ditre. 

CIDER Staff: Joe, I’m sorry, I don’t mean to interrupt, but we’re not seeing your slides currently. I think you need to click on the button that says, “show my screen”, something like that. 

Dr. Joseph Ditre: Okay. There you go.

CIDER Staff: Great, and now turn your slides into slide show mode and you’ll be all set.

Dr. Joseph Ditre: Alright, well good morning everybody and thank you for attending this Cyberseminar. This is a new one for me, so I’m going to sit here and do my best to talk to you through this phone, but I look forward to participation and questions at any point. So and thank you for that introduction, Robin, I appreciate it. As you mentioned, this topic is pain, alcohol, and tobacco smoking, and this is a primary area of interest for me and my lab. And I am going to tell you more about that today, and some of the interesting things that we’re looking at. Just a brief outline, we’re going to start with an overview of pain and substance use generally. And then talk a little bit about pain, nicotine, and tobacco smoking, transition to pain and alcohol, and then wrap up with any novel treatment considerations that we didn’t touch on along the way. 

So really what this is about is pain and addiction, and what you have tended to hear a lot about, importantly so, is relationship between pain and addiction to opioids. But recently there’s growing empirical and clinical interest in substance use beyond opioids, in the context of pain. And in fact, the use of opioids still plays, no doubt, a very important role in how it interacts with the use of other substances. But, by and large, this is a lesser studied area. And what you see on the screen here are just a few clips taken from various news sources that tend to focus on the use of drugs and alcohol, mostly in the context of self-medicating chronic pain, so therefore, documenting some increasing recognition of the use of other substances in the context of painful conditions. 

So I’m actually starting off with a poll question, so we’ll test how that goes. And that’s what’s up on the screen now.

CIDER Staff: So Dr. Ditre’s first poll question is have you ever suspected that the experience of pain and co-occurring (non-opioid) substance use may be related, yes or no. And the votes are coming in. Things have started to slow down a little bit. And I’m going to go ahead and close the poll now. Share that out and you’ll see that 95% answered yes and only 5% answered no. Thank you, everyone. Joe, back to you. Whoops, I’m sorry.

Dr. Joseph Ditre: Yes, yes, thank you so much for responding to that question, and you know that’s a really interesting response and it may be representative of the audience. But typically, most people have not heard about or thought about this very much, but have, in fact, experienced it in their clinical encounters or talked to patients about it, and the idea of what to do and how to address substance use, in the context of pain, I think is of increasing interest.  So I’m super glad to hear that everybody at least has a sense that something important may be going on here.

So moving on to our overview, chronic pain and substance use disorders together are highly prevalent and frequently co-occur in the general population. In fact, among people with chronic pain, there are estimates that up to 48% also have a current substance use disorder. Among those, we also see higher rates of psychiatric disorders when people have chronic pain and are using substances. And of those, especially depression and anxiety seem to stand out. We also note that when chronic pain and substance use go together, those individuals tend to report greater pain and physical impairment, and there’s evidence that they might be more likely to use and misuse prescription opioid medications. They use higher doses, multiple prescriptions, possible use to alter mood. So what’s interesting about this and why I’m starting here is that although we are going to talk specifics of pain and alcohol, really we could talk about several substances in this regard and there’s lots of work to do.
 
So starting here, I really just want to start by breaking this into two directions of inquiry. The effects of substance use on pain versus the effects of pain on substance use, because I feel like that makes it a little bit easier to digest, and I’ll go into more detail on that here. So if you look at the arrow on the screen, this is pointing out the effects of substance use on pain. So this is how chronic substance use, for example, might serve as a risk factor in the development and progression of painful conditions, how substances can produce acute analgesic effects, and how the discontinuation of using substances may actually increase pain. 

In the other direction we look at, which is slightly less studied but is of increasing interest, is how the experience of pain may play out in the use of substances. Pain as a motivator of substance use or urge to use substances. The use of them to cope with pain and the extent to which pain experience itself or painful conditions, may serve as barriers to quitting or reducing the use of given substances.

So when we back this up and we put them together, often what we’re talking about and how we’ve conceptualized it, is in a reciprocal manner. Where the effects of pain on substance use influences the extent to which substances are used and the effects that they have on pain. This is complex in the sense that it’s a combination of long term effects versus acute effects playing out over a variety of scenarios, but ultimately resulting in the maintenance of the painful condition and the continuing use of the substance. 

Moving on to why some of that might be the case, one of the things that’s interesting to point out, is there is a great deal overlap between pain and reward neurocircuitry, and I’ve listed a few here on the screen. But, for example, the Insula is an interesting one because it’s an area that’s consistently activated during periods of heightened pain, but has also been implicated in craving and withdrawal in the context of substance use. But really each of these conditions the varying, each of these brain regions to varying degrees, have been implicated in terms of overlap in how they might influence the perception and experience of pain, and/or be involved in the use of substances.

So what that leads us to is the question of, is there some possibility of reciprocal dysregulation here? And one of the things we looked to, to inform our thinking on that, is an allostatic load model, particularly one of pain and addiction. And in that chronic substance use, so this is substance use over long periods of time, daily use in some cases like cigarettes, that produce over time, repeated opponent process cycles of substance-induced analgesia. So maybe feeling some reduced pain effects, but also when you take the substance away, withdrawal- induced hyperalgesia and how that repeating over time can dysregulate these overlapping neural substrates to ultimately engender a persistent imbalance that favors pain facilitation. So that’s kind of where we are coming from in terms of thinking about how, over time, might those brain regions be implicated and interact with each other to potentially facilitate both pain and substance use. And of course, this is highly consistent with negative reinforcement and self-medication models of addiction motivation. 

So here we’re transitioning to talking about pain and tobacco smoking. This is the area that I’ve done the most work on. And you see the same kind of lay out. In fact, we’re talking about bidirectional relations between the experience of pain and the self-administration of nicotine and tobacco. So a few things to point out here, both are highly prevalent conditions. About 16% of U.S. adults continue to smoke tobacco cigarettes, despite the fact that greater than 400,000 U.S. deaths each year are accounted for by that. And that produces of course a combination of health care costs and lost productivity in excess of 200 billion dollars. Like smoking, chronic pain is a critical national health problem that affects a great number of U.S. adults at a cost of an excess of 600 billion dollars annually.

So one of the first things that really caught my attention about these conditions was the co-occurring nature of them. In this graph, what we’re showing is the rate of smoking among persons with chronic pain or painful conditions.  And the first bar you see there on the left is the 16% smoking rate in the general population. The red bar is representing data collected from national surveys, like national comorbidity, and other surveys that produce base rate estimates. And there we see at least double base rates in most cases, where the rates of smoking twice exceed those of, in the general population. In the green bar, that’s talking about clinical pain. So these are your treatment seeking pain patients and there we have evidence of another jump. There’s many numbers and they’re all over the place, but most of them seem to converge in this upper area that suggests you’re seeing an increase as a function of whether or not someone is seeking treatment for pain. And of course, these are pretty well done studies so they’ve accounted for a range of factors that you would think you should. And similar rates and percentages have been observed in several other countries that have done this work. 

In addition, research on this topic has increased quite a bit, especially over the last 10 or 15 years or so. And this just shows you the number of published studies that are really specific to the topic of pain and tobacco smoking and how those have increased over time. So that’s part of where we get the idea that there’s increasing interest in this topic. 

So one of the first things to talk about is the observation of covariation between the experience of pain and smoking behavior. And what we note is that smokers tend to experience more pain and functional impairment than do nonsmokers. They also tend to self-administer more analgesic medications than do nonsmokers. So that’s even in the case of post-surgical procedures, where one is administering their own medications. Smokers will tend to click the button more than nonsmokers will, for example. 

In talking about more directional effects, it’s really interesting to note that chronic tobacco smoking has been identified as a unique causal factor in the onset and progression of several painful conditions, including chronic low back pain and rheumatoid arthritis, which are among the most common. So, again, I want to point out that, that is smoking over the course of years being implicated in this progression and onset. Whereas, the next bullet is talking about how smoking in the short term or self-administering nicotine can produce acute analgesic effects. And we just recently published a meta-analysis on this topic, which documented small to medium size acute effects. This is mostly tested in laboratory studies. And what we observed in reviewing that literature was that there are similar effects for smokers and nonsmokers. So it seems like regardless of your past history of exposure to nicotine, nicotine can still produce acute analgesic effects or reduce pain in the short term. 

As we transition over to the effects of pain on smoking, well the first thing you see is that pain patients kind of readily endorse smoking in response to their pain. They’ll say yeah, on days when I experience more pain, I want to smoke more, I feel like smoking more. And it’s possible that rates of smoking may increase as a function of both the pain chronicity and the severity. There’s also some prospective evidence that shows that periods of increased pain often precede bouts of smoking. So in studies that track people over the course of a given day, over several days, they find some covariation between the experience of pain and when someone chooses to smoke. So really interesting stuff there. And also, other types of pain have been prospectively linked to the onset of smoking, so headache pain among adolescents seems to be associated when uptick in smoking rates going forward. 

We’ve also done a number of experimental studies to test the basic hypothesis, does experiencing a pain drive motivation to smoke as indexed by self-reported urge or desire to smoke a cigarette and latency to smoking. So if you look at the slide that’s up there, we are using an experimental apparatus, we use many different kinds, this one happens to be a cold pressor. And in the top graph, what that’s showing you is that individuals who are randomized to experience pain, so that would be the ice-cold water versus room temperature water in the no pain condition, subsequently reported much higher urge to smoke. And then interestingly to move past self-report, the graph to the right is focused on latency to smoking. So in that case, what we did was have people have their own cigarettes right in front of them and let them know that they are welcome to smoke as much or as little of one cigarette if they like, when the experimenter leaves the room. And what this is measuring is an index of how much, how long in seconds did it take for them to reach for and light their cigarette. So this is considered to be an interesting kind of behavioral index of desire or urge to smoke. Once again, you can see that the pain group in this condition reached for and lit their cigarette faster, which mapped on to the urge findings. 

In follow up studies, we’ve looked at how to disrupt that to inform future intervention. And very briefly, it seems that the relationship between pain and the urge to smoke can be disrupted if individuals use an adaptive pain coping strategy or if we can challenge their expectancy that smoking in response to pain would be a good idea. In fact, we tried to communicate to them that that might be antithetical to what they are trying to accomplish. And in the end that both of those reduced urge to smoke in response to pain.   

So what we did is take those two directions of inquiry and integrate them into the kind of model that I showed you at the beginning. Where the idea is that if pain is making one want to smoke and continued smoking is exacerbating pain, then you’re resulting in the maintenance of both pain and tobacco addiction, which suggests that we might want to do something about that cycle. And when we’re talking in terms of addictions, what we’re thinking of is, how can we help people quit smoking and how might pain play into smoking cessation. So if there are any providers out there who’ve been working with pain patients who are smoking cigarettes, a big part of what we’re focusing on is, what could you do or how could you work with them to maybe approach smoking from a different angle than what’s typical. That is, everyone kind of knows that smoking isn’t a healthy activity, but they may not be aware of the extent to which it might play into their pain, which is usually something that people are very motivated to reduce. 

So what do we know up to this point about relations between pain and smoking cessation? Well, smokers with co-occurring pain versus no pain may tend to smoke more cigarettes per day. They also report experiencing more severe nicotine withdrawal when they try to quit and they also self-report having a harder time quitting. They report having less confidence in their ability to quit and interestingly, and somewhat consistent with that, they’re more likely to seek out and use pharmacotherapy for smoking cessation than are people who don’t have painful conditions. So interesting stuff there as far as we’re concerned. 

Oh and that brings us to our next poll question. 

CIDER Staff: The next poll question is have you ever encountered a patient who said that trying to stop using a substance (like tobacco) actually made pain worse, yes or no. And the answers are flooding in. We’ll give them a few more seconds. And things have slowed down. So I’m going to go ahead and close the poll. Share that out. And we see that 69% answered yes, 31% answered no. Back to you doctor. 

Dr. Joseph Ditre:  Yeah, thank you, thank you. That’s really interesting information. And one of the things that’s interesting to me about it is that, that could possibly provide a teachable moment or a way to address smoking in a way that simply isn’t typically. 

So we had not seen many reports to this effect however, we were interested in what would be the impact if you asked someone to try to quit and they have a painful condition, what might happen and how could that possibly interfere with quitting in a way that we might be able to do something about. And based on a number of factors, including among animal literature, there’s reason to suspect that pain might increase during the early stages of a quit attempt. And that’s what’s depicted right there.

So what we did is conducted a study to test the effects of abstaining from smoking or being deprived from nicotine on human experimental pain reactivity. And we wanted to take a look at a few different outcomes there. So briefly for this study, what we did is we recruited about 165 daily tobacco smokers, who smoked on average over a pack a day. And they were randomized to, in this case, one of two conditions, either they were asked to abstain from smoking for 12-24 hours, that’s our nicotine deprivation group, or they were asked to continue smoking as usual. So for a sample that smokes on the order of a pack a day, not smoking any cigarettes for up to 24 hours should induce a level of withdrawal that allows us to test how this might play out in terms of pain. For this study we used a really interesting capsaicin pain model. This involves applying a solution to the arm that produces a burning feeling. And what’s interesting about this experimental paradigm is that it lasts longer than other kinds like cold pressor, up to 30 minutes before we remove the solutions. So we’re able to access pain over the course of time without necessarily someone reaching a level of tolerance that causes them to withdraw from the painful stimulus. 

We can also look at other things in here and I didn’t go into all them, but one of the real interesting ones is neurogenic inflammation. So we’re able to see how the skin reacts in terms of a flare response to the capsaicin and determine might abstaining from smoking have a direct effect on inflammatory responses to this capsaicin. And without further ado jumping to the results, what we found is basically what we expected, that individuals who were deprived of nicotine recorded, reported greater pain intensity at most of the individual time points, that’s the chart on the left. So what you’re seeing is pain ratings on the left side and you are seeing minutes on the bottom. So ratings at 0, 5, 10 minutes, all the way up to 30. And your orange line is your deprived group and your blue line is your continued smokers. So even at the end if you just look at the line, whereas the continued smokers kind of leveled off, which is actually very typical for the capsaicin paradigm, it takes about 15 minutes or so to get up to level and then you kind of stay there. You can see some evidence that the nicotine deprivation group was still on the upswing. And on the right side what you see are area under the curve analyses. So it kind of collapses across all those pain ratings to capture the total pain experience. And that’s what’s depicted there with the deprivation group being significantly higher.

We also found effect for neurogenic inflammation such that nicotine deprivation resulted in a larger area of flare than did continued smoking. And there’s a picture of what that flare response looks like and an outline where the patch was in the middle. And what’s interesting about that is that implicates potentially peripheral mechanisms of action whereas, some of our other indicators indicate central mechanisms of action. So we’re trying to tease out at least a little bit, some of the pathophysiology of what might be happening here. 

And this brings us to a novel treatment consideration. And that’s the question of smokers in pain may experience a variety of negative pain-related sequelae during the early stages of a quit attempt. And if you have pain and someone has asked you to stop smoking, and then shortly if not immediately after you stop smoking, you start experiencing an increase in pain, and pain is a motivator of smoking, then it stands to reason that that increased pain experience may precipitate you to relapse to smoking, or at least serve as some type of barrier to quitting. And this is something that has not really been recognized that much in the nicotine and tobacco literature or in the treatment of smoking cessation. And given the prevalence of chronic pain in the general population and the rates of smoking among people with chronic pain, you can possibly start to see why we would think this is so important. And that we believe that tailored cessation intervention should maybe account for this influence of abstinence-induced amplification of pain. It should be expected, it should be accounted for, and considered in the context of treatment.

And now moving on to pain and alcohol. This is something that at least in terms of my lab, we have gotten more involved with recently extending our work from nicotine and tobacco. Lots of parallels and some differences. So the same kind of idea, there’s probably some reciprocal process in play. What do we know about pain and alcohol? Well, they’re also highly co-occurring. In this case, we are talking about data which indicates that 73% of individuals who are seeking treatment for alcohol use disorder endorse moderate to severe past-month pain. And that is still high, but lower among problem drinkers and then lower yet again among non-problem drinkers. 

Flipping the script there a little bit, we’re looking at the prevalence of co-occurring pain and alcohol use. And what these data show us is that individuals with chronic pain are 30-60% more likely to endorse heavy drinking or meet criteria for an alcohol use disorder. And that 25% of pain patients endorse heavy drinking. And that’s really interesting, because in some ways you would think that rates of reported alcohol use would be suppressed among some clinical pain samples especially if they’re taking prescription pain medications, which you would think would make them somewhat reluctant to report their heavy drinking levels. That is a long way to say that the 25% number could be an underestimate. 

When we are talking about the effects of alcohol on pain there’s a few painful conditions that are known to be directly linked to alcohol. Like alcohol-induced pancreatitis, alcohol related neuropathy, but recently it’s also been implicated in other chronic pain conditions. Specifically, osteoarthritis, widespread musculoskeletal pain and there’s even some indication that drinkers, heavy drinkers, have poorer pain outcomes following an injury or a recovery from a surgical procedure.

But then you might ask the question well what about drinking that isn’t heavy or excessive. Well that’s where it gets interesting. So in contrast to heavy drinking, it seems that low to moderate alcohol consumption may be associated with a decreased likelihood of developing chronic pain. This is different from smoking.

So when we looked at this literature in a review that we had published about two years ago, it was a whole bunch of interrelations between pain and alcohol and looking across this entire literature. And the graph that you see there is kind of what we came up with. So on the left side at the top, that’s the likelihood of having chronic pain or reporting high levels of pain intensity and disability. And on the bottom, is a decreased likelihood of chronic pain and lower levels of pain intensity and disability. So what you see is this kind of U shaped curve where abstinence, so not drinking at all pretty much ever, has you right in the middle. And low to moderate drinking has you down at the lower end, decreased chronic pain, lower pain. And if you are in the excessive drinking category, you’re sliding up the ladder.

In addition, if we’re talking about now how pain may influence alcohol consumption, we find that about 25% of chronic pain patients explicitly report using alcohol for pain relief. And there’s some factors that common to people who endorse that, like they have more frequent pain, they endorse depression, and they’re more likely to use pain medication. So that’s really consistent with experimental evidence of acute alcohol-induced analgesia. So like tobacco and nicotine, there’s a fairly well established animal literature, which shows that alcohol can produce acute pain inhibitory effects, much like nicotine. The human experimental literature has some evidence of that, but has some methodological limitations that raise some questions and prevents conclusions at this point.

So this brings us to another novel treatment consideration and this is really what our current focus is. So depending on the extent to which alcohol confers acute pain inhibition, and the extent to which situational pain may motivate drinking, then increased sensitivity to pain during the early stages of abstinence could also precipitate relapse to drinking. So lots of parallels here. And we’re trying to expand this so that we’re understanding how various substances play out in similar ways. 

And this is the focus of our current ongoing study, which is a combination of experimental procedures and different visits. And I’ll just briefly touch on this to foreshadow kind of what’s coming, but the first aim of this study is to conduct the first test of both pharmacological and expectancy effects in acute alcohol analgesia. So we’ll be doing a variety of drinking procedures in the context of experimental pain reactivity that provides great insight into mechanisms of action. And the goal of that aspect of the study is to really kind of nail down the extent to which, or the effect side, that drinking alcohol may produce acute pain inhibition. 

Another aim of that study is to have those same people come back for a second visit. Where we can look at the other direction of inquiry, which is how does the experience of pain motivate alcohol consumption? And there is our goal is to conduct the first test of pain as a proximal antecedent of urge to drink and ad lib alcohol consumption. And in the study, it’s under the guise of an alcohol taste test paradigm. So participants in this case will receive the capsaicin pain induction plus heat. And so that will be fairly painful and constant, and during that time they’re going to be asked to evaluate different types of beers, and they’re going to be provided with plenty of each kind. And one of the outcomes in that study, in addition to their self-reported desire to drink, and their ratings of the beer, because they think they’re rating how tasty it is or how much they like it, is ultimately how much they consume when they are told they can have as much as they want. 

So, in trying to bring some of this together and really get focused on the treatment component. There’s several things that one might want to consider in the context of co-occurring pain and substance use. One of those are the pain factors that are in play. That is the use of substances may vary as a function of the severity of the painful condition, or maybe it’s not even the pain intensity so much, maybe it’s the degree of impairment or disability. And in addition to that, how well one copes with pain. We’ve laid out models and prepared studies and designs to test the idea that, if someone is provided with quality pain coping strategies and maybe that could be included in a substance use intervention. That would be some pretty new and novel stuff, there aren’t too many addition interventions that are including or incorporating components about how can we get somebody to better manage their pain, particularly in the context of quitting. What can we do, if pain is going to increase, once they stop using a substance to counteract that for at least the period of time if necessary to do so?

Another pretty big area of focus here is that there’s undeniable psychiatric comorbidities. So factors like depression and anxiety are very prevalent both among people who use substances, like smokers for example, and among individuals with chronic pain. So there’s really no surprise that you would have a lot of overlap there and that those would be especially important factors to consider when you’re considering the maintenance of both conditions. And then it gets really complicated when you want to talk about poly substance use. There you’re getting at interactions between use of substances like tobacco and alcohol in concert, overtime, and how that might play out in terms of long term use or acute pain inhibitory effects. So what we’re trying to do is lay a ground work for examining these relationships in the context of individual substances, but in no way are we thinking that that’s where the story ends. In fact, it’s our expectation that many of those individuals will be using multiple substances, possibly all of which in relation to their pain, and depending on the extent to which they’re achieving synergistic effects, then quitting one substance may not be sufficient to quit the other substance if pain is still in play. Things like that, I’m just trying to do my best to explain to you what some of the interesting aspects that we see are there.

There’s also a real interest of ours in medication and opioid interactions. So how does the use of opioids, the misuse of prescription opioids, or the context of tapering off of those, influence other substance use at that time? And one of the interesting things in the tobacco literature that some colleagues at Mayo clinic uncovered in a qualitative study of theirs. They asked smokers to talk about what they were doing with smoking in response to their pain, and they ask them questions about pain medication, and some of the really interesting responses went in both directions. For example, some patients would report that on days when I take my prescriptions, my prescription pain medications, if those aren’t working as well, I’ll probably smoke more cigarettes on those days. On the other hand, you have other people saying that you know, if I take my prescription opioids and I’m feeling kind of good, I might just want to smoke more to have a good time. So in both of those instances we’re seeing some degree of increased smoking surrounding the use of opioid, in some cases because they’re not working and in some cases because they are. So much, much work to be done there. And then of course, examining the effects of using or abstaining from other substances on the efficacy and the metabolism of opioids. So if you’re using these things all the time, and you’re taking prescription pain meds, and you’re a regular fairly heavy tobacco smoker, well sudden discontinuation of that nicotine content is going to have a wide range of effects on your metabolism of a lot of things, including opioid medication. And that is a potentially dangerous situation that warrants additional research attention. 

We’ve touched on these a couple of times, but abstinence-induced hyperalgesia is a really interesting situation to us. So if, again if you’re asking someone to quit what they are doing, are they best prepared to do so if they’re going to experience an increase in pain. The tobacco withdrawal literature is really interesting like this because you see a pretty consistent pattern of withdrawal effects that occur from when someone stops smoking, for about a week or so after that, when they’re at their most severe. And we would predict that pain would be similar to that, may even be conceptualized as a withdrawal symptom or a correlate of that symptom and therefore, if you’re not doing anything to address that aspect of withdrawal, are you really putting people in the best position to do what they are being asked to do, which is stop smoking.  And then of course, what can you do about it? Perhaps there’s ways to address pain using existing pharmacological therapies for smoking cessation, right? So if nicotine produces acute analgesia effects, and you have someone quit smoking and you recommend that they use the patch, which is the gold standard along with some type of counseling, maybe a stronger dose of the patch is warranted, both to accommodate the withdrawal effects and the increased pain. That’s just one example of lots of things that you could think about of how we could use treatments that are already being used to help people quit smoking, to also combat their pain and frankly, I think if you framed it that way and could make a compelling case, and if that compelling case translated into action, you might find greater adherence and desire to utilize those nicotine pharmacotherapies not just to quit smoking, but because you know that you’re doing it to manage your pain in that context.

And then lastly here, we’re talking about pain as a proximal antecedent of relapse. And there’s a, again a pretty strong animal literature, which suggests that painful stressors can reinstate extinguished drug seeking behaviors. So that suggests that overtime, even if someone gets through the withdrawal period and they still have a chronically painful condition, that if there are periods of breakthrough pain, those could be triggers or high risk situations for relapse in a way that you might not anticipate. So another thing to potentially consider in preparing people to stop using substances.

In terms of treatment, we’re doing a few things that, and considering a few things, like integrated treatments. So instead of treating these separately, maybe we could treat them both as primary and integrate content relative to the other condition. So if you’re in a pain clinic, maybe we can integrate smoking cessation into those services. And vice versa like I said before, people who are treating smokers, not even considering the role that pain might play, that could be an important advancement. 

We’re also doing things in terms of personalized feedback and brief cessation motivation intervention. And what these have in common is things like personalized feedback. So people are first indicating this is how much pain I feel, this is how much I smoke or how much I drink, and then we’re taking that information in real time, and integrating it into feedback. Saying you know, you said this and you said that, so here is the feedback. And including in that, some psychoeducation to underscore the idea that you may not know any of this, and your physician may not know any of this, but there seems to be something going on here and I know you said you really want your pain to stop, but what you might not know is that your continuing smoking may be playing into that. So feedback, psychoeducation, a little bit of a motivational enhancement kind of approach, where the goal is to simply develop an increasing discrepancy between the stated desired pain outcomes, i.e., I want my pain to improve, and the fact that you’re continuing to smoke. So in this context we’re not trying to tell people you’re wrong for doing this, we’re trying to give them feedback and education and see if they come to that kind of realization on their own, and plant that seed and move them in the right direction.

In doing this work there’s been a couple of interesting anecdotal responses from patients, like never once have I had a doctor or nurse tell me anything about this or how smoking might be contributing to my pain. I think that makes a big difference for me and it’s kind of changing my mindset a little bit and giving me another reason to quit smoking. I’m surprised that the doctor hasn’t used it as another tool to try and help me. You know it gives you the frame of mind to say I got to quit. Of course, these are selected quotes, but I’m telling you from the experience of participating in those, that they’re highly representative of at least the idea that patients seem interested in knowing this information. They seem to like knowing that, that something may be in play that they hadn’t considered before.

So in conclusion, I would say that the study of interrelations between pain and substance use is an emerging and complex area of clinical and experimental research, and that these conditions may interact to influence each of their respective trajectories and outcomes, which I think makes it relevant to all parties who are involved on any side of this. And I’d like to thank you all for attending today’s seminar. 

CIDER Staff: And now it’s time for a Q and A and I think Robin Masheb is going to be here doing that, Dr. Masheb. 

Dr. Robin Masheb: Can you hear me?

CIDER Staff: Yes, we can.

Dr. Robin Masheb: Thank you, Dr. Ditre, for such a fascinating presentation. And I want to thank our audience. Please feel free to write in some questions for us. I have the first one here, is there any data to support or reject the hypothesis that marijuana increases risk of opioid abuse?

Dr. Joseph Ditre: Yeah, so this is a real interesting question, another area that we’re investigating and are involved in or trying to collaborate with others on. So just like many of the relationships that I talked about here, those relationships are also probably very complex and function as a, whether or not we’re talking about long term use or acute use. What I can say is that there’s some data emerging, again this stuff’s very new, that states which have legalized at least medical and in some cases recreational cannabis use are seeing decreased use of opioids. That’s not to say there’s a causal factor in play there, but it is possible that people are using both of them anyway, very often. I think one provocative question is, do people want patients to say stop using opioids in favor of another substance or is it more of an all or nothing approach. Really, I mean that question is so salient and so difficult to put a finger on, because that research is only just emerging and has always been difficult to do.

Dr. Robin Masheb: Great, thank you. Here’s another question, patients often ask how long will the hyperalgesia last when I stop using opioids or heroine?  

Dr. Joseph Ditre: Yeah, so that’s a difficult one to answer and there’s lots of individual variability in that. What I would say is that there’s a typical withdrawal syndrome across all kinds of substances that lasts for around, if you had to put a number on it, about 14 days. However, if you’re talking strictly about opioids, that is a more complex situation because that’s going to depend greatly on the dosing, and how long that has been going on, and whether or not you’ve got opioid induced hyperalgesia in play, prior to discontinuing. That is a deep box of questions. 

Dr. Robin Masheb: I have a researcher question. Could you talk a little bit about the IRB issues with doing some of the research that you do, especially with using capsaicin? 

Dr. Joseph Ditre: Yes, absolutely. So, obviously participant safety is a top priority in everything that we do. And what we benefit from, in terms of IRB applications, is that these are well established experimental procedures that have been used for many years across a variety of participants. So even though not many people out there are experimental pain researchers, the fact is that that experimental pain work has been being done for quite a long time. So in the case of capsaicin for example, there are rule-out criteria, like a sensitivity to chili peppers, which is what that is derived from. And there can be a period of sensitivity after it’s been taken off. So it’s very important to communicate all of this in the context of an informed consent so that people understand what to expect. But the fact is, that for the most part, because all of these are stimuli, when you remove the stimulus there is a fairly rapid decrease in the sensitivity to it. In the case of capsaicin for example, probably the worst thing that you would experience is later that night if you were to take a hot shower, you would feel that a little bit on your arm. So no, very very few problems, no participants dropping out of studies because they can’t take it, it’s all done very carefully. And I think that is partly due to the extent to which we’re explaining what’s going on before it happens.   

Dr. Robin Masheb: Could you talk a little bit about data on neuro-inflammation in comorbid pain with chronic tobacco versus non-tobacco users?

Dr. Joseph Ditre: Yeah, so this is pretty new stuff and we’re not sure even what the implications of that would be other than, what I can speak to is in our own work, how one is thought to be, that you’re thought to get at different potential mechanisms of action. So for example, if we didn’t get a flare response, we might say that the effects of abstaining from smoking have more central actions, central mechanism of actions, which could play into say the types of medications that are used in the context with pain and quitting smoking. So the fact that we’re observing these effects across different potential mechanisms or pathophysiology, suggests really just a wide ranging effect that isn’t terribly specific, but in fairness that’s not the most sophisticated way to get at different pathophysiological mechanisms of action. There are other types of assessments that can be done like condition pain modulation, temporal summation, which can also give you some additional insight. And we are planning to do that work, but the point is that if you saw some differential effects, then you might have a little bit more to target, but if you saw what we did, then it’s just confirmation in the direction of the idea that these are wide ranging physiological effects.

Dr. Robin Masheb: I have two interesting related questions that came in from different people. One is, I believe there’s some literature showing that ex-smokers have lower chronic back pain than current smokers. Can you comment on the quality of this data? And the other one is, if chronic smoking is identified as a casual factor in chronic low back pain and rheumatoid arthritis, do these conditions improve with long term abstinence from tobacco?

Dr. Joseph Ditre: Right, that’s a great question and that’s exactly the kind of work that needs to be done. So do chronic pain conditions improve as a function of quitting smoking? Well one of the things we know is that at least there’s evidence, that non-smokers have less pain. But non-smokers could be never smokers, or they could be former smokers. So our ability to speak to the questions that you are talking about are largely a function of how well the assessment was done of smoking history. And let’s say it was even done well, let’s say you could parse out non-smokers into never and former smokers. Then the question would be is how long former is needed before these effects started to show up. So when you’re just taking a cross-sectional sample, which is really all of that data is, then you can’t really hone in on exactly how long they’ve been quit for to determine if that is the threshold at which pain started to be reduced. But to your other question, yes, there is some initial evidence that former smokers report less pain than do current smokers and that maybe there’s a linear relationship between duration of quitting and the pain reporting. However, again that’s pretty limited data. You would actually have to do prospective studies that are focused on those questions and do enough of an in-depth analysis of smoking history and pattern and really make sure that you have those three groups well accounted for. And that current smokers, former smokers, where you have a good amount of variability in how long they’ve been quit for, and never smokers. And then you have to have a great deal of detail in terms of the painful condition, what type is it, what is the source, what is the severity of it, and to the best that you can assess, how did that severity shift as a function of using versus discontinuing smoking versus not having smoked for X amount of time. So really good questions, I would say that the initial data are certainly useful, and they point you in a direction of saying that is something that needs to be addressed further in a more purposeful fashion, where I would say by and large, right now, we’re working with the data that we have available to us to just start trying to answer some of those questions.

Dr. Robin Masheb: I have another clinical question. Do you have a model of change that you would recommend to follow in treating patients with concurrent tobacco and pain problems?

Dr. Joseph Ditre: Yes, I think like in the tobacco treatment literature for example, there’s an increasing focus on a stage based approach, where you meet people where they’re at at that time. So what we’re envisioning are slightly different interventions depending on where you’re at in your desire to quit. Now most smokers, I mean on the order of 70-80%, will say yes, I want to quit smoking. But of those, only 10% or so would be ready to try and actually quit right now, and then of those who try to quit, very, very few utilize the best available treatment to them. The VA is a great example of this, where you have outstanding access to counseling and pharmacological intervention for smoking cessation and yet it’s not utilized to the extent that it should be. So in some of the studies that I was referring to, one of the goals is to take people who are not interested in quitting, but who have chronic pain, and to provide the psychoeducation and to help develop a discrepancy to get them to maybe move closer to the idea of quitting, in order to per se benefit their pain in a way that they might not have considered otherwise. Whereas someone who is ready to quit and you know that they have chronic pain, there you can be potentially proactive in addressing skills training, you know, how am I going to deal with an increase in pain as a trigger or a high-risk situation for relapse. Or like I said before, in that case, how can we tailor the pharmacological intervention, say the use of nicotine replacement therapies, for someone who you expect will experience an acute increase in pain. So yes, I think that there are a variety of angles to come at this, regardless of where the individual patient is at the moment in their readiness or willingness to quit. And in either condition, increasing self-efficacy and confidence in quitting, in the face of having a co-occurring painful condition, is probably an area of focus.

Dr. Robin Masheb: Thank you. We had some great questions from our audience and we just have about two minutes. I was wondering if Dr. Will Becker, if maybe you could share some of your thoughts about the presentation and the questions from the audience.

Dr. William Becker: Absolutely, thanks, Dr. Masheb. So Dr. Ditre just let me say, what a fantastic presentation. I think from where I sit as a pain researcher and a primary care physician that the kind of questions that you’re delving into understanding the overlap of these very common conditions, and translating the experimental evidence into interventions that may help our patients is just extremely valuable to the field, so I appreciate this work. And I think…

Dr. Joseph Ditre: Thank you.

Dr. William Becker: You know, as we are moving into an era of perhaps moving away from long term opioid therapy, your novel work in examining pain response in potential withdrawal from opioid therapy is going to be increasingly important. So really just an expression of gratitude and hope we in VA and outside VA get to collaborate further. 

Dr. Robin Masheb: Thank you. 

Dr. Joseph Ditre: Absolutely, I appreciate that, thank you.

Dr. Robin Masheb: Thank you for those words, Dr. Becker. And thank you, Dr. Ditre, for such a wonderful presentation. Your work is really exciting and has all sorts of applications for the Veterans Health Administration. Thank you to our audience for participating and writing in with questions. Just one more reminder to hold on another minute or two for the feedback form. If you’re interested in downloading the PowerPoint slides from today, please go to the reminder email you received this morning and you will find the tiny URL link. If you’re interested in downloading slides from our past sessions, simply do an internet search on VA Cyberseminars archive and you can use the filters to find our previous seminars. If you would like confirmation for attendance, please send an email to the Cyberseminar mailbox immediately following the session. Our next Cyberseminar will be by Dr. Joseph Frank, Defining Multi-Modal Chronic Pain Care Among Veterans. This will be Tuesday, June 6th, at 11 a.m. We will be sending registration information out around the 15th of the month. And I want to thank everyone for joining us at this HSR&D Cyberseminar, and we hope to see you at a future session.

CIDER Staff: I’d just like to reiterate my thanks to Dr.…
 
[END OF AUDIO] 
