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Molly:
We are at the top of the hour now. I would like to introduce our presenters. Dr. Paul Shekelle is a staff physician in West Los Angeles VA Medical Center; and also, the Director of Southern California ESP Practice Center. I'm sorry yes, the spotlight.

Paul Shekelle:
_____ [00:00:16]

Molly:
I'm sorry – Evidence-based Practice Center and consultant in health sciences at RAND Corporation; as well as a Professor of Medicine at UCLA David Geffen School of Medicine. Joining him today is our operational partner discussant. We have Tony Lisi. He is the Director of the VHA Chiropractic Services Rehabilitation and Prosthetic Services; and Section Chief of Chiropractic Service in VA Connecticut Health System. We are very thankful for our presenters today. Dr. Shekelle, I will turn it over to you now.

Paul Shekelle:
Okay. I have the slides now?

Molly:
Yeah. You have just got to click show my screen. Then we will be all set.

Paul Shekelle:
Okay, wait, that would be where? Okay. I got it. I am there. Alright, now we have got it?

Molly:
There you go.

Paul Shekelle:
Okay. Alright, thanks very much, Molly. I am Paul Shekelle. Also here is Jessica Beroes who is part of the research team. Tony is on the line in Connecticut. For the next 20 or 30 minutes, we will take you through what we found in this evidence review. 

First off, some additional people that are not on the phone. Neil Paige is my colleague in primary care who helped with this review. As I already indicated, Jessica is sitting next to me. Isomi Miake-Lye is part of this. Marika Suttorp Booth is a statistician. Roberta Shanman was the librarian. As you will see, every one of the ESP reviews has a panel of technical experts. These were the people who were the technical experts on this particular project. I have to say these technical experts were particularly involved and very highly necessary to help understand this diverse literature. 

Alright, this is a standard disclosure. It basically means that the content of this are the authors. These are my versions of this; or, mine, and Neil's, and the research project team. Anything in here does not necessarily mean that it is a standard VA policy. It also means that we have no dog in this fight. Okay. I do not have any financial interest in the results of this literature review. Now, the ESP for the people that are not familiar with it; it is sponsored by the VA Office R&D through the QUERI program. 

It was established seven years ago, or eight years ago, something like that, okay, to help provide evidence-based reviews on topics that are of interest to VA policymakers, clinicians and managers, okay, with the idea of trying to improve the health and healthcare for Veterans. It is an outgrowth of a program that has been run by the Agency for Healthcare, Research and Quality since 1997, called the Evidence-based Practice Center Program. 

There are four centers which are also located where Vas are. Two of us are actually VA employees who lead them. These are at Durham, here in Los Angeles; and Portland in Minneapolis. As I already indicated, the goal here is to provide these evidence synthesis on topics to help develop clinical policies, and to implement effective services, and to help identify research gaps in places where targeted research_____ [00:03:34] should be developed. 

The nominations can come from pretty much anywhere. They come from field groups. They can come from individual clinicians. They can come from people in Central Office. The website there is how you nominate a topic. If somebody has a great idea, send it in. They get vetted. Then once a year, they get passed out to the four sites. Okay. 

One more slide, the steering committee; so there's a steering committee who helps guide the evidence synthesis program. I already talked about the Technical Expert Panel. Then each synthesis is also peer reviewed through external peer reviewers and also partners. Then the reports are posted on the Intranet. Then many of them are subsequently turned into journal articles and disseminated to a broader audience that way. 

Here is the current report, alright, The Effectiveness and Harms of Spinal Manipulative

Therapy for the Treatment of Acute Neck and Lower Back Pain – A Systematic Review. This indicates where the full length report is available. The introduction, I am not going to spend very much time on this. Pretty much everybody on the phone call knows that back and neck pain are extremely common. 

There is that old Rick Deyo article that says that back pain is the second most common symptomatic reason for adults to visit a clinician. By symptomatic, what Rick Deyo meant is that people who come in with hypertension; or they are coming in for annual physicals, or whatever. They are coming without symptoms. The most common symptomatic visits are upper respiratory infectious symptoms; so, cough, cold, and sore throat, and things like that. Back pain was number two. Neck pain is a little bit further down. But it is a combination. 

Anybody who has worked in the VA knows that there is a back pain and neck pain. Spinal manipulative therapy is something that has been around a long time. It has grown in popularity in the VA since doctors or chiropractic have become part of the VA, the clinical services provided. Most of the spinal manipulation but not all of it is provided by doctors or chiropractic. 

Most of the cases I am told are for chronic back pain. But there is a lot of acute back pain as well. The idea behind this was to try to help give VA policymakers and clinicians an idea of final manipulative therapy, and utility for patients with acute back and neck pain. 

Okay. These are the key questions. Each evidence synthesis report is organized around key questions. These are things that are given to us by the group that wants to use it. These are the questions that they have. In this case, it is what they are. I am just going to read them through.

What are the benefits and harms of spinal manipulation and chiropractic services for acute lower back pain? They would define that as less than six weeks duration compared to usual care or other forms of acute pain management. Then they have a subquestion about use of opiate medication. 

Then the key question 2; what are the benefits and harms of spinal manipulative and chiropractic services for acute neck pain less than six weeks compared to usual care or other forms of acute pain management? Then again, another subquestion about opiate medication; and I will already tip you off that there is not enough evidence about opiate medication. We are not going to be able to answer that question. 

Methods, again, I do not want to spend a long time on this. But we basically use standard systematic review methods. Now spinal manipulative therapy is one of these conditions for which there have been a lot of systematic reviews. Our colleague in the Netherlands, Tim Assendelft published some time ago, an article in JAMA showing that there have actually been more published reviews of spinal manipulative therapy for back pain than there are original RCTs of spinal manipulation for back pain. Nothing that has happened in the last 20 years has changed that. 

In a departure from our usual practice, instead of searching databases for RCTs, we initially took all of the existing systematic reviews of spinal manipulative therapy and pulled all of the articles from there. Then we searched the literature forward from the last of those reviews in order to identify randomized trials. This is what we consider to be eligible evidence. They had to be adults. Children were excluded. Again, acute was defined as six weeks or less. That was given to us by our operational partners. We did include patients with sciatica. They were not excluded at this stage. But again, I will tip you off that the data – there is not enough data on sciatica to really reach a conclusion. But they were not excluded up front. Chronic back pain was excluded. That was out. If their said patients were about chronic back pain or the duration of pain was three months or six months, they were out. 

Okay. If studies included patients with longer durations of pain, we still included them in a couple of circumstances. Let us say a study said they took patients with pain of up to two months, eight weeks. Obviously, some of those patients may be longer than the six weeks. But then they, in the tables of description of the patients, they said the average duration of pain was 14 days. Well, that means we know the majority of patients in that trial were less than six weeks. 

We included the full results of that trial as applicable to our acute back pain population. Or, some studies included patients with many different durations of pain. But then they gave us stratified analyses for just the patients with acute pain; in which case, we then accepted those studies with just the data about the acute pain patients. Okay. 

Those are the people that got in. Now, the interventions, we took the authors at their word. If they said it was spinal manipulative therapy, we counted it as spinal manipulative therapy. Later, we are going to describe where we sort of investigated some of the heterogeneity that might be encompassed by that definition. But, if they called it SMT; we called it SMT. Then we also included studies were spinal manipulation was given alone. Then also, when it was given as part of other things; so they got spinal manipulations plus exercises. They got spinal manipulation plus whatever else. It was both studies of SMT alone and studies of SMT as part of a package. Then we investigated it as a stratified analysis; whether there were any differences between studies like those. 

The comparator, it could have compared to anything. It could have compared to analgesics, to exercises, to something that they thought was a "placebo" like detune diathermy. Or, it could have been through sham controlled trials where they actually gave sham manipulation. 

The outcomes that were included were pain management, functional status, and quality of life, opiate use disability claims, return to work, and healthcare utilization. What you are going to see though reduces to really the only outcomes for which there was sufficient data to do analyses across studies. That is going to be pain and function. Timing, they had to report an outcome within six weeks. Then we broke it up into two different time points, which we called immediate, meaning zero to two weeks; then short-term meaning two weeks to six weeks. 

Following the lead by Roger Chou in an article that he published a year ago in Annals of Internal Medicine. That's where we got those terms from. Patients had to be in the outpatient setting. Okay, there are a few studies of hospitalized patients with acute back pain and SMT. We did not include those. Okay. Then to get in, it had to be a randomized trial for efficacy or effectiveness. 

For harms, you can see we also included observational data. Because following it is the lead of most systematic reviews. Because rare harms are often not possible to be detected in randomized trials that enroll more modest numbers of patients. RCT is for benefits; and RCTs plus observational studies for harm. We assessed all of these studies for qualities using a validated measure called the Cochrane Risk of Bias Tool for back pain, which differs from the regular Risk of Bias Tool in that it has more items. But it has been validated and shown to distinguish between high and low quality studies. 

Then data synthesis again, we used random effects meta-analysis anytime we had three or more studies within a category of the pool, alright. Then because not every study used the same measure of pain or the same measure of functional status, we converted everything to a unitless measure called an effect size. We pooled on the effect sizes. Then we took a pooled effect sizes. We back converted it into either a visual analog scale measure, or into a Roland-Morris Disability score in order to get a sense clinically of what an effect size meant. 

Results, alright, so we screened a whole bunch of articles, typical for a systematic review. Ultimately, we settled on 52 of these; 39 that were relevant to low back pain, of which 25 ended up including some data to one of the analyses; five articles in neck pain; and eight articles relevant to adverse events. Okay, now of the 14 – so 39 minus 25 being 14. Of the 14, that you're not going to see anything about right now, three of them were only about patients with sciatica. They were too disparate to be able to synthesize. Two of them were about issues related to a clinical prediction rule. 

We are going to talk a little bit about the clinical prediction rule in just a moment. There are three or four studies that did enter into our analysis, but not these other two. Two publications did not provide the data sufficient to be able to do a pooled analysis. Then one publication was about a very unique patient population that we could not figure out how to fit it in. Our technical expert panel said this study is just basically – it has to stand alone all by itself. It does not really fit with any of the others. We are not going to discuss that one today. 

This again is the flow. We have 181 systematic reviews here. It flows all of the way down through here. Here are all of the different reasons for the exclude; so, 66_____ [00:14:43] acute, and 32_____ [00:14:44] to randomized trial; and nine were duplicates, et cetera. But we track every study that we look at. Just like in a clinical trial, we can give you the reasons for exclusions. Now, so let us move onto the results. Okay. This is a forest plot; a forest plot plus the individual studies. This is one by Mariana Bergquist-Ullman. This is the one by Waterworth. This is one by Godfrey and by Rasmussen, and by Peter Juni, et cetera. You can see studies can enter more than once, if they had more than one arm. The Waterworth study it enters here; and it enters here. 

Okay. This is the result. The result for each study is the dot. That tells you what the result is. This is the zero line. This means no effect. Anything to this side, it favored the comparison group. Anything to this side favored the group that was getting SMTs. Then it is broken up by what they were being compared to. 

We took what the author thought the comparison group was. The author thought the comparison group was an act of therapy. They were getting physical therapy. Or, they were getting exercises. Or, they were getting something that was manual that they thought was active. We put it in here. Then we had manual therapies intended to be inactive. 

These were things like we gave them light effleurage as a placebo. Or, we gave them detuned diathermy. Or, they gave them something that they thought was inactive. But it was not a sham, okay. Sham are down here. These are true shams. Okay. This is manual therapies intended to be active. Then whether they got medications, analgesics, or muscle relaxants, okay; and then the quote-unquote, conventional or usual medical care. 

Each study represents – that each dot represents the results of an individual study. The line here is the 95 percent confidence intervals. Then over here on the side, this is the actual numeric data for those things. What can you see? Then what we are looking at is this is the effect in the randomized trials that compared therapy that included spinal manipulation on immediate term pain. This is pain within the first two weeks. 

What you can see is there were four studies. These four okay, that compared it to something intended to be active. Of these four, two of them on the results reported a result favoring the manipulated group. Two of them found a result that was in this case essentially zero. This one, maybe there was a slight benefit favoring the non-manipulated group. But now, you can see the 95 percent confidence intervals for three of these four studies all across the midpoint. 

The individual study results would have been no significant difference. The study by Morton, okay, it did find a significant benefit for the manipulated group. Now, because there are more than three – three or more studies, we are actually able to pool these. This diamond is the pooled result. The diamond here is the pooled result which had an effect size favoring manipulation of minus 0.19, okay, but not statistically significant since it crosses the zero line. 

Then manual therapies intended to be inactive. This was the light effleurage, the detuned diathermy, et cetera; one, two, three, four, five studies. All five studies found results favoring the manipulated group. But four out of the five did not achieve statistical significance as individual studies, okay. Because the lines crossed the zero point. 

Okay, and then the study by Rasmussen actually goes off the graph to the left. It was a very strikingly positive study. The pooled result of that was an effect size of minus 0.36, not quite statistically significant. Larger than the pool effect size against manual therapies intended to – or intended to active, but not statistically different. 

Okay. Then we had analgesics and muscle relaxants, again, four studies. The Heymann study, statistically significant and strongly positive favoring the manipulative group; two of the others slightly favoring manipulation but not statistically significant on their own. One basically no difference by Waterworth; the pool effect size, 0.25; alright, again not reaching conventional statistical significance. 

Again, conventional and usual medical care, two studies; one by Stefan Blomberg, the other by Christine Goertz; both very positive in favor of the manipulated group, and both statistically significant. We couldn't pool these. Because we need at least three to pool. But has there been a third similar study, it would have obviously been statistically significant. Sham; one by Hancock and one by Hoiris, both favoring active manipulation as compared to sham manipulation; neither statistically significant on its own, but pretty close. 

Now, statistically there's actually no – even though we broke it into these different groups. Manual therapies intended to be active. Manual therapies intended to be inactive; and muscle relaxants and conventional and usual medical care, et cetera. Because they make clinical sense, statistically there was actually no difference between any of these. If we pooled all of them together, okay; if we pooled them all together, you get this effect here. 

We adjust obviously for the fact that Waterworth cannot count twice. But we will leave that statistical detail out of this for the moment. You get this result of an effect size of about 0.31, and statistically significant. When somebody like me – when an analyst like me looked at these kind of data, it says almost all of the numbers are on the left-hand side. It says there is probably a signal here and probably a signal benefiting manipulation. 

The next slide, so here is the same forest plot. Now, it is on function, okay. Now the outcome is function instead of pain, alright. You can see that there are fewer studies. More studies reported pain than function. The results are sort of broadly similar though. Most of the dots, okay, are on the left-hand side of the forest plot. 

Most of the individual studies are not statistically significant. A few are. Most of the individually pooled results favor treatment with manipulation but do not achieve statistical significance because you are usually pooling only three or four studies, okay. But overall, again no statistical difference between these but overall, if you pool them all together, you get an effect size, a modest effect size, 0.24, which is statistically significant. 

Now, here is short-term pain. Now, we are looking at outcomes between two weeks and six weeks, okay. Manual therapies intended to be active. Manual therapies intended to be inactive; analgesics, and muscle relaxants, conventional and usual medical care. Sham again – more or less the same kind of pattern qualitatively. Most of the dots are on the left-hand side._____ [00:22:33 to 00:22:37] by themselves are not statistically significant except for this group, conventional and usual medical care. But again, _____ [00:22:44] our interpretation is there is a signal here, a modest benefit from manipulative therapy compared to other treatments. 

Lastly, function, the_____ [00:22:57] small again compared to conventional and usual medical care, the individual result was statistically significant. But if you pool across all of them, you get again this same size effect in this case, 0.31. There were a few patterns here. Okay. You get the sense okay, even though there is not statistical difference. We cannot make conclusions. But that you get the sense, okay, that if I go back a few. You get the sense that compared to conventional and usual medical care; and compared to manual therapies intended to be inactive, there may be a signal that it is a little more effective than compared to analgesics and muscle relaxants, and manual therapies intended to be active. 

But that is a hypothesis. We have not proven that. That would require additional testing. Now, what does this effect size mean? An effect size of 0.2 to 0.3, translates roughly into about 0.8 to 0.10 millimeters of difference in a 100 millimeter visual analog scale; or a 1.5 to 2.0 change in the Roland-Morris Disability score. These are things that are on average just about at the level of being clinically important. 

For comparisons sake, the Cochrane Review of NSAIDs for_____ [00:24:28] with a pooled result of about 8.5 or 9.0 millimeters benefit on a visual analog scale. It is about in that same category – about like an NSAID in terms of effectiveness. Now, we already talked about some of the exploratory analyses. Additionally, we did exploratory analyses on the effect of manipulation as a package or as an individual – or as a standalone. We did not see any statistically significant differences. 

We looked at the effect of the results on who the manipulator was. Was it a physical therapist? Was it a chiropractor? Was it a medical doctor? Again, we did not see any statistically significant differences between studies with those different types of providers. We did look at whether somebody got thrust type manipulation versus non-thrust manipulation. 

Again, while there was no statistically significant difference between these, there was a trend favoring higher or better, more effective outcomes with thrust type. But again, that is not proven. That adds a hypothesis worth additional testing. Neck pain, unfortunately the data dropped way off for neck pain. We had only five studies that in total only studied 198 patients. We really were not able to conclude much about neck pain. There is not as much data about neck pain. We cannot reach the same kinds of conclusions. 

Now, I already talked a little bit about a clinical prediction rule. At the time of this, there were three studies. There has been one more. I added it to this slide. There are now four studies of a clinical prediction rule that was originally developed by some physical therapists working out of Pittsburgh and then later out of Utah to try to identify patients with acute pain who were more likely to benefit from spinal manipulative therapy. 

Three of these studies, the first three of these studies reported the most positive effects. So, effect size – we were reporting pooled effect sizes here of like 0.2 or 0.3. They were getting pooled effect sizes of like 1.0. Four times as big for patients who were positive on the clinical prediction rule; who were then treated with manipulation as opposed to being treated with non-manipulative therapy. But that clinical prediction rule has not been used outside of that group. 

There was recently an article as many of you probably know published several months ago in JAMA; again by the same group of physical therapists where they tested this clinical prediction rule again. They still got a statistically significant benefit, okay. But it was way smaller, alright. It was barely clinically or in some cases, not even clinically important. That called into question sort of what the utility of the clinical prediction rule is. 

But, there is a clinical prediction rule out there. There have been some positive studies. There is this one study now, which also found statistically significant but not clinically nearly as dramatic a result. It remains to be seen to sort of out why that study did not find findings consistent with the prior studies. Adverse events, mostly adverse events are not reported in any of these clinical trials. These are the only ones that reported adverse events. In the trials of Morton for example, no adverse events were documented in either group. 

In Heymann, safety analysis did not show any unexpected untoward event. In the article by Peter Juni, two serious adverse events occurred in the experimental group; and two in the control group. In the experimental group, there was one patient with an acute loss of motor and sensory function due to herniated disc after randomization; but before any SMT. Okay. In the control group, there was one patient with a gall bladder attack and one patient with Femoral Acetabular Impingement syndrome. Christina Goertz, no serious adverse events; and Waterworth, adverse events with therapy were not specifically itemized, but their seizures and drug relationship were recorded. 

Group three, which was the SMT group in this one. Patients experienced less adverse reactions to treatments on a second assessment than group one. But they did not give us any additional details. That is all that was known. Oaky, that is why it is in quotation marks here. Then, the Stefan Blomberg, it had a table side effects, a group. The statement quote, "The treatment hurt," was statistically more likely in the SMT group than in those that got medical care. Now, in Stefan's trials, they also got a shot, okay. 

They got an injection of steroid and lidocaine. That may have something to do with the treatment hurting. Or, it could have been this. Okay. There have been a number of prospective cohort studies that have recorded contemporaneously adverse effects at the time of receiving SMT therapy. Charlotte_____ [00:29:33 to 00:29:36], Cagney – and they all find pretty much the same things. They find a lot of people reporting mild symptoms. Stiffness, headache, soreness, et cetera, okay being reported within the first 24 to 48 hours after manipulation. 

Now, interestingly, this study by Walker right here, okay, found about the same – or no, pardon me. No, it is a study by Walker, okay. Walker and Maiers actually reported RCTs. They found the most common adverse events being pain, stiffness, headache, and radiating discomfort okay; 42 percent of usual care; and 33 percent of sham. This had to do with whether they got home exercise and supervised rehabilitation. Sixty-seven percent of patients reported at least one adverse event. The_____ [00:30:41] patients reported somewhat more. 

Now, onwards to the summary of the results for the key questions. What are the benefits and harms of spinal manipulation for acute lower back pain less than six weeks duration compared to usual care or other forms of acute pain? Twenty-two of these studies found overall statistically significant evidence on a clinical benefit that was on average modest; again, eight to ten millimeters on a visual analog scale; 1.5 to 2.0 points on the Roland scale. 

Six potential sources of heterogeneity, it couldn't fully explain why some studies were very positive and other studies were less so. But the type of manipulation and the comparison group, the patient selection, and the study quality might explain some of the heterogeneity. However, most of the differences were unexplained. Yes, and that reminds me to tell you that the studies of better quality were actually slightly more positive in favor of manipulation than were the studies of lower quality. Again, though that difference was not statistically significant. But it certainly refutes. Or, it does not provide any support for the concept that the studies that are positive for manipulation are all just a bunch of low quality studies. 

Okay, question 1A about opiates…. Among the 25 studies included in our analysis, only one specifically reported on the use of opiate medication. With only one study, we really could not reach any conclusion. That did not actually report use by treatment groups. Alright, neck pain, only five studies were identified that compared SMT to non-SMT for acute neck pain. Although, each of the individual studies reported favorable results on at least one outcome, in total, only 198 patients had been studied. We did not think we could reach any conclusion. 

For the opiate question in neck pains, there were not any studies at all. Some of the limitations? First off, you are always worried about publication bias. There are people out there doing trials who never publish them, okay. It is very hard to prove that does not exist. There are statistical ways to see if there is a suggestion. We did not see that, any evidence of that. But it is a relatively underpowered test, okay. Just because we did not find any statistical evidence of publication bias, it does not mean that it does not exist. Study quality, well it was highly variable, okay, but – and with about half of the studies being considered a tie; and half being low. 

But again, as I already indicated, our analysis did not find that study quality was related to the effect in a statistical way; and certainly there was not any evidence to support that it is a bunch of low quality studies that are dragging the results in favor of manipulation. Heterogeneity, okay, so this is the main limitation. We have seen, I mean, like the clinical prediction rule studies. You have two or three studies that are all very strongly positive; and then one which is not nearly as positive at all. Most of the reason why this happens is still unknown. 

Okay, we identified these various sources of heterogeneity. We found some trends. None were statistically significant. The heterogeneity in the results remains the main limitation of this analysis. Applicative findings to the VA? We did not find any studies in specific VA populations. But we felt that these results were probably pretty applicable to the VA. Because acute back pain in non-VA primary care settings is probably pretty similar to acute back pain inside the VA. We thought that these were probably fairly applicable. 

Research gaps, so again, the big research gap is why do some studies and why do some patients seem to respond so well? Whereas other studies and other patients respond less well, or even not at all? The guess is that it has to do with patient selection and the type of manipulation being given. But those are hypotheses remaining to be tested. 

Again, the clinical prediction rule seems like a good avenue to continue pursuing. Neck pain, there just are not enough studies in neck pain. We just need more studies of neck pain in general. We felt that additional trials are warranted. That was a 25 minute run through of the evidence. Let me stop there. Molly, do you want Tony to comment now? Or, do you want to open it up to questions?

Molly:
Let us go ahead and have Tony comment first. Thank you.

Paul Shekelle:
Dr. Lisi, it is up to you.

Anthony Lisi:
Well, thank you Dr. Shekelle. This evidence synthesis was actually nominated by I believe a VISN CMO, or maybe one or two people from out in the field. The initial request then somehow came through our office. We discussed back and forth even with Dr. Shekelle, the value of engaging in another project like this now knowing the variation in the number of reviews that have already been conducted to date not expecting there would be a lot of more robust evidence at this point. 

But overall, this type of analysis is still very useful for individual providers in terms of making evidence-based decisions that include the published evidence, their own clinical expertise, and their patient's preferences; but also to policymakers in folks in the Central Office who are trying to make some decisions about unrolling services. Particularly something like chiropractic which is new to the VA; it is a very tiny amount of services being delivered, but growing. VA is searching for information on how we should right size this. In summary, we look at these results and realize that we clearly need to support more research to get better information; more research to hopefully at some point better understand the entity that we probably characterize as mechanical low back pain. 

Most folks on the call who deal with back pain patients are loathe of the term mechanical low back pain. Because we all like to think that we could be more precise in identifying subtypes. But so far, the data has not supported that. It may very well be that one of our biggest obstacles is the fact that we are applying a treatment that has some heterogeneity in itself in the way it is delivered to a condition or a population with the condition that we know is very heterogeneous. But nonetheless, because of the fact that there is some evidence of effectiveness. They do support safety to a largest degree that we have data right now. 

VA wants to continue to look at treatments like this especially in light of the limited availability of any other options that are clearly superior. I think maybe I spoke like a true junior bureaucrat in saying a lot of words that did not really add too much. But the bottom line is from our perspective at least in rehab services in the context of what we are trying to do, this report is very helpful to helping us realize that we need to do more work. But we also have a – more work on the research and knowledge generation. But also more work on the service delivery and implementation. The last comment I will make is to express my thanks to the ESP and to Dr. Shekelle in particular. Now, I will stand by questions. Or, however Molly wants to handle it.

Molly:
Excellent, well thank you both so very much. We do have some time for questions. For anybody looking to submit one, please use the question section of the GoToWebinar control panel on the right-hand side of your screen. Just click the plus sign next to the word questions. That will expand the dialogue box. You can then submit it there. The first is a comment that came on while Dr. Lisi was making comments that your point of heterogeneity is well taken. That can also be said for surgical treatments. Thank you for that. The next question, it is a two-part. We will start in the beginning. Are any of your studies by osteopaths?

Paul Shekelle:
Yes, I think so. Although, I could tell you the truth. Sometimes I confuse the chronic back pain one with the acute back pain one. But there are definitely some osteopathic studies in there. There is, I think Waterworth is an osteopathic study. But there are not as many. But the majority actually are PT, studies done by physical therapists. Then just slightly, a few done by DCs, and then a small number by medical doctors and osteopaths. 

Molly:
Thank you. The person writes they did not notice any doctors of osteopathic medicine in the working group. The word osteopath did not specifically get mentioned. Therefore, they were wondering if you would be willing to support the establishment of a national director of OMM to represent osteopaths in future collaboration.
Paul Shekelle:
Yes. That is not my authority, alright. That would have to go up to somebody in Washington, D.C.

Molly:
A valiant effort, though I will say. Given the data from the reviewed clinical trials, we recognize the limitations of RCTs. Given this weakness, what is the role you see for prospect cohorts or the point of care research?

Paul Shekelle:
Well, for studies of effectiveness, I do not see a lot of roles for cohort data, I'm afraid in acute or chronic back pain. Because of the variability in the outcomes. I think that the problem with selection effects there both on the part of the patient and on the part of clinicians are just too high. I do not see a lot of roles for that there. I do think that the proper role is to do randomized trials; not necessarily at the clinical prediction rule per se; but of things that are looking to define patients and the therapy in more precise terms than how they have been defined in the past. 

Typically, these kinds of studies say something like we enrolled patients with acute low back pain of less than three weeks duration without evidence of nerve root involvement. Who had no chronic or coexisting comorbidities that would interfere with this; and had no_____ [00:42:56] neurologic involvement. That is it, okay. Again, I am not a manual therapist. But every manual therapist that I have ever talked to believes that there are more distinctions in patients with back pain than just what I described. 

I think trying to figure out how to characterize those patients such that a clinician in primary care would have a better idea of determining which ones are more likely to respond to different types of therapy; whether it's manipulation. Or whether it's exercises. Or, whether it is home care. It would be of value. But I think that those things are going to have to be randomized. I just do not think the prospective cohorts are going to be able to sufficiently control for the differences between patients, the potential selection effects in order to be able to refine the size of an effect that they are likely to find. Effect sizes 0.5 or 0.4, they are just too hard to control for residual confounding by just using statistical adjustments. That is my answer to that one.

Molly:
Thank you for that reply. You compared manipulation benefits to NSAID benefits. Did you also compare the harms?

Paul Shekelle:
Yeah. Well as you saw – I mean, we compared what was reported in the trials. What you saw reported in the trials was what was up on that one slide; which is basically most studies. Only six of the studies even reported any harms at all. Two or three of those just reported it at the level of there were not any harm. In the trials, okay, there's pretty much no harms in either of the comparison or the group that got SMT. Now obviously there is a larger data about NSAID. There is a larger data about SMTs, some of which we reported here. But in the head to head comparison, there were not any differences in these mainly because they either were not looked for. Or there was not enough power to detect them. 

Molly:
Thank you. How do we best address or discuss with other clinical providers the idea that multiple but reasonable trials of care for acute episodes can be perceived on review as quote, ongoing or maintenance care; or perhaps even overutilization?

Paul Shekelle:
Yeah. Well, we did not get into that area. Okay. We did not get into maintenance care. Typically when these kinds of things are being reviewed; and I will let Tony take a crack at this next. But typically when these kinds of things are being reviewed from an evidenced basis, it is that acute pain is pain of less than whatever it is; three weeks, six weeks, or whatever that amount is. 

There has been no prior episode for back pain for some period of time. Some people use six months. Some people use a year, whatever it is. If patients continue to have ongoing pain, then it transitions into subacute or into chronic. The concept of maintenance care, which is not anything that we have dealt; but which would be defined as treatment in the absence of ongoing pain of function symptoms. That would need to be the subject of a separate set of studies and a separate evidence review. That would not fall under what we dealt with here. Tony, do you want to take on maintenance care?

Anthony Lisi:
The only thing I would add is sometimes even using the word maintenance, people mean different things. As you described that maintenance, typically, lots of people infer that to mean ongoing treatment in the absence of pain or functional deficits; and the absence of measured outcomes. But I think sometimes people muddy the term and talk about what is essentially pain management. A time limited benefit; and that was well beyond the scope of this work. 

It is certainly beyond what the data show on a large level even outside of this work. I think that is a challenge for clinicians in making decisions. I think what this questioner is probably getting to issues of dosage of manipulation in other words. If it does deliver this modest but real effect; and then that effect is time limited. It has the pat who then reports a worsening. Then what period of time is it reasonable to consider doing another dose of manipulation versus at what point it would seem to not be of value? I think that is well beyond where we can answer right now.

Molly:
Thank you both for those replies. The next question, and this is a follow-up to the previous one. Is there any data on trends or averages for the acute on chronic episodes that would require conservative care follow-up?

Paul Shekelle:
Outside this evidence report, I am afraid. Obviously, what the question is asking is – or what is related to what the questioner asking is that the classification system for back pain in the literature is obviously very unsatisfactory. I mean, it is classified into acute, subacute, and chronic. This concept of acute on chronic is certainly something that clinicians seem to recognize; but that studies have not looked at those patients per se. They have either put them into the acute category. Or, they have put them into the chronic category. 

They probably get mixed up then with other chronic – other patients who are chronic in a more traditional sense of being chronic. Or other patients who are acute in the more traditional sense of being acute. That particular slice of patients, which again, I acknowledge. Certainly I, as an Urgent Care clinician see in the clinic fairly frequently. I have not seen – well, none of these studies study those patients per se. 

I do not recall in the back pain literature in general, them getting a lot of attention. Our classification system of back pain that is used in research purposes sometimes does not quite meet the need that we have as clinicians in terms of categorizing the patients that we are seeing in the clinic. Again, Tony, I do not know. Do you want to add anything to that? 

Anthony Lisi:
No. I think you said it perfectly.

Molly:
Thank you. In SMT interventions – I'm sorry. Let me start over. The SMT interventions included how many sessions were typically involved? Was it a single SMT session or multiple sessions?

Paul Shekelle:
Yes, most_____ [00:50:18] single, okay. Most of them involved two weeks, or three weeks, or four weeks, or some number like that. But you bring up a really good point obviously. There are dose effectors that are a minimum threshold effect. We did not have the evidence to look at that in detail. But it is something that in retrospect, we probably should have added. Maybe we would go back and add that to the report. It is a limitation obviously – is this looking for these kinds of dose effects. 

I can tell you most were not single doses. Okay. I can only recall one or two single dosing. Most of them are usually twice a week for three weeks; or three times a week for three weeks, that kind of a thing. But again, even that does not – again not being a manual therapist. I do not have direct experience. 

But certainly, then the manual therapist that I would talk with, that kind of putting anybody into that kind of a fixed basket does not comport with how they view the patient clinician interaction. They would argue that some might need less. Some might need more; and so giving everybody the same dose may not be the best way to test it. I can fully agree with that. But it does remain to be something that the community needs to do and test for these dose effects.

Molly:
Thank you. Somebody just wrote in to add on that Haas has done a fair amount of work on the dose of SMTs.

Paul Shekelle:
Okay, great.

Molly:
Thank you for that. The next question; do you have a recommendation based on the results of this review of how SMT should fit into the treatment sequence of a Veteran with acute back or neck pain?

Paul Shekelle:
Yes. That is a great question. But it is outside of my remit. Okay. I am not supposed to make recommendations. I mean, VA policy recommendations are going to made by the VA policymakers. Certainly in the report, and in a journal article that we are writing on it – is that these data certainly support that SMT is one of the treatment options for patients with acute low back pain. Alright, but where it gets sequenced, okay is really something that is going to up to guidelines developers and policy recommendation people. It would be talking out of school for me to give my own individual view of that. Because I would be speaking purely as an individual on that.

Molly:
Thank you for that reply. You mentioned the paucity of research of SMT for neck pain. Having not seen the details of the studies not meeting inclusion criteria, can you comment on why the Bronfort RCT of SMT for acute neck was not included and did not meet this criteria? It was a trial of 272 participants comparing SMT to usual care along with a third minimal intervention comparator group. 

Paul Shekelle:
Yeah. I would have – I mean, if whoever that is – if Molly, if you want to just make sure that I know what their contact information is, I can tell them. I do not have the report in front of me and all of the exclusion criteria. But that is a knowable that answer. I just do not have the answer right now. If you give me whoever the contact information is, we can send it to them. 

Molly:
Excellent and thank you for that. I am actually going to put the onus on him and give him your contact info so he_____ [00:53:49].

Paul Shekelle:
Okay. They can contact us.

Molly:
Yeah.

Paul Shekelle:
Then we will have a look. I mean, these are not exact scientists. Could we have missed something? Possibly – something by Garrett Bronfort? I doubt that we missed it. It probably did have a reason that we thought was valid to exclude. But we can double check. We are always open to suggestions. 

Molly:
Thank you. That is the final pending question. But I would like to give you both the opportunity to make any concluding comments if you would like. Paul, do you want to go ahead and start?

Paul Shekelle:
No, other than thanks. I mean, these have all been real good questions. It is obviously a very engaged audience. I noticed that there is at least two of our technical experts that are out there, Baron Tang and Paul Dougherty. Thanks very much for calling in and listening. Hopefully we did not say anything too far out of school. Again, I would like to express my personal thanks to Tony Lisi. He has been a great collaborator and colleague now for many years. I think that a lot of sort of the gains that chiropractic has made in VA are responsible to Tony's leadership on this. 

Molly:
Thank you. Tony, do you want to give any concluding comments?

Paul Shekelle:
Thanks for the kind words, Paul. I have nothing of substance to add. Thanks to all of the attendees for showing interest in this topic. Thanks to Dr. Shekelle and the ESP program. We look forward to continuing to learn more together.

Molly:
Excellent, well I would like to thank you both as well as your research team; of course, Jessica Beroes who joined us for your hard work on this and for lending your expertise to the field. Of course, thank you to our attendees for joining us. As I mentioned, this session has been recorded. You will receive a follow-up e-mail with the link leading to the recording. I am going to close out this session now. 

Please take just a moment and wait for the feedback survey to populate on your screen. It is just a few questions. But we do closely at the responses. It helps us to improve presentations that we have already given as well as it gives us ideas for new sessions to support. Thank you once again everyone. This does conclude today's HSR&D Cyberseminar. Thank you, Paul. Thank you, Tony. Thanks Jessica.

[END OF TAPE] 
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