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Moderator:	OK, so I’d like to introduce our speakers at this time. Presenting the findings of the report, we have Dr. Karli Kondo. She is an investigator at the Portland VA Research Foundation and VA Evidence-based Synthesis Program and AHRQ SRC at the Portland VA Medical Center. Joining her today, we have Dr. Anthony Morreale. He is the assistant chief consultant for clinical pharmacy services and healthcare services research in the pharmacy benefits management at VA central office. So at this time, I would like to turn it over to you, Dr. Kondo.

Karli Kondo:	Thank you very much Molly. Welcome everyone and thanks for joining us. Today, we’re just going to talk a little bit about one of the evidence based synthesis projects that we did, that we completed last year and that is interventions to improve pharmacological adherence among adults with psychotic spectrum disorders, bipolar disorder and PTSD.

This slide here, we just want to acknowledge folks who were members of our team so the report authors. You’ll see a list there and we have a good group of folks, some of whom have some clinical expertise, clinical psychologist and psychiatrists at the VA as well as some pharmacists as well as our report nominators, Dr. Morreale who is on the phone as well as Heather Ourth. This here is just our disclosure slide that basically talks about the fact that the decisions are those of our group and our authors and do not represent official position of the VA.

Just to get us started, some of you may be familiar with the evidence based synthesis program and we just want to give you a brief overview. Basically we’re funded by QUERI and the purpose of the program is really, it allows policy makers, clinicians and largely folks who are interested in learning about what current research tells us to help drive policy, to nominate a topic to our coordinating center. The coordinating center evaluates those topics and then basically chooses a group of those.

There are four evidence based synthesis programs, at Durham, in LA, here in Portland and then in Minneapolis. We work on a one-year time frame. We basically provide evidence syntheses on a wide range of topics. They’re often clinical topics but more frequently, we’re also seeing topics related to systems and health policy as well. The nomination, you’ll see here there's a link to the coordinating center and the topic nomination form. So if you want any more information, that’s a good place to go and look for that.

The ESP is guided by a steering committee as well as a technical advisor panel. All of our reports go through an external peer review process, where they are sent out for peer review and then revised similar to a journal manuscript. Then the reports are posted on the HSR&D website. The link there takes you to the ESP reports in general. They’re generally posted internally for six months. This particular one is still internal only and I’ll provide a link for you a little later and then they’re released publicly.

Before we get started, we have a relatively large group here and this is one of those topics that I think is broadly applicable to a wide group of folks. So we’re just curious what your primary role is at the VA. So if you could indicate on your screen what your primary role is, that would be really useful for us.

Moderator:	Thank you. So it looks like the answers are streaming in. For those of you that have never done this before, just go ahead and click the circle next to your answer options. Those are pharmacist, mental health clinician, researcher, administrator, manager, policy maker or other. If you are selecting other, please note that at the end, I’ll put up a feedback survey that has a more extensive list of job titles so you might find your exact one there.

It looks like we’ve had almost 80 percent response rate, so I’ll go ahead and close this out and share those results. Joining us today, we have 11 percent of our respondents are pharmacists, 38 percent mental health clinicians, 11 percent researchers, 11 percent administrator, manager or policy makers and 30 percent other. So thank you to those respondents. I’ll turn it back to you Karli.

Karli Kondo:	Great, thank you. So I’m just, on this slide here, you’ll see at the bottom there, you do have a link and this is internal. This is on the intranet currently, so you’ll need to make; to be able to access the report, you’ll have to be logged in on the VA site. So just a brief overview of what we’re going to do today, we’ll give you a little bit of background. We’ll talk about the scope of the review and the results, talk about some future research and implications for the VA as well as a question and answer session.

Dr. Morreale is going to be presenting some of his thoughts and then joining us for the Q&A as well. So I just wanted to give you a little bit of background on the nomination. Dr. Morreale, feel free to jump in here as well if you have anything to add. When he originally nominated the topic, his interest was really on medication adherence broadly and for all chronic conditions. One of the things that we found, or that the coordinating center found, when they were evaluating the topic, was that in 2012, there was an AHRQ review with the cross conditions and really it looked across all chronic conditions with the exception of HIV and largely serious mental illness.

However, they did include depression. The report basically found that the strongest evidence related to reductions in copays across all conditions, self-management for asthma, collaborative care and case management for depression and then pharmacist led hypertension approaches as well as education, reminder and pharmacist led multicomponent interventions. That’s just a really, really brief summary of their findings and I’ve added a link there at the bottom. I just didn’t actually link, but there's the URL if you want to go and look at that report more closely.

Because we did have this report, what we did was we contacted Dr. Morreale to just discuss whether he would be interested in and are looking at basically the gaps that were left by this particular report. So that’s basically what we did. We looked largely at serious mental illness and so folks with psychotic spectrum disorders and bipolar disorder. We also included PTSD. We weren’t sure that we were going to find a whole lot for PTSD, just because pharmacological treatment often isn’t a first line intervention for PTSD, but we definitely, we looked.

So those were the three populations and the reasons that we ended up focusing on those three populations. So just a little bit of background, generally adherence among individuals with serious mental illness is low. Adherence among individuals with schizophrenia is roughly 25 to 50 percent. That’s a really, really broad range but adherence is one of those things that’s very difficult to measure and the rates are really reported very differently, depending on the study and what you’re looking at.

Among bipolar disorder, it’s pretty similar at 30 to 57 percent. Medication non-adherence is one of the strongest predictors of poor outcomes in people with schizophrenia and bipolar disorder and individuals with serious mental illness have a higher prevalence of comorbid non-psychiatric conditions, which basically means that they’re likely to be on non-psychopharmacological interventions as well as for other conditions. 

So one of the things that we were really interested in was whether or not these interventions for medication adherence affected both clinical outcomes related to the serious mental illness as well as other conditions and if the interventions, if the studies looked at both the psychopharmacological as well as the non-psychopharmacological adherence. Essentially, the scope of our review, we were interested in again folks with psychotic spectrum disorders, bipolar disorder and PTSD. We were interested in the effectiveness of medication adherence, again with both psychopharmacological and non-psychopharmacological adherence.

We included only studies that looked at patient outcomes because ultimately, that’s the main interest. Not only our folks adhering to their medication, but is that actually affecting the patient outcomes in the long run. We were also interested in whether or not there were any costs and specifically intervention related harms.

This is the analytic framework that really drove our reviews. So you can see that they’re all the way off to the left, you have the three populations that we were interested in. Then in terms of interventions, we were looking at psychopharmacological interventions. We were looking at long-term depot psychopharmacological interventions as well as non-psychopharmacological interventions. So those would be for other chronic conditions.

Then for that, we were looking at; for medication adherence, we were looking at both objective outcome measures and so those might be things like blood tests but then also validated subjective measures. There's just such a wide range, lots of them being self-reports and so what we did was we identified a review that looked at adherence outcomes that really looked at some validation studies and we largely used that review to guide those subjective measures that were validated.

We also spoke with our technical experts to really help to narrow what we were looking at and to guide the focus. So patient outcomes; there’s just a whole list of patient outcomes you can see there, that we were looking for in terms of whether or not those were affected by medication adherence. So for our methods, we searched MEDLINE, PubMED, PsycINFO and a number of other databases from database inception through January of last year. We also evaluated systematic reviews. We evaluated all the reference lists and identified reviews which we then called for primary study use.

Then to look for unpublished studies, we looked at clinicaltrials.gov as well as a number of other great literature sources. So largely we included studies that had interventions that were specifically designed to improve medication adherence in general mental health studies and again, we required that studies that were included report a patient outcome as well as an objective or validated subjective measure of adherence.

We included RCTs, and non-randomized trials and what we determined were methodically rigorous observational studies and for those, basically we were looking for observational studies that were really more than a pre/post and we required that those before and after studies had at least the right three time points that controlled for time, that could establish a trend and that it was really, that the study designs were more rigorous than a simple pre/post.

What we did was we’d do a review, 10 percent of our title and abstract review and then we’d do a review at 100 percent of our full text. We’d do a review quality assessment. We used the risk of bias tool for AHRQ and then we assigned a low, medium, high or unclear risk of bias for each study. Ultimately, our search ended up in 7,944 studies. After abstract and full text review, we ended up including 24 studies from 25 publications.

As you can see here, that they were largely related to psychotic spectrum disorders, that was 20 studies, 21 publications; four studies for bipolar disorder and we didn’t find anything for PTSD. So the key findings for our report were roughly that interventions that involved family members, there was three studies, they showed a generally positive effect on adherence. We rated the strength of evidence as low largely because of the heterogeneity amongst all of the studies.

These studies reported positive effect on symptom severity and function as well as fewer hospital admissions and a longer time to relapse. In addition to that, really the only other area that jumped out as one that we could say that we had any confidence in, were those interventions that involved technology. Among those, there were two studies that looked at SMS that had a positive effect on symptom severity and quality of life and then e-monitoring was also an area with two studies that had some mixed outcomes so some positives.

Interventions combined with a depot antipsychotic saw a limited effect. We rated the strength of evidence as insufficient largely because the interventions were so different. In general, there seems to be some promise related to the interventions that are on top of those that are applied with depot antipsychotic meds. For bipolar disorder, there were four studies. Interventions that involved psychoeducation showed a generally positive affect, however, we really just, again, because of the heterogeneity among the studies, found the strength of evidence to be insufficient. Then again, no studies were identified for PTSD.

The next couple of slides are, I’m not going to go through all of these, but these are more for your reference. This gives you a breakdown of the findings that were; they’re stratified by type of intervention. We tried to group them in a way that, where they had some sort of common factors. So the family interventions, these are ones that involved family members. For example, they were very different in the sense that some of them were, I believe one of them was just a family group session. The other had, it was a combination of individual sessions plus family group sessions.

Others were just for the family, but the family sessions didn’t involve the patient, but again, we grouped these as ones that had a family component. It was pretty similar for the others. So the categories we really looked at were those with family, technology, those that were in addition to a depot antipsychotic. There was one prospective cohort study that was pharmacist led. There was a system level intervention.

Then we had behavior multicomponent therapy adherence; therapy and compliance therapy are too manualized therapies so we broke those out separately. We really found that even though these interventions are designed for adherence, that the evidence at least for this population was insufficient and that the findings weren’t consistent. Then we had one other behavioral multicomponent intervention and multicomponent just because it included a number of different components.

The other interventions were ones that were specific in some ways so there was one study that looked specifically at motivational interviewing. Another, or two studies that looked at cognitive adaptation training and then one that looked at shared decision making. Very few studies for bipolar, just the four. There were two that involved psychoeducation. One was group, the other was individual. Then there was another that was psychoeducation plus problem solving and then one that looked at customized behavioral multicomponent intervention.

In general, the interventions were incredibly heterogeneous and it made it very difficult to really try and synthesize findings across values and the findings were ultimately really mixed. Again, interventions that involved family members and those that involved technology for folks along the psychotic spectrum showed promise, however, there was really just a lack of consistent benefit across studies and so we rated the strength of evidence as low.

Other interventions varied widely and the evidence is really insufficient. There were a few studies examining the same interventions, but the sample sizes were so small and in general, the study designs had some methodological flaws. The evidence was insufficient for all of the other interventions for individuals with bipolar disorder and we didn’t identify anything for PTSD.

So other than the technology based interventions, most of the interventions were relatively flexible and allowed for adaptations to different settings and patients. So what’s interesting is that while interventions for medication adherence have been found to be effective for other conditions, really more evidence is needed in this area to better understand whether or not they’re effective for folks with serious mental illness.

So our future research, one of the big challenges with a lot of these studies is that a lot of them didn’t have an active comparator and so future research should really involve those that do have an active comparator instead of comparing to usual care. Particularly with these populations, that it’s quite possible that as compared to usual care, just adding additional interaction or increased attention, they have a positive effect. More research is needed examining interventions that accompany depot antipsychotics to determine whether any improvement in adherence is due to the depot or actually due to the intervention that’s applied on top of the depot.

The other issue with this is that the folks who are often times given depot are ones with very poor levels of adherence and so it’s difficult to tell whether some of the positive benefits had more to do with the fact that they were starting at such a low baseline to begin with. In general, future research should also include larger RCTs of adequate duration. A lot of these studies were very short and very small.

Given that many of the interventions are multicomponent and complex and that they’re implemented in a wide range of settings, standardization of the interventions would really be helpful in being able to evaluate the effectiveness of the intervention. None of the research that we identified evaluated the effect on non-psychopharmacological intervention. Again, this is one of the reasons that we were interested in this is just because of the high rate of comorbid conditions in this particular population.

So that would be a really interesting thing to know and whether one intervention would work basically for both the psychopharmacological and the non-psychopharmacological adherence. Another challenge with this was that medication adherence is measured using such a wide range of objective and subjective measures and so while there are some validated measures, a number of the studies weren’t using those. There was a really interesting study that really just looked at the difference in reported adherence depending on the measure of adherence.

One was looking at e-monitoring, the other was self-report and the other was basically pill counts and there were differences in the reported adherence for all three of those. So establishing some gold standards for adherence measures and having researchers have access to those and using those would be really helpful.

Then finally, no studies identified any harms associated with interventions for medication adherence. So while the risks associated with these types of interventions may be low in general, research is still necessary to better weigh the potential benefits and harms.

So we have Dr. Morreale on the line with us and I think he’s going to share a little about his thoughts in terms of nominating the topic and what he plans to do with the findings.

Moderator:	Dr. Morreale, you should have the popup on your screen now to share your slide.

Anthony Morreale:	Well, it appears my computer is completely frozen.

Moderator:	No problem.

Anthony Morreale:	You know how that goes, but I do happen to have my one slide that’s still available to me. I do want to go ahead and make some comments and suggestions and thank you for that presentation. Our goal in the beginning was really from an operational standpoint to try and understand where we might put resources in the VA towards adherence and whether or not there was a return on investment for adherence type of programs.

I think the initial review that was done found that there is some opportunity for focusing on adherence in the areas that were outlined in the previous papers and that those areas might be good areas to pursue from an operational standpoint. But what the review did, the initial review did find is that we really didn’t know too much about bipolar disease and PTSD relative to adherence. Since that’s such a big cohort or group of population in the VA, that was something that we felt was important and from an operational standpoint, is there return on investment for various types of manipulations that you can make that would improve adherence?

So we do want to thank this group for all the hard work they did in trying to dig into PTSD and bipolar even though we didn’t find too much in terms of well controlled studies. So I think because we don’t have any well controlled studies that demonstrated adherence in these two areas, it doesn’t really necessarily mean that manipulations or programs that try to improve adherence in that population are not effective, but rather there's a relative lack of evidence in a randomized or controlled fashion that is able to support that.

Although I think anecdotally, people believe that things that improve adherence or could improve adherence in this patient population would be important to pursue, we don’t have a level of evidence that we would say that we can conclude positively on that. So with that, I really want to encourage the folks that are on this call and the researchers and the clinicians in the areas of mental health. I know we have about 300 clinical pharmacy specialists who specialize as mid-level providers in mental health and we have about 75 PGY2 pharmacy residencies in mental health around the country. I know folks are always looking for projects and for research that they can do in their various areas and so this review has really led us to the conclusion that there's a big opportunity for practice based research in adherence in mental health and specifically in these two areas of PTSD and bipolar disease, which are common disease states, but not well-studied.

So I think the literature sources are sparse at the moment. There is generally speaking a fair amount of funding in the field for research around ways to improve mental health and to improve areas like adherence and clinical outcomes in mental health and in particular, the VA, so I do want to encourage all of you on this call to really take this report and use it as a basis for the fundamental understandings and your questions that you want to ask to start your research and to move in this direction. So I’m hopeful that two years from now or three years from now, we will have research which will lead us to be able to know where to put some of our resources and allocate some of our funding towards adherence in these two disease states.

So with that, I’d like to again thank the HSR&D group for the review and turn that back over.

Moderator:	Thank you very much. Karli, did you have anything you wanted to add before we move on to Q&A?

Karli Kondo:	I don’t, no, not at all, just to again thank Dr. Morreale. We had a wonderful group of technical experts that provided some great feedback and some guidance along the way. We were disappointed as well that we didn’t really find any evidence that was going to help support policies.

Moderator:	Excellent, thank you very much. So for our attendees, for those of you that joined us after the top of the hour, to submit your question or comments, please use the question section of the go-to webinar 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 your question or comment there and we will get to those.

So the first question is you mentioned that this is just available on the intranet site. Do you have an anticipated publication date for it to go public?

Karli Kondo:	One of the reasons that, or the main reason that its posted just internally for six months is to allow us to try and publish, to submit it to a journal in time for publication. So we just actually last Friday received a resubmit from a journal. So we will be resubmitting that within a week and so what will typically happen is that we’ll time the, if its accepted, we’ll time the public release so that it coincides with the publication date for the manuscript or for the journal.

If anyone has any questions or wants access that is not a VA employee, go ahead and send me an email and we’ll be able to get you some information about the report.

Moderator:	Thank you. Did you include any articles from international journals or where English wasn’t the first language?

Karli Kondo:	We did not. International journals, there were not any that met our inclusion criteria that were; or I guess I should back up and say we did not include any studies that were not English language. If memory serves, we didn’t exclude international journals or studies that weren’t conducted in the U.S., that wasn’t part of our exclusion criteria. Actually, there was one study that was conducted in Mexico. It was one of the family interventions, but I can’t remember whether the journal itself was a U.S. published journal or not.

Moderator:	Given the gaps in research that were found during this study, has that prompted a new ESP report to be conducted that may fill in some of those gaps?

Karli Kondo:	Well, with the ESP, we were an evidence synthesis program and so really, until there's more evidence in this particular area, we wouldn’t do another report on this particular area. The other thing is that our projects are driven by nominations and so on one of the earlier slides, there was a link to nominate topics. I would hope that Dr. Morreale in a couple of years, he put out his call for folks to do research and so if there is more research in this area, in the next few years, then it would certainly be a good time to look again basically.

My guess is that AHRQ will probably be doing an evaluation of their report soon because theirs is, at this point, about three years old so in terms of those other populations, which do include folks with major depressive disorders. It’s likely that they might be making some determination about whether to update their medication adherence report.

Moderator:	Thank you.

Anthony Morreale:	This is Anthony. I’ll just add to that. I think the ESPs in general, as we read those on a regular basis as they come out, really serve multiple purposes. One is to really try to demonstrate where the science is and where the evidence is and the strength of that evidence. The other is to really identify the areas that are ripe for research or for tweaking. In some cases, we have an evidence based synthesis that was presented I think earlier in the year where we had asked about some other questions and really what it helped us do is really refine perhaps not complete absence of studies, but maybe methodologies, maybe strengthening methodologies of what’s already out there.

Trying to create some standardized controls is a good example where there may be weak or moderate evidence, but that that could be improved in the future by the things that we learn from the synthesis. So I really think that these kind of evaluations often lead us to multiple different things. One is what is already supported by the literature and doesn’t need to be repeated and the second is how can we strengthen future research?

Moderator:	Thank you. The next question, what was the control used in the family intervention? I would think that anyone with a support system in place to take part in a study that involved family involvement in med management would inherently be more compliant.

Karli Kondo:	That’s a good question. There were a few family interventions and if I recall, there were at least one of them assigned to multiple groups so you had some that had the family, some participants that had the family interventions and others that didn’t. I want to say at least a couple of the others may have just been studies that had multiple endpoints. So they may not have actually had some controls. I’m trying to find that in our tables.

It looks like there were two studies that compared to usual care. One of the other interventions, and the other, the third study, so there were three studies that looked at family interventions, two compared to usual care and the third compared two different types of family interventions. One of them included more additional sessions as well as a cultural component.

Moderator:	Excellent, thank you. That is the final pending question at this time. While we wait for any more to come in, I would like to give each of you the opportunity to make any concluding comments if you’d like. Is there anything you’d like to wrap up with, Dr. Kondo?

Karli Kondo:	I just want to thank everyone again. I know that we likely won’t take up the full hour, but we also just want; we didn’t want to take up your time presenting, just with a presentation of evidence that hasn’t really; I think what we really did find was large gaps in the field. Anthony is absolutely correct. One of the best things about systematic reviews, I think, is that it really does provide different levels of evidence.

So for those of you who are policy makers and researchers, it’s a really great way to do a broad scan of any particular areas to identify not only what evidence exists, but also where future research is needed. This particular topic was a challenging one just because of the fact that the interventions were so widely different and then just the lack of research related to folks with bipolar disorder and PTSD in particular.

So given the potential for funding for folks with PTSD in the VA, I would definitely say that those of you who are clinicians or clinician researchers, or pharmacists and are looking for research projects, it’s a great area to explore.

Moderator:	Thank you. One other last question did come in. Sorry Anthony, I’ll turn it over to you in just one second. We did have one last question squeeze in. Do you recall what were the four technological interventions used in the four studies reviewed?

Karli Kondo:	Yes, let’s see. There was a telephone plus SMS that compared to both just telephone reminders or SMS alone, so it was three groups. One was telephone plus SMS, one was telephone and the other was SMS alone. There was SMS as compared to usual care and then two interventions that were e-monitoring.

Moderator:	Excellent, thank you. Sorry to cut you off, go ahead Dr. Morreale. Any concluding comments you have?

Anthony Morreale:	Yes, so really what I wanted to encourage folks to do is to really read the report in more depth because obviously, we didn’t want to go through every line item of the report and try and repeat that. There's a lot of really good information in there about areas for future research and about some methodological challenges and I think as you start to consider research that’s going to be done in the future and you want to try and attack some of the flaws that have led to the conclusion that there was insufficient evidence, some of those were methodological flaws like no control groups or too small number of patients or those kind of issues.

So I really do encourage folks to go in and read the report to get a better sense of when they’re going to do this research. What are some of the methodology issues and challenges that they need to look at and consider when they’re putting their protocols together?

Moderator:	Wonderful, thank you. Well I’d like to thank you both so much for not just the report, but for coming in and sharing your expertise to the field. Of course, thank you to our attendees for joining us today. I am going to close out the session in just a moment and a feedback survey will populate on your screen. Please take just a moment to fill out those few questions as we do look closely at your responses. It helps us to improve presentations we’ve already given as well as gives us ideas of new sessions to facilitate.

So once again, thank you everybody for joining us today. This does conclude today’s HSR&D cyber seminar. Thank you Karli. Thank you Anthony.
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