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Karen Goldstein:
Alright, great. Thank you, Heidi, again. This is Karen Goldstein, and I want to give you guys just a little bit of an overview of what we will be talking about in this hour. We are going to talk first a little bit about the importance of sex and gender differences, and why this should be relevant to you either as a researcher or, perhaps, as a clinician or administrator. We will be talking about what evidence mapping is and what it is not and what we can learn from and evidence map. We will go over the process that we use and what the characteristics we found in the evidence for three conditions we talked about diabetes, chronic pain, and depression. We will go over the reporting of sex effects as we found them, and then we will point out what we believe are the gaps in the evidence and what the good next step will be.
Why exam sex and gender differences? Well, the first question kind of gets a little bit at why this is maybe important because it does have an impact on the way we provide care to patients. It really goes beyond those health issues that are specific to each gender such as thing like prostate cancer in men and menopause in women. We know that there are difference that do exist between men and women in the context of health. For example to these prevalence. We know that women have a higher prevalence of depression and certain chronic pain conditions than men. Diseases can also manifest differently from a clinical perspective. Acute coronary syndrome, men and women can come in presenting differently and look different in the emergency room. Then disease outcomes can be different, so we know that women a potential for higher stroke in the context of atrial fibrillation. 

In order to inform our clinical decision-making process such that we can tailor that we provide at the patient level. We need sound scientific evidence about how and if the disease manifests and responds to treatment different by gender. I just want to take a second here to point out that right now we are referring to sex and gender differences as thought they are interchangeable or the same thing. In reality depending on the specific disease process and context you are considering you might be talking about one or the other. In general sex-based differences are generally biologically based or chromosomal in origin, whereas gender based differences are those, which are rooted in biology, but are shaped by an individual sociocultural environmental experience, but for today since we are talking about a broad body of scientific evidence, we are mostly going to be referring to sex-based differences acknowledging that in any one particular treatment or outcome situation, we might actually be referring to one or the other.  

Now just sort of a quick history lesson. Historically women of reproductive age were excluded from trial. They are considered a protected population. In 1985, the U.S. Preventative Services Task Force (PSTF) created a task force to study the exclusion of women from research and found that this had led to a lack of knowledge about women's health issues, and about adverse health outcomes for women. In 1986 the National Institutes of Health (NIH) removed that exclusion, so that women of reproductive age were no longer excluded from clinical trials. In 1990 the NIH opened up the Office of Research on Women's Health, and then  in 1993 put forward the NIH revitalization act, which required the inclusion of women and minorities in studies unless a clear rationale was provided and also required the analysis of results by sex or gender. 
By 2000 there were approximately 94 percent of grant proposals were meeting these guidelines, around 50 percent of participants in trials were women, but the sex-specific analysis continued to lag. In 2001 the Institute of Medicine (IOM) released their reports exploring the biologic contributions to human health--does sex matter? Really what they concluded and put forth is whether an individual is male or female, it is an important basic human variable and should be considered in research at all level of biomedical and health research. That really brings us to June of this year when the NIH put for a call to balance sex in cell and animal studies and could really consider it again as a basic biological variable. This was relevant because previously most cell and animal studies had been done on male cells or male animals. Today we are really at a place where there are lots of women who are enrolled in studies, but there are still gaps in enrollment and certain topics that are relevant to women's health such as cardiovascular disease and cancer. So to advance the clinical evidence base and improve health outcomes for women, clinical research needs to include not only adequate numbers of women in trials and appropriately analyze the data with respect to sex, but they also need consistently report the finding of sex effects. 
Developing an understanding of sex-based differences is highly relevant to us in the VA. Women veterans number more than two million and now account for about eight percent of our users. They are around 15 percent in active military. Female users of care in the VA has doubled over the last decade. We expect that to continue to rise. We also know that women veterans have distinct health issues for male veterans such as higher problems of depression, musculoskeletal disorders. Women veterans also have, unfortunately, higher rates of military sexual trauma, which have consequences for both physical and mental well being. 

Because of all of this, the VA has prioritized systematic, evidence-based improvements in the deliver of healthcare to women veterans. Because of this, the VA Women's Health Services requested an evidence map to aid with prioritization and development of the implementation project research initiative. 

To this end these were our project goals. We sought to describe the volume and characteristics  of the evidence base for depression, diabetes, and chronic pain, specifically looking at the type and number of studies were included, which organizations were performing these studies. We also wanted to look at how women were represented in the studies that were included and were we given that information about how many and whether or not women were included. 

Second we wanted to look at whether and how sex effects were reported in the medic reviews and in the evidence base, and then we wanted to describe what were the sex effects that we found. With this, I am going to pass this over to John.

John Williams:
Thank you. This is John William, and I am going to briefly describe for you our method starting with what is an evidence map. I am going to contrast evidence map to traditional systematic reviews, starting with the systematic reviews addressed very focused clinical questions. In the world of depression, you might address what are the effects of newer antidepressants versus placebo for adults with major depressive disorder? In contrast evidence maps cover a very broad topic area. 
So if you were doing an evidence map related to depression, you might ask a broad question like, tell us something about the state of the evidence for  a variety of treatments for depression including antidepressants, including psychotherapies, including somatic treatments such as deep-brain stimulation, including complementary and alternative medicine, so, a much broader scope. The purpose of the systematic review is to summarize for narrowly focused questions the quality and the results of the body of the extant literature. 

Typically we will come up with an effect estimate. How much better are antidepressants than placebo. An evidence map we are less concerned with exactly how well a treatment works or does not work, but we are more interested in describing the volume of the literature, what study designs were used, what populations were enrolled, from where do the studies come, where do the studies come from, do they come from outside of the U.S., are they in older adults or younger adults. The processes have similarities and differences. The major similarity is that they should both be protocol based. They should have a study protocol. They both careful searching of electronic databases for the relevant literature. They both use a priority definitions of which studies they are going to review. After that they begin to differ.

Systematic reviews then, once they identify the literature, they carefully abtract data, and then synthesize that data often using quantitative tools like [such as] metaanalysis. In contrast, evidence maps abstract data at a much higher level, not in the level of detail that a systematic review does, often don't do any kind of careful risk of bias or quality appraisal for the studies, and do only descriptive statistics. 
Let's go to a couple of examples. This first example is an example of a traditional systematic review done by Gerald Gartlehner et al., looking at the benefits and harm to second-generation antidepressants in patients with major depressive disorder, so, a fairly narrow question focused only on antidepressants, and they used traditional systematic review methodology. I am going to take this moment. I saw that we had roughly a third of our audience does not really use systematic reviews, another third is a consumer, but has not really been a generator of systematic reviews, so when it comes to quantitative synthesis, there are three basic strategies that you could expect to see. The most common one is a study level metaanalysis. They will identify all of the studies in this case that use second-generation antidepressants and then take the average effects of a study and  combine across those studies to get an overall estimate of effects. 
For example, if they are interesting in [determining] is duloxetine better than sertaline, they will look at all of the head-to-head comparisons of duloxetine versus sertaline and get a summary estimate across the study. A second way to do that is also at a study level, but it is a way to combine direct comparisons with indirect comparisons. That is called a networked metaanalysis. What they can do is take not only the studies that have a head-to-head comparison of duloxetine versus sertaline, but also incorporate indirect estimates. You might have a bunch of studies that compared duloxetine to placebo, and a bunch of studies that compared sertaline to placebo, and now you can incorporate that into the overall summary estimate. 

The third approach is something you see very uncommonly because it is hard to do and it is expensive. That is in individual patient, data meta analysis. In that type of metaanalyses, you have to contact the study authors to say give me all of your data, and often they say no, but when they you can pull all of those datasets together, and now you have information about each individual patient instead of just summary effects. You can do a new analysis at the patient level. That kind of analysis is ideal for the kind of answers we are trying to generate when we are looking at variable effects for men versus women. What we would love to find are many, many of these individual patient data metaanalyses. 

The next example is one of an evidence map done by Martine Vallarino looking at psychosocial interventions for early stages of bipolar disorder. You can see just from the title alone, it is a much broader question. If you hone in on this piece of the abstract, it reads, "we use evidence mapping to help us identify the extent, distribution, and methodological quality of the evidence," so again, a very descriptive sort of approach. 

I am going to come to what we did. We started by identifying the conditions in interventions that were most important to our stakeholders. To do this we used something called a forced-rank-prioritization method. We started with an additional candidate list of 34 different conditions based on the prevalence of those conditions, the burden of disease, the availability of effective treatments, and data about female veterans health priorities. We then had our stakeholders rank these conditions followed by a telephonic discussion of those rankings and why they had particular rankings. Then we followed that with reranking the conditions and ended up with the three that you see at the bottom, diabetes, depression, and chronic pain. In chronic pain, that was subdivided into chronic low back pain, knee pain due to osteoarthritis and fibromyalgia, so, really five conditions lumped into three major categories. 

For the interventions, we chose interventions based on discussions with our stakeholders. You can see this on the slide. For all conditions we include important medication; we included important behavioral interventions; we included exercise, quality improvement interventions; and then we included specific interventions such as bariatric surgery for diabetes, insulin injections for chronic pain. The outcomes were also customized to each condition, but in general, we were interested in symptoms, health-related quality of life, and adverse effects. I will turn it over to Denise to describe the characteristics of the evidence base.
Cindy:
This is Cindy _____ [00:13:44]. I am going to start providing some of the results along with some more information as we go along about our methodology, so that we can interpret the results. We do not have enough time to go over all of the detailed results that we do have in our report, but we are trying to give you some highlights and, kind of, some big take-away messages. We used both a systematic search and a PubMed and Cochrane databases for systematic reviews. We also manually reviewed some larger reviews what were used, which gave us over 3,000 results. After removal of duplicates, we reviewed about 2,500 citations excluding almost 2,000 of those. That left 600 articles that we went ahead and did full text review. That led us to be about 200 eligible systematic reviews. 

You will see, although we did not explicitly state it before, that for our evidence map, our first stage was a focus on systematic reviews as the best way to estimate the current level of evidence for these really quite diverse treatments for these multiple conditions. A little later on we will also talk about some of the work we did to look at primary trial data relevant to our conditions and interventions, but at this stage we are going to focus on the systematic reviews. As you can see of the 300 or so systematic reviews, a large portion of them were for diabetes and depression. Then for the three different chronic-pain conditions that John mentioned, there were just under 70 eligible reviews. There are also a couple of other pieces of information that are relevant about these lab reviews. Most of them were restricted to a randomized control trial. That means that only those trials were eligible and then used and discussed in these reviews. 

The second thing is to just think about the types of interventions that were actually evaluated for these different conditions. We will go into some more detail about that on the next slide, but in general medications were most commonly evaluated for almost all the conditions. For depression psychotherapy was also evaluated quite frequently and for chronic-pain conditions, exercise was also evaluated quite commonly. Then something, which we will continue to discuss as we go through, our of those large pools of eligible studies, we found very few that reported results on sex or gender difference. For depression that was only 14, which is just about 15 percent of the total eligible; for diabetes there were only 13, which is less than 10 percent; and for chronic pain there were 2 reviews on chronic low back pain, which reported sex and gender differences, and they, as I said, were only on chronic low back pain We did not identify any for fibromyalgia or knee pain, knee osteoarthritis. 
In this slide I just want to take a moment to set up this video for you because there is going to be quite a bit of information. In this slide what you see in the left-hand side are the different conditions that we reviewed for this evidence map. On the top we see the different kind of large intervention categories, so, medications, behavioral and psychotherapy, exercise, and then quality improvements. On the right-hand side you see our legend. The color coding is going to show the number of studies in largest reviews. In addition to how many total systematic reviews found for each of these combinations of condition interventions, we also looked at the largest review as another piece of the results. What is the amount of available clinical evidence for our question? 

We will just start with the first, kind of, top left-hand corner. For depression as I mentioned before, there were quite a number of reviews that address medications. You can see for the largest review on medications, they had quite a number of studies. There were actually over 200 studies in this review. Then we go ahead and see the interventions across different categories for depression. You see, as I mentioned before, the psychotherapy is also quite well represented for the clinical evidence on depression, whereas exercise and quality improvement are much less so. then we will go ahead and show you the rest of the figures. 

You can see for diabetes, once again, medications had very large reviews. Exercise and quality improvement had essentially less. They had moderately sized reviews. For chronic low back pain exercise was the one that had a moderately sized review. Then smaller studies for the other interventions categories-- Fibromyalgia was pretty evenly split in terms of the size of their reviews, and then unfortunately knee osteoarthritis, we found very limited evidence, and as you can see by the zeroes, there were some interventions where we found no evidence. At this point I also wanted to highlight something that we did. As we were going through and trying to find the size of the reviews and how many are reviews we found for each condition intervention. We also abstracted data on how many of these reviews told us about the sex distribution within the included studies, that is, did this study include 30 percent women participants, or 50 or 100 percent? 

It was somewhat variable. So in long reviews for chronic low back pain, only 31 percent reported out how many women were included in the primary data. Then for depression and fibromyalgia, the reviews were actually much better. It was the majority of reviews, and also women were well represented in the studies when the reviews told us that information. 
Now we are starting to talk about, a little bit more, those reviews that actually told us something about sex and gender differences. We will start with this figure, which talks about just, kind of, which types of interventions had reviews that reported out sex and gender differences. You see hear that we have color coded it for depression, diabetes, and low back pain reviews. Then in medication, which was the largest category for all of the conditions, the depression reviews, there was about 25 percent of the total medication reviews or 6 in absolute numbers reported out sex and gender differences. For diabetes, less that 10 percent of the reviews told us anything about sex and gender differences. 

Then if we go on to see the rest of the categories, there was actually still a fair number of reviews on depression and psychotherapy. There was about 10 percent that told us about sex and gender difference, and then much less so for diabetes and chronic low back pain. There was only one review in each of those categories, which represented a small proportion of the total eligible reviews except for a couple. There are a couple of other interventions that are not summarized in this slide. For depression there was also a review on combined psychotherapy and medications, another one on guided self help, which discussed sex and gender differences for diabetes. There were also two reviews on bariatric surgery, which discussed sex and gender differences. 

Here we are going to start focusing a little bit on the types of information we abstracted from reviews reporting sex and gender differences and then how we presented or summarized that information in our report. This is just going to be one example because we do not have time to go through all of the specific results, but I wanted to give you a sense of what kind of information we were looking at. In addition to the intervention and outcomes, we also looked at analysis methods used, as John discussed. There are variable analysis methods that can be used to summarize data by systematic reviews. We looked at the actual sex effects estimates, and then we looked for kind of just some rough indicators perhaps of bias and quality namely industry funding and considered whether the studies consider their power to detect these differences.
We will bring up our specific result. Like I said, this is just one of the results that we found. This is the review of antidepressant medications for depression. They included 34 studies. It was restricted to randomized control trials. As you can see, they used metaregression, which used a pooled characteristic such as the percentage of men or women. That is why the result is presented in this way. The percentage of male gender had a negative influence on the efficacy of the antidepressant treatment. You can find there were small difference in slope by the percentage of male gender, but then it was not consistent across the outcomes for each of the time points of assessment. But it was a two-year study. There were no industry funding, and they did not consider power as far as how they are reviewing the published review.

The next level of synthesis we summarized these very specific results by outcomes and then by the analysis method that was used. Metaregression, which uses pooled data and then kind of study characteristics as a proxy for individual characteristics. Then what we were talking about in terms of individual patient data metaanalysis, which is really the preferred method. Some of them used subgroup analysis and finally qualitative synthesis, which is really a descriptive way to summarize the information. For here this is also just we are going to focus on the examples that relate to what we just reviewed, specifically, the outcome of depressive symptoms. You can see that there was some evidence covering medication as we mentioned, and we discuss here that in most cases when there were differences found, they were very small differences. Then sometimes reviews did not even tell us the magnitude of the effects. Then often there were statement that there were no consistent differences. 
Then we will just bring up the rest of the slide to show you that we went ahead and did this, of course, for the other interventions whether it was psychotherapies such as cognitive behavioral therapy, medication, guided self help, a QI intervention like collaborative care, et cetera, we went ahead and summarized the information over the different analysis techniques. 

Then the next slide we will look at kind of the highest level of organization for these results. For, once again we will start with depression, you see that there we categorized the interventions into those that there may be some differences in sex effects or differences between men and women and then ones that seem like there were no differences even given the limited data that we had. I have highlighted those treatments for you here. Then on the bottom for proxy antidepressants, those refer to adverse effects, which was also a key outcome that we reviewed here. Paroxetine there may be some differences between men and women in adverse effects, whereas for antidepressants overall one review stated they did not find any difference. 

Then for diabetes and chronic pain we of course also have this higher level of synthesis. For metformin there was some evidence that there were some differences for different outcomes. For self Sulfonylureas and pioglitazone, once again, those are adverse effects differences. Sulfonylureas this is a fracture risk difference, and then pioglitazone, they were looking at the risks for bladder cancer. You can see that medications overall as well as the specific class including Formetic and bariatric surgery. Those reviews did not find evidence of difference between men and women. Then for chronic pain there were only two reviews. One addressed quality improvement, which was a pain rehabilitation program, and one was duloxetine. Then one found some suggestion of differences and the other did not. 
This slide as we are kind of heading to our time limit, we just wanted to talk very briefly about the fact that we did examine a selected number of randomized control trials, which is the evidence base for many, many high-quality systematic reviews. We did this because we had two concerns. One was based on previous work. We were concerned that we would not be finding a lot of evidence on sex and gender differences, so we wanted to see to, kind of, better understand what might be the gaps in the primary trial data. 

The next thing we wanted to know what would support or can we support future systematic reviews as a synthesis of effect affecting men and women differently. Because we could not review all of the eligible interventions for these different conditions, we selected several. For depression we selected psychotherapy and cognitive care. For diabetes, you can see, there were three separate interventions, and for chronic pain there were two. Then for these interventions we looked at our largest eligible and most recent systematic reviews. We looked at the randomized control trials that were included in that, and then we reviewed them for two things. One was how large were those randomized control trials? You need a significant number of participants including reasonable representation of women in order to explore sex and gender differences. 

Then for those trials that seemed like they would have significant numbers, we asked did they report sex or gender differences? Somewhat unsurprisingly, though disappointing, we found that only about a third of the primary trials had what was 75 participants or more per treatment arm, which is something that we used to indicate, perhaps, sufficient size to explore sex and gender differences. And then of the smaller number of trials that were large enough, only 14 percent actually reported sex or gender differences or an analysis for that. This leads us to our summary of the gaps in evidence that we found, and then a consideration of what might be reasonable for a next step to address these gaps. 
So as you can see, there were very few systematic repeat reviews that reported sex and gender differences. The majority of these used metaregression, which is not the optimal technique because it uses a pooled characteristics such as the percentage of men or women in the trials to explore differences between men and women. Very few used individual patient data metaanalysis, which is really the preferred technique. Systematic reviews also did not consistently provide information on the sex distribution of their studies, it did not tell us often how many women were included in the trial. This would affect our ability to determine the applicability of these results to women in clinical practice and policies and guidelines. Then lastly we really did not see adequately large RCTs that could power future systematic reviews. Then even of those that seemed like they might be large enough, very few reported analyses or sex differences. 
We have in the next two slides some suggestions about thinking for the next step. First larger randomized trials or individual patient data analyses actually require significant investment in resources. For individual patient data analyses, you need infrastructure to share the data, you need investigators who are willing to share the data. These all require significant investment. We thought about what would motivate us to direct this investment towards one intervention or one condition. 

Here are some considerations. If they are a basic sized preclinical or early phase clinical studies, this suggests there might be differences between men and women, if there are already some observational studies or smaller trials that give you a sense of if there is possibly a difference between men and women, if there is particular relevance for unique biological events affecting women such as pregnancy or menopause and then finally if for either that disease process or the intervention they are relevant conceptual models discussing the behavioral or social cultural factors that contribute to gender differences. 

There is a particular condition or intervention that these things are known or that you have seen suggested, then this might cause you to go ahead and invest in larger trials and/or individual patient data metaanalysis. We move from, kind of, longer investment and thinking about strategic planning to steps that might be taken in the nearer term. 

For systematic reviews, we really strongly encourage that they report the sex distributions, their included studies, so that we can evaluate at a minimum representation of women in the trials. Then we also encourage systematic review authors and teams to engage trial collaboratives maybe early on in the process, so that there could be some possibility of accessing individual patient data allowing us to perform, really, the optimal analyses. Then for people who are engaged in clinical trials at different stages, we thought a little bit about this because this is sometimes controversial, but one thing that could help people who are looking to pool data across trials is if there were reported subgroup effects by sex, which would allow us to analyze separately for men and women the treatment effects and risks for adverse events. This would have to be done in a systematic way in order to avoid the bias for negative or null results. Then also if you are in the data development trial, really, you have an infrastructure at the front end where there is a plan to share data and that would support pooled analysis. 

There are several limitations to our study. As we discussed earlier, this was an evidence map, so we did not do a formal quality evaluation. We did look at the organizations known for high-quality reviews whether they were the authors of these reviews. We looked at some evidence of industry funding or conflicts of interest. We look at, kind of, the sum of the considerations for power, but once again we did not do a formal quality evaluation. We only included reviews published since 2009, and that is really because we were focusing on the current evidence base. For some of the conditions, the interventions, if the pool of the evidence base is relatively small, that means we may have missed relevant older reviews. 
Then finally we included industry-funded reviews where they used data that had not been…or they restricted their searches to studies they could conveniently access. This was actually the majority of the individual patient analysis reviews that we found. And so when you do not have a systematic search for eligible studies, it might make the results more prone to bias. That concludes the limitations for our report. I am going to hand it back to Karen to go ahead and give our thank you.

Karen Goldstein:
Thanks, Cindy. We want to make sure to acknowledge the support that we received for this project from VHA QUERI and the VA Office of Academic Affiliations. As you might imagine given the large number of full text reviews that were done for this project, there was quite an army, and we want to make sure to thank the ESP team members here in Durham, so Jennifer McDuffie, Jaime Hughes, Megan Clowse, Ruth Clap actually not at Durham, but a big part of our team, Varsha Masilamani, Nancy Allen LaPointe, and Avi Nagi. Then in addition to the people who did the work of actually going through all of the full text reviews, we got a lot of assistance and guidance from our stakeholder group. We want to make sure that we acknowledge them as well. HSR&D Center for Study of Healthcare Innovation, Women's Health Research Network, Women's Health Services, and Mental Health Services for the VA. It was certainly not just those of us on the call today. 

I talked a little bit earlier about the history of women in research in terms of included in trials. I think it is also important to think about the things that we have done within the VA. In 2010 the VA established the Women's Health Research Network, which really has two main arms if you will. One thing the consortium, which seeks to train, educate and foster the development of clinical research partnerships and really support those investigators and quality-improvement practitioners who want to do work in women's health. The consortium is run by Dr. Becky Yano based at UCLA, and she is going to be here to discuss it in just a minute. 
Then the other part of the research network is the practice-based research network. This is run by Dr. Susan Frayne out at the Palo Alto VA. This is a group of sites across the country that have been pooled together to act as a ready-to-use infrastructure, which now includes 60 sites across the country. The goal of the network is really to facilitate multisite interventions and implementation projects. That represents more than one in two women across the country. The idea here is that it creates a pathway for adequate recruitment of women to support sex-based analyses in women's health research. With that, I am going to welcome Dr. Yano to join us and to discuss the findings we presented here today.
Dr. Yano:
Thank you so much, Karen, and the entire group there. If I could have the next slide. This effort is a central part of VA HSR&D and QUERI's initiative to increase the evidence with which we are able to implement improved care for veterans and to improve the VA healthcare system. We were extremely excited when Durham agreed to take on this evidence-mapping project on behalf of all of the stakeholders that she just mentioned. The goal of the Women's Health Research Network has included improving and increasing dissemination by supporting, at least, through technical means and helping increase their priority selection of these evidence reviews and updates. 
These knowledge syntheses do really give us the notion of what the new baseline is for what the state of the knowledge is in each area began, really, ten years ago with the first systematic review that the ESP Program or Evidence Synthesis Program in Los Angeles did that really just took a look at the history of the literature when we first got started, and then Bevanne Bean-Mayberry also in Los Angeles with the Evidence Synthesis Program here did an update because there had been such an increase of interest and such a painful lack of knowledge and scientific evidence regarding what women veteran's health and healthcare needs were. 
At the time what they found was that more articles had been published in the past five years than in the previous 25 years combined. That just took us through 2008. Really so much the importance of the work that Durham presented today in this evidence map is really to help us capitalize on the knowledge of gender differences outside of the VA research where the budgets are extraordinarily higher, the number of trials is much greater than what we have in the VA, and to make sure that we are leveraging that knowledge. I wanted to really provide a special strong thanks for what I think will be really groundbreaking work as you publish this in the scientific literature as well. 
There has been such an important framing there in terms of what NIH is now pushing forward the Society for Women's Health Research is now pushing forward to ensure very consistently with the priorities and recommendations that the Durham's review has come forward on, which is to increase the inclusion of, in this case it is females reps in basic science research, which actually is a nontrivial volume of VA-related studies that include gender differences early on to get clinical trials to include enough women, so that we can look at intervention subgroup effects, which has in fact been a requirement for many years now in NIH, and yet has not been adequately enforced. The evidence map, I think, is going to really inform how we design and conduct research in at least these three topical areas. 
It has been a recent addition for VA HSR&D service in the continued adoption of NIH-ERA common submission platforms that we are all now going to be required to include in our proposals and I believe at some point in our final reports the same reporting that NIH-funded trials require, which is what does your recruitment of women and racial, ethic minorities look like? I think that is going to help push the field forward, so that we have the data to inform future evidence maps such as what Durham has presented today. We are very pleased to let everyone know that also a third systematic review is underway with the Minneapolis Evidence Synthesis Program because it has been seven years since the last review, and that will focus on an overview of the evidence rather than randomized trials since there have not been that many thus far. 

I wanted to just also mention that, thanks to HSR&D funding and often partnership with Women's Health Service, there have now been five journal supplements focused on women veterans health and healthcare research, two in the Journal of Internal Medicine, one in Women's Health Issues, one in Medical Care, and one in The Gerontologist that will be coming out and will be available in February 2016, which basically will transform our knowledge base about older women veterans for which there was literally probably not a single published article up until the analyses that generated that supplement move forward. To give you an idea, too, the published literature has blossomed, so not surprisingly the evidenced reviews and updates moving forward are going to be increasingly burdensome, if you will, but also add tremendously to our knowledge base. You can see over here that since the 2010 funding _____ [00:41:39] Research Network  both supported by the journal supplements and then increased acknowledgement and recognition of the importance of including women and focusing research on women has really advanced what we are going to be able to learn moving forward. 
The importance of Durham's evidence map for VA, as they note, there are major shifts in scientific policy to record and enforce evaluation of sex and gender differences. There has been significant interest and now a recognition thanks to a GAO report that reviewed NIH Inclusion of women and minorities and found that in fact there had been no enforcement and that despite policy changes the field really had not changed substantively in terms of active inclusion, and if there were inclusion, active increases in our knowledge base, so that we ca do something with the vast amount of research that has been done to reduce disparities in both knowledge and practice and outcomes for patients. The major gaps in reporting of sex and gender differences that they mention is something we have seen in the VA literature as well. If women are even enrolled, gender is often adjusted for and not reported out if analyzed all. 
We are now working, in the next year, to contact VA principal investigators in key areas of the national research agenda to really determine if, in fact, they had included women and what would be necessary to help them analyze data by gender, stratified, not adjusted for, so that we can get the added value out of VA's investment in this wide range of studies across the VA research services because in essence what it means is the applicability of the available scientific evidence to women continues to not be clear and that can have tremendous impacts on processes and outcomes of care. 
For the VA, this really means that women veterans do not equitably benefit from VA's investment in research, and that we need to continue to evaluate sex and gender differences and determine when the intervention should be tailored to meet needs. The Women's Health Research Consortium and Practice-Based Research Network stand ready to help those of you who are conducting and designing research to help surpass the barriers that you may have faced previously to including women that we resolve these issues moving forward. 
Again, the evidence map in this particular realm also focused on interventional work and pharmaceutical medications and the like even in the areas where there are not gender differences in the efficacy, if you will, or effectiveness of a particular medication or intervention. What we have found in the VA research already is that there are indeed gender differences in prescribing patterns, there are gender differences in women veteran's willingness to take certain medications, there are gender differences in access and ratings and continuity and comprehensiveness of care not favoring women veterans. And so there's an enormous amount of work to do that is going to benefit from the work that Durham has put forward, so thank you again. 
Female:
Thank you, Beck. Just in conclusion before we get a chance to take some questions from the audience we just wanted to point out that we have provided the link to the full report should you choose to look through all of it. It does have appendices with some additional information we did not have time to discuss today. We have also included some links that might be helpful if you are interested in exploring what is out there already and recommendations around women's health and sex- and gender-based difference research and then a few references that we found particularly helpful. With that, I think we have a little bit of time for questions. 

Female:
We do have a little bit of time. I am assuming the audience is frantically typing questions in, and we will get those in, in a moment. If any of you do have questions, please, use that questions box in that GoToWebinar dashboard on the right-hand side of your screen. Type your questions in there, and we can go through them on the call here. We do have a few more minutes, so this is a great opportunity to get a little dialogue on today's topic. While we are waiting, I am not sure if any of you have any other things you would like to add or additional information that we could slide in right now while we are waiting for questions. [Pause from 00:46:14 to 00:46:23]  

Female:
We are happy to wait for questions if anyone has any. 

Female:
We did receive one question in here about the slides. It looks like [as though] the original link that was sent out for the slides was incorrect. You can send an email into CyberSeminar@VA.gov, and we can get you the correct slide deck, or when you receive your archive notice, the link there will also get you to the slide, so, either one of those. We can get them to you immediately, right now, or if you would prefer to wait for the archive notice in that link will also get you there. We have not a question but an observation. Eighty-five of the participants here are women. 
Female:
Oh, on today's call. 

John Williams:
I believe so, yes. [Pause from 00:47:08 to 00:47:16] 

Female:
Not all of you are in that 15 percent of men especially that are here. 
Female:
I guess, maybe you guys explained everything incredibly well. Oh, here we go. "I am curious about women veterans accessing VA healthcare. What are the patterns or characteristics compared to male veterans?" 

Female:
We did not have a lot of chance to talk about that, but the VA has done, actually, enormous work in characterizing both the demographics of women veterans using VA care, and also their health concerns and also their priorities, which somewhat different, maybe, than just their diagnosis codes. Women veterans using VHA care and probably in general tend to be younger. They are more, I think, urban, and their health conditions are different often than men in terms of the distribution, so as Karen mentioned earlier, mental health is very important as it is for all veterans, and then there is a representation of sexual trauma, which does also affect their conditions. Then chronic-pain and joint disorders were also really highly prevalent. Then you have conditions that women are more likely to get whether they are veterans or not, which is fibromyalgia, so there are some differences just in terms of the basic clinical characteristics and demographics for women veterans. 
Female:
I would just refer you. There have been a couple of great resources that have been put forward by the Wei Group, which is led by Dr. _____ [00:49:00], call the Source Books, and so there are currently three volumes, if I am not mistaken. Those really take the national VA data around women veterans and describe all of this in great detail. If you look it up they are very long pdfs, but there is really wonderful, like, a two-page executive summary at the beginning that you could get sort of a snapshot of women veterans, how old they are, their biggest health issues. 
That can be incredibly helpful. Some of the special supplements that Dr. Yano put forward also have some great overviews including in the Medical Care issue that just came out earlier this year had some new information looking at, for example reproductive health-issue patterns of women veterans. There are a number of ways to kind of get at some of this information. I think we are still continuing to learn quite a bit more. [Pause from 00:49:46 to 00:49:58] 

Female:
We also do want to mention that in addition to the VA report, we have submitted this in manuscript form in a shorter form to Medical Journal, so for those of you who want something that is a little bit shorter to read through, hopefully we will have that available in the near future.  

Female:
Fantastic. The next question here. I am interested in racial and ethnic disparity outcomes in the research presented. Will that data be explored. 

John Williams:
This is, John. We didn't specifically look for those types of analyses. Our approach would be well suited for exploring those types of issues, absolutely. There would be the same sorts of limitations. The systematic reviews would need the underlying primary study that reported the race and ethnic distributions to be able to collate and synthesize those types of data, and again in terms of interventions research, it would be best to do that through and individual patient data metaanalysis rather than using what we saw as the modal way of studying it with metaregression where you take the proportion of people enrolled in the study with a particular characteristic. [Pause from 00:51:30 to 00:51:37] 

Female:
Okay. Great. Thank you. The next one here is a comment. "Very important analysis and presentation. I think this should be required information for all of our ORD services especially for clinical sciences and the Cooperative Studies Program. I also think this would be invaluable data to be data to be shared with NIH, ORWH, HRQ, Society for Women's Health Research, DOD, and others." 

Female:
Thank you.

John Williams:
Yeah. Thank you for the comment. We submitted the manuscript to a high-profile journal, and if they accept it, we think the dissemination will be widespread. If they do not accept it, then we may have to more actively reach out to some of the groups you talked about. 

Female:
Fantastic. That looks like actually the end of our questions and comments for today's session. For our presenters I really wanted to thank all of you for taking the time to prepare and present for today's session. We really do appreciate all of the time you put into these sessions. For the audience, we wanted to thank everyone for joining us today. When I close out this session here in a moment, you will be prompted with a feedback form. Please, take a few moments to fill that out. We really do read through all of your feedback, and we use that in our current and upcoming sessions to make any changes that we need to. I want to thank everyone for joining us at today's HSR&D Cyberseminar, and we look forward to seeing you at a future session. Thank you.

[End of Audio]   
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