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Molly:	In the essence of time, I am going to do very brief introductions with names only. So, we have the Durham Group, who were the authors of the report that they will be discussing today. Part of that group is Dr. Karen Goldstein, Dr. Remy Coeytaux, Dr. Megan Shepherd-Banigan and Dr. John Williams, Jr.

Joining them today in the reproductive health team, which is part of Women’s Health Services, and as our operational partner discussants, we have Dr. Jodie Katon and Dr. Alicia Christy. So, I would like to thank everyone for joining us today and at this time Dr. Goldstein, I am going to turn it over to you.

Karen Goldstein:	Okay, thanks. I appreciate it. So, thank you for joining us today. My name is Karen Goldstein and I will be starting us off talking about nonpharmacologic treatment for menopause associated vasomotor symptoms.

We want to thank all the many people that contributed to the concept, design and content of this project. The work we are presenting today is truly the product of many individuals. 

Here is our disclosure statement; we have no conflict of interest to report.

As noted, this is a report that came from the Durham evidence-based Synthesis Program Center and you can see a map of the other sites here. ESPs are established to provide timely, accurate reviews on healthcare topics identified by VA clinicians, managers, policy makers, as they work to improve the health and healthcare of our veterans.

So, we are going to start with a poll question and I will hand this back to Molly.

Molly:	Thank you. So, for attendees, as you can see on your screen, we do have the first poll question. So, we would like to get an idea of what you spend your workweek doing. So, the answer options are: primary care clinic or CBOC, which is a community-based outpatient clinic, women’s health clinic, emergency rooms/inpatient setting, research or other. Please note if you are selecting other, you can type your response into the question section so that we have that or, when I get to the end of the presentation, there will be a feedback survey with more extensive lists and you can select it there.

Okay, so these are pretty simple results. We have got a 9% primary care clinic, 5% each for Women’s Health Clinic and emergency room/inpatient setting. About 36% of our respondents said research and 45% selected other. So, thank you once again to those respondents and, Karen, I will turn it right back to you now.

Karen Goldstein:	Thanks, that is helpful. There are some of you who have a mystery, but hopefully there is something for all of you in the presentation today. So, thanks for joining us.

So, I wanted to give you just a little bit of clinical context for our discussion today. Vasomotor symptoms, as you are likely aware, are common symptoms for women who are in the peri- and postmenopausal period. They are described as a sudden sensation of heat, generally centered on the upper chest and face, that can rapidly generalize over the course of two to four minutes. They occur in approximately 80% of women who are going through the menopausal transition, although they can occur in different degrees of bothersomeness and severity. Previously, it was taught and thought that these lasted around two years, but with some recent findings from the study of women across the nation in the SWAN Study, we have come to appreciate that their median duration is over seven years; it can last for quite some time for women. The impact can lead to physical discomfort, that can cause things like sleep deprivation. They can lead to psychological discomfort with irritability; lack of sleep can worsen underlying mental health issues. Some women will avoid social situations because of these symptoms or can find that they are interfering with their work performance. And they can increase clinic visits for women who are seeking symptom relief. When we think about the impact on quality of life, the magnitude has been aligned into something like a minor psychiatric morbidity or a chronic disease. 

When we think about the relevance to women veterans, we can see that here… and this is a graph that comes from Sourcebook 2. So, this gives us a sense of the age distribution of the women that we care for in the VA. You can see here on the dotted yellow line, this is from fiscal year 2001, the blue line is fiscal year 2010, and the majority of the women that we are caring for fall in this middle age range; 45 to 64 years. In fiscal year 2010, that was 40% of the women that we care for in the VA. This overlaps directly with where women are most likely to go through the menopausal transition, which is an average age of 51. 

So, we really need to be prepared to address the symptoms associated with what is a guaranteed life event for each of the women who are entering this phase of their life. When we think about what we know around treatment of vasomotor symptoms for women veterans, we can see from a publication back in 2015, by Megan Gerber and colleagues, that women veterans are twice as likely as civilian women to be prescribed hormone therapy, and so that was around 10.3%.

So, this gets us thinking about how we manage vasomotor symptoms and we kind of are showing this here with the sort of general categories that women can… treatment categories that they can receive. The overlap here with these three categories… so, hormone therapy, nonhormonal pharmacologic treatment and nonhormonal nonpharmacologic treatments, the overlap here is purposeful because women can engage in multiple kinds of treatment. Unfortunately, for many women, they receive no treatment at all and this is not so much because it is what is recommended, but women may not know that there are effective treatments or there may be confused by some mixed messages that women have received around management of vasomotor symptoms.

So, thinking about these categories briefly, hormone therapy is generally estrogen-based treatment with or without progesterone, depending on the presence of an intact uterus. It continues to be the most effective treatment for vasomotor symptoms and is currently recommended for women who experience moderate to severe vasomotor symptoms, in women who are less than age 60 and less than ten years out from menopause. Making this treatment decision, really, is a balance of risk and benefits and discussion with the patient and the provider focusing on risks, known risks including things like breast cancer, blood clots, heart attack and stroke. Understanding this balance has really evolved over time, so it used to be that hormone therapy was embraced as sort of a cure all for post menopausal symptoms with the outcome of the Women’s Health Initiative signing in 2002, there was a dramatic shift in the way we thought about hormone therapy to being something that was dangerous and there was a dramatic clinical shift in the way that we practice and a shift away from prescribing hormone therapy. Now, we are developing a more nuance approach to maybe a shift back to understanding who is the right patient to receive this kind of treatment.

Given all that and the current recommendation and the conflict for many women, there is a need for nonhormonal treatment options. So, thinking about these other two categories of treatment options, we can see that they can either stand alone or serve as adjunct treatments. Looking at nonhormonal pharmacologic treatments, there was a recent AHRQ Systematic Review that looked at the comparative effectiveness of pharmacologic treatments. Among those that were nonhormonal… they are listed here in the rank order that the AHRQ review found them in terms of effectiveness. They are generally small differences between these agents, although all were less effective than estrogen-based preparations. Generally, the data that we have around safety of these agents is limited, but the long-term risks appear to be small. 

The rest of our time today, we will focus on this category. So, nonhormonal, nonpharmacologic treatments. So, some examples are listed here. So, mind/body practices like yoga and tai chi, meditation, exercise and acupuncture. These are _____ [00:07:44] appealing because they are nonprescription. Some also have value beyond vasomotor symptoms and are perceived generally to be safer than the general prescription options. And, more important, we know that women use these. So, 46 to 76% of women have reported using complementary and alternative or CAM therapies with or instead of traditional menopause treatment. It is helpful to understand a little bit more about the effectiveness of these modality. 

We can also look at current clinical guidelines for menopause symptom management and I will note that these are not veteran specific, but when we look across the guidelines, there sharing little focus on CAM treatments and modalities. They note there is generally a lack of consistent evidence to advocate for them, although some individual patients may experience benefit. And specifically, these guidelines have reported that the current evidence has not supported acupuncture, exercise, hypnosis or yoga.

We can also look at what providers within the VA and patients within the VA are thinking about the use of complementary and alternative medicine treatments in general. These articles come from a special issue of Medical Care published in 2014 that had a range of articles on the role of CAM and veteran health and overall the message from both of these was that both providers, administrators and patients are interested in mind/body approaches to treatment and are interested in seeing them become more available within the VA.

So, all this background in addition to collaborating with our stakeholders and discussions with our technical expert panel have led us to the following key question: In women with vasomotor symptoms that are associated with perimenopause or postmenopause, what are the effects on vasomotor symptoms, health-related quality of life and adverse events of the following nonpharmacologic nonhormonal interventions: Yoga, tai chi and qigong. Acupuncture. Relaxation, hypnosis, meditation and mindfulness. Structured Exercise. And I will just note that we acknowledge that some of these interventions could potentially fit in multiple categories. So, for example, yoga could be considered meditation or an exercise, and often these are delivered together or practiced together, but for the purposes of this report, we created some distinct groups.

We have one more poll question.

Molly:	Thank you. So, for our attendees, as you can see up on your screen, we do have the second poll question. So, we would like to have you select all that apply here. And your answer options… pardon me. The answer options for… Which of the following treatments are available to veterans at your local facility? Acupuncture, relaxation or meditation training, yoga, structured exercise or I don’t know. Looks like we have got a nice response of our audience, over two-thirds have already voted. So, I am going to go ahead and close out the poll and share those results. As you can see, 26% of our respondents said acupuncture, 37% said relaxation or meditation training, 33% said yoga, 22% structured exercise and 52% said I don’t know.

So, thank you, once again, to those respondents and I will turn it back to you, Karen.

Karen Goldstein:	Thanks. So, that is really helpful. It sounds like many of you have some of these treatment modalities available and, perhaps at the end of this, those of you who do not know might be interested to find out what is out there. So, thank you.

At this point, I am going to pass this over to Dr. Megan Shepherd-Banigan to talk about the methods.

Megan Shepherd-Banigan:	Thanks Karen. All right, so… So, given the multiple high quality systematic reviews in this topic area, we conducted what was a review of systematic reviews. In other words, an umbrella review. We supplemented looking at the systematic reviews by an evaluation of randomized control trials that have been published since the most recent good quality systematic review for each intervention type. Then we conducted qualitative and quantitative summaries as appropriate.

This study is registered in Prospera, which is a web-based international registry of systematic review protocols. We used standard rigorous, systematic review methodology that included a careful review of the literature and identification of eligible systematic reviews and randomized control trials and then we evaluated the risk of bias using the Robus and Anstar tools for systematic reviews and using the Cochrane Collection Risk and Bias Tool for randomized control trial.

We prioritized the highest quality systematic reviews. In other words, we only used a systematic review if it was either good or fair quality. From there we abstracted the data and we synthesized the data, and when appropriate and feasible, we conducted new meta analyses combing the data from the systematic reviews and the new randomized control trials. We calculated summary estimates of the set for each intervention. These estimates of the sets are what were present standardized mean differences to quantify the results and these are measures of the set size that we use because the scales across different studies was different so we were not able to present… For example, what is the actual reduction in severity of hot flashes, for example, because different studies used different outcome measures.

So, once we synthesized the data, we assessed the strength of evidence of our metaanalysis results using the risk of bias assessments that we conducted previously and assessing whether the results were consistent across studies. We will present the strength of this data a little later.

This table shows our eligibility criteria. Our population was peri- and postmenopausal women with bothersome vasomotor symptoms. As Karen had described previously, we had four intervention buckets that included acupuncture. Yoga, tai chi and qigong were second intervention bucket. Structured exercise, and relaxation, hypnosis and meditation. We accepted basically any comparator and had those inactive and active control groups. The outcomes that we looked at are primary outcomes were frequency and severity of vasomotor symptoms, overall quality of life or menopause-specific quality of life. That being said, we do not have these outcomes for each intervention bucket because it really depended on the data that the studies had for each intervention bucket.

For the timing of outcome assessments we took whatever timing was specified by the authors of the systematic reviews, but for the RCTs to be eligible the outcomes had to be assessed at least 60 days after treatment assignment. 

For the majority of the recruitment, patient recruitment, the study occurred in the outpatient or community settings.

For a full description of our methods we have published our protocol which available open access with more details including the specific search strategy and this is the citation.

All right. So now, I am going to present the results from the yoga interventions. So, as we have mentioned, yoga, tai chi and qigong were grouped into one intervention type. Yoga is a spiritual and ascetic Hindu discipline including breath control, simple meditation, and specific bodily postures, practiced for health and relaxation.

Tai chi is a Chinese martial art and form of stylized, meditative exercise characterized by slow circular and positions of bodily balance.

Qigong is an ancient Chinese health care system that integrates physical postures, breath techniques and focused intention. 

The reason that we felt that these interventions were conceptually similar is because they all include some element of bodily postures, meditation and breath practice.

So, that being said, we are going to focus on yoga because we found no systematic reviews or RCTs that examine tai chi and qigong for reduction in vasomotor symptoms.

So, I defined yoga on the previous slide. Yoga has actually been found to relieve conditions that affect women in the menopausal transition, such as quality of life, anxiety and sleep disturbances. It is potentially a very appropriate therapy for our patient population. It is more commonly used by women and men and it is also used by middle-aged and older adults.

We found one good quality systematic review for yoga that included five randomized control trials. This systematic review was published by Cramer and colleagues in 2012 and across the five RCTs there were 582 patients. We supplemented the data from this systematic review with new randomized control trials that had been published since 2012. We found two systematic reviews that looked at yoga for vasomotor symptoms. The combination of this data when we added the data from the new RCTs we were able to increase the number of patients assessed by about 15%.

So, this slide shows the data from the prior systematic review and the new RCTs. You can see in the top box the systematic review by Cramer and colleagues; the top row shows their primary analysis. They looked at the affect of yoga on a reduction in vasomotor symptoms for two RCTs. There were 208 patients and the comparators included both inactive and active controls and they found no difference in vasomotor symptoms among the yoga group. they also conducted a subgroup analysis where they looked at yoga versus only active control and again found no difference in yoga for a reduction in vasomotor symptoms.

The first new RCT that we Avis and colleagues, published in 2014, included 54 patients. This is a three arm RCT, so in addition to the yoga arm they had an active control and an inactive control arm and they also found no affect on yoga for menopause symptoms. Ngowsiri and colleagues published another RCT also in 2014 that contained 50 patients and they compared yoga to a waitlist control and they actually did find that the yoga group had a statistically significant reduction in VMS severity.

So, this is a fourth plot. This shows yoga versus control on changes in hot flash severity at the end off treatment. This shows the details of the metaanalysis that we did combining data from the cities identified in the systematic review by Cramer and the two new RCTs that we identified. So, you can see that we were able to compare data across four studies that included both waitlist and attention controls. I am going to direct your attention to the bottom right-hand red box; that is a standardized mean difference for our metaanalysis for yoga and that shows a small to moderate effect of yoga on a reduction hot flash severity. Let me just say that standardized mean differences are interpreted such that a 0.2 is kind of a small effect, 0.5 is moderate and 0.8 would be a large effect.

So, this is a fourth plot that directly shows the results from our metaanalysis in red compared to the results from the previous systematic review, the metaanalysis I presented a couple of slides ago by Cramer and colleagues. So, we found something very different; we found a statistically significant effect of yoga on a reduction in hot flash severity at the end of treatment.

Our results likely differ from those published by Cramer and colleagues because of the addition of the two new RCTs, but we also applied some different analytical approaches to overcome some of the past data limitations. I mention a few of them here, but I am happy to discuss this more at the end of the presentation. For example, we used a treatment affect that adjusted for baseline differences in symptom severity. We also applied a statistical adjustment for standard error to protect against false precision and then we were very careful about the outcomes that we were comparing across the studies and we did our best to compare conceptually similar outcomes so that we could categorize them all as, for example, hot flash severity.

So, in sum, yoga is associated with a reduction in hot flash severity. These results do contradict those from past systematic reviews. Based on prior research showing the use of yoga among women and middle- and older-aged adults, yoga might be an acceptable therapy for women in the menopausal transition. We would recommend that our update results be taken into consideration when revising future clinical or policy recommendations.

I am going to pass the microphone to Dr. Remy Coeytaux to discuss the acupuncture results.

Remy Coeytaux:	Thank you Megan. Acupuncture is a therapeutic modality that has been practiced in China for many millennia, actually. It has been an integral part of clinical medicine Asia for a very long time and in the United States it has been increasing in frequency pretty much the last 40 years. It was, more or less, introduced to the United States in the early 1970s when James Reston, who accompanied Richard Nixon to China, wrote about his experience getting acupuncture in China after having had surgery for appendicitis and that introduced acupuncture to the U.S.; increasingly popular since then. From the point off view of an acupuncturist, they say that a high proportion of their patients are coming in for menopausal symptoms and hot flashes. So, from their perspective, it is a common indication for their services.

These are two graphs that give an indication of the increase in use and, I would say, popularity of acupuncture in the United States. Two different studies, one that shows 1997 to 2007, the number of visits per thousand people in the U.S. and then another study that showed the patients in thousands who received acupuncture. You can see an increase over time.

For our umbrella review, we identified, as part of our search, three systematic reviews that were eligible and there was one that was a more recent one and there were two others from the same group of authors. The first one was a different group, the other two were from the same group and they had focused on the subset of studies of acupuncture for patients with cancer. So, given that the first one that is listed here is a higher quality and was more recently published and included more studies including all but three, I believe, of the ones that were in the other two reviews, we are focusing the rest of this discussion on the results of the first systematic review as well as the randomized control trials that we have found were published since the publication of the first review, which the author is Dodin, so I will be referring to those in the results. The addition of the four recently published randomized clinical trials increase the total number of patients across all the studies by 38%. Those four new trials were large… three of them were quite large and made a significant difference in the number of patients included in our analyses.

So, this table will show you the prior systematic review and looking at the comparison of acupuncture versus no acupuncture, and comparison of acupuncture versus sham acupuncture. 

A very quick description of sham acupuncture… For the purpose of randomized clinical trials, there have been several different control group protocols that have been developed to simulate the experience of getting acupuncture with the goal of controlling for nonspecific or placebo effects. Many different types of sham acupuncture procedures exist, but by and large, they consist mostly of inserting needles in bodily locations that are not believed to be therapeutic. They might be… the needles might be inserted more shallowly and may not be… Often, an acupuncturist will twirl the needle and so a a typical shame acupuncture treatment may consist of applying the same number of needles as would be for true acupuncture control group, but in different locations and in a slightly different way, but still mostly involves in insertion of needles. Some sham acupuncture groups have found clever ways of not inserting needles, like applying pressure with a wooden toothpick or just a little plastic device and there are also fancy needles that are designed where it looks like the acupuncture needle goes into the skin because it telescopes into itself when it is tapped, but the, by and large, in our study, you can consider most of them having been, what we call, shallow needling.

So, the four additional randomized trials that we found have many different comparators. The first one list by Ee, compared acupuncture to sham acupuncture and that found a decrease in composite score. 

I forgot to mention… you can see on the slide the findings from the systematic review which shows decreasing severity in vasomotor symptoms for frequence in severity. But again, sham acupuncture, was only for severity that was significant finding and not for frequency of vasomotor symptoms.

And then, very quickly, the four studies… The 327 patients by the study by Ee compared to sham acupuncture showed a decrease in vasomotor symptom composite scores where they combined both frequency and severity to a composite scale. Avis compared acupuncture to no acupuncture, essentially the waitlist control, and found a significant improvement in both frequency and severity; so a decrease in those two outcomes. The Mao study had 120 patients randomized to four different groups. One was true acupuncture; in this case electroacupuncture which involved the addition of small currents of electricity through the needle. It is also a common procedure. So, electroacupuncture was with the intervention group. A sham acupuncture was another one and then gabapentin, an active comparator, and then placebo gabapentin. Acupuncture was found to decrease the VMS composite score in all three of those comparison groups.  And then the final study, Nedeljkovic compared… a small study compared sham acupuncture to gabapentin acupuncture and placebo and did find a decrease in frequency and severity of vasomotor symptoms.

So, we are going to present here a selected sample of the fourth plot, the additional findings. There is a… As previously provided by yoga in the yoga section, for acupuncture.

This slide shows a comparison of acupuncture versus no acupuncture with the outcome being changed or decreased in the frequency of vasomotor symptoms. And here, these are our updated meta anlyses that showed that there was a moderate improvement, reduction if you will, of frequency of vasomotor symptoms with acupuncture compared to no acupuncture.

Molly:	Hi, I am sorry to interrupt Dr. Coeytaux. We actually have a clarification question on this slide. 

Remy Coeytaux:	Yeah.

Molly:	The comparative slide shows decreases in active group or all groups?

Remy Coeytaux:	Okay, so in… The fourth plot? The visual graphic or the table? What are you asking? Which slide?

Molly:	Let us see… in the table.

Remy Coeytaux:	In the table… and repeat the question please, I am sorry.

Molly:	Yes. Is the decrease in all groups or only the active group?

Remy Coeytaux:	For one of the randomized clinical trials? The Mao one, maybe? Is that…?

Molly:	For the new recruits.

Remy Coeytaux:	For… Yeah, so the question probably relates to the third study, Mao. My recollection… and I apologize that I do not know for a fact, but I believe that for the VMS composite score, acupuncture was significantly improved compared to each of those three comparisons including the gabapentin.

Does that answer your question?
Molly:	I do believe and they are welcome to… Yep, she wrote in saying ‘thank you’, yes.

Remy Coeytaux:	Okay, very good. Great. I appreciate the question I was able to answer.

This next slide here shows with the outcome of frequency, acupuncture versus no acupuncture comparing with the findings of the previous systematic review, which we already mentioned, had already demonstrated that there was an improvement with acupuncture and then our additional studies reinforced that. 

And now we have the severity as the outcome; previously it was frequency. Now, we can see… I am sorry. Now we are looking at the severity and we are seeing this last two rows here that acupuncture was also effective with severity as an outcome. So, quick review… The first two lines show that the findings that acupuncture was effective for decreasing frequency, the next two lines show that that was also true for severity, both for the old systematic review and our updated one.

The next two lines show that when you look at the comparative sham acupuncture, you will see that within both the prior systematic review, Dodin in 2013, and our update with the new metaanalysis, you will find that there was not a significant finding when sham acupuncture is the control group for frequency and the same is true for severity. There is a slight… You can see that the previous systematic review showed that the diamond there does not cross the vertical line. All of them would suggest maybe favoring acupuncture versus shame acupuncture, but technically the only one was the systematic review that showed that there was a statistically significant improvement of acupuncture versus sham acupuncture for severity, but when we added the new studies, that statistical significance was removed because that diamond crossed that vertical line, which means that there is a chance that the findings… We cannot, with great confidence, say that acupuncture was better than sham acupuncture.

So, our conclusion is that when you look at acupuncture and you compare that to no acupuncture… one way of looking at that is looking at acupuncture as an adjunct to care. So, if you are asking the question if one is to take acupuncture or if one is to recommend acupuncture versus not, taking acupuncture recommending, then our findings suggest that there is a benefit associated with acupuncture compared to not having acupuncture. That is the purpose of the no acupuncture or the waitlist control group.

If you were to ask the question… the next bullet point… Is acupuncture effective? When you compare it to this protocolized sham acupuncture, somewhat artificial, mostly artificial procedure for the purpose of clinical trial, our findings are mixed where one systematic review showed that it was significant for one of the findings and the other one did not, so mixed findings there.

Third bullet point… We conclude there that the evidence, if suggested, that acupuncture is effective as an adjunct treatment for vasomotor symptoms and then I do want to just point out the fact that we do not know… the literature does not know… there are a few people… We do not know, in general, but our report cannot shed much light on the extent to which placebo or nonspecific effects may be contributing to the observed clinical benefits. We just do not know and cannot comment on that. I just wanted to point that out.

Karen Goldstein:	Thanks Remy. This is Karen. I am going to present the last two categories of interventions.

So, the next one is a little bit of a bucket of multiple types of modalities including relaxation, hypnosis, meditation, mindfulness. As you can see here, we defined relaxation as a collection of behavioral techniques related to the somatic and/or cognitive relaxation… and I am giving you some common examples here.

Hypnosis is the use of suggestions to change perceptions, sensations, emotions, thought or behavior.

Meditation is the act or practice of meditating.

And mindfulness is… an example of this that many of you may be familiar with, which focuses on self-regulation on attention and orientation to the present.

So, when we look at our sort of review of reviews for this category, we found one good quality review that focused on relaxation and included four randomized control trials. There was one fair quality review that looked at hypnosis, which we included because it was the only systematic review we found that touched on hypnosis. It had a total of 13 trials, three of which were relevant to our analyses. There were three additional systematic reviews that had multiple different types of interventions. When going through those, we did find two additional trials of relevance that were not already included in the other systematic reviews that we had. There was one additional relaxation trial and one trial on mindfulness-based stress reduction. We found no systematic reviews that looked at meditation. From those trials, there were a total of 681 women.

With our new randomized control trials, we found six new trials that had been published since that good quality relaxation systematic review. There of them were on paced respiration and three were on applied relaxation, so both relaxation techniques, and no new trials that looked at meditation or hypnosis. These new trials brought us up to 1,304 women or 48% increase in patients assessed.

So, looking at the results, when we look at the hypnosis data there was a systematic review with the Fair Quality Review, published in 2015 by Cramer and colleagues. Of the three trials that were relevant to our analysis here, there were two trials that compared hypnosis to active or inactive control and they did find a decrease in vasomotor symptom frequency and severity with a medium to large effect size. One trial compared hypnosis to gabapentin, 900 mg daily, and found no difference between the two. Cramer’s assessment of risk and bias for these trials was that they were low, at low risk of bias. We had no new trials to add.

Looking at applied relaxation as one of the kinds of relaxation; applied relaxation involves the practice of progressive multiple relaxation in very specific situations. The systematic review by Saensak, published in 2014, conducted one metaanalysis comparing applied relaxation to acupuncture and found no difference with respect to vasomotor symptoms. There are two additional randomized control trials that compared applied relaxation to active or inactive control and found no treatment affect. We had three new trials; one by Lindh-Astrad in 2013 that had 327 women, that compared applied relaxation to an inactive control and did find a decrease in vasomotor symptoms at three months where in the treatment arm there were five series of vasomotor symptoms per day compared to 1.9 in the inactive control arm. Saensak had a trial in 2013 that compared a traditional training of applied relaxation, which was in-person, compared to modified training, which was a onetime in-person training followed up by home practice, and found no difference between the two arms. And then Lindh-Astrad, in 2015, had an interesting study that was an online training for applied relaxation and compared to control, but unfortunately it was stopped early due to high rates of dropouts. 

When we looked at paced respiration, we were able to conduct two new meta analyses combining trials from the good quality systematic review with the new trials that we found. So, so much of what we saw previously with acupuncture, here you can see on the top line is a metaanalysis looking at change in vasomotor symptom frequency at end of treatment and that was found to be not significant, so no significant treatment effect with paced respiration. And then, we did an additional new metaanalysis of the change in vasomotor symptom severity at end of treatment. Both of these are compared to control and, again, there was no evidence of a treatment effect.

Structured exercise is the last category of treatments we looked at and we consider structured exercise to be regular physical activity done with the intention of improving or maintaining physical fitness of health or performed as part of a class or with the support of health professional.

So, with respect to exercise, we found one good quality systematic review that had five trials. Across those five trials, there were four comparisons of exercise to control and two comparisons of exercise to yoga. There was one fair quality review that included some exercise and relaxation trials, but we focused here on the good quality review that had a total of 762 women. We found two new randomized control trials comparing exercise to control since the publication of that good quality review, which led to an increase of 43% in terms of patients who were assessed. 

Looking back at the findings from the systematic review by Daley, published in 2014, they had two meta analyses, one comparing exercise to an inactive control and found no treatment effect on vasomotor symptoms. When comparing exercise to yoga, there was no difference in the meta analyses that included two trials. There were two new randomized control trials, both comparing exercise to control, neither of which had a treatment effect.

Again, so much of what we have seen before, we did two new metaanalysis looking at frequency of vasomotor symptoms and severity at endo of treatment, neither of which had a significant treatment effect for exercise.

We also mentioned our interest in looking at adverse events. What we found when looking across trials is this was really rarely reported. When it was reported the treatment, the adverse events were mild and not serious.

We had also aimed to look at quality of life across the trials and, as Megan had mentioned earlier, we were somewhat limited in our ability to draw conclusions across these trials because there was a lack of consistent measurement in use, specifically around all these life scales that was menopause-specific. Some studies did not measure it at all, some did, and when we went back to look at the specific scale used, we found that they really were looking more symptom subscale and we did not meet the criteria that we thought were appropriate for overall quality of life. We were able to do one new metaanalysis looking at the effect on quality of life of acupuncture compared to sham acupuncture, which was not significant. Otherwise, across the categories we really have insufficient data to draw to conclusions about the effects on quality of life.

In terms of limitations of the work that we presented here today, with respect to the review of reviews, we did confirm the data from original trials and were updating the meta analyses, but otherwise, we relied on the authors of those reviews and their assessment of risk of bias, search strategy and synthesis. When we look at the studies or the trials across the board, most were small short-term trials without a lot of followup in terms of duration of treatment effects. Most of these trials we unmasked and used self-report assessments, which is common among trials of interventions like this, though it does introduce the risk of patients allocated to an active intervention might exaggerate clinical improvement. There were varying outcome measures as we noted, and that includes even reporting of vasomotor symptom frequency and how that changes and Megan explained why that led to using standard _____ [00:41:59] differences which might have been more helpful had we been able to give things like percent reaching a minimally clinical levels of response.

There was some unexplained heterogeneity at the end of our analyses and none of the trials we looked at specifically focused on veterans.

So, in conclusion, when we look at the nonpharmacologic nonhormonal treatments for vasomotor symptoms, we did find an improvement or decrease in _____ [00:42:24] vasomotor symptoms when we looked at acupuncture versus control. There is also an improvement of vasomotors symptoms when we look at yoga versus control, and some evidence for the role of hypnosis that warrants further evaluation. We did not find evidence that acupuncture, when compared to sham acupuncture, has a significant improvement on vasomotor symptoms. Similarly, there is no benefit for paced respiration or structured exercise. Then there were a number of treatments or modalities where we just did not have enough data to draw conclusions and, specifically, that includes mindfulness, applied relaxation, qigong, tai chi and meditation.

So, we will stop here. I have got my contact information here, should you have questions later on and you can see the hyperlink at the bottom that would take you to the whole report if you want to go into more detail and look at some of the specific studies. At this time, I am going to turn it over to our discussants that you heard introduced at the top of the hour and, I believe, that you Jodie Katon will be starting first.

Jodie Katon:	All right, this is Jodie. Karen, if you want to go to the first research slide… 

All right. so, just to give you some background on some of the research that we have conducted in this area among women veterans, because, as Karen mentioned, none of those trials that her team did such a wonderful job synthesizing, included or were designed specifically for women veterans. What you see here is our findings from a study that used data from the Women’s Health Initiative. The take-home message here is that if you look at these bars, the white and blue bars represent the adjusted prevalence of VMS among veterans and non-veterans. You will see there is really no difference. If you look at the light orange and dark orange bars on the right-hand side, these represent the adjusted prevalence of moderate to sever VMS among veterans and non-veterans, and then again, you see no difference. If you remember in the introduction, Karen mentioned that women veterans in VA appear to use hormone therapy at much higher rates than women in the general population. One explanation would be that women veterans have greater or more severe VMS, but these results suggest otherwise.

Karen, if you could go to the next slide.

So, what might be happening? These are also results from the same paper and what you see here is the y-axis represents a change in score and we have a score on four different quality of life measures. If you look in the box on the left, in the panel on the left, you will see these are the mean changes in scores associated with presence of VMS among the veterans. Then, on the right, you will see the mean change in score associated with VMS among non-veterans. What you will note is among veterans, the difference in score is greater as indicated by the more negative number, than it is among non-veterans. So, while these symptoms are not appearing to be any more frequent or severe among veterans, they appear to be having a more detrimental impact on their quality of life.

Next slide.

This plays out when we look specifically among women veterans using VA. So, this is data that was first published in the State of Reproductive Health Report and then subsequently published as part of a manuscript in a supplement of Medical Care. What you will see here is that among those women veterans using VA, 45 to 64 years old, menopausal disorders were actually the most frequent reproductive health diagnosis in this age group. If you look at those even over 65+, these are women who are largely postmenopausal. They are still actually reporting their third most frequent diagnosis for reproductive health is menopausal disorders. So, again, this just really highlights the relevance of these findings to our VA using population and with that, I am going to hand it over. I think Dr. Christy is next.

Alicia, are you on?

Alicia Christy:	I am on, but it is actually going to be Alison Whitehead who is going to be presenting her slides.

Alison Whitehead:	Can you all hear me?

Molly:	We can, thank you.

Alison Whitehead:	Okay, good. Hi, everyone. I will just briefly go over my slides. I work for the Integrative Health Coordinating Center within the Office of Patient Center Care and Cultural Transformation. So, I am going to talk a little bit about what we are doing at VA related tin integrative health, in general, not specifically to women, for today’s presentation. I wanted to do this in the context of our whole system or the whole health model that has been developed by the Office of Patient Center Care in collaboration with other program offices for veteran experience committee and has been endorsed by the National Leadership Council. 

This diagram kind of explains us, but the whole system as we see it in sort of a systematic approach to provide whole care early in the relationship between VA and the veterans. So, really emphasizing self-care in the larger context and well-being and incorporating a full range of both conventional and complementary innovative health approaches. This really helps our shift away from the disease-based model of care and trying to move more towards continuous engagement with the veterans throughout his or her life. So, this is also how we see… This is sort of the vision for how we see integrative health being integrated into the VA.

For the sake of time… Karen, if you could just skip over the next couple of slides and go on to my fourth slide that says ‘Integrated Health Coordinating Center’. Yeah, yeah, that one. Perfect.

So, again, my team is really charged with developing and implementing complementary and integrative health strategies in the areas of clinical activities, education and research across the system.

Two of our major functions… We were split up in 2013, but two of our major functions are to help identify and address barriers to providing complementary and integrative health services across the VA. So, there are definitely a number of barriers that we have come across. And then also to serve as a resource. So, for all of you on the call for clinicians, researchers, veterans other VA staff alike.

Next slide.

I just wanted to list out our core staff here because we are a resource for everyone at the VA. So, if you have questions specifically around integrative health services, you are welcome to reach out to us. We have our National Director, Dr. Ben Kligler, who came on this past May. Myself, Alison Whitehead; I started just a little over a year ago now. We have a Project Manager, Belinda Collingbourne and a Lead Clinical Champion, Kavitha Reddy. We do work closely with other program offices. We have a number of Clinical Champions we work with as well.

Next slide.

This is some of the current focus areas that we are working on. We are working on different policy and guidance development. So, my team is working on Cumberland Integrative Health Instruction Manual that we are hoping to release to the field sometime later in fiscal year 17. So, that will really include a lot of information related to stop codes, qualification standards, policy guidance, different things like that all in sort of one stop shop. We have an Integrative Health Coordinating Center Advisory Committee and we do have representation from the Women’s Health Services office among other program offices, so that is the group that we sort of go to while we are developing the different guidance, to make sure we have input and buy in from leadership across the VA. We have a few different work groups going on right now, one related to yoga, tai chi, nutraceuticals and acupuncture. Working with experts across the country as we try to bring in more of these approaches in a more streamline fashion. Again, we are working on coding, tracking and billing so the development of stop codes, chart flow codes and, hopefully, eventually working with AMA to work on the development of CPT codes simulated to integrated health. Some new occupations or qualification standards that we are working on. so, currently we are working on being able to hire licensed acupuncturists as well as licensed massage therapists. So, we have been working on the process to develop those qualification standards, which can take a few years, so we are getting through those as quickly as we can. And then other areas that we focus on: access/community care, strategic partnerships, metrics and outcome evaluation, and then also, there has been a lot of effort, more recently, on the Comprehensive Addiction and Recovery Act, which I will go over in just a little bit more detail in the next slide.

So, the CARA 2016 bill, which was signed in to law this past July. Three of the sections… So, a lot of the bill relates to opioid safety and pain management as well as mental health and three of the sections relate specifically to the delivery of complementary integrative health approaches. So, two of the sections that have really been taking a lot of effort from my team are related to the development of a plan to expand research and education on delivery of integrative health to veterans. So, that is a plan that we are working on for the Secretary, due mid next month. Then the next section, Section 933, which is the pilot program on integration of integrated health and related issues for veterans and family members of veterans. There has been a mandate for us to implement no fewer than 15 pilot programs incorporating integrative health services. Now, that does not have to happen for the next couple years, but it is one thing that we are certainly trying to prepare for now, especially since we are not a hundred percent sure if there will be funding for that.

Next slide.

This slide and the next one, I just wanted to provide some additional resources for everyone who might be interested in learning a little bit more. Similar to the ESP project that was presented earlier on this call, there have been a few of these HSR&D Queri Evidence Maps related to integrated health approaches specifically. There has been one on acupuncture, tai chi, yoga and mindfulness, that all have been fully released, and then there is one that was just developed, looking at massage for pain and that is available on the intranet only site, so I included all these links in this slide. Hopefully, folks are able to get to those from here.

And the next slide, Karen.

This is just one more slide on resources, so those of you who are not familiar, who might be interested, we have worked closely with University of Wisconsin on a whole health library so there are a whole bunch of tools in there for clinicians and VA staff related to integrated health services. One of the modules, in particular, I thought would be of interest for this group is the module on Women’s Health. So, there are different sections within that module and all the different sections listed under ‘Clinical Tools’ here. I will not read all of them. then, I also included a link for our Office of Patient Centered Care and Cultural Transformation site as well as a page that is sort of under construction and in the works, that is specific to my team, the Integrative Health Coordinating Center.

I know that was a lot of information and I probably spoke really quickly, but I am available via email for folks who may have questions even after the call. So, thanks Karen.

Karen Goldstein:	Thanks Alison.

Molly:	Okay. Karen, are we ready to move on to questions now?

Karen Goldstein:	Unless Alicia wanted to present the… In the interest of time, I am not sure whether…

Alicia Whitehead:	I should be able to do this in less than a minute. First of all, I would like to thank the speakers for those informative discussion. As I said, I am going to speak very briefly about some of the priorities and objectives of the Reproductive Health Office. Our first priority is improving access and care coordination, and our strategies for accomplishing these goals are shown on this slide.

May I have the next slide?

Our office supports and facilitates evidence-based clinical management through provider education and identification of resources.

May I have the next slide?

The Reproductive Health Office supports research to identify the unique needs to women veterans and the treatments that best address those needs. And so with that, that concludes my comments.

Molly:	Well, thank you very much to everyone for speaking and we do have some great pending questions, so I am going to just jump right into them. 

This first one came in right towards the beginning, so you may have covered it later on, but the question is… Is the duration of menopausal symptoms different for those who had a total abdominal hysterectomy?

Karen Goldstein:	That is a great question, so I would say a great paper to look at is that paper that is actually listed up here at the top by Avis and colleagues. There was the forms that I mentioned early on and I apologize, there is a typo here of Jodie’s name. But, that was a study that was really one of the first that has really looked longitudinally at menopausal symptoms across a diversity of patient population and there is some evidence that there are some patient populations that have longer duration of symptoms and so those who have an earlier surgical menopause do seem to have more severity in terms of symptoms than women who spontaneously go into menopause earlier to have longer duration of vasomotor symptoms and then there are certain racial and ethnic groups there, for example, African American women in that paper found to have longer duration of symptoms. So, that is a really good question. There are some populations of women who we can expect may get an increased risk of having vasomotor symptoms for quite some time.

Molly: Thank you for that reply.

If there is a strong history of osteoporosis, should a menopausal woman take estrogen?

Karen Goldstein:	So, that is a great question. Right now, in terms of what is FDA approved, is the use of estrogen for vasomotor symptoms is not currently approved. I believe, actually… now that I am saying out loud, I am looking at my other physician colleagues to correct me. We did not focus on that for the use of this. Certainly, there is evidence that estrogen improves osteoporosis in postmenopausal women, but… I will stop there, perhaps, before I misspeak on anything further. I am happy to take that question and I can get back to the person that asked that.

Molly:	No problem, duly noted. They are welcome to contact you offline.

Next question… Have you looked at the use of Progestogel, a plant-based progesterone derivative cream for treating vasomotor symptoms? It has been recommended by many Canadian gynecologists.

Karen Goldstein:	I think those of us in the room are not familiar with that, but that is a great question. I do not have a good answer; that is not something that we looked at for this project.

Molly:	Thank you, just two more quick questions. For comparison, what is the average affect size for estrogen therapy for treatment of hot flashes?

Remy Coeytaux: I actually… This is Remy Coeytaux. I am a family physician, I am not a clinical expert, but in… there was a systematic review that was actually done… I have an insight into this because I work with Dr. Avis in the _____ [00:59:35] for hot flashes and we are trying to understand the relative affect size of acupuncture relative to estrogen, which is probably one of the things you are asking is how do you put this in context? My recollection is that it is generally around a 50% reduction in hot flash severity, generally speaking for the hormonal treatments and we are seeing around a 33 to 40% reduction in the hot flash literature and that is… so that is where my recollection comes in. 

Karen Goldstein:	Yeah, and I was also going to point out, in the HRQ systematic review, the comparative effectiveness review that I mentioned earlier in the presentation, the list affect sizes for estrogen really sort of moderate to high affect size, so ranging from -0.22 range to -54 and that would compare to, for example, an SNRI or some of the trials compared to placebo. Those affect sizes were more like 0.16 to 0.26. So, for more details, there are some nice tables in that systematic review that might be helpful.

Remy Coeytaux:	The question is really important because it does place… the answer would place the affect in context. I think it is fair to say that as far as effectiveness, hormonal therapies are the ones that have the largest affect on the symptoms.

Alison Whitehead:	This is Alison, I am just going to comment really quickly because this is what my office works on. We are working on qualification standards so that we will hopefully… I cannot say exactly when, but somewhere in the near future would be able to hire licensed acupuncturists at medical centers, should the medical center see the need for that and also, of course, working with the community care office that is finding ways to have this accessible in the community as well. And once all of that guidance is completed and we know a little bit more, we can certainly send that out to everyone and please, feel free, if you have questions like that, to reach out specifically to me. There has been in the past, training of VA submissions for battlefield acupuncture that was through a joint Department of VA/DOD initiative. I am not sure if that will continue on in the next year, but that is another possibility in terms of training. So, please do feel free to reach out to me.

Remy Coeytaux:	This is Remy Coeytaux again. I am really happy to hear that Alison, that is great. I might just suggest that you might also consider having standards for the physicians as well, because they are a different level of training. One last, just little point is that it appears to me that licensed acupuncturists will take a more nuance and more complex view of the person with their symptoms including menopausal hot flashes, whereas the medical training, which I have had myself, is a little bit more protocol-based and so there are kind of advantages and disadvantages of those two approaches. But, just wanted to put that out there for your consideration.

Alison Whitehead:	Absolutely, we will be looking at MDs with certificates in acupuncture or training in acupuncture as well.

Remy Coeytaux:	Great, wonderful.

Molly:	Excellent, well thank you all for your valuable input there. So, that is the final pending question, but I do want to give our groups a chance to make any concluding comments if you like. Karen, do you or anyone in your group want to wrap up anything?

Karen Goldstein:	No, I just want to thank everyone for joining us and for the great discussion. I think it has been really helpful, especially having our discussants on the call. I really appreciate it.

Molly:	Well, we thank you and your group for coming on and lending your expertise to the field and, of course, to our operational partner discussants for joining us as well. It always adds a nice contribution to these ESP Cyber Seminars.

So, for our attendees, thanks for joining us. I am going to close out the session now. Wait just a moment while the feedback survey populates on your screen. It is just a few questions, but we do look closely at your responses and it helps us to improve our sessions and the program as a whole.

So, thanks again everyone and this does conclude today’s HSR&D Cyber Seminar.
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