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Molly:	We are approaching the top of the hour now so at this time I would like to introduce our speakers. Speaking first today we have Dr. Sadie Larsen. She is a psychologist at the Milwaukee VA and an assistant professor in the Medical College of Wisconsin. Joining her is Dr. Shannon Wiltsey-Stirman. She is a psychologist at the National Center for PTSD in Palo Alto, California and an assistant professor at Stanford University School of Medicine. So at this time I would like to turn it over to Dr. Larsen.

Sadie Larsen:	Alright. Thank you for having me. Thank you for having both of us. I will be speaking first today and Shannon Wiltsey-Stirman will talking a little bit later about another study of ours. But I also want to take just a moment to thank the number of other people who have helped with both of these studies. They don’t all fit on the slide but I know Maggi Mackintosh is on the call with us today as well. And there have been a kind of large team of people who have helped with these studies. 

So we are going to be talking about symptom exacerbations in trauma-focused treatment and whether clinicians should be concerned or to what extent they should be concerned about those symptom exacerbations. We’re going to start with a poll question that I’ll turn over to Molly just to get a sense of our audience here.

Molly:	Thank you. So as Dr. Larson was saying, we’d like to find out who is joining us today so we can best gear the talk towards you. So go ahead and please click the circle on your screen that corresponds to your role in the VA and please note that if you are selecting other, I will put up a feedback survey at the end of the session that will have a more extensive list of job titles so you might find your exact title there that you can indicate that you joined us today. We’ve got a nice responsive audience. We’ve already had 75% response rate so I’m going to go ahead and close the poll and share those results. It looks like we have 34% of our respondents are clinicians, followed by 21% researchers, 15% administrator, manager or policy-makers, 19% students, trainees or fellows and 11% selected other. So I would like to thank our respondents and I will turn it back to you now Dr. Larsen.

Sadie Larsen:	Okay, thank you. So what we’re going to be talking about today is trauma-focused treatments. We won’t be focusing on all of those treatments but will be specifically focusing on PE and CPT today. Are you able to see my screen? It’s gone blank at the moment.

Molly:	Let me see what I can do to help there. I’ll go ahead and take back control real quick. And turn it back over to you and see if that helps. Okay. You should have the popup now. There we go.

Sadie Larsen:	Alright, there we go. So part of the impetus for this study was wondering why trama-focused treatments may be used less often than perhaps we think that they ought to be. So we have some treatments that are very effective for PTSD and certainly a lot of PTSD that we see within the VA and yet certain studies have shown that even within specialty clinics many veterans may not have access to some of these trauma-focused treatments and so why that might be. At least one of the reasons, there may be a number of reasons, but one of them is that clinicians may have some concerns about symptom exacerbations within trauma-focused treatment. That is, they worry if I start doing this trauma-focused treatment with my client, will they get worse? Will they have such difficulty with this that they may drop out of treatment? And there have been concerns in particular about some populations so for instance, do those whose index trauma is childhood sexual abuse need some other sort treatment in addition to or before starting trauma-focused treatments, might they need some other skills building. Or for those with comorbidities, for instance, people with substance use disorders, might they need some stabilization before starting this trauma-focused treatment. So concerns that these kinds of a treatment may make PTSD worse, may make other co-morbidities worse and could lead to patients dropping out or being worse off than when they started. 

So there have been just a few past studies that have really looked directly at this question. We will talk through each of them fairly briefly here. One of the important ones that we looked at first was a Foa et al study from 2002 in which they looked at people going through prolonged exposure. So in this study specifically they wanted to look at people at the beginning of the session where imaginal exposure is begun, in which patients are talking through their trauma narrative. So they looked at two different forms of prolonged exposure. One in which imaginal exposure started at this session and one in which it started at a later session. So if there were more exacerbations in the version that started imaginal exposure, then we could posit that imaginal exposure might reliably lead to exacerbation. In fact, what they found was that there wasn’t a significant difference between those two groups. So this was an important study but it did only look at exacerbations at that one point in time during treatment. 

A couple of other studies, a Hembree et al review study looked at drop-out rates across active PTSD treatments. That included exposure based treatments, more cognitive treatments, stress inoculation training, EMDR. They found that drop-out rates didn’t differ across these treatments, some which were more kind of directly trauma-focused than others. 

There have also been these two studies that have looked at pre-to-post treatment worsening. So do people get worse from beginning to end of treatment and both of them have found that some people got worse on the wait list but in fact none got worse in trauma-focused treatment. That is useful but we also wanted to have that within session or within treatment measure of exacerbation. 

So just a couple of studies have actually done that. One of these was a study that looked at a small active trauma group. In that one they found that about 30% of the sample had symptom exacerbations within treatments. Again that was a relatively small group. The other one was this Keller at al study which looked at depression spikes within active treatment for PTSD, either medication treatment or prolonged exposure and found that about 22% of that sample had depression spikes. Unfortunately, didn’t look at PTSD symptom exacerbation. 

So in our study which was published in 2015. We will have the citation at later points if you want to look at that paper. But we looked at this question within a clinical trial sample. So we had three primary questions in the study. The first and most basic one is how common are symptom exacerbations in trauma-focused treatments for PTSD? What predicts those exacerbations? And do they in turn predict any worse post-treatment outcomes or predict drop-out from treatment? So this particular sample we had two randomized clinical trials of CBT for PTSD. I’ll talk a little bit more about the treatments in a minute. But participants were women who had experienced an incident of lifetime completed rape or sexual or physical assault at least three months prior. They were all diagnosed with PTSD using the CAPS scale. Some of the exclusion criteria, they were fairly typical, so current psychosis, suicidal intent, current drugs or alcohol dependence, etc. Some of the earlier studies had found no significant difference in demographic variables between the two samples so we combined them for the purpose of this study. 

So our sample was 192 people overall. You can see most of them were in CPT but some did PE and some did CPT-C. Which I’ll again talk about in a minute. The sample was primarily young, about 34 years on average, mostly whites, mostly single. On average it had been about 11 years since the assaults. That was the index trauma. 

The treatments involved here, we had three main treatments. So prolonged exposure is a nine session treatment with four main components, psychoeducation about trauma related symptoms, breathing retraining as a relaxation and coping tool, in vivo exposure and imaginal exposure. So in vivo exposure involving exposure to avoided or trauma-related situations in the environment. Imaginal exposure meaning talking through the story of the trauma repeatedly recording it and listening back to it so as to promote habituation and emotional processing. That was the first treatment.

Cognitive Processing Therapy then which is a 12 session treatment. This is a more primarily cognitive treatment which prolonged exposure is more behavioral and clearly exposure based. CPT involves primarily recognizing and challenging dysfunctional trauma-related beliefs specifically around the trauma itself, any self-blame or erroneous other blame as well as challenging any generalize trauma-related beliefs around for instance safety, trust, esteem, power and control or intimacy. Also as part of this treatment, participants write a trauma narrative, typically twice. So they write a several page story of the trauma that occurred. 

Our CPT-C on the other hand, which is the more kind of cognitive treatment doesn’t include that written narrative, so just included a little more time on the challenging of dysfunctional beliefs. 

Again there are other trauma-focused treatments that have gotten empirical support. These are just the ones that we have available to us in this study. 

Our measures, we did have a CAPS and pre and post treatment. But importantly we also had the PTSD symptoms scale or PTSD diagnostic scale which is a weekly measure of PTSD symptoms. Now in these studies they were twice a week treatments so actually this is every other session that we had PTSD symptom measures, but once a week.

So we had to figure out how to define a symptom exacerbation. We followed the Foe et al 2002 study here. There are a number of ways that we could do this but they defined a symptom exacerbation as the standard error of the difference between two administrations of a scale. Which is sort of a jargony way of saying that this way of defining exacerbation incorporates the standard error of this measure and the test/retest reliability. So we wanted to get a symptom exacerbation that was small enough that it would capture meaningful exacerbations but also large enough that it wasn’t just random fluctuation from week to week. So that comes out to a change greater than 6.15 points on the PDS or PSS. Again these can just be temporary so they may be exacerbations that last only for a week. 

Looking at how often these happened, the first set of numbers you have here is overall in treatment how many people experienced an exacerbation. So almost 30% of people in CPT experienced an exacerbation at some point in treatment. 20% in PE and about 15% in CPT-C. But we also looked at the frequency of exacerbations between sessions two and four, similar to Foa. This is where in CPT, the trauma narrative, the first one is assigned and in PE, imaginal exposure starts. So we wanted to see is there some difference there with CPT-C which doesn’t involve either of those things. So you can see that almost 15% of people in CPT and PE had an exacerbation at that point compared to about 3% in CPT-C. When we compared these using tie squares, the differences between PE and CPT were non significant. The differences between those two treatments and CPT-C were marginally significant or approaching significant. So with a larger sample they may have been significant but no significant difference in this case. 

We also wanted to look at can we predict who might have exacerbations. We looked at a number of different things using logistic regression and trying to predict either exacerbations at any point in treatment or exacerbations at that early point. So we looked at demographics including race or ethnicity, income, relationship, education, trama-related variables including whether a person experience childhood sexual assault or childhood physical abuse and how long it had been since the trauma. We looked at the treatment type, diagnostic variables including major depression, panic and alcohol use disorder and finally the avoidance symptom cluster in particular. None of these were statistically significant predictors. Again some marginally significant so those who experienced childhood sexual abuse and those who had an alcohol abuse disorder were marginally more likely to have an exacerbation. Now you’ll also remember in this sample that people with alcohol dependence or more severe alcohol use were excluded so we have a relatively small sample with alcohol abuse. 

Then importantly we also asked in terms of post-treatment outcomes do people with exacerbations have worse post-treatment outcomes. And the answer to that is a sort of complicated yes and no. So we looked at this really in a number of ways using continuous weekly score. We used linear mixed affect modeling. Using PTSD diagnosis, we used logistic progression. We also followed up with some simple T-tests to look at differences between the groups and within the exacerbation group. 

So the yes answer indicates that those who experienced an exacerbation were more likely than those who didn’t to still have a PTSD diagnosis at the end and that they were more likely to continue having higher PTSD symptom scores over the course of treatment. So it did seem to cause some worse outcomes. 

But the no part of that answer is that even those with an exacerbation still showed large, clinically significant pre-to-post treatment improvement and ended with scores within the non-PTSD population norms. 

So at post-treatment the differences between these two groups, those with exacerbations and those without, they were significant but they were small. They were less than 6 points. So less than the size of one of those exacerbations we were looking at. On the other hand, differences from pre to post within the group that had an exacerbation were large. So more than twice that 6.15 difference. So in other words, those with an exacerbation did worse than those without but they still did quite well from beginning to end of treatment even though they have an exacerbation. 

In terms of drop-outs, we found that it was unrelated to symptom exacerbation in this sample and that it was also unrelated to early session PTSD symptoms. So it may have been related to reasons other than not doing well. 

And finally just in a more exploratory way we looked at people who had large exacerbations, so those who had exacerbations at least twice that size of 6.15 points. Only 7% of the sample had exacerbations this large. They were slightly more likely to drop out, so about 30% of those didn’t complete treatment compared to 15% in the full sample. But again for those who remained in treatment, we still found similar significant changes so they started around a 30 on the PTSD scale and they ended around a 15. So still did well even with those large exacerbations. 

So just to kind of wrap up this portion. Our first study overall found that a minority of patients did experience symptom exacerbations. They certainly didn’t preclude positive outcomes and this indicates that clients can tolerate such treatments and can show significant improvements even with exacerbations. It also looks like symptom exacerbations may be a normal part of treatment. Many had exacerbations that weren’t associated with the onset of imaginal exposure or the trama narrative. Other studies have also found symptom exacerbations even in very gentle parts of treatment or on the wait list. So our take home message here might be symptom exacerbations may be a normal part of treatment but in this study were less common than sudden gains which some other studies have looked at are relatively rapid improvement in symptoms. Some other studies have found that about 40 to 50% of people experience those within trauma-focused treatments. 

So we’ll come back to overall conclusions but at this point we’re going to turn it over to our second poll question and then to Shannon.

Molly:	Excellent. Thank you very much. So for attendees you do have the second poll question on your screen and that question is to what extend do these findings mirror your own clinical experience? And the answer options are I’ve noticed symptom exacerbations like this and worry about them, I’ve noticed symptom exacerbations like this and don’t worry about them, I haven’t noticed exacerbations like this, I avoid doing trauma-focused therapy because of worries about these exacerbations or other/not applicable. And it looks like people are taking a little more time to respond and that’s perfectly fine. It looks like we’ve had about three-quarters of our audience reply so I’m going to go ahead and close the poll out at this moment. And share those results. So 22% of our respondents have noticed the symptoms and worry about them, 38% have noticed the symptom exacerbations and don’t worry about them, 1% haven’t noticed them, 7% avoid trauma-focused therapy because of worries about exacerbations like this and 32% selected other or not applicable. So thank you to those respondents. And Shannon, I will turn it over to you now. 

Shannon Wiltsey-Stirman:	Okay, thank you. Can you see my screen here? It should say Study 2.

Molly:	We can.

Shannon Wiltsey-Stirman:	Okay, great. So in this next sample we have a different population. This is a sample of clients who received CPT provided by a newly-trained therapist. So these were people’s first or second cases during a study on training and consultation and cognitive processing therapy. We had a large team of investigators. This was a group of participants who were primarily up in Canada, entirely up in Canada and Candice Monson was my co-PI on this and we had a large study team that we put together. So in contrast to the previous study which was an efficacy study or actually a combination of two efficacy studies, this was a Hybrid-III design which is a kind of a combination effectiveness and implementation study. So we randomized to put clinicians into post-workshop consultation strategies. 

We had one group that didn’t receive any consultation but they knew that they were having a fidelity assess and they provided us with recordings of their sessions as well as PCLs and some other information and measures on their participating clients. They also knew that if they met criteria, they could become a CPT Provider similar to what we have in VA in all of these conditions if they met kind of benchmarks for successful completions, benchmark for a high enough level of quality on the recordings that we listened to. 

In the standard consultation group, they had weekly consultation. This is the one that looks the most like what we see in the VA. Weekly consultation with a CPT expert, discussion of cases, but they didn’t provide any audio samples or work samples. 

The in the Technology-enhanced consultation group, they received weekly group consultation with a CPT expert but in this condition they were able to listen to segments of audio recorded sessions as a group and provide and receive feedback. They could also provide CPT worksheets and stuck point logs and other materials for review. 

So all of the consultation happened in a group format. Each week two people would play segments of their recordings and that would be used a springboard for discussion and feedback. Then the remainder of the people in the group, which were capped at about eight but often we had fewer. The remainder of the people in the group would have a time for a brief check in and discussion of their cases as well. 

So we had 134 therapists who enrolled in the study. They were in the Operational Stress Injury Clinics across Canada in three Canadian Forces Clinics and then we had a mix of hospitals, clinics within hospitals, community based clinics. We also had private practitioners. You can see that we had kind of a mix of generalists and specialists. We had some people who provided primarily to people with PTSD or more than half their case load or half their case load and then some that saw fewer individuals with PTSD. The therapists, again we had a mix of PhD level, masters level and then a smaller proportion of either bachelors level or M.D.s. About half had prior supervision in cognitive behavioral therapy before they had enrolled in the study but not CPT. 

The client participants were largely reflected the demographics across Canada. About half were female. We had maybe a lower proportion of minorities than we do in some other samples somewhat but you’ll notice that 70% of the males are veterans or in the military and 17% of females were in the military or were veterans. So modal number of diagnoses in the sample was two. As you can see, we had a pretty high rate of co-morbid major depressive disorder. We also saw some substance abuse. It was unlikely to be dependent because although we had very few rule outs in this study, we basically capped it at needing detox. Otherwise people with substance abuse could participate. You’ll notice we had a smaller proportion but we had some people with either a borderline personality diagnosis or another personality disorder diagnosis. 

So in this study the therapist completed a CPT workshop and then they were randomized. They all knew that their value would be monitored. They provided recordings of their sessions and they also provided the PCL-IV demographics on their clients and then some measures that we won’t be presenting today. The consultation phase lasted for six months. The PCL was administered at every session. So this is in contrast to the previous study where the clients were seen twice a week typically and so the PCL was only given once a week. In this study most of the clients were seen weekly and they completed the PCL at every session. That will allow us actually to have a little bit of a more fine grained analysis of these exacerbations because we can actually see what happens session to session.

So using the same strategy that Sadie described, we calculated symptom exacerbations and on the PCL-IV for this sample it was an increase greater than 5.71 points. So the cut off was a little bit lower. This means that anybody who had six points or higher on the PCL the following week was defined as having an exacerbation. You’ll see that we had a much higher proportion of the sample reporting at least one instance of exacerbation during treatment. Of those who reported them, the average was one session with symptom exacerbations although some people had up to four. Very few had more than two. So few that we really couldn’t do a lot of secondary analyses. But on average across the sessions, symptom exacerbations occurred in about 14% of the total number of sessions. We got sessions one through 12 for every participant. 

If you look across sessions, you’ll notice just like in the previous study we were curious about whether we would see exacerbations between session three and session four. Session three is when the trauma narrative was assigned and this was CPT not CPT-C. So you’ll see that between session three and session four there was a slightly higher uptick in exacerbations. We broke this down by gender. No differences by gender in terms of the exacerbations we saw and really no differences _____ [00:29:50] the proportionate of people who had exacerbations. We also did not see an uptick between session four and session five which is when the trauma account is reassigned. You will see that people were having exacerbations pretty much throughout the protocol which could be due to a decrease in avoidance during the course of treatment although the fact that we see them in higher sessions as well would indicate that maybe it is not necessarily due to a focus on the trauma which really starts earlier in the treatment. 

So a couple of the questions about why the difference in terms of how many exacerbations we saw. So for one thing we were using a different measure. But these therapists also had differences in terms of their training background and their discipline. So in the previous studies most of them were PhD level and they had some training cases before they saw their patients. Not everybody was PhD level but there were fewer therapists. They were trained to be therapists in a clinical trial so there was a lot of attention and focus on fidelity and getting them up to speed before they could even see patients in the study. In this study, we had a mix of different disciplines. We had some social workers. We had some psychologists. They had different training backgrounds. We also had fewer exclusion criteria in the study. And there were differences in the supervision and consultations that could the therapists received both during the study and previously. As I mentioned, this was the first time they had ever delivered CPT. 

Another difference is that this study in the clinical trial that Sadie reported on they had a high level of fidelity within the sample of patients. So when they did their fidelity ratings, it looked pretty high. We had a relatively high level of adherence but the confidence level was much lower than you would see in the trial. It hovered on average across all the sessions. It hovered a little bit below a three which is kind of a cutoff, if you thought of a cutoff of good or adequate. On average the sessions were actually not quite that high. 

So then they looked at predictors of symptom exacerbation. In the first model we just entered demographic factors. You will see that none of the demographic factors in this model predicted exacerbation. So age, gender, education, whether they were in the military. In the next model we also entered the diagnostic factor. And only substance use disorders predicted exacerbations. But in this case they actually, people who had a substance use disorder experienced fewer exacerbations. That was consistent throughout all the models that we tested. We next added a personality disorder and then session 1 severity again. These factors did not predict exacerbations. 

Then when we looked at consultation conditions. We thought that maybe people who weren’t receiving any consultation that their clients would experience more exacerbations but that was also not the case. So really only substance use disorder predicted exacerbations and in this case it was fewer than we had seen. They had fewer exacerbations. 

But again as far as the substance use disorder, this was I think 12% of the sample has substance use disorders so that was about 20 or fewer participants so I would caution us before we drew a lot of conclusions based on this. But that was the only predictor of exacerbations that we saw in the sample.

So just to show you how the overall sample did. The thick line is the trajectory of symptom change for the overall sample. You’ll see that people did get better and they did fall below the cutoff on the PCL-IV for probable PTSD. You’ll also notice that the standard consultation condition, where they discussed cases but didn’t do audio review, actually had the best outcomes. We speculated a couple of reasons for that. One might be that people had more time each week to discuss their cases and that might be a really important when people are first training and learning. It might be better to be able to kind of discuss your case, think about big picture and make sure you’re staying on track every week rather than getting feedback aside from a 10-minute segment of the session. It is also possible that the time was wasted in cueing up sessions and things like that and that maybe the tech enhanced consultation was not as efficient. But if you look at the effect sizes, you’ll see that our full sample fell within the range that we’ve seen in clinical trials and that the standard condition did as well. And that is pre-to-post symptom change. 

So next we looked at whether exacerbations predicted drop-out. What we found is that participants with symptoms exacerbations were less likely to drop out of treatment prior to completing at least eight sessions. Now part of this could be because the participants who stayed in through the whole protocol just had more sessions to give us and so if they experienced an exacerbation later in the protocol we were able to pick that up. So that could be an artifact. But when we looked at sessions one through seven individually, the likelihood we had a drop out wasn’t related to the presence of exacerbation. So people who had an exacerbation were just as likely to stay in treatment as they were to drop out no matter where they were in the protocol. 

When we looked at predictors of symptom change, we ran a model where again we looked at the same factors that we looked at earlier. We looked at demographics and diagnoses and consultation and then we also looked at exacerbations. What we found is that the total number of symptom exacerbations did not predict symptom change overall across the protocol. We also found that early symptoms exacerbations, so in sessions one through four, did not predict overall symptom change. 

Next we looked at treatment response. So in the intensive treat sample the mean PLCL reduction was about 15 points.  Then the mean post-treatment PCL-IV for people who did not experience exacerbations was 39, so that is pretty far below the 50-point cutoff. Then people who experience exacerbations the mean was 45 points. So that is still below the cutoff. It is about six points lower than people experienced exacerbations but you can see that on average people were falling below the cutoff and people did experience symptom reductions. Then the number and presence of exacerbations didn’t predict symptom response. So at the end of treatment 66% of the people who experienced an exacerbation had a PCL below 50 at session 12. 

We were also interested in worsening. So did anybody get worse in the course of the protocol? We discovered that 5% of the sample did experience PCL scores at session 12 that were at least 6 points higher than when they started. So a pretty small proportion but there were some people who did get worse. But the number of symptom exacerbations in the early sessions didn’t predict overall worsening. Sadie, did you want to chime in and … Sorry. I heard something in the background.

Sadie Larsen:	Nope.

Shannon Wiltsey-Stirman:	Okay, great. So we also looked at the effect of exacerbations on overall symptom trajectories using piece-wise latent growth curve models. The number of exacerbations that people experienced in the early session didn’t predict overall change during the second half of treatment. So people experience a kind of small to medium effect between sessions one and five and then between session five and 12 it was a slightly larger effect. But you can see that we saw significant change at both kind of segments of the protocol even when people experienced exacerbations and regardless of the number that they experienced. Again, consultation condition didn’t predict differences in symptom change or for the number of exacerbations that people experienced in sessions one through five. It didn’t seem to be a function of the type of consultation that people got. 

So what we concluded from this is that symptom exacerbations might be fairly common in practice and you might at least be a therapist who were brand-new to CPT, did see more exacerbations than we saw in the more experienced sampled clinicians. This has important implications for practice because if people are seeing exacerbations in their first couple of cases, that might raise some concerns and make them less interested in continuing to use CPT. However, it doesn’t mean, in our sample, it doesn’t mean that people won’t improve. So even though people did experience, most to the sample actually experienced at least one exacerbation, they still got better over the course of the protocol.  All but about 5% did. So we did see that people were falling below the cutoff for probable PTSD and that they got better and they experienced clinically significant change. 

But we still don’t know a lot about what predicts symptom exacerbations. We don’t know based on this sample whether it is something about the treatment or not. Or if these are fluctuations that we might expect during the course of treatment. It is possible that some exacerbations are related to _____ [00:41:11] avoidance because people are thinking about and talking about the trauma more. But they could also be related to nontreatment related factors. 

So I’m going to let Sadie take over and talk about overall implications at this point.

Molly:	Let me go ahead and turn this over to Sadie. Okay, you should have that popup now. You may still be on mute.

Sadie Larsen:	Now we’re here. Okay. So as you can see there’s a lot of nuance in these data and a lot of different ways that we’ve looked at them and yet clinically what we come back to is that if these temporary symptom exacerbations are sometimes signs of doing important therapeutic work, then they shouldn’t be seen as problematic. Likewise, if they’re related to nontreatment factors, we may see these as much in non trauma-focused treatments as in trauma-focused treatments. But clients with PTSD who have been avoiding trauma-related reminders for many years understandably may experience an increase in symptoms when they enter treatment. These trama-focused treatments can have important consequences such as reducing suicidal ideation, depression, and symptoms of complex PTSD in addition to decreasing those PTSD symptoms. So in light of that, we hope that these data can normalize these kinds of symptom increases and help to reassure clients and clinicians that people can still get better even if they experience symptom exacerbations and that there are potential drawbacks to not engaging in these treatments that may offset any fear about these kinds of temporary exacerbations. Ultimately it appears that these treatments sometimes do produce short-term symptom increases but not typically long-term, truly harmful outcomes. 

So with that I think we will turn things over to any questions or comments at this point. We also have the citation for this study on this page if you are interested in looking at that. Hopefully we’ll be getting the other study out in the near future. 

Molly:	Excellent. Well, thank you both so very much. We do have lots of great pending questions. So I’m just going to get right to them. So this first one came in, Sadie as you were wrapping up about the first study. Regarding drop-out, does “unrelated” to exacerbation include anticipated symptom exacerbation?

Sadie Larsen:	That’s a good question and one that I’m not sure that we can address with this data unfortunately. So in other words might people have anticipated that they got worse if I understand the question correctly and might that have prompted them to drop out of treatment. That is possible. Again all we can say from this data is that we didn’t see an exacerbation before drop-out and we also didn’t see that people who had higher symptom scores at the earlier sessions dropped out at higher rates either. 

Molly:	Thank you. And they follow-up with.

Shannon Wiltsey-Stirman:	I’m sorry just to add one thing. When we looked session by session in the second sample, we saw relatively low rates of drop-out, slightly lower but not significantly lower, after session one and after session two. So the rates of exacerbation were a little bit lower than they were once people started getting more into the trauma focus which could be because they were not buying into the rationale or decided that this wasn’t the right time for them to engage in treatment. It could also have been because they were anticipating that they would feel worse. But we didn’t see a big spike in drop-out after session two for example. I would have to look a little bit more closely at the data but I don’t think we have an indicator. There’s nothing that would make me think based on the data that we have that people were anticipating and dropping out before they got started but that does warrant more exploration.

Molly:	Thank you. They also followed up with was it a change of around six points on those measures that defined exacerbation?

Shannon Wiltsey-Stirman:	For my sample it was six points. That’s where we had the cut off on the second sample.

Sadie Larsen:	And for the first sample, it was seven points or more and that’s on the PDS or PSS.

Molly:	Thank you. I’m curious about the time elapsed since trauma occurred. Are those who benefit the most or stayed in treatment associated with time of incident?

Sadie Larsen:	We didn’t find that in our sample. So we did look at how long ago did the trauma occur and didn’t see a difference in terms of exacerbations according to time since trauma. 

Shannon Wiltsey-Stirman:	And we didn’t have the data for the second sample to look at time since trauma. 

Molly:	Thank you both. And the next one, for study number one I wonder if post-treatment outcomes are scaled. Perhaps if exacerbations did or did not cause worse post-treatment outcomes, maybe we can just see if there was a gradient of improvement or reduction in the exacerbations? Sadie, I think. Go ahead.

Sadie Larsen:	I’m trying to think if I understand the question exactly but we did look at both dichotomous and continuous outcome variables. So the capped being the dichotomous, did they or did they not have a diagnosis at the end of treatment but the PDS and PSS being the continuous measure. So again there were some differences but not huge or clinically significant differences. 

Molly:	Thank you. If that didn’t hit the nail on the head, the person is more than welcome to write in for further clarification. Were the populations of these studies with co-morbid mental health conditions, for example PTSD, depression, panic disorder, etc.?

Shannon Wiltsey-Stirman:	Yes. So in the second sample, we had about a little lower than 20% rate of co-morbid anxiety, a 56% rate of co-morbid major depressive disorder, about 12% substance use disorder and then 14% had a borderline personality disorder diagnosis, 10% had another personality disorder, often something like avoidance or I think we saw some dependence as well. So we did have some co-morbidity in the sample. In the first sample, there was also a pretty high proportion of co-morbid depression, slightly lower rates but there was also co-morbid anxiety. Substance dependance was a rule out but we also saw some substance abuse in that sample as well. 

Molly:	Thank you. Sadie, did you have anything to add to that?

Sadie Larsen:	That’s perfect. 

Molly:	Okay. 

Shannon Wiltsey-Stirman:	One other thing. In the first sample they also looked at complex trauma in that sample and they looked at people who experienced early childhood sexual abuse or childhood sexual abuse and they looked at some of the measures that have been used to look at complex trauma. So there were people in the sample that met a definition of complex trauma. Those people seemed to improve as much as people who did not have a complex trauma diagnosis or designation. 

Molly:	Thank you. The next question, could the symptom exacerbation across sessions be a bimodal distribution once around the trauma narrative and once around the ending treatment? I’m just eyeballing the graph there.

Shannon Wiltsey-Stirman:	It does look like, yeah we saw a little bit of an uptick at the beginning and at the end and in session six and seven they were relatively lower although we didn’t see significant differences by session number, yeah if you look at the distribution, it does look like towards the middle of treatment they did look somewhat lower than at the beginning and end. Although session 10 seemed to be the peak so if the people that had stayed in until session 10, there was a little bit more there. So I don’t know if that would have been anticipating the end of treatment. That’s also when some of the behavioral assignments start in CPT so people are assigned to start getting out and giving and receiving compliments and doing nice things for themselves. It is somewhat possible that people might have experienced some more symptoms as they maybe started engaging with the world a little bit more but we can’t really say for sure. 

Molly:	Thank you. It’s interesting to see that substance use disorder folks seem to be able to tolerate CPT well but I just want to check and see if they might have dropped out of treatment at greater rates.

Shannon Wiltsey-Stirman:	We did not, in the second sample, we did not see that it did predict higher rates of drop-out or that people with substance abuse were more likely to drop out. I don’t think they found that for the first sample either. There have been some studies done, at least pilot studies of CPT with substance use disorders. I know that Casen did one. I don’t think they found higher rates of drop-out in that one either although I would have to double-check on that. 

Molly:	Thank you. Let’s see. Was quality of life or other positive outcome measures measured along with PCL scores, quality of life change with exacerbation?

Shannon Wiltsey-Stirman:	So in the second study we got the OQ45 and that has some functioning and social functioning subscales that we are still looking at. So we haven’t looked at them with exacerbations but we did collect the data and probably will look at exacerbations when we start looking more closely at those data as well. 

Sadie Larsen:	That’s a really good thought to take a look at some of those other outcomes as well. 

Molly:	Thank you both. The next one, when we are talking about trauma, are we being specific about whether this is _____ [00:53:46] versus other trauma?

Sadie Larsen:	So the first sample was fairly specific that it was either sexual or physical assault. In the second study we had a whole range of different types of trauma and it was not only military trauma but civilian trauma as well, so a broad range.

Shannon Wiltsey-Stirman:	Yeah, we did not look at whether a specific type of trauma predicted exacerbation and part of that is because we didn’t have … we attempted to collect the index trauma data from the sample but sometimes it was missing and sometimes it was somewhat vague so we didn’t feel that we could really look closely at in this sample whether or not trauma type predicted exacerbation. But in the first sample, it was not a military sample but childhood sexual abuse and I think we also looked at physical abuse and there weren’t significant differences. Rather those trauma types did not predict exacerbation. 

Molly:	Thank you. In either study did researchers look at an item level differences across treatment? Focusing solely on summary scores can hide exacerbations or improvements. For example, people can have a lower overall score and have worse symptoms on some items. 

Shannon Wiltsey-Stirman:	We haven’t looked at that. No, go ahead, Sadie.

Sadie Larsen:	We don’t have that for the first study. I think we are hoping to look at it for the second. 

Shannon Wiltsey-Stirman:	Yeah. We will look at it for the second and I think that in the first, we did look at patterns of the avoidance _____ [00:55:59] of scale and I don’t think we found anything remarkable but we didn’t look at all the different symptom factors. 

Molly:	Thank you. Let’s see. Why do you think there was such a significant difference between men and women symptom exacerbation during some of the week, especially the session eight of the CPT only study?

Sadie Larsen:	Yeah, we looked at that because it does look somewhat striking although the difference is not significant. In session eight it looked like a little over 20% of the males had an exacerbation and about 10% of the females. So that’s around the time they start getting into the modules and typical the safety module is the first module that’s discussed. So I wondered a little bit about whether it might be something about having to look at stuff, points related to safety. But since it wasn’t significant, we didn’t take a really close look at that but it does when you just look at the graph, it does look like a pretty big difference. So there could be something there with the subjects that they’re focusing on, the safety might be more triggering. 70% of the males were either in the military or they were veterans so there could be some things around beliefs of needing to keep their surroundings safe, needing to check to make sure that their home was safe or avoidance of crowds because they felt some sort of responsibility around keeping their family safe or that they were kind of on higher alert related to issues related to safety. And then their going into in session eight actually they go into the trap module but this would have been the PCL right after session seven. So that’s possible. I’d want to look a little bit more closely at that and look into other samples as well to see if we see the same type of patterns before we drew any conclusions. 

Molly:	Thank you. Just a few pending questions. Did you define the percentage for symptom exacerbation by participant? For example, if the same participant had more than one symptom exacerbation in the study, were they only included once in the numerator with the denominator being the total number of participants.

Sadie Larsen:	We looked at it sort of a couple of different ways. There were some where we looked at a particular session and how many had an exacerbation at that session but then also looking at how many had an exacerbation at any point in treatment. That’s only counting them once regarding for how many times they had an exacerbation. 

Shannon Wiltsey-Stirman:	Right and in the second sample, we looked at the number of … so we looked at how many people experienced any exacerbations, one or more. And then we also looked at people who experienced two or more. It was a relatively low proportion of people experienced three or four exacerbations for example. Most people experienced one and then some people more than experience three or four might have experienced two exacerbations. 

Molly:	Thank you both. You may have already touched on this one a few questions ago. Did you examine gender difference in timing and likelihood of symptom exacerbations in either sample?

Sadie Larsen:	The first sample was all females and then in the second the closest we have looked is when we looked at exacerbations by session, we looked at whether gender predicted exacerbations and we didn’t see any significant differences in when males versus females would experience exacerbations. Although as we mentioned earlier it did seem like more males, about 12% more males experienced exacerbation between session seven and session eight. But that wasn’t actually a significant difference. So we didn’t see any patterns that made us think that gender was a factor in when people would experience an exacerbation. 

Molly:	Thank you. Do you know of other studies that are non trauma-focused treatments that also look at exacerbation symptoms with PTSD treatments? I’m wondering if this seems to be specific to trauma-focused treatment or PTSD treatment in general. 

Shannon Wiltsey-Stirman:	I know there has been some studies around depression treatments. So his has some treatments that look at what she calls depression spikes which are defined slightly differently than we have here but essentially look at times when people get sort of temporarily worse and then better again. And so I know there are at least some out there around the depression literature that this is not specific only to PTSD.

Sadie Larsen:	Yeah and I think there was a study that Ellers and colleagues did that was CBT for PTSD but they had some conditions that were not trauma-focused. I don’t’ think they looked at exacerbations the way we did although they did look at worsening. They found that people were more likely to get worse on a wait list than when they actually entered trauma-focused treatments but they didn’t look at it kind up the ups and downs, the exacerbations the way that we did.

Molly:	Excellent. Thank you. Well that is the final pending question at this time but I would like to give either of you ladies a chance to make any concluding comments if you’d like.

Sadie Larsen:	Shannon, anything you’d like to say in concluding other than what we’ve said?

Shannon Wiltsey-Stirman:	I don’t think so. No, but thank you for your thoughtful questions. Especially on the second study we’re still doing some more analyses. We are also going to start looking at therapist factors so just to see if there’s anything other than the consultation strategy that they got that would predict exacerbations. But the questions that people had will certainly inform our thinking as we continue with these analyses. So thank you all. 

Molly:	That’s great. Well, thank you both so much for coming on and lending your expertise to the field and thank you to our attendees for joining us and this does conclude today’s session. I’m going to close it out in just a moment for our attendees. Please wait while the feedback survey populates on your screen and take just a moment to fill out those questions. We do look closely at your responses. So thank you once again everyone. And this does wrap up today’s session. 
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