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Rob:  As it’s just now the top of the hour I’d like to introduce our speaker today, Kristine Rae Olmstead is a Behavioral Epidemiologist with 20 years of research experience in Epidemiology and Psychology.  Her background includes extensive experience in designing, implementing, managing, and analyzing primary quantitative research protocols and tasks from military populations.  Her areas of interest include mental health, substance abuse, and pain among military personnel.  Kristine, can I turn things over to you?  

Dr. Kristine Rae Olmstead:  That sounds great.  

Rob:  There’s the popup.  

Dr. Kristine Rae Olmstead:  Thanks Rob.  Please bear with me I’m dealing with bronchitis.  I will do my very best to mute before I have to cough.  Oh, no I don’t want to leave the webinar.  On the front page here you see the title of_ 

Rob:  Kristine you need to click, I’m sorry to interrupt, you need to click on the dropdown arrow and choose show screen of monitor two, like we practiced.  Did you see the pop, yeah there you go.  

Dr. Kristine Rae Olmstead:  [unintelligible 01:02]  

Rob:  Yeah [unintelligible 01:04]

Dr. Kristine Rae Olmstead:  Are we good Rob?

Rob:  Yes we are.  

Dr. Kristine Rae Olmstead:  Wonderful.  All right.  I’m going to talk with you all today, thanks for joining us for my presentation on a research study that my colleagues and I finished recently regarding Stellate Ganglion Block for the Treatment of PTSD Symptoms.  My page down isn’t working.  

Rob:  If you click into the slide that’s displayed on the one screen you’ll be telling your machine that that’s the slides you’re interested in and you’ll be able to forward your PowerPoint.  

Dr. Kristine Rae Olmstead:  Thank you!  

Rob:  There you go.  

Dr. Kristine Rae Olmstead:  Standard disclaimers about views expressed herein are not, are the, those of the authors and not U.S. Government, DoD, we have no financial or other conflicts of interest.  

Rob, can I turn it over to you to, for the first poll question?  

Rob:  Certainly.  And that poll is now launched.  Kristine would like to know what your role is in VA?  Answer options are student, trainee, or fellow, clinician, researcher, administrator, manager, or policymaker, or other.  And you are allowed to select all that apply.  And if other is one of your choices feel free to use the questions pane, the questions section to tell us what other is.  Kristine we have a little over 70% of your viewing audience having made their choices.  Usually levels off right around 75, 80% so I’ll give people a few more moments.  

Dr. Kristine Rae Olmstead:  Wonderful, thank you.  

Rob:  And yeah it’s leveled off so I’m going to go ahead and close the poll and share out the results.  Nobody is a student, trainee, or fellow, 34% are clinicians, 50% answered researcher, 18% answered administrator, manager, or policymaker, and 8% answered other and we don’t have any details as to what other is just yet.  So now I’m closing that poll.  Would you like me to open up and run the poll that comes up right after this?

Dr. Kristine Rae Olmstead:  That would be great.  Thank you.  

Rob:  Okay here we go.  And that poll is now running.  The question is in which substantive field is your expertise focused?  Answer options psychiatry, psychology, and behavioral health, TBI, anesthesiology or pain medicine, and other.  And once again if other is your choice feel free to use the questions pane to tell us more detail about what other is.  And we have almost 70% having made their choices, so we’ll give people a few more moments.  Yeah and that’s leveled off at just about 80% so I’m going to go ahead and close that poll.  Whoops, I’m sorry.  I’m going to close that poll and share out the results.  And Kristine 62% answered psychiatry, psychology, and behavioral health, 17% answered TBI, 0% anesthesiology, and 21% other and we don’t have any details as to what other means.  But we’re now back on your slides.  

Dr. Kristine Rae Olmstead:  Great.  That’s super helpful in helping me tailor kind of what the next couple of slides look like.  I’ll go over very briefly what PTSD is, given so many of you are already familiar with the criteria being in psychiatry, psychology, or behavioral health.  There are four general categories of symptoms; intrusion this is the standard things like nightmares that we, or flashbacks that we hear about in the movies and TV.  Avoidance which is simply avoiding thoughts and feelings and places where, that remind the person of the trauma.  Negative alterations in cognitions and mood this is about feelings of worthlessness and the like.  And then arousal is, a good example of arousal is the hypervigilance and the duration of the disturbance has to be more than one-month long.             

Our colleagues at the VA National Center for PTSD published, excuse me, an evidence-based report in 2017 noting that exposure-based and cognitive processing behavioral therapies along with select pharmacologic treatments are the only ones that are currently evidence-based treatments for PTSD.  However they have significant disadvantages.  In particular psychotherapy has significant delays in relief and possible deterioration of the payment, patient.  Pharmacotherapy side effects can be severe; weight gain, sexual dysfunction, and as well as delays in symptom relief.  Both of these psychotherapy and pharmacotherapy challenges result in patient adherence issues and I think everybody on the phone knows if a patient isn’t going to take part in the treatment then they’re not going to get better.  

So what is the stellate ganglion?  It’s a cluster of nerves and nerve cells that are, you can think of as a switching station for the sympathetic nervous system.  That is what people typically think of as the fight-or-flight nervous system.  It’s located at the base of the neck near the C6-C7 transverse process.  So if you think about right above your collarbone the typical SGB is given on the right-hand side so just off to the middle of center to the right, above your collarbone is where the needle goes in.  You can see the line going to the sympathetic trunk on the image there.  That’s where the needle goes. 

Rob I’ll turn it over to you for the next poll question.  Rob?    

Rob:  Yeah.  And that poll is up.  And people are making their choices.  Question is, which best describes your research experience?  Have not done research, have collaborated on research, have applied for research funding, have led your own research, and other.  And Kristine people are just about finished we have over 80% of your audience having made their decisions.  So I’m going to go ahead and close the poll.  And share out the results.  And read them off to you, 14% say they have not done research, 42% have collaborated on research, 5% have applied for research funding, 35% have led their own research, and 5% say other.  And I’m closing that and now we’re back on your slides.  Kristine?  

Dr. Kristine Rae Olmstead:  Sorry, you were on mute while I was coughing.  Sounds like many of you have research experience which is super helpful for the rest of the presentation.  

Here’s a brief history of stellate ganglion block for PTSD.  It all started in 1990 when an author by the name of Lebovits published a case report of a young woman who was the victim of multiple gunshot wounds and ended up having chronic regional pain syndrome as well as PTSD, not surprisingly.  She was administered a series of SGBs to treat her chronic regional pain syndrome and low and behold her PTSD got better as well.  It’s important to note here, I should’ve noted earlier, that SGB has been used in interventional pain medicine for nearly a century to treat pain syndromes particularly chronic regional pain syndromes.  So at the time in 1990 SGB was a very standard treatment for CRPS but not for PTSD.  So it was a surprise to everybody when the young woman’s PTSD got better.  Fast forward to the middle 2000s, Dr. Eugene Lipov published a case report of a person who experienced immediate symptom reduction, between 80% and 90%, excuse me, in terms of I think it was the PCL scores.  To 2015 the largest then to date study included 166 people, it was case series of active duty service members where more than 70% saw clinically significant symptom reductions three to six months out.  So that was a really, our first indication that something was going on here that warranted further study.  In 2016, excuse me, Hanling and colleagues published a randomized controlled trial with 42 participants.  It was a single site trial.  They found no significant difference between SGB and sham treatment.  However the authors Hanling, McLay, and others were kind enough to share with us some of the challenges that they faced at a pain meeting and so we were able to make sure that we were addressing those challenges in our RCT which I’m about to present to you.  And then later in 2016 Summers and Nevin, Summers was doing her doctoral dissertation, in a complete literature review and you can find on the slide there that there were, there was evidence of substantial benefit and that may reduce barriers to therapy.  She also went on to mention decreased stigma later in her dissertation.  

So our study was the first large-scale multisite study of SGB for PTSD.  You can see our primary research questions there were, is, does right-sided SGB performed at two-time points, zero and two weeks, significantly reduce PTSD symptoms.  And then similarly does it result in significantly more improvement than the sham?  We did the study at three military treatment facilities; Womack at Fort Bragg in North Carolina, Tripler in Honolulu, Hawaii, and Landstuhl in Germany.  The travel involved for this research was really terrible.  Two to one active to sham randomization.  We ended up with 113 participants; 74 in active and 35 in sham.  We issued the CAPS-5 at baseline and at eight weeks.  Those of you who are familiar with, who are in clinical work with psychiatry, psychology, or behavioral health are aware that the CAPS is the gold standard for characterizing PTSD and diagnosing PTSD and its symptoms.  It is, as the name implies administered by a credentialed provider who then scores it.  We use the CAPS total symptoms severity score.  We’ll get into that a little bit later.  We also issued quantitative assessments at weeks zero, two, four, six, and eight.  The zero- and two-week assessments were implemented directly before the injections.  So we were able to capture any symptom change that happened before that follow-up ingestion.  Rob?  Do you hear a lot of noise?  Okay, I’m just going to go on.

Rob:  Yeah, I just, go on.  There was an audio problem at one of the other members.  

Dr. Kristine Rae Olmstead:  Okay.  We also uniquely did a qualitative assessment.  Many times randomized controlled trials and other quantitative research even if it’s accompanied by qualitative assessments but I think that in many cases is a mistake.  By talking with the participants we’re able to better characterize the data and the numbers.  So one of the things that we’ll go over later in the presentation is some of the quotes that we received from participants about the SGB itself and the information that they received.  Importantly the qualitative assessment was stratified by self-report.  People who were better or the same were lumped into one group of focus groups.  People who were worse were lumped into a different group of focus groups.  We did that so that we didn’t have to unblind in order to conduct the focus groups or key informant interviews.  

Inclusion and exclusion criteria.  The inclusion criteria are pretty straight forward for a randomized control trial; active duty status, status with anticipated stable assignment.  That was so we didn’t have to go chasing people all over the place if they PCS or have a permanent change of station.  Stable dosing for at least three months on psychotropic medications which is fairly standard for this type of research.  They had to have been offered an A-level treatment for PTSD symptoms prior to enrollment.  A-level are the DoD evidence-based treatments that I mentioned previously in the presentation.  They had to have been at least offered one of those prior to enrollment in this study.  And then a PCL-C score of 32 or greater.  PCL-C is the PTSD Checklist, civilian version.  The reason we used the PCL-C and not the PCL-M or military version is because we wanted to include all participants with PTSD regardless of whether it was a military-related traumatic exposure.  In other words if you had PTSD you were eligible and achieved these inclusion and exclusion criteria you were eligible for our study.  It did not have to be military-specific trauma.  Exclusions were prior SGB, history of bleeding disorder, a bunch of other medical stuff that you can see there.  We excluded moderate and severe TBI because there’s such, there’s a lot of conversation going on about the tremendous overlap of symptoms.  We did include mild TBI which was verified by an independent provider.  Suicidal ideation, importantly we’ve excluded service members who were undergoing Med Board or Retirement.  These are people who were being phased out of the military due to medical issues.  The reason that we did that is because we were concerned about people not wanting to report improvement in symptoms throughout the trial because they knew they were separating from the military and they wanted to protect their benefits from the VA.  So this concept of secondary gain that I’m sure many of you are familiar with.    

Okay.  Here’s our giant consort diagram.  I recognize it’s pretty busy so I hope you’ll forgive me for that.  We started out with 286 individuals at what we called the prescreen visit which asked questions like do you have access to the internet.  Very straightforward.  You can see on the side there that 43 were ineligible, unable to contact was 43, and 10 refused consent.  So we ended up at 190 with the screening visit.  Excuse me.  After the screening visit which largely focused on the inclusion/exclusion criteria we ended up with 123 baseline CAPS completed, that’s the CAPS-5 the Clinician-Administered PTSD Scale.  And following that we lost 10 before the baseline visit, 10 were lost to follow-up.  So in the end we ended up having an intention to treat completion rate of 95.6%, 74 as I mentioned were randomized to SGB and 39 were randomized to placebo.  You can see on the slide there we lost four to follow-up during the course of the trial.  

Some baseline characteristics.  Excuse me.  Baseline characteristics you can see that the SGB groups and the sham groups were not dissimilar.  That’s important in a number of ways, not to the least of which it means that our randomization worked so to speak.  We’re dealing with the same population in both groups.  Not dissimilar in terms of sex, rank, age at screening.  

And Rob I’ll turn it over to you for poll question number four.  

Rob:  Thank you.  And that poll is launched.  Kristine would like to know how familiar are you with PTSD assessment?  Answer options, not at all familiar, somewhat familiar, and very familiar.   Oh by the way Kristine I think that Dr. DePalma has fixed the audio problems that he was having at his end.  So I think we will be able to get comments from him after your presentation.  

Dr. Kristine Rae Olmstead:  Wonderful!  

Dr. Ralph DePalma:  Thank you very much Rob.  I’m sorry there was sort of a computer glitch on this end.  I bet you [unintelligible 18:48].  

Rob:  Great, we can hear you Ralph.  And that poll is at 85% have made their choices so I’m going to go ahead and close the poll and share out the results.  And Kristine I’ll let you know that only 6% say that they are not at all familiar with PTSD assessment, 43% say that they are somewhat familiar, and 51% say that they are very familiar.  And now we’re back on your slides.  

Dr. Kristine Rae Olmstead:  Wonderful.  Wonderful, thank you.  Not surprising giving the majority of our participants are in the behavioral health field.  

So a brief idea about the baseline PTSD scores.  You can see again that the groups were not dissimilar from each other.  The SGB group was similar to the sham group.  No matter how we assessed it.  There was, I mentioned before the CAPS, the Clinician-Administered PTSD Scale which is the gold standard.  I also mentioned the PCL-C the PTSD Checklist civilian version.  There’s also a PCL-5 which follows the DSM-5 criteria for PTSD and largely has displaced the PCL-C.  The reason we administered both the PCL-C and the PCL-5 was because at the time when we started this study the PCL-5s had been accepted but not yet validated, cut points hadn’t yet been established.  And we wanted to be able to be sure that we were able to come up with some valid assessment that wasn’t the CAPS.  So I hope that makes sense.  

Here you can see some of the effect sizes on the CAPS, getting into our findings now.  In terms of Cohen’s d you can see that the mean change between sham and SGB, the effect size was point five-six.  This is all presented in our JAMA Psychiatry paper by the way.  There’s nothing here other than the qualitative component that wasn’t in the JAMA Psychiatry paper.  You can see the baseline scores there at 39.8, 37.6.  And the mean change down at the bottom negative 5.79 in the sham versus negative 12.16 which is greater than the individual decrease of ten points in the CAPS-5 that was suggested to us as being clinically significant by Paula Schnurr of the National Center for PTSD.  As well as Frank Weathers and both of them are intimately familiar, I should say, with the CAPS-5.  So at the time that was the rock-solid best information we had.  So as you can see the negative 12.16 did significantly exceed what we consider to be the clinically significant change.  The effect size of point five-six Cohen’s d, those of you who are up on your Cohen’s d will know that that’s a pretty moderate effect size.  So it wasn’t in the stratosphere but it was certainly something to take note of.  

Here are the outcome measures along with effect sizes for the PCL-5 and the PCL-C.  Again we looked at both of them so that we could have an idea of how the completely validated, completely cut point established PCL-C looked in comparison to the PCL-5 which at the time was relatively new.  And once again you see effect sizes of point five three and point five-two.  Excuse me.  Both of those are adjusted for site, gender, age, visit number, and interaction between visit and treatment.  That was something that the journal requested we do.  Excuse me.  

Additional findings.  Effect sizes for the PHQ-9, the PHQ-9 is, assesses depression, depression symptoms.  The mean change in the sham you can see was point, negative point nine two, as opposed to point, negative 4.11 in the SGB group.  This effect size shows a moderate effect for Cohen’s d for improvements on depression.  Which was somewhat a surprising finding to us given that nothing had been remotely reported in the literature before.  However it’s not surprising in that depression and PTSD are highly comorbid.  Similarly the GAD is the Generalized Anxiety Disorders seven-item instrument.  And you can see there that the mean change had a Cohen’s d of point five-eight.  Again, a moderate effect size but still something to take note of.  

The K6 looks at the mean change as negative point one six and negative 2.52 was [unintelligible 23:59] effect size of point four nine which is again pretty moderate for Cohen's d.  And then pain.  Excuse me.  One of the things that we looked at was a standard pain score with the ten, we used the VA’s interpretation with the ten points on the Likert scale.  And you can see there that while the, there’s a pretty low effect size a low Cohen's d but it’s suggestive that something might be going on in terms of pain with SGB compared to sham.  

Finally the SF-12 looks at mental and physical functioning.  Again pretty low effect sizes here, not a whole heck of a lot to report.  But again something potentially worth looking at in the future.  I hope I’m not going too fast.  

And at this point the formatting for my slides completely took off.  The adjusted primary outcomes, the journal wanted us to look at the per-protocol population, in other words the people who fit the intention to treat population.  But excludes participants who withdrew or were lost to follow-up following completion.  In other words these are people who were in the protocol as we designed it versus those who were baseline PTSD positive.  That uses the PTSD, the Clinician-Administered PTSD Scale, the CAPS-5.  So as you can see here these results in terms of mean change also show that when you look at not only the per-protocol population but among those who had PTSD at baseline the sham, the PTSD group did significantly better than the sham group.  I hope that makes sense.  

And Rob I’ll turn it over to you for another poll question.  

Rob:  Thank you.  That poll is now launched.  Poll question is, how familiar are you with the concept of adverse events in research?  And answer options, not at all familiar, somewhat familiar, and very familiar.  Kristine answers are streaming in as they had been for the last couple.  This one’s going pretty quickly.  And it looks like things have leveled off so I’m going to go ahead and close the poll.  Share out the results.  And I’ll read them off to you, only 2% are not at all familiar, 40% are somewhat familiar, and 58% are very familiar.  And now we are back on your slides.  

Dr. Kristine Rae Olmstead:  Wonderful.  Thank you.  So the next slide shows adverse events that were reported during the course of our randomized control trial.  For those of you who are a little less versed in adverse events, that was a mouthful, any event that could remotely be considered related to the treatment, basically anything that happens or you or the provider notices during the course of implementing the protocol.  It’s reported as an adverse event.  So you can see for instance one of the adverse events for participant ID 3008 was detection of a nodule or cyst in the thyroid gland.  That’s certainly not related to the procedure but it is considered an adverse event that had to be reported.  The only one, adverse event that was clearly related to the protocol was pain and redness at the injection site which is as you can see there’s only one person here who reported it.  Not at all typical with this particular treatment.  And you can see that, excuse me, most of the adverse events happened during the week zero procedure and only a couple of them happened at the week two procedure.  

A quick summary of our results.  The mean improvement in CAPS score eight weeks post-treatment was significantly higher in the SGB group than the patients treated with the sham.  And the point estimate for meaningful improvement exceeded the predefined clinically meaningful difference of ten points for the CAPS-5, again that was negative 12.6 points.  The secondary results of the study showed that SGB saw improved not only PTSD but depression, distress, anxiety, and to a lesser extent but still worth looking at pain and physical and mental functioning compared to those receiving the sham procedure.  A note on guessing, a lot of times a good solid randomized controlled trial will include, excuse me, will include a question at some point that asks participants to guess which treatment arm they think they were included in.  Important to note here that our guesses which took place at week four, participants did not differ significantly from 0.5 which is what we would expect as a random guess of study arm.  SGB, in the SGB group little more than half guessed correctly whereas in the sham 64% guessed correctly which again shows that they are not dissimilar from point five.  

Strengths and limitations.  There are always limitations.  We’ll go over the strengths first because those are more fun.  This was a blinded sham procedure controlled randomized study.  It’s important to notice that its, we implemented standardized in-person training of the providing physicians and research coordinators.  We traveled to each of the sites to train them in the protocol and then we conducted booster sessions by phone and web meeting to be sure that everybody was kept up to snuff on the protocol and procedures.  Our study had greater than 90% power to detect the previously stated ten-point difference from week zero to week eight.  We had a very high completion rate, only five participants lost to follow-up.  Excuse me.  We had rigorous methods to make sure that lessons learned from the Hanling, McLay et al. study were taken into account.  Many thanks to them for their willingness to share that with us so that we could be sure our study was good and strong.  And then diverse study sites yet similar demographic distributions which showed again that the study site did not have an effect on the treatment outcomes.  Limitations are always important.  Excuse me.  There were fewer participants enrolled than anticipated.  That’s kind of always the case with a randomized controlled trial but yet as mentioned under the strengths we were able to come up with greater than 90% power.  Power is essentially a mood point when you come up with positive results.  But the 90% did indicate that we had the power to come up with something if in fact it was there.  We were unable to blind the anesthesiologists to the intervention they performed.  That was for a host of reasons.  Mostly logistical.  And then one of the things that I didn’t go over earlier, my apologies, is the Horner’s Syndrome.  Horner’s Syndrome is a standard side effect of the stellate ganglion block.  It includes a true BI [phonetic], changes in the pupil and a red eye on the side of the SGB, in this case on the right-hand side.  Theoretically only participants in the SGB group should get the Horner’s Syndrome.  The Horner’s Syndrome pretty much means that the provider hit the spot.  We couldn’t unblind people from that but again people were not, excuse me, not dissimilar from 0.5 in their guesses.  So that implies that this wasn’t a tremendous problem.  

The qualitative findings.  One of the things that I mentioned earlier is that, excuse me, is that we included a qualitative component to our research because data are cool but they don’t necessarily mean as much as they do when you can accompany them with useful information from the people that are suffering, that are participating in the trial themselves.  You can see here a number of important quotes about SGB, physician engagement, and the importance of family.  It’s important to note that more than one-third of participants indicated they would try anything that might help.  They were at their wits end.  They, most of them had tried a number of other options be those medications and/or psychotherapy.  We had one participant state that they would rather die trying to get better than waiting around being miserable.  That was hard to hear but that was, that was stated by more than one person and in different words.  And then we had one person who said that if you told him, him or her, at the point again would fix their symptoms they would deploy again tomorrow.  That’s pretty powerful.  One of the things that participants really appreciated was the degree to which the providers interacted with the patients before and during the treatment.  One of the providers at one of the sites personally calls the patient before the procedure.  And participants who were more than, actually more than one participant who received a personal call indicated that that was really important.  That helped them feel at ease.  And then the family factor.  Those of you who deal with PTSD understand that there are really family implications for PTSD as well.  Many people indicated that they were doing this not only for themselves to feel better but because they knew that their family was tremendously impacted by their condition.  

More qualitative findings.  Because stellate ganglion block impacts the stellate ganglion which is a switching station for the sympathetic nervous system, it’s perhaps not surprising to, excuse me, to learn that reductions in hyperarousal were frequent.  Most people indicated some form of that first statement there which was, I was more relaxed after SGB it was what normal people feel like and I was missing out on that for a long time.  I can tell you that we heard stories of people lying on the table and the needle being taken out of their neck and them almost bursting into tears because they felt like this tremendous weight was lifted off their shoulders.  That’s powerful to hear from somebody who was suffering.  Other people talked about their ability to kind of take a moment and, take a moment and not lose their cool when something happened.  They talked about not getting road rage as easily, which is important.  And SGB feeling, it felt like it gave them a buffer to going between the zero to ten zone.  So lots of potential impacts there, on hyperarousal.  We do have data on the different categories or criteria of PTSD diagnosis.  We just haven’t analyzed those yet.  But we do anticipate that the hyperarousal criteria is going to be the one that shows the most impact as a result of SGB.  Importantly SGB was thought of as helping people address things in standard psychotherapy.  It, people talked about SGB as opening a door and walking through that door and helping them go through standard psychotherapy to kind of get the work done that they needed to do.  Whereas before SGB they would be in psychotherapy and thinking about the traumatic event or, and related events ramped up their anxiety so much that they weren’t able to progress in psychotherapy.  So this first quote here talks about removing the negative physical aspects of participating in psychotherapy.  And SGB took away the internal anxiety so I could feel safe enough to process.  So it’s important to note at this part, point that, excuse me, SGB is not considered to be a cure for PTSD.  Nobody in their right mind would call it a cure.  We always build it in our research and the colleagues that I have who are implementing the procedure always state about the, state the importance of standard psychotherapy to be able to deal with the thoughts and processes that contribute not only to the person’s own, excuse me, suffering but also to their families.  And the quotes on the far right illustrate that notion.  My screen isn’t moving.  There we go.  

The next steps for our research.  For the randomized controlled trial we want to evaluate the durability of the SGB treatment.  We have data for the PTSD symptoms at zero, two, four, six, and eight weeks that we have yet to characterize.  One of the useful things there would be to look at the degree to which people were better from zero to two weeks and then two to four weeks to see whether one, and then zero to four weeks to see whether one treatment or two treatments carries an additive effect.  We want to look at whether DSM-5 Criterion E which is the arousal and reactivity symptoms are more improved during SGB treatment, then the other criteria.  We want to look at whether the Horner’s Syndrome I mentioned density which is kind of the apparentness if you will of the Horner’s Syndrome, does that serve as a moderator for the SGB treatment effect.  In other words does somebody with more of a Horner’s Syndrome get better from SGB than somebody who has a very mild Horner’s Syndrome.  And then finally we have information on concurrent medication use.  We also have information on concurrent behavioral therapy, behavioral psychotherapy, excuse me.  We want to look at the degree to which concurrent medication or psychotherapy implementation is related to the effectiveness of SGB.  We have all those data.  And we very much look forward to analyzing those.  For the qualitative study we want to spend more time characterizing participants experiences.  We have a tremendously rich dataset regarding the qualitative findings that we have yet to pour through.  We did focus groups and key informant interviews not only with participants but with their families and with providers across all three of the study sites.  So as you can imagine we have a wealth of data to pour through there.  We also want to use the qualitative data to identify any gaps in pre- or during procedure or even post-procedure information provision.  So that providers who are practicing the SGB treatment can better communicate with their patients before, during, and after.  

Excuse me.  Here’s my contact information.  At this point we’ve reached the end of the program and Rob is it time now for questions?  

Rob:  It sure is and we have a number of them queued up.  But this first one and its follow-up are regarding Horner’s Syndrome which I heard you address multiple times.  I’ll read them quickly I’m not sure if you want to respond.  Did the majority of the active block participants experience Horner’s Syndrome and if so did this unblind the study to both staff and patients?   

Dr. Kristine Rae Olmstead:  The answer to that is yes.  We have not looked at the density data yet but to the best of our knowledge all of the participants who were in the active group, excuse me, did get a Horner’s Syndrome.  Theoretically that indicates the loss of blinding however once again I think it was 62%, only 62% of the people in the active group guessed correctly.  So that means there was 38% of the people in the active group guessed incorrectly and that difference was not dissimilar from point five which indicates that at least in part indicates that that unblinding wasn’t a problem.  It’s an excellent point though that the person brings up.  

Rob:  Thank you.  That question did come in well before you talked about Horner’s Syndrome.  

Dr. Kristine Rae Olmstead:  Okay.  

Rob:  If the right-side injections are critical for the therapeutic effect why was a left side injection group not included to assure blinding?  

Dr. Kristine Rae Olmstead:  The right side is used for a standard SGB because there is less cardiac-related structure on the right-hand side as I understand it.  That would be a question that my physician colleagues can answer better than I, but right side is absolutely standard and to be very clear the sham that we used, which I didn’t go over, my apologies, was an injection of two to three mils of normal saline, about a centimeter away from the stellate ganglion.  Whereas the active SGB was seven to ten mils of bupivacaine which is the standard medication used for SGB performed under ultrasound.  The reason we didn’t inject normal saline directly into the stellate ganglion is because nobody knows whether injecting cold saline onto the ganglion might produce an effect in and of itself.  We didn’t want to take that chance so that’s why we chose that as our sham.  It would be, increase the risk to an unacceptable level in our opinion to do SGBs on the left-hand side.  Again due to the prevalence of cardiac stuff on that side.  

Rob:  Thank you.  The next one that came in, this person says I may have missed this are there any outcome data beyond six weeks after the second injection?  

Dr. Kristine Rae Olmstead:  Yes.  Our study went up to eight weeks.  So, oh six weeks after the second injection, so no.  We have no data past eight weeks post-baseline. 

Rob:  Thank you.  

Dr. Kristine Rae Olmstead:  Yeah.  

Rob:  Ten points decrease on the CAPS is used to measure intraindividual change as an indicator of response, were you able to look at what percentage of each group achieved response?  

Dr. Kristine Rae Olmstead:  Yes we were.  Let me pull that slide up.  Oh actually we don’t have that slide in here.  The, so the question as I understand it is were we able to look at ten points decrease in the sham arm and the active arm, is that correct?  

Rob:  Let me read it again.  

Dr. Kristine Rae Olmstead:  Thank you.  

Rob:  It starts with a statement that ten-point decrease on the CAPS is used to measure intraindividual change as an indicator of response.  

Dr. Kristine Rae Olmstead:  Mm-hmm.

Rob:  Period.  Question, were you able to look at what percent of each group achieved response?  

Dr. Kristine Rae Olmstead:  So if I understand that correctly we’re talking about the SGB group versus the sham group.  The answer is yes.  I did not report those data here as the person astutely noticed.  That ten-point difference was achieved more in the stellate ganglion block group than the sham group.  And that’s a limitation of my presentation.  I should’ve included those data here.  

Rob:  Thank you.  This person asks, oh they say thank you so much.  Is EMDR adjunctive?  

Dr. Kristine Rae Olmstead:  We would consider SGB to be adjunctive.  Again EMDR is included in the National Center for PTSD and the DoD list of evidence-based treatments.  So we would always consider SGB to be adjunctive.  As indicated a couple of times in the presentation we really feel like SGB serves as a gateway to better allow participants to participate in standard, what DoD calls A-level treatments like EMDR.  

Rob:  Thank you.  These next few questions were sent in quickly.  I can tell they didn’t use full sentences but this person writes, good results with ketamine?

Dr. Kristine Rae Olmstead:  I know nothing about ketamine.  

Rob:  Okay.  Can be done along with naloxone and/or ECT?  

Dr. Kristine Rae Olmstead:  That is a very clinical question.  I’m a lowly research epidemiologist and I’m afraid I don’t know the answer to that question.  

Rob:  Thank you.  Those are all the questions that we have queued up at this time and there may be more that come in.  But now I think is an excellent time to ask if Ralph is there, audibly.  

Dr. Ralph DePalma:  We are here.  We were tuned in as a participant.  But I’d like to thank Kristine for powering through this extensive presentation with her upper respiratory and bronchial difficulties.  It was [unintelligible 49:21] it shows her experience with 20 years of expertise in designing, implementing, and managing a quantitative research protocols for the military in which this particular one was done.  It’s attracted a considerable amount of attention and certainly I’m sure there’ll be further uptake studies.  One question I had if you don’t mind, why, what happens to the left-handed people?  Does it make a difference?  

Dr. Kristine Rae Olmstead:  To the best of our knowledge handedness has nothing to do with it.  Somebody else has asked me that question before.  To the best of our knowledge it’s completely irrelevant.  Again the reason for doing the SGB on the right-hand side is because all the, there’s more cardiac stuff on the left-hand side.  

Dr. Ralph DePalma:  Thank you very much.  

Dr. Kristine Rae Olmstead:  My pleasure.  I recognize I buzzed through some of the nuts and bolts of what is SGB at the beginning.  If there are any questions that pop up about that I would be happy to review.  

Rob:  There are no other questions pending at this time, but we still have nine minutes before the top of the hour.  So if you wanted to go into more detail on those items, by all means.  

Dr. Kristine Rae Olmstead:  I’ll be happy to.  Let me, pardon me buzz back up to the very pretty, next slide.  So I mentioned very quickly a standard stellate ganglion block is injection of seven to ten mils of a short-acting medication usually ropivacaine or bupivacaine you can think of it as very similar to the novocain you would get at a dentist office for a minor procedure, into the stellate ganglion which is right around, above your collarbone just off-center to the right-hand side.  You can see the sympathetic trunk in the image on your screen, is where the needle goes.  And you can actually see the little needle in the image.  So seven to ten mils of ropivacaine is what we used in our research and, as the active group.  As opposed to two to three mils of normal saline about a centimeter away from the stellate ganglion was our control group, or sham group.  And again the reason we, our providers injected the normal saline a centimeter away from the stellate ganglion is because nobody knows, well somebody probably knows but they aren’t talking about whether injecting cold saline up against and into the stellate ganglion might produce an effect in and of itself.  So it’s entirely possible that it’s the pressure or the temperature.  As far as we know it’s the numbing of the stellate ganglion that causes the changes in PTSD symptoms.  It’s important to note too that just like the novocain at the dentist office the ropivacaine or bupivacaine used in a standard SGB wears off in four to six hours.  The person’s Horner’s Syndrome goes away if they had one.  They typically are watched in the clinic for about 20 minutes after the procedure and then they’re sent on their way home.  They usually have to have a driver.  The procedure itself is very quick.  The procedure takes less than five minutes.  The person lies on a table, the procedure table in their street clothes, with a gown over them and the area is of course sterilized.  They have prior to that, they have an IV inserted in case something goes wrong, they have that already established.  They lie down on the table.  The area is clean and sterilized.  A very little bit of local numbing medication is injected to the area and then the SGB is performed.  So again, the person is on the table for approximately five minutes.  I’ve had providers, behavioral health providers at Womack Army Medical Center at Fort Bragg ask me you know if they could watch a procedure or if they would have to like scrub in.  The answer is no.  The person’s laying there on the table, it’s very similar to somebody getting you know an injection into a joint.  We were able to watch several of them as part of this research.  And it was really surprising to me how smooth and quick the procedure itself was.  So I hope that helps.  

Rob:  We did get another, actually it’s a comment in, and I think this is in response to the question that you answered I’m a lowly researcher, I don’t have the answer to that question.  And this person writes the aortic arch and major blood vessels are on the left in the vast majority of humans except in case of situs inversus.  Therefore it is much safer to inject on the right side.  

Dr. Kristine Rae Olmstead:  Wonderful, thank you.  I was hoping one of, I was hoping one of the people on the call would be able to more clearly articulate that than I.  

Rob:  Well that was the last question that we have queued up.  At this time I would like to give Dr. DePalma closing comments opportunity and then I’ll do the same for you Kristine when he’s finished. 

Dr. Kristine Rae Olmstead:  Thank you. 

Dr. Ralph DePalma:  Well again Kristine, many thanks for powering through this and especially the question about the left, about injecting the left side with regards to the major vessels.  And thank you very much for the interchange and really hope to see more work from your group.  Rob.  

Rob:  Actually we had one more question come in Kristine so I’ll ask you to answer that question and then give closing comments after that if you would.  Did both groups get driven home?  

Dr. Kristine Rae Olmstead:  Yes.  Everybody in both groups were required to have a driver.  And my only closing comment is really that we were excited to learn that in our population SGB worked.  I think the past research indicating that there was no difference between SGB and sham gave us a little bit of pause.  It’s important to note again that SGB really should be an adjunct.  It is not a cure for PTSD.  We really want to drive home that notion that SGB should be done in conjunction with standard behavioral health care.  And then finally nobody knows how SGB works.  There have been some hypotheses reported in the literature that has to do with the sprouting of particular kinds of neurons, I believe the ascetical and ergic neurons in and around the brain and stellate ganglion area but those have yet to be shown to be correct.  And so we don’t really know how SGB works, we just now know that it does.  And I really appreciate the opportunity to present to you.  I appreciate you dealing my froggy voice and I’m delighted to have participated.  

Rob:  Well thank you Kristine Rae Olmstead and thank you Dr. DePalma for making this available.  Kristine thank you once again for preparing and especially presenting while you’re sick with bronchitis.  

Dr. Kristine Rae Olmstead:  It’s been my pleasure.  

Rob:  I do apologize, I’m sorry.  I do apologize to anybody who had audio problems today.  I think there were more than just Ralph’s.  Audience members when I close the webinar momentarily you’ll be presented with a short survey.  Please do take a few moments to provide answers to those questions.  We send those to the presenters and review them to continue to bring you high-quality Cyberseminars such as this one.  And with that I will close the webinar and wish everyone a good day.  Thanks again Kristine.  

Dr. Kristine Rae Olmstead:  Thanks Rob.  
 

[ END OF AUDIO ]


