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SHAHRDAD LOTFIPOUR, PhD:  Basically it’s titled “The Gloria Neidorf Memorial Lecture”, and unfortunately Lori was not able to make it, but in her place Dr. John Brooks will be taking her place and basically sharing with you her talk, and Dr. Brooks is the Associate Professor of Psychiatry at the Semel Institute for Neuroscience and Human Behavior, and he’s going to be presenting Dr. Altshuler’s talk titled “Treating Bipolar Disorder”. So just a little bit of a background on Dr. Altschuler.  She is a Distinguished Investigator.  She is Professor in Department of Psychiatry and Biobehavioral Sciences.  She’s the Julia S. Gouw Chair in Mood Disorders and the Director of the UCLA Mood Disorders Research Program.  She has multiple publications in “American Journal of Psychiatry”, “The Journal of Clinical Psychiatry”, “Bipolar”, “Academic Medicine” and many more, and she has multiple grants.  So with no further ado, let me welcome Dr. Brooks.

JOHN BROOKS, III, PhD, MD:  There we go. Dr. Altshuler unfortunately couldn’t be here because of a last minute death in the family, so she asked me to deliver the lecture for her, so not having given her lecture before, we’ll see how it goes, but this is the “Gloria Neidorf Memorial Lecture”, and what I’m going to be talking about today is the treatment of bipolar depression, and these are Dr. Altshuler’s disclosures.  Mine would only overlap with Merck.  So one of the things, as people may be familiar with bipolar disorder, is it’s characterized by a lot of ups ...

WOMAN:  Could you speak louder?


JOHN BROOKS, III, PhD, MD:  Louder?  Okay.  Move this up a bit.  Is that better?


MAN:  Yeah. 


JOHN BROOKS, III, PhD, MD:  Okay.  What I was saying, in bipolar disorders as people may be familiar, it’s characterized by many ups and downs, and the particular cycles that people go through are very individual, and the length between cycles, the amount of the highs and the depth of the lows all varies according to the individual.  As you also may be aware, bipolar disorder is usually referred to as manic-depression and is characterized by periods of mania where people have elevated mood, rapid thoughts.  They can be very grandiose, engage in a lot of impulsive and, at times, self-destructive behaviors because of the impulsivity, and they also greatly increase their goal-directed behaviors in terms of starting many projects which they aren’t able to stay organized long enough to finish. For mania, interspersed with periods of feeling okay, or what we refer to as euthymia, there are also periods of depression, and that’s what we’re really going to focus more on today, is the depressive aspects of bipolar disorder, because that’s the area that’s really the importance which is not fully appreciated.  

In periods of depression, as you may think, people go through periods of the day where they feel depressed most of the time. They have decreased energy, increased or decreased appetite, insomnia and usually a decreased amount of movement and activity, decreased involvement in their normal activities. Now, bipolar disorder in particular, even though major depression is fairly common amongst the population, amongst mental illnesses, bipolar disorder is less common. It is prevalent in about ... this is one percent.  Other people usually say about three to four percent of the population, and even though that sounds like a reasonably small number at three percent, bipolar disorder, relative to major depression, accounts for much more disproportionate amount of costs related to illness.  


For example, even though major depression may be about three to four times more common than bipolar disorder, bipolar disorder accounts for about half as much in terms of health care costs and even more than that in terms of time lost from work when compared to major depression. So even though it’s not as common, the cost to society and the impact on the individual are actually disproportionately greater than in major depression, for example. 

Bipolar disorder usually has its onset in the early 20s, and there are even earlier onset cases where patients experience onset before the age of 20 about a fourth of the time.  One area that my research focuses on is bipolar disorder in older adults, which I’m not going to go over here, but just as an aside since I’m here, and I’m giving the talk, and I can talk about it.  (Laughs)  What you actually see, if you look at older people, and by older we take a very liberal definition of older, starting at 55, and what you see is if you look at people 55 and older who have bipolar disorder, the age of their illness onset is often in their early 40s.  So there’s actually distribution in terms of age of onset of the illness from those most common in the 20s.  You can also see it later in the 40s as well.  

In bipolar disorder, the incidence of suicide is relatively high at about 15 percent, and that’s most common in what we refer to as mixed episodes which you can think of as sort of a combination between manic and depressive episodes.  So patients aren’t feeling good.  They’re depressed, but they’re fairly agitated and have increased activity.  In almost all cases of bipolar disorder, there is some recurrence of the illness after the initial episode, so it’s not just, as you might know, a one-time thing. Interestingly, you may have also heard of seasonal affective disorder which is described as a variation in mood according to the seasons and is thought to be related to perhaps length of day.  

Some people have argued that that could be a variant of bipolar disorder, and if you look at bipolar disorder itself on this slide, what you see is that incidence of depression increased in the spring months and the fall and decreases over the summer, whereas mania begins its upswing in March, and it’s kind of on a down curve by September and October. I used to work in a VA hospital at Stanford for about 12 years before coming to UCLA, and on the inpatient ward there, I can tell you March was a very busy month, because I think amongst the population we treated, this was a much steeper curve.  (Laughs)  So March could get very, very busy.  


Now, often times in bipolar disorder, which to some extent is correct, people do relatively well when they’re not at the extremes of a mood episode.  However, there are several studies that have shown that depression is a major factor in bipolar disorder, even more so than the manic episodes.  Manic episodes tend to get more attention just because of the content of the elevated mood and the increased activity and the things that people do, but in terms of the impact on the person with bipolar disorder, actually depression is relatively important.  

In these two studies, there were around 600 people. Bipolar type I patients ... those are patients who have mania and depression in contrast to type II which I’ll talk about in the next slide ... spend about 30 to 35 percent of the time in a depressed episode and about 10 to 12 percent in a manic episode. So people spend about three times as much time depressed as they do manic.  So you can see, then, in terms of treatment, even though many treatments focus on mania just because of the explosiveness of it and everything, depression’s rather important as well.

One thing that Dr. Altshuler and I have been working on is in terms of bipolar type II, and bipolar type II differs from type I in that instead of episodes of mania, there are episodes of hypomania.  So instead of being quite as disorganized or perhaps having any symptoms of psychosis, it’s just an elevated mood which usually is pretty enjoyable and can actually appear to have increased productivity unless things get just a little too far to the hypomanic side, in which case they fall apart.  


But amongst type II bipolar patients ... this slide actually should say number of weeks hypomanic, since bipolar type II by definition can’t be manic ... they spend an even greater percentage of their weeks, according to this most commonly cited study, depressed.  They spend about 50 percent of their time depressed and about two to seven percent of the time in an elevated mood episode such as hypomania.  So you can see even though a lot of focus is usually drawn on manic or perhaps hypomanic episodes, bipolar depression is really rather important in terms of the impact on someone’s life.  


There are different options, which is what we’ll focus on today, the different options of treating bipolar depression. There are a number of approved treatments, and they’re not specific to bipolar type I or type II depression but bipolar depression in general, and they range from antidepressants to lithium, anticonvulsants such as anti-epileptic drugs which have become relatively effective, lamotrigine and valproate.   I’ll go over some of this in a little bit detail in terms of how well each ... I won’t go through each one in detail, but how well some of them address treating depression versus others, 

Some medications, which are previously referred to as antipsychotics, have since been found to have a pretty significant effect on bipolar depression, namely quetiapine or Seroquel, and then a combination of olanzapine which is Zyprexa plus fluoxetine.  These medications have also been found to have significant mood stabilizing properties in terms of treating mania, so even though they were initially approved by the FDA for treatment of schizophrenia, they’ve actually found a much wider use as additional trials have been done.  

Other medications that have been effective include pramipexole which is a bit newer, modafinil, which is usually used for daytime sleepiness, pindolol, which is a beta blocker, and various stimulants.  Some people have some debate over using stimulants in bipolar disorder in terms of precipitating a mood elevation, but the data on that aren’t completely clear.  Other therapies that have been used in terms of treatment of depression are light therapy which usually requires the light to be within a specific wavelength, sleep deprivation and then herbal remedies such as St. John’s Wort. Omega-3 fatty acids specifically with different balances of the acids within them can be effective for some people.  

Other newer treatments that you may have heard of include repetitive transmagnetic stimulation, transcranial magnetic stimulation where magnetic probes are placed outside the skull, and then you focus magnetic waves towards specific areas of the brain, vagal nerve stimulation and electroshock therapy, or ECT.  Lithium’s been used in bipolar disorder for quite a while, and it’s usually been used to ... it’s associated with treating elevated mood.  However, over the years there’s been quite a bit of data that suggests that lithium is effective in treating depression and bipolar disorder, and not only is it effective in treating depression, which I’ll go over in a bit, but it also has been shown to reduce the risk of suicide in particular.  

This is collective data across several studies, but with and without lithium the number of suicidal acts per 100 patient-years is about two, and the patients on lithium, that decreased to about a quarter.  So it’s about a seven to eight-fold decrease which is what’s reflected in the risk reduction ratio. If you’re on lithium, you have about a seven-fold decreased risk of engaging in suicidal act over time.  However, even with this, this 0.26 is two times greater than the risk of suicide in the general population which is about 0.1.


As I mentioned, lamotrigine is a very good treatment for depression, bipolar depression, and interestingly, the approval it isn’t actually as a treatment for bipolar depression but is maintenance treatment for bipolar depression which makes life a little bit complicated in terms of when you actually start lamotrigine, because if it’s good for maintenance but not acute treatment, it doesn’t make a lot of sense.  As we’ll see, however, in a couple of slides, there are data that suggest the lamotrigine is, in fact, a pretty good treatment for bipolar depression.


Without going through these in details, basically what I’m going to go over in the next slide is kind of a combination of a couple of studies that looked at lamotrigine as a maintenance mood stabilizer for patients who were either recently depressed or manic with bipolar type I, and this included about 1,300 patients, and these were in a placebo-controlled trial, and what you see, lithium was included too, not to compare the effectiveness of lamotrigine and lithium, which would be interesting, but the study wasn’t designed for that. It was basically to ensure that there was some effect, but what you see is this is the percentage of patients who remain intervention-free after starting either lamotrigine at 100 to 400 milligrams a day or lithium or placebo. 

So as you can see, as you go out here, the orange lamotrigine line stays much higher than the other two, and statistically that’s separated from the placebo condition, meaning that lamotrigine kept patients intervention-free after depressive episode in a manner that was superior to placebo.  After 18 months, even though it looks like it’s higher than lithium here, after 18 months, as you can see, the ending percentage is 60 percent of the people on lamotrigine were intervention-free versus about 40 percent who were depressed. 


So in this slide we’re looking at ... oh, we’ll skip that slide.  So as I mentioned before, there are two FDA-approved agents for the treatment of bipolar depression.  One is Seroquel or quetiapine, and the other is Symbyax which is a combination of olanzapine, which is Zyprexa, plus fluoxetine, which is formerly Prozac before it went off patent, and these two, as single-agent treatment for bipolar depression, are actually fairly effective.  If you look in this study, I don’t remember exactly how many people were in it ... oh, there we go.  It’s about 700.  


If we look at the red line, which is the olanzapine/fluoxetine combination, versus green, which is olanzapine alone, versus the yellow squares which are just placebo, what we’re looking at here is this graph is, of course, flipped around, so this is improvement.  So as your depression rating scale score goes down, the better you are.  So you want to be as low on this graph as you can, because that means that your depression is decreased.  What you see is even as early as about a week and a half or two weeks, the olanzapine/fluoxetine combination begins to separate from placebo, and as you go through time, the separation gets even greater and then maintains through week six to eight. 

And even though olanzapine has been found to have some antidepressant effects itself, because as I mentioned some of the newer antipsychotic agents have been found to be good at mood stabilization and treatment of depression, you can see that by combining it with fluoxetine you get an extra benefit here over just Zyprexa alone. Now for quetiapine, or Seroquel, I should back up.  

If we know that olanzapine and fluoxetine are pretty good at treating bipolar depression, then you may wonder, well, is it effective enough?  But one of the issues with Zyprexa is that it’s not uncommon that people gain a fair amount of weight with it due to increased appetite which leads to what you’ve probably heard of as metabolic syndrome as an increased incidence of diabetes. And so even though it’s effective, often times telling people that they need to eat less food and exercise more is not an effective way to counteract the increased weight gain associated with Zyprexa. 

So if you look at quetiapine, quetiapine has, while it’s certainly not side effect-free, it has a little bit more favorable weight gain profile relative to Zyprexa. In the study that I’ll talk about just briefly, patients went through a one to four-week washout of medications, so they became medication-free, and then they were assigned to either placebo for eight weeks, 300 milligrams of quetiapine or 600 milligrams.  Before I get to the results, normally when quetiapine is used in the treatment of schizophrenia, typically you see doses on the order of 600 to 800 milligrams a day or, in some patients with more chronic conditions, that can even go higher, up to 1400 or 2000 milligrams a day.

However, as you’ll see with bipolar depression, the efficacy is not necessarily associated with a greater dose, and what was found in this study is that both 600 and 300 milligrams of quetiapine gave rise to equal efficacy in the treatment of depression, and this was not a treatment in terms of just seeing a response but actually treatment to remission, and they defined remission as a score of less than 12 on the Montgomery-Asberg Depression Rating Scale.  A score of less than 12 is usually considered within the range of kind of a normal good mood, less than 12.  

So you can see here, both of them relative to the placebo rate of about 26 percent or so, you can see that quetiapine 600 and 300 milligrams led to equal efficacy.  Now, with quetiapine, the major side effect is drowsiness, and for most people 600 milligrams is associated with more drowsiness than 300, and so it makes sense if you can get away in terms of with the lower dose, then you can also decrease the side effect profile. If we looked in both ... and this trial which was published I believe last year, the EMBOLDEN trial, it looked quetiapine 300 and 600 versus placebo in bipolar type I and type II depression, and again we see the same thing that we saw in the other slide, namely that in terms of decreasing your depression score, 300 seems to work quite best, although it’s not enormously different from 600.  Again, you get a significant response of 300 milligrams per day relative to placebo, and this was an eight-week study. Let’s pop over to this one.  

So it’s not the case that all of the atypical antipsychotics are associated with improved treatment of depression, even though you can see improvements associated with quetiapine and olanzapine.  Another medication, ziprasidone, which also has the trade name of Geodon, hasn’t really been shown to improve depressive symptoms, and in two studies of ziprasidone in the treatment of bipolar depression, they tried a lower dose of 40 to 80 milligrams a day versus a higher dose of 120 to 160, and the primary outcome was the same depression scale that we saw in the previous studies. In neither study did they see any effect on bipolar depression by ziprasidone when used as mono therapy. And these are just the curves for that, showing you that as your depression score decreases over time, ziprasidone in different doses, the red and yellow, versus placebo here in green, don’t really separate out in any meaningful way.  


Now, in a recent study that was published Gary Sachs out of Harvard that was in “The New England Journal of Medicine” suggested that antidepressants weren’t effective for treating depression of bipolar disorder.  And there’s been a fair amount of continue about that, because there actually is quite a bit of data that suggests that antidepressants are effective in treating bipolar disorder.  So what I was going to do in the next few minutes is go over some of that, and then address some of the reasons why the study that was in “The New England Journal of Medicine” yielded the conclusions that it did. 

Now, the antidepressants, just to refresh you, we have several different classes, what we call selective serotonin re-uptake inhibitors, or SSRIs, which are perhaps the most common, including fluoxetine, sertraline, paroxetine, citalopram and escitalopram.  Wellbutrin, which falls into neither of those two categories, selective norepinephrine re-uptake inhibitors such as duloxetine and venlafaxine, although venlafaxine has some of each activity in it, and then the older medications that are still very effective but have more side effects and are less suitable for bipolar disorder such as the tricyclic antidepressants such as nortriptyline, amitriptyline and desipramine.  

I won’t go through all of this in detail, but the point out of all of these studies ... and these controlled trials of antidepressant medication versus placebo, and these trials were double-blind and randomized and placebo-controlled ... If you were to look down here, actually all of these trials showed an advantage for an antidepressant in the treatment of bipolar depression.  So just off hand, I believe there are seven here. Yeah, so you have seven trials that have all shown a benefit of antidepressants in the treatment of bipolar depression.  


One thing that people can ... I’ll get to that in a second.  In a recent meta-analysis of several studies of antidepressants in bipolar disorder, looking at antidepressants versus placebo, this study was just published about five years ago. If you see here, most of the studies favor the antidepressants as opposed to favoring placebo, so that means after the period of the study, which they were of different time ranges which aren’t on here I don’t believe, but regardless of length of study, in general patients on antidepressants showed an improvement in their mood relative to those on placebo.  So you have some evidence here that antidepressants actually help depression bipolar disorder.

Now, one of the first studies that did not find any effect here argued that antidepressants had no greater response than placebo in a combination of lithium, and if you read that initially, you think that so if you add an antidepressant to lithium, and you may have heard lithium itself has antidepressant properties, then it’s kind of interesting that none of these, the 45, 38 and 34 weren’t significantly different in terms of people recovering from depression.  

But what they found is that patients, if you stratified the patients taking lithium and looked at those with a lithium level of less than 0.8, which would be considered sub therapeutic ... usually a therapeutic lithium level is between about 0.8 and 1.0 to 1.1.  Patients with a lower lithium level who were taking antidepressant actually did do better than placebo. However, patients who had a higher lithium level of over 0.8 or, in other words, therapeutic, didn’t show any benefit, and one of the reasons for this, even though it wasn’t as well known in 2001, is probably because lithium itself has some antidepressant properties, and the antidepressants themselves, added to a therapeutic lithium dose, may not have been enough to separate out from placebo. 


We have a similar issue that we’ll come to in “The New England Journal of Medicine” study that showed that there was no benefit, which is this study by Gary Sachs, and what Gary did in this study is part of the STEP, systematic treatment enhancement protocol for bipolar disorder, which was a multi-site trial that enrolled about ... I should know the number off the top of my head ... about 4,300 patients, I believe somewhere over 4,000 patients and followed them for up to five years. And incorporated in the trial were some randomized trials of antidepressants. 


So they selected bupropion and paroxetine, or Paxil, as the antidepressants, because they considered those to be two medications that were commonly used in the treatment of bipolar depression, and two medications that weren’t likely to lead to a switch in mood which I’ll talk about in a minute.  And they compared those to placebo.  Now, what they did, however, is they allowed patients to be on a mood stabilizer which initially meant lithium or valproate.  So you start off with a bias with the lithium issues we saw from the previous slide from Charlie Nemeroff study where patients who are on a higher dose of lithium don’t benefit from antidepressants.  

 But what happened in doing this study in 2004, the modified the criteria a little bit so that instead of being on say just lithium or valproate, you could be on any medication classified as a mood stabilizer.  Well, what that meant is that in 2004, even though the newer antipsychotics such as quetiapine ... I don’t aripiprazole may have been out then ... but say quetiapine, for example, there wasn’t much knowledge of it in terms of its efficacy for bipolar depression.  Patients could be on it, because it was classified as a mood stabilizer.  So what happened is you change the question of, do antidepressants help bipolar depression, to, if you’re already on a medication that helps bipolar depression, do antidepressants add much to it? And the article itself wasn’t exactly clear, and “The New England Journal of Medicine” tends to go for what they describe as newsworthy phrases, so they tend to paraphrase things down into a small sound bite that sounds good, which is “antidepressants don’t work for bipolar disorder”, but that’s not necessarily the case. 


Interestingly, as we’ll talk about switch rates in a second, I think is this ... yeah, we can go here.  Switching in this study was less than 10 percent on either bupropion or placebo. Now, switching happens when someone with bipolar disorder is started on a medication, often they’d be depressed, and in the past it’s more commonly a medication such as a tricyclic antidepressants or TCA, and what happens is, for unclear reasons, that switches the person out of a depressive episode into a manic episode, and that could be ... well, the person is happy while they’re getting better, but then the consequence is you’re just trading one thing off for another, of course.  


The switch rates, if you’re on a tricyclic antidepressant alone or an MAO inhibitor, monoamine oxidase inhibitor, the switch rates have been estimated to be between 30 to 70 percent, and so some patients ... sorry. I hadn’t seen how that drops in before.  (Laughs)  So some patients you worry about switching.  Now, the good news is that in general the switch rate, if you’re not including tricyclic antidepressants, the switch rate is relatively low, usually less than ten percent or five percent I believe. And this study, this is again the meta-analysis looking at these randomized controlled trials of antidepressants in the treatment of bipolar disorder.  


In terms of switching here, you can see that versus placebo, the number of events ... the triangle kind of gives you a ... when the triangle stretches more in one direction or another off the center line, it kind of tells you where most of the events are. You can see with the black triangle here, most of the events were on the center line, meaning there wasn’t much difference between placebo and antidepressants in terms of the probability of someone switching from a depressive episode to a manic episode.  

If you look in a collection of other studies, say in imipramine even, you get twice the switch rate even though they didn’t perform and statistics. This is in the Cohn(?) study in ’89 of 6.7 percent versus 3.4 percent.  Nemeroff, looking at paroxetine or imipramine in conjunction with lithium ... so these patients were already on lithium and getting an antidepressant ... you see that about 7.8 percent switched on imipramine and no patients switched on paroxetine, and usually that’s what we tend to see in medications. The one that’s most commonly cited is bupropion, or Wellbutrin, as having a low rate, low incidence of switching from depression into mania, but patients can still switch on that as well.

So if we look at the probability of switching between mood states between bupropion, or Wellbutrin, sertraline which is also called Zoloft, venlafaxine which is also called Effexor, if you look at the ... the way you read this is this is the time until a switch along the bottom. That’s in days. What’s going up the side is the percent of patients switching.  So the higher up you are, the worse off you are.  So you want to be lower.  So what you see here is if you go out to 120 days, actually venlafaxine had the lowest probability of switching compared to bupropion which was much higher.  Even so, people still tend to use bupropion a bit more often. It’s hard to say in terms of exactly how switching works.

There are some other options for treating bipolar depression outside of medications, outside of the mood stabilizers that also treat depression and outside of antidepressants.  One is using a newer agent, usually adjunctive, but pramipexole for acute bipolar depression, and a study a few years ago found that patients in a combination therapy ... I believe they were already on an antidepressant ... adding pramipexole increased the response rate to 67 percent to 20, but the only issue here to bear in mind is that these studies were both very small, and so 60 percent here is six out of ten people, whereas it’s one out of eleven for placebo.  So these weren’t the kind of really large-scale trials that you usually see.

Modafinil is also ... some people have argued for using that in bipolar depression.  Modafinil, or Provigil, has been approved for daytime sleepiness or to keep people awake in the morning, and there’s been some concern that patients may be a bit overly stimulated or engage in a mood switch as a result of it, but there hasn’t been too much data that actually supports that fear, and in one study here that was presented a couple of years ago at a conference ... I don't know if it’s in print yet ... by Mark Fry who used to be here at UCLA, they found there was a significant improvement in depression scores on patients who were started on modafinil in a double-blind study, and their most common side effect was headaches, so the side effect profile was really low, but the data aren’t very clear in terms of supporting that to be used.   


Other treatments that there is some evidence of being effective for bipolar disorder are sleep deprivation.  Of course, with sleep deprivation in bipolar disorder, nothing is without a risk.  (Laughs)  And if you have someone who has bipolar disorder and you keep them awake, then you run a significant risk of switching them into a different episode. Light therapy can help, too, but again, light therapy also has the possibility of switching people into a different mood episode. The light itself needs to be of a certain frequency, so that’s why you have to buy a certain light box.  You don’t have to actually stare into it; it can be next to a computer screen or something while you work, and usually people use that.  

You start about five minutes twice a day and go up to about 10 to 15, but if some people think that, well, they really want to get better faster, and most of these boxes have a timer, and the timer goes to 25, and then people think, “Well, I could start with five, but it’s only a light bulb, and the timer goes to 25,” and so they turn it to 25, and then you get light therapy-induced hypomania which is good for a while, but it doesn’t really last.  So if one does light therapy, it’s good to increase up.


Other treatments, there have been some case reports of omega-3 fatty acids, but those I believe the dose is usually around 2 to 3 grams a day, and it’s dependent on the exact ... I’m trying to remember.  I think there are two component usually in the omega-3 fatty acids.  There’s I believe it’s DHA and EH ... DHT and EHA.  I can’t remember offhand, but the two types, the balance between them actually makes a different in terms of whether it might be effective.  Folate, there’s some evidence of that being effective, and initially people would just try taking folate as an adjunct to an antidepressant, but the problem is that for the most part oral folate, like in a multivitamin, doesn’t cross the blood brain barrier, so it’s not of too much benefit to the antidepressant.  

There’s a newer medication on the market.  Unfortunately, I don’t remember the generic name, but I know the trade name is Deplin, and some people use it in adjunct to an antidepressant.  The idea is that it’s a different formulation of folate that actually crosses the blood brain barrier, so therefore, it can actually provide some of the building blocks for serotonin and then augment the effects of the antidepressant.  I don’t know what it costs. Some people I’ve talked to really like it. I imagine it’s not free, and it doesn’t really have any side effects, and again, I mentioned before there’s repetitive transcranial magnetic stimulation which can be effective in people and is usually pretty side effect-free, but as in, say light therapy for example, if one ... transcranial magnetic stimulation is done in a medical setting.  Dr. Ian Cook performs it here at UCLA, and it has to be monitored, because if the field is too strong, then there’s also a slight risk of switching someone from a depressed state into a manic state as well.  

Some of the studies on that are pretty interesting, because they’re working on targeting specific regions of the brain with the magnetic waves to increase efficacy.  The side effects are pretty mild. They usually encompass some headache or very mild dizziness.  The other thing that actually isn’t on here but is pretty interesting is Helen Mayberg at Emory has reported cases of doing deep brain stimulation on specific area in the brain where in patients with intractable depression. I believe she used unipolar in major depression patients. 


They insert an electrode into the brain, and I don’t have a drawing here, but if you imagine the brain sliced in half, and this is the head, the corpus callosum curves here, and the area is like right about here, and so they put an electrode there, and they have a stimulator that’s implanted, and they start stimulating it.  When I was talking to her one time, it was really pretty amazing.  She said that I believe they did the first group that was like seven or eight patients.  About three or four of the patients, when they turned on the stimulator, said that it was as though the lights had been turned on in the room, and their depression just immediately vanished.  That’s pretty impressive, because I mean it sounds ... of course, there are some risks with inserting electrode in a brain, but it’s not that risky in terms of everything put together.  


She did some interesting positron emission tomography studies, or PET studies, where she compared deep brain stimulation to paroxetine or cognitive behavioral therapy, and so basically she looked at the regions of glucose metabolism in the brain, which is what PET is used for, before and after each of the treatments.  So she could see the changes associated with paroxetine, the changes associated with deep brain stimulation, and the changes with cognitive behavioral therapy. 

It’s pretty interesting, because paroxetine and cognitive behavioral therapy looked quite different in terms of their effect on people who responded, and the interesting thing is that deep brain stimulation literally looked as though you took the other two treatments and put one on top of the other in terms of the areas of the brain that changed in people who responded.  So aside from the technological issues of actually putting the electrode in, it’s really quite an interesting technique that could be pretty valuable in the future.

So just to wrap up in terms of what medications are available, there are two medications that the FDA has approved for the treatment of bipolar depression, and both of them are what we refer to as second generation antipsychotics. One’s a combination of olanzapine and fluoxetine, and the other would be quetiapine.  Although this slide says that some antipsychotics don’t work, I really never disagree with Dr. Altshuler, so this must be a typo, (Laughter) and so I think what she meant was some antipsychotics don’t work by themselves, meaning ziprasidone, and ziprasidone certainly doesn’t. There’s no evidence that aripiprazole or Abilify does, but there is evidence, and Abilify was recently approved as augmentation for the treatment of bipolar depression.  So in other words, you can add Abilify onto an antidepressant.  Actually I think that’s major depression, not bipolar depression.  Excuse me.  But that can actually be helpful.  

Some mood stabilizers can be helpful with depression, namely lithium and lamotrigine.  Valproate doesn’t seem to be as helpful, neither does carbamazepine, and it seems that antidepressants can be effective adjuncts if patients are on lower levels of lithium, but as I said before, since we know that lithium and some of the other second generation antipsychotics have antidepressant properties, it’s possibly likely that adding an antidepressant doesn’t give you too much.  Aside from tricyclic antidepressants, there doesn’t seem to be an increased rate of switching from depression to mania when administering an antidepressant in bipolar disorder. And so that’s where we’ll wind up today. So we’re going to have some time for questions.  Actually I think ...  there we go.


WOMAN:  Hi. My daughter has been taking Wellbutrin for many years but went through a rough year a couple of years ago, and it turned out she had been getting the generic Wellbutrin, and the minute she switched, she improved.

JOHN BROOKS, III, PhD, MD:  Switched back to the non generic?

WOMAN:  Yeah, can you offer any insight to what’s going on there?  Because it’s really hard to get it through CVS and Rite-Aid, because they require you to take the generic if you possib- ... you know.


JOHN BROOKS, III, PhD, MD:  (Inaudible/Not Miked) the insurance company (Inaudible).


WOMAN:  Yeah, yeah.


JOHN BROOKS, III, PhD, MD:  In terms of the generics, many (Inaudible Portion/Not Miked).  There we go.  Sorry.  That there was a significant concern about that was clozapine, which is an antipsychotic used in schizophrenia, and when they released the generic of that, there was a lot of concern that the generic was nowhere near as effective as the branded one, and so a lot of insurance companies and at the VA would allow to switch back to the branded one if they immediately changed after going off. In terms of bupropion in particular, I don’t know of any reports, but it is a concern by many people that the assays for generic medications may not have quite as tight of a window as for the branded ones.

WOMAN:  Well, I’d like to ask the question.  You have not mentioned Abilify ...


JOHN BROOKS, III, PhD, MD:  That’s aripiprazole.


WOMAN:  ... in treating bipolar, and I have a son that’s doing extremely well on it without lithium, so I was wondering how come you haven’t mentioned Abilify.


JOHN BROOKS, III, PhD, MD:  Well, I was focusing on the treatment of bipolar depression.  Abilify was approved for the treatment of bipolar mania, and it works very well for that, and quite commonly, when it works for that, you can continue to keep people on it, because Abilify has very good mood stabilization properties. In addition, it’s also been shown that it helps if you add it to an antidepressant. It helps the antidepressant activity.  So a lot of people with bipolar disorder who I have seen, I mean, I give them Abilify, and they can do very well on it.  A lot of the choice of the medications really depends on what each person tolerates, because unfortunately in psychiatry we don’t have any tools to determine what medication is going to be best for a given person. We can make a broad generalization, and then we can use our clinical skills to make the best approximation, but unlike internal medicine where we can sometimes ... you know, you can do a blood test and say this is the bacteria and this is the antibiotic, unfortunately we don’t have that, but Abilify is effective for bipolar disorder, and it was just that it’s usually considered mostly in terms of treatment of acute mania, and it also has maintenance indication I believe.  So its indication for depression is more as an adjunctive agent.

WOMAN:  He’s better than when he was on lithium.


JOHN BROOKS, III, PhD, MD:  Right.  Some people ... well, lithium is an effective drug, but for some people they don’t tolerate the side effects very well, and again, even though two medications in studies ... I mean, you may have thousands of patients and maybe say each of them led to the same percentage of people getting better, for an individual person, they may respond much better to one medication than another. 


WOMAN:  I’d like to ask you a question.  His long-term memory, he’s like a genius, but his short-term memory is really sad. Would the medication have an effect on his short-term memory or ... ?


JOHN BROOKS, III, PhD, MD:  Usually with Abilify, it’s thought to help improve memory and help improve cognition some.  Sometimes with lithium you might see a bit of a problem or more commonly with Depakote or valproate.  You see some short-term memory difficulties, because it tends to make people a little cloudy.  Usually, though, Abilify tends not to do that. I mean, it could, but it’s ...


WOMAN:  For short-term memory?


JOHN BROOKS, III, PhD, MD:  Yeah. It usually doesn’t, but it could.


MAN:  He was on lithium a long time.


WOMAN:  Oh, he was on lithium a long time.  His memory was very sharp (Inaudible).


MAN:  (Inaudible).


WOMAN:  Yeah, but since he’s been on Abilify, he shakes a little bit.


JOHN BROOKS, III, PhD, MD:  That’s one of the paradoxes with lithium, is you get a fine tremor when you take it, and if you take it for a long time and then go off, then sometimes the tremor gets a little worse, but that was just probably part of the lithium.

WOMAN:  I thought it was the side effect of Abilify.


JOHN BROOKS, III, PhD, MD:  Usually with Abilify, the more common thing is people would feel a bit restless, but lithium will give you ... well, it’s hard. I can’t really do it very well, but you get a very fine resting tremor which is pretty common from lithium.

WOMAN:  Do you have anything to say about Lamictal?

JOHN BROOKS, III, PhD, MD:  Lamictal. I’m sorry. I didn’t use the trade name for that. That’s lamotrigine.

WOMAN:  It is.


JOHN BROOKS, III, PhD, MD:  Yeah, I’m sorry. (Laughs)  I try to be unbranded, avoid the branded names, because I know that most of ... it depends on what people hear.  Once a medication goes off patent, then you never hear the brand name again, but when it’s on patent, the drug companies make sure that’s the only thing you hear, but lamotrigine and Lamictal are the same thing; it’s just Lamictal is now off patent, so you can buy it generically, so it’s less expensive.


WOMAN:  And does it have ... ?

WOMAN:  (Inaudible).


JOHN BROOKS, III, PhD, MD:  I’m sorry?

WOMAN:  (Inaudible) difference between generic and brand name?


JOHN BROOKS, III, PhD, MD:   That’s what she had asked, and for most medications, no, I don’t see any difference.

WOMAN:  And it’s helpful for depression?


JOHN BROOKS, III, PhD, MD:  Mm-hm.  It’s approved for maintenance, which is kind of an odd issue, and actually Terry Ketter and I were working on a paper to help determine when it’s actually beneficial to start it, because you can say, well, lamotrigine or Lamictal will help keep you not depressed, so FDA said so that’s why you take it.  It’s like, well, that’s fine.  So when do you start taking it?  When you’re depressed?  When you’re not depressed?

WOMAN:  It says not to be used if you’re experiencing ... as a cure for depression.


JOHN BROOKS, III, PhD, MD:  Right. That’s because it wasn’t approved that way, but there are studies that suggest that it actually does help with depression in addition to the maintenance.

WOMAN:  Secondly, if anybody here, if you know of a support group, I’m in desperate need of one for depression or bipolar.


JOHN BROOKS, III, PhD, MD:  I don’t have the list off hand, but I imagine someone would.  I think usually NAMI will have a lot of ...

WOMAN:  Say it again.

JOHN BROOKS, III, PhD, MD:  NAMI, National Alliance for Mentally Ill.  N-A-M-I. That’s usually a very good resource.

WOMAN:  Is there a local ... ?


JOHN BROOKS, III, PhD, MD:  Oh yeah, yeah. That’s usually a great resource. I think she was next.  (Laughs) I didn’t want you to be ignored given that you’re right in the middle and on the front. (Laughs)


WOMAN:  Thank you.  Is it on?  

JOHN BROOKS, III, PhD, MD:  Yeah.

WOMAN:  Okay.  One of the things I found most helpful today was this is the first time with all that I’ve read about bipolar over the last 10 years that there has been a distinguishing characteristic between the depression of bipolar patients and just regular depression and the drugs that you’ve used, and so is this a widely known fact among psychiatrists, or are they just going?   Because I have had different experiences where they’re just giving out drugs, you know, Cymbalta, Effexor, all these different drugs, and acting as if the bipolar depression is the same as any other depression.


JOHN BROOKS, III, PhD, MD:  It’s not the same. I don’t know how widespread the knowledge is, because as I said, it’s been something that’s been unfortunately neglected, you know, in the field, because you have to be aware of different issues in bipolar disorder, for example, switching.  If someone just has major depression, you can give them a tricyclic antidepressant such as Elavil, and if they stay awake, they can move their bowels, and they can keep their mouth wet, they’ll get better, and they’re not going to become manic. However, if the person is bipolar, you have a pretty significant probability that you’re going to take someone from depression to mania, and that can be very dangerous.

WOMAN:  Well, that part I know, and they’re aware of that at least, so let’s say they put them on a mood stabilizer, and like I know for myself I was put on a mood stabilizer like Topomax that’s now been found to be worthless, but it helped with my migraines, so that was fantastic. It was a miracle drug for me.


JOHN BROOKS, III, PhD, MD:  You got something.  So that’s something. (Laughs)  At least you just didn’t get side effects.  (Laughs)

WOMAN:  Yeah, so let’s say somebody else was put on Lamictal and Cymbalta which turned out not to be that great, and a very, very high dose of Cymbalta.  Obviously, that’s not going to work. 


JOHN BROOKS, III, PhD, MD:  That probably ... yeah, the Cymbalta would probably not be necessary, and you would run a risk of just getting side effects from the Cymbalta without additional ...

WOMAN:  Why (Inaudible)?

JOHN BROOKS, III, PhD, MD:  Because of the effects ... the studies tend to show that if patients are on a mood stabilizer that helps with depression, adding an antidepressant on top of that seems not to give that much extra boost in terms of antidepressant activity.

WOMAN:  Or could send them into mania, which is what it seemed to do.


WOMAN:  I’m presently on Lamictal, and (Inaudible/Not Miked) which is now (Inaudible), and at first it seemed to work, and (Inaudible) medication it worked, and then they changed it and it worked.

JOHN BROOKS, III, PhD, MD:  Sometimes it requires titrating doses or adjusting medications over time.  Because it’s not exactly clear why all the medications ... what they exactly do, it’s really hard to say, you know, what needs to be done.  As an example, some of the work that I started on before I came to UCLA and that I continue with Dr. Altshuler, is we found that in bipolar depression, the brain actually changes its structure.  So it’s not just changing where it’s metabolizing glucose.  Like some areas don’t just become less busy.  The grey matter actually changes between the depressed states and when people are not depressed. We don’t have the data for mania because that’s ... I did one study with manic patients in a scanner, and that was a lot of time.  (Laughter) That was really early in my bipolar research career. It was a wonderful study, but that was ... I’m not going back there. (Laughter)

WOMAN:  What happens when you hit bipolar II? When they’ve got this type of condition, and you just stay depressed. You don’t go up and then go down. You just stay depressed.

JOHN BROOKS, III, PhD, MD:  Well, I mean, there are a lot of different things people can do at that point in terms of augmenting it.  For example, depending on the person, one strategy ... some people would suggest trying different stimulants, because that’s one thing that can be used in refractory depression.  Depending on the extent of the depression, electroshock therapy is very effective, and actually the shock therapy itself has very few if any risks.  Most of the risks come from the anesthesia that’s administered along with it, but that can be very effective, too. It depends on what people have had full medication trials of.  Depending on, again, how much it’s affecting the person’s life determines how aggressive you go into different treatments.  If it’s prolonged and there have been trials of multiple antidepressants, then electroshock therapy is one of the options.

MAN:  Can you sort out the difference between bipolar disorder and bipolar II?  Particularly in lifestyle issues, I mean, how bad your illness is going to be if it’s a bipolar II, for example?

JOHN BROOKS, III, PhD, MD:  In terms of what happens with them?

MAN:  What happens?


JOHN BROOKS, III, PhD, MD:  Yeah, the issue is mainly ... since both bipolar I and II have periods of depression, the issue would be with hypomania.  So if you think of it as kind of ... the cut point between hypomania and mania is kind of hard to verbalize.  I mean, people with hypomania don’t hear voices and aren’t as grandiose.  They usually have a lot of energy.  They often give the impression that they’re, you know, fun to be around.  They’re usually pretty effusive, and they can actually ... if the hypomania’s not severe, they can get quite a bit done, and they’re pretty busy. When it starts tipping into mania is when you have a much decreased need for sleep. Hypomania you may have some decreased sleep but not like mania where people can go for four or five days without sleep.  Hypomanic, during periods of hypomania, people tend not to ... they’re usually not as likely to be irritable as people during periods of mania.  Usually in bipolar II depression, as I mentioned in one of the slides, they spend a bit more of their time in depressive episodes, and the proportion of time in hypomania is usually really small, like on the order of maybe eight percent versus about 25 percent or so for bipolar type I.  Bipolar type I usually receives a bit more attention in terms of research, because as I said before, mania makes a big impression on someone, because a hypomanic person will really never, say, run around an auditorium naked, whereas a manic person could. Not necessarily, but could. (Laughs)  It’s not uniform, because ...

MAN:  The depression is the same?


JOHN BROOKS, III, PhD, MD:  The depression, there hasn’t been much work in terms of distinguishing between the two in terms of treatments. In terms of the clinical appearance, the depressions tend to look about the same.

SHAHRDAD LOTFIPOUR, PhD:  Maybe just a couple more questions.


MAN:  I’ve been on lithium now for 30 ... this is my 36th year, and it causes that cognitive dulling where you’re just ... and after college you kind of miss ... and plus your memory, like you were saying over here, you have a smaller ... your short-term memory is ... it’s really annoying, but the thing is, it seems like all the research is being done towards the brain, and with me, whenever I want to ... what slowed me down is it kept me out of the hospitals, is my heart.  When my heart speeds up, then my mind starts racing.  So I’ve been trying, for the past 20 years, that’s kept me out of the hospital, is ... what’s the name of it?  Ativan and temazepam, those two, and I only have to use them about once or twice a month, and that’s when I get really ... when I get upset, my heart will race, and then I’ll have fast ... you know, then my mind races.  But when you slow that down, it’s like then you’re fine.

JOHN BROOKS, III, PhD, MD:  The issue people probably told you with drugs in that class, if you use them frequently, then your body becomes tolerant. Once or twice a month, you’re not going to become tolerant of them.  The issue is that in bipolar disorder, comorbid substance abuse is present in about 40 percent of the people, so there’s a pretty strong propensity in terms of overlap, and it’s not clear if that’s necessarily because substance use disorders share what areas of the brain or whatever with bipolar disorder, or if perhaps during episodes of being more impulsive people with bipolar disorder start using substances and then have a hard time getting off of them.  But in general, I mean, if it works for you, that’s good. In general, you know, long-term treatment with benzodiazepines wouldn’t be a preferred thing, but like I said, if you only take them once or twice a month, then you’re not going to habituate to them. If you take them three or four times a week, then the probability of having a successful outcome would be much, much less.

MAN:  Yeah. I don’t rely only on them.  I have the lithium, of course.


JOHN BROOKS, III, PhD, MD:  Right, right. Yeah, right.  (Laughs)

SHAHRDAD LOTFIPOUR, PhD:  So maybe just one more question.


JOHN BROOKS, III, PhD, MD:  I think there’s ...

WOMAN:  I have a two-fold question. One, is I’d like the name of a folate that was used that is ... I don’t know whether it’s on prescription or what.

JOHN BROOKS, III, PhD, MD:  Yeah, it’s prescription. It’s called Deplin.

WOMAN:  Deplin, okay.


JOHN BROOKS, III, PhD, MD:  D-E-P-L-I-N.

WOMAN:  Okay, I have it. And the other question is ... well, it’s more or less a statement to the individual that said they have problems with their drug being substituted. As a patient advocate, I recommend having the doctor write, “Do not substitute”, because the generic and the brands are not the same. There are differences with the way the body behaves and frequently the molecular structures are different in sizes.


JOHN BROOKS, III, PhD, MD:  If the physician specifies brand name only, don’t substitute them, usually the physician would need to contact the insurance company to get them to cover it.

WOMAN:  The patient can do it also. Doctors don’t have (Inaudible).

JOHN BROOKS, III, PhD, MD:  Usually the insurance company will want the ... I mean, that’s usually the way they work, but ... 

WOMAN:  For certain ... it depends on the (Inaudible/Not Miked) drugs.


SHAHRDAD LOTFIPOUR, PhD:  All right.  Well, thank you so much, guys, for coming to the talk.


(Applause)


JOHN BROOKS, III, PhD, MD:  Thank you.

(END OF TAPE)
