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DAVID GRAEBER, MD:  Good afternoon, I'm David Graeber.  I am also in the Department of Psychiatry, and I am a Child and (Audio Dropout) ... I should probably stop there ... psychiatrist.  (Laughs)  My wife certainly believes I should stop there most of the time.  And it's really a privilege to be here today.  As I was leaving this morning my wife said, are you nervous?  And I said, only because my Mom and Dad are in the audience.  And so I can feel like I'm eight again in the spelling bee.  


So Dr. Thoma had mentioned that hopefully there's this connection between intellect and words that we speak.  And I'm hoping that that is indeed the case for me today.  That my brain is functioning.  And what I really want to talk to you today about, I don't have a movie, so I'll move down in the technology and I'm going to try to tell you a story.  And I really like stories.  I was going to, with my first rotation was at the VA, and the first patient I had to interview was on for a cardiac bypass surgery the following day.  And so my job was to go in there and take a complete history.


And I went in there and I met this gentleman and we took a history and I came out and presented to the cardiovascular attending, and I began telling the attending about this man's life and his experience in the war.  And he kept saying, well, what about (Audio Dropout) symptoms?  You know, and I just kept telling the story of his life.  So right then and there I realized I should probably stick in a field where there's an interest in stories.  And it's probably why I'm not a cardiovascular surgeon. 


So today, the story I want to tell you about is both a fair amount of the story is known, and it's a story about a journey that I believe the field of psychiatry and behavioral health is embarking upon.  And I really want to talk a bit about what we know, or at least what we think we know, about early warning signs and symptoms of psychosis.  And psychosis.  And why do we care about this question?


Let me take a step back.  So I was at the VA for a number of years, and was able to work with many adults patients who had schizophrenia, for example.  And also bipolar disorder.  And depression.  And we see a lot of post-traumatic stress disorder in veterans.  And one of the things that became very apparent, as Dr. Thoma had mentioned, is that one of the struggles that our patients with schizophrenia deal with, is alcoholism.  


And there has been historically, there was a lot of pessimism around the ability to treat patients who had been schizophrenia and alcoholism.  And at the University of New Mexico we have a very rich history of interventions in substance and alcohol use disorders.  And one of our expertise areas is motivational interviewing, which really matches people's values if someone's drinking, why would they want to stop drinking?  And it's really a treatment that helps patients move towards changing a behavior in a very organized way.  And I became interested in this.  And so I submitted a NARSAD grant which looked at utilizing motivational interviewing, which we knew worked very well ... fairly well ... in non-schizophrenic patients.  (Audio Dropout) this in a patient with schizophrenia.  It was a very interesting study.  And very, very grateful to NARSAD.  It was my first significant grant, and taught me a lot about working with patients and trying to see a project through.  And it was eventually published in 2003.


So let me tell you the story first, and then I'm going to walk through this story in a little more detail.  So here's sort of the story I want to tell you in a brief format.  So as Dr. Thoma started talking about, and Dr. Bustillo's going to talk to us more about, is that patients that have disorders that have psychotic symptoms, and we'll talk about that.  So we're talking about disorders like schizophrenia.  Like some patients that have bipolar disorder.  Like patients that can have depression with psychotic features.  We know that when they develop psychosis, it becomes relatively more difficult to treat.  Not impossible, we've made a lot of progress.  But they move into a phase of their illness that is probably more severe.


And for many, many decades there's been a lot of focus on treating patients in those episodes of care where they have psychosis.  And more recently there's been some studies that, like other fields of medicine, maybe we should start to look at can we identify people before they get to a certain stage of their illness and try to intervene at an earlier stage?


And so really I think there's a pretty big movement in behavioral health and psychiatry, to do just that.  And if you think about other fields of medicine, it's very common that we do this.  So take a common disorder.  A common disorder is heart disease. So what do we do in heart disease?  Well, we know there are risk factors for heart disease, right?  Being overweight, being inactive, having a family history of cardiac disease, especially very early on, having high blood pressure, having diabetes.  The list going on and on and on.  


And so yes, we can wait until people develop cardiac disease, but it becomes much harder to treat.  So the idea is look earlier, think about treating earlier, prevention, and this is what we're looking at along the lines of psychosis.  So the story I want to tell you is, briefly, how do you identify, or try to identify people, who may go on to develop a disorder?  And how you intervene, and is that possible, and is that useful?  So that's the story I want to try to tell you today.


So I talked a bit about what do we mean by psychosis?  It's a term that's used very loosely and means very different things to different people.  We're going to talk about why we're interested in identifying at-risk individuals, trying to decide what characteristics might people at risk for these disorders have.  And basically what is the implications of trying to intervene earlier in these processes.  And then we'll talk some about the interventions.  Okay?


So can't talk about something without a brief talk about definitions.  So the definition of psychosis varies, depending upon how narrowly one defines it, or how broad one defines it.  So here's some examples.  So a narrow definition would be strictly having delusions, which are false beliefs, that are not supported in reality.  Highly culturally-based, in some cases. Or prominent hallucinations, which Dr. Thoma talked about.  So sensory perception, sensory input, sensory reception, that's not matched with an external reality.  So hearing voices when there's no apparent source of those, for example.  


With a loss of insight.  And the question is very good.  So what do we mean by insight?  Well, how do we understand the experiences that we have, right?  So I may hear a noise or voices from another room, and I may think about those are coming from the other room.  And I have an explanation and understanding of where those voices come from.  Sometimes those experiences are not supported by reality, and we talk about people losing insight into their own experiences, right?  


A less restricted definition would include prominent hallucinations with insight still intact.  So we do see people who have auditory hallucinations, they hear voices, they hear music, but they understand that the source of these is coming from within them.  And that makes a huge difference in how they respond to those, right?  And then the broadest definition, which certainly includes our definition, say, of schizophrenia, would include disorganized speech and disorganized behavior.  Okay?  So you can see already how you start talking about these things depends on how you define psychosis.  


All right.  I alluded to this earlier, psychosis is a symptom.  Okay?  And it's a symptom that is seen in many disorders.  And these include depression, bipolar disorder, obviously schizophrenia-spectrum disorders.  Fairly common in patients with post-traumatic stress disorders.  People who've had a stressful traumatic event that affects them in a variety of ways, and hallucinations are not that uncommon.  And I will tell you especially in young people and children you will see these.  


Drug or alcohol withdrawal or intoxication, very common.  And we see them a lot in the medical illnesses.  For example, poorly treated epilepsy, for example, you can see psychotic symptoms.  And also in delirium, which are critically ill patients who, for example, can be very medically ill in intensive care units and have altered levels of consciousness.  And in fact, if you really think about good medical centers like the University of New Mexico and you look at inpatient services, if we look today, the most common places where you find patients who experience psychosis is not on the psychiatric unit, but it would be in the intensive care units, okay?


The difference is, right, they typically are transient.  About three percent of people in their life will experience psychosis.  That's a rough number, and some people would argue it's higher than that, and some people might argue it's lower. But I guess my point is, it's not uncommon.  Okay, well, why do we care?  Why do we worry about this?  Well, if we just take out the human suffering that's involved with patients that have some of our more severe disorders, about three-quarters of patients, for example, with schizophrenia will have a significant disability.  And this slide is a couple of years old; about ten million dollars is the lifetime cost for a person with schizophrenia.  And a lot of that is in lost productive years, right?  Ten percent of patients with schizophrenia will be gainfully employed; one could argue that more can be gainfully employed. 


But here's really the bottom line: schizophrenia is a disorder of young people (Audio Dropout) Dr. Bustillo said.  The onset of the active psychotic phase of the illness is typically in the late teens or early twenties for men, and about five years later for women.  But we know that for a lot of patients, they'd had patients years, perhaps, before actually having their full quote, unquote, 'psychosis.'  So this is a disease of young people.


I don't want to belabor this, but I just want to point out that, and this slide didn't come out very well, but basically this talks about in general mental health in short and productive lives.  And as you can see, this is cardiovascular disease.  (Audio Dropout)  Cool. See, this is my high-tech, Thoma gets all the toys.  (Laughs)  No one said life is fair, right Mom and Dad?  So cardiovascular disease is here in terms of productive years lost.  And here's mental illness, cancer, respiratory disease, here's alcohol use, infections disease and drug use.  So you can see in behavioral health, our diseases tend to affect young people, especially the more severe ones.


And as you'll see, I keep wanting to remake this slide, this slide does not include psychotic disorders.  But let me tell you what the point of this slide is.  These are various disorders that you can see in children and adolescents and adults, obviously.  And this blue is age at first symptoms, and this is age at first diagnosis.  And these are measured in years.  And here's the point, even in young people.  The majority of our young people are symptomatic for years before they are ever diagnosed or get treatment.  And that is a big problem with very, very big implications.  Okay? 


So let's talk a bit now, and this is psychosis and this is in patients with schizophrenia, and Juan probably has this data.  But here's the point: these are episodes of psychosis in patients with schizophrenia.  And this has been known for many, many years.  And that is, that as people have their first episode of psychosis, recover some, have their second episode of psychosis, recover some, and third and so on, these are the days of treatment before their symptoms remit.  


And you can see this is not optimistic data, right?  The more episodes people have, the longer it takes them to recover.  And even though this is really well-known in patients with schizophrenia, this information holds true somewhat for patients with recurrent severe depression and bipolar disorder.  And that is, the more episodes you tend to have, the more difficult it becomes to treat.  Okay?


And here's the other piece of this information, and this is functioning interpersonal relationships, at work, at school, holding a job, caring for yourself.  As people have more episodes, they recover less fully.  Okay?  And again, these are patients ultimately with schizophrenia; however this has been shown fairly well especially in patients with bipolar disorder, and that is that symptomatic recover does not always equal functional recover, okay?


Now we're going to focus a bit on this area right here, which is this is zero episodes of psychosis, and this is the first episode of psychosis.  So recently there's been a lot of interest in looking at patients who have their first episode of psychosis and really trying to maximize treatment.  And to try to get as much recover as you possibly can in this area.  Okay?  Which is very, very important.


However, there's some data that suggests that by the time people even have their first episode, that their chances of recovery are less than if they don't have any, if they didn't have an episode.  So there may be some changes.  Dr. Thoma talked about some of the brain changes that we might see.  But ultimately there may be some processes in the brain that occur here that may be more difficult to recover from than if you didn't have that first episode.


So people looked very hard at this area right now in trying to say, look, is there something we could do to prevent that first episode of psychosis?  And this is why I'm telling you this story, because we think that this is a pretty important question.


All right, so I'm a Child Psychiatrist, I have to put my plug in for child psychiatry, which is this: that most mental or emotional behavioral disorders have their roots in early childhood and youth.  So if you look at adults who have significant mental illness diagnoses, about half have had that diagnosis, or at least part of that, since they were 14.  And three-quarters by age 24.  So some of the information I'm going to share with you today really focuses on young people, okay?


Okay, so here's some of the things we were just talking about.  So schizophrenia and other psychotic disorders, historically some of the challenges have been that these are disorders that are highly stigmatized, getting much, much better.  They're highly stigmatized, with some degree of low optimism, and really for many, many years, our care has been really focused on controlling symptoms and palliative care, which is how do you basically keep people from getting worse, and also trying to (Audio Dropout) their function.  And again, Dr. Bustillo's going to talk to you about areas in which there's a lot of emphasis and improvement in this.


But we want to talk about maybe a little earlier interventions.  One of the issues about schizophrenia, for example, is that the diagnosis itself incorporates some outcome measures, especially in terms of time, which is that patients have to have symptoms over the course of quite a prolonged time period.  Right?  And also most patients have residual symptoms they don't recover fully.  So if we wait until patients, for example, fulfill the diagnosis for schizophrenia, they've already been ill for quite a while, okay?  And this is going to come into play when we talk about diagnostic uncertainty and how our field struggles with that, okay?


And then we know this: there's a very strong relationship between how long someone's been ill and how they respond to treatment, okay?  And so, for example, patients who have long durations, or what's called duration of untreated psychosis, tend to be more ill when they get treatment, they tend to take longer to recover, and they not to recover as fully the longer that time period is, okay?


All right, so where are we at?  So we're really here, right?  Our current movement is trying to detect and intervene early in this process, okay?  We talked about first, we've been focused on these first episodes, but we really want to try to push this back and look even earlier, okay?  So let's talk a little bit about language.  So this whole idea, and again I'm going to revert back to talking primarily about schizophrenia.  So when you see patients with schizophrenia, people over years have described that before patients present with a full psychotic episode of hearing voices and having strong false beliefs and delusions and having a lot of the apathy and poor motivation and problems with functioning, right?  Typically when you talk to families and patients, you find that things started going not well a pretty long period before that, for most cases, not always, right? 


So people started talking about that period as a prodrome, okay?  And so one of the things about prodrome is, is that you can't really say that someone was in a prodromal phase of any illness unless they fully develop the illness, right?  They're linked one to one.  So what the language in this field currently is, is talking about ultra-high-risk patients; and that is, who might be at risk of developing psychosis?  Because for example, if you intervene and they never develop psychosis or they don't develop it over the course of a time period?  You don't really know whether they were going to develop it or not, right?  There's no certainty in that.  But that's one of the struggles in this sort of research, okay?


So we're going to talk about ultra-high-risk patients.  And who we're talking about is people that we're trying to identify who we think are at increased risk for developing a first episode psychosis within a certain time period; typically most studies look at a year, okay?  Now, I'm not going to get bogged down in this, but let me just say there's a lot of hair-splitting, which is important, around what constitutes these high-risk symptoms, okay?  So let's talk a bit about this.


Let me just give you some highlights here.  There's a few categories that people think about.  One is attenuated psychotic symptoms.  So these are things like maybe hearing whispering, maybe hearing something that you can't identify, but not having frank auditory hallucinations with a loss of insight, all right?  Or being a little suspicious, but not frankly paranoid.  Okay?  These are sort of what are called attenuated psychotic symptoms.  So they're in the spectrum of this, but they haven't reached a severity yet that one would call them, quote unquote, 'psychotic.'


And then there's a group of people that have what looks like full psychotic symptoms, auditory hallucinations, delusions, but they are very, very brief, okay?  So less than a week, they resolve by themselves, and they typically go away.  Okay?  So that's a couple of categories.  And then there's another group of people who have what are called trait and state risk factors.  So what's a trait?  We tend to think of traits as things that we have that are fairly fixed.  So we all come with a family history.  We may or may not have somebody in our family that has schizophrenia or mood disorder problems or alcoholism, right?  Those are things that are fixed about us.


And also, in some ways, our personalities are somewhat fixed.  And we all have personality styles, right?  So this is one area.  And so we were looking at patients that have a first-degree relative that had a psychotic disorder, or what's called schizotypal personality, so they're sort of odd, unusual people.  I know many of us would fulfill that criteria; I'm one of them, but (Laughs) we don't need to go there.  And then this is really important, significant decrease in the functioning, okay?  So this is another area.  So family history, drop in function, those are warning signs.


And this just talks about when someone becomes psychotic, that is, patients have full psychotic symptoms.  Usually several times per week, and it's longer than a week, okay?  Just to have a rough sense so we can talk about some of the research.  Let me go through this.  So I'm going to skip this because this is not that important.  So what might we see in somebody who might be one of these patients or people who have this quote, unquote, 'risk' for developing psychosis?


So one of the things we see is perhaps they start to look more withdrawn.  Withdraw from activities they used to do, or enjoy other people.  And really, as a way to avoid stimulation, like Dr. Thoma said, a lot of times people begin to not be able to filter out a lot of information that we are all bombarded with every day, right?  But our brains are very good at filtering out what's important and what's not.  And that's a very, very complex brain function.  And when that starts to break down, patients can easily become overstimulated and our natural response is to withdraw, right?  To just decrease your sensory intake.


A decline in participation in events with other people.  Certainly for students, again, I work with young people, decline in their ability to do homework, test performance, how can they function and perform.  This is very sensitive.  And this defensiveness about asking them to engage in mentally challenging or abstract tasks.  When you talk to some of these young people, they know they're having problems.  They may not be able to understand or describe it, but they know they're having problems.


What the person might be experiencing.  A desire, they want to be left alone and to be alone.  They frequently describe symptoms of being confused, they know their thinking is not as clear, as quick as it once was.  Difficulty in organizing thoughts.  Being suspicious of other people.  This whole idea about sensory overload, it's too much.  So people might tell you that light bothers them, more sound.  They're sensitive to sound.  They're sensitive to touch.  They become more sensitive to things that they didn't used to be sensitive to.


And again, this general feeling that something's not quite right or that their mind is playing tricks on them.  So these are some of the things that people might be experiencing.  Okay?  So there have been many, many studies over the last 15 years ... well, I won't say many, many ... there have been many studies (Laughs) over the last 15 years that have tried to look at young people in these categories and then what makes sense from a research standpoint is to follow them over the course of a time period and see do some of these young people develop psychotic illnesses, and if so, what do they develop?  And do some of them not develop this.  


And we'll talk briefly about some of these studies.  But pretty much consistently across many studies, across many countries, there's been a rate of about 35 to 40 percent of patients in this ultra-high-risk group that will go on to develop psychosis within a year, okay?  So you know, in some ways you could say, well, gee, that's not very good because what about the other 60 percent, which we'll talk about.  But that's a very, very high rate of being able to identify people who then go on to develop psychotic illness, okay?


What about the other 60?  Well, one of the concerns in the field is, if you start doing this work, are you identifying people, are you treating people, and possibly are you stigmatizing people who might never develop these disorders?  That's a very valid question.  One of the things that's come through in many studies, and this has been true in a study, we have a similar study here now that we're winding up, is that these individuals are not doing well. 


They are struggling, okay?  These are not the worried well; these are patients and people who really have dropped off in function and are having problems.  And many of them still require treatment.  And many of them end up looking like they have mood disorders, especially depression or anxiety disorders.  And so they still benefit from treatment, and we'll talk a little bit about that.  I'm not going to go too far over, Juan, I promise.


So how does this help us, all right?  From these studies.  All right, well, I'm not going to go through these, but let me talk about a couple of interventions.  So in many of these studies, typically what these studies do is they take a group of patients, people who are referred because they fit into these high-risk categories.  And typically what they'll do is they'll put them in a treatment arm, i.e. they randomize you to get treatment, or they randomize you to get either a placebo or a minimal treatment.


Because they have to (Audio Dropout) figure out what is the conversion rate, but it also gives us some ideas about how do you intervene, maybe, to decrease these conversions to psychosis.  And there have been many, many active parts of treatment.  So this is included, medications, antipsychotic medications like risperidone, like olanzapine, and there's been others now.  But there's also been cognitive behavioral therapy, which is a therapy that really tries to connect patient's thoughts and feelings and their behavior.  And you really begin to analyze that, with the hope of changing behavior.


There's been family interventions, family support, psychoeducation; that is, educating people and their families about these illnesses.  And there's been multi-family groups.  We do this, where we actually bring the individual who's affected and their families together, and groups of families, and work on problem solving.  And nobody can help families like another family can help a family.


Antidepressant therapies have been used in this group, even in the face of patients that aren't necessarily depressed.  And there's a lot of interest right now about fish oil in this group.  So I will tell you that all of these treatments, and these are all relatively small studies, have shown to decrease rates of conversion, compared with no care, okay?  


I'm going to show you some of these studies.  So these are just a group of studies; there's more now, which look at one-year conversion rate to psychosis.  So a control would be whatever the intervention is, so this is active treatment, okay?  And I'm sorry, this control is either no treatment or minimal treatment.  Experimental is medications, fish oils, family therapy, individual therapy.  And basically if you look at a year with no treatment or minimal treatment, about a third of the patients or these subjects, will develop psychosis.  And in the control, in the experimental group, about ten percent, okay?


So this is encouraging work that's been done.  All right, so where is this heading, okay?  So I'll mention now, this is not without controversy, okay?  And one of the main concerns is what I mentioned, is that if you don't really know if somebody's going to develop psychosis, right?  We're taking an educated guess in trying to identify people that we think are at high-risk, if you don't really know, then we really have to think about this idea of clinical staging, okay?  And clinical staging is used in medicine, I'll give you the prime example is cancer care, okay?  So cancer care tries to identify people very early, right?  And they use a variety of risks to try to determine people who may be at increased risk for developing cancer.


And what do they do?  Well, they screen more carefully, right?  And their treatments are all staged on how severe, when they detect a cancer, right?  A lot of cancers are much easier to treat if you catch them early than later, right?  And the treatments tend to be less invasive if you can catch it early than later.  So one thought is, is that your treatments are based on the stage of the illness, okay?  And so we really want to think about that in terms of treating patients that may be at risk for psychosis. 


So really, the earlier in the course of an illness the treatment is offered, the safer it should be.  So for example, in our current study, when we see a young person that we believe is at high risk for developing psychosis, right?  They don't come in and we say, you need to start an antipsychotic medication, okay?  Some of them are on medication, some of them aren't.  But what they get in our treatment, for example, is they get individual therapy, they get family therapy.  We try to work with schools, employers, and families to try to decrease stress.  And try to keep patients functioning, but not overloaded.  So there's a lot of psychosocial interventions first.  


And then people may or may not be on medications, depending on their wish and also the severity of their symptoms.  But we have to tailor it.  That's pretty to do, Bob, now I see why you kept doing that.


MAN:  Are they pretty cooperative?


DAVID GRAEBER, MD:  Who?


MAN:  These patients that you're talking about, who are at risk?


DAVID GRAEBER, MD:  Well, many of them are teenagers.  (Laughs)  And having a couple of those myself, for the most part they really are.  Because as I mentioned before, the young person typically know if something's not right, okay?  And they typically are cooperative, and the families are critical in this.  The families are absolutely critical.  And in fact, for our study, which is funded partially by Robert Wood Johnson, partially by the Department and partially by the Mind Research Network, we have to have at least one family member that's connected.  Because one of our interventions is a family intervention.  


But they really, for the most part, are.  But one of the areas where we had the most challenge, I would say, which is another whole topic, is the use of drugs and alcohol.  In particular marijuana is a huge issue in this population.  Because we know that it does increase your risk in vulnerable people, for psychosis.  And a lot of young people don't want to stop.  Because they believe that it helps them feel better.  


So anyway, and the other thing, again, with the treatments, is that really even though we have 35 or 40 percent, this is relatively low transition rates, and a high false positive, right?  Which is patients who we think could develop it but don't.  Well more don't develop, at least in the first year.  So again, the treatment has to be safer when you're not so certain what the diagnosis is, okay?  


And this is about the last slide.  So this is right now I mentioned this is quite controversial, and so (Audio Dropout) involved actually, and the new diagnostic manual is coming up on a new revision, on the fifth revision.  And so there's a lot of discussion about where this idea of at-risk for psychosis, what it should be called.  And what it should entail.  And right now, at least as of yesterday, I think the idea is that it's probably going to be called the 'psychosis risk syndrome,' and it's not quite clear where it's going to be coded in DSM, but this is really important because I think it will help both clinically and research-wise, to further this idea about looking carefully at this group of intervention.


So let me just say one last thing about one of the struggles with this is actually identifying these individuals.  Okay?  Because for one thing, some of these symptoms and signs are very subtle, right?  And they're not very specific.  And so you can see these in a fair amount of the population, so at what point does it become worrisome enough that somebody seeks care, okay?  Remember that slide I showed you, right?  Even people with diagnoseable disorders, there can be years between symptoms and seeking care.


So countries that have been very successful in this, very involved in outreaching into schools and universities, into primary care.  And families, into educating people about what do you look for, right?  And what do you worry about and what don't you worry about.  And so this is a slide that was part of Dr. Adeltime(?), who's a Child Psychologist here, who does a lot of work in the communities, in just trying to educate young people about peers, and so you can't read this, but it says one in five youths has a mental health problem, it could be your best friend.  


You have to get this message out into the public.  And then you have to have screening programs that can respond when people want somebody screened.  And that is a huge challenge for the behavioral health system.  And it's a very different model than what we've had over many, many years.  So we're very excited.  We have a project which is called EARLY, which is an acronym for Early Assessment and Resource Linkage for Youth.  (Audio Dropout) on the end of our second year.  We're one of six sites nationally that have been looking at trying to identify these young people and bring them in for treatment. 


And there is going to be much, more, I think, scientific publications over the next couple of years around this is one of several projects.  And so we're very excited about this work.  I will tell you, the main thrust of this work, again, is outreaching, getting the information out.  Over the last two years we have spoken to 2,200 people across the state, teachers, health care providers.  And it's very enjoyable, it's a tremendous effort to try to get this message out into the public.


And anyway, here's just some information.  So do I have time for questions, Juan?  Yes? 


WOMAN:  When you were talking about the higher-risk individual, is it psychosis (Inaudible) in place, or is it some sort of insight?


DAVID GRAEBER, MD:  Is it loss of insight, I'm sorry?


WOMAN:  Or do they still have some insight as to their symptoms?


DAVID GRAEBER, MD:  Okay, that's a very good question.  The question is, when we're talking about psychosis, is it complete loss of insight, or do they still have some insight?  I welcome Juan's input.  In my experience, there's a spectrum of this.  And so typically early in people's disorder, they tend to retain some insight, all right?  And can be quite puzzled.  So for example, a patient who starts to hear some whispering and maybe some voices, and understands this is odd, and really wonders where is this coming from, all right?  And so one could say he knows this is odd, he's questioning where it's coming from, he's not acting on it.  And so one would say that he has some insight (Audio Dropout) preserved.  For a lot of patients, as those symptoms get more intense, both perhaps the progression of the illness, but also the intensity of the symptoms may make it harder and harder for insight to be maintained.  Our brains are very good at trying to make sense of data.  


So one of the thoughts, even let's say, for example in hearing chronic, or a lot of auditory hallucinations, is that your mind will try to make sense of that.  And sometimes people can develop delusions around, well, I don't know where these voices are coming from, so your mind may try to sort of make stories that make this plausible.  So perhaps there's somebody I can't see who's spying on me.  And then that course can begin to come where people begin to lose more and more insight.  And loss of insight becomes very challenging in terms of treatment, which Dr. Bustillo will probably talk about.  Yes?


MAN:  Omega-3, fish oil in therapy (Inaudible)?


DAVID GRAEBER, MD:  So (Laughs) that's a really good question.  Okay, I'm sorry.  So the question is, fish oils, or omega-3, any sort of dosing ideas.  How much?  So fish oil's been looked at in many, many disorders.  And the doses have varied nine or tenfold in these studies.  The most recent study that looked specifically at this group of patients, high-risk who developed it, who didn't, they used about 1.2 grams of omega-3s per day.


Now, there's two main components to omega-3s.  There's EPA and DHA.  In that study, they used 700 milligrams of EPA and 500 milligrams of DHA in the study.  So one of the things about specifically EPA is that it may be protective, especially against sort of stress, in how the brain handles the neurochemical correlates of stress.  But one of the things is that it's been shown in at least a couple of studies to be effective in maybe I was going to say preventing, but I'm not going to say that, in terms of decreasing onset, potentially, of psychosis?  


But it doesn't look like, to the best of my knowledge, Dr. Bustillo, noticed that it's really not that helpful once patients, for example, have developed chronic schizophrenia.  So there may be a window in which it may be more helpful, but it may not be as helpful in other areas of the disease.  But that's the most recent study.  Yes?


MAN:  (Inaudible) fish oils (Inaudible) does that interfere with the medications?


DAVID GRAEBER, MD:  No, it really shouldn't.  And people shouldn't take mega-doses, you know, more is not necessarily better.  So, again, that would be something really good to talk to your treating physician about, because it may vary.  But I'm not aware, are you, Juan, of any major interactions?  I mean it's fairly benign, if people take reasonable doses.  


MAN:  Any other questions?  We are doing great in terms of time.  (Applause)

(END OF TAPE)

