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DR. BARBARA A. CORNBLATT: (In Progress) ... pinpoint that biology of the disorder, and understand the early mechanisms before the onset of psychosis.  This is going to tell us a lot about the underlying biology, about how the disease develops, what the mechanisms are and how best to treat it.  So what we find, although it’s directly related to prevention, is also relevant, I believe, to all the way throughout the course of the illness.  Now our program is called the Recognition and Prevention, or RAP program, and we’ve been here at Zucker Hillside since 1998.  So I just want to start out by giving you an example of the kind of adolescent or young adult that we treat in the RAP program.  


So I’m going to just tell you a little bit about a girl called Kay, who is a very recent patient of ours.  Kay is a 17-year-old female that was accepted into our program about a year ago.  Her parents are divorced, her father’s remarried, and she lives with her mother, who is financially and emotionally stressed.  Now at presentation, Kay believed that her friends could read her Facebook account, and she also thought they could listen in on her cell phone.  Now she wasn’t 100 percent certain this was true.  She only thought this was true about 70 percent of the time.  Because if it was 100 percent true, she would be considered psychotic.  But because you could say, “You don’t really think that people are reading your Facebook account?” and she’d said, “Oh well maybe not,” she’s considered pre-psychotic.  These are earlier symptoms.  They’re not fixed.  You can talk a person out of this.  So this is considered a prodromal type symptom.


Eventually it got worse.  She threw her cell phone away so that nobody could listen.  Her mother got extremely upset because it created more financial problems.  And then Kay began to have recurring illusions.  Now these are, again, subtle but abnormal signs.  In her case, she was hearing sounds in the house that nobody else thought were strange.  She thought there were people trying to break into the house.  At one point, she thought she saw the doorknob moving.  So when you talked to her, she said she knew these things were not really happening, but she was really frightened anyway.  And then she started refusing to leave the house.  She became withdrawn, she didn’t want to talk to her friends.  And she started refusing to go to school.


Well, this is what she was like when she came to us, okay?  So we decided that she was appropriate for our program, for what we call early intervention.  And the kind of treatment this involves ... in her case, because she was having illusions and so forth, she received antipsychotic treatment, she was very closely monitored, she got individual psychotherapy.  And she and her mother joined what we call a multi-family group, which is a therapy that focuses on problem-solving.  And she received educational support.  


So over the few months that she was in treatment, her symptoms have reduced, her sleep has improved, and she actually graduated from high school this past June.  She’s now attending a community college, and doing well with the support of the tutors that we organized for her to see.  She’s begun socializing with a few peers outside of school.  I wouldn’t say she’s the most social person, but she occasionally talks to friends.  And she’s no longer experiencing the very acute paranoid symptoms she was undergoing before.


So she’s an example of a prodromal, or a high-risk patient.  And we define this as a youngster with symptoms that are similar to psychosis but not quite as intense or fixed.  As I said, you could talk Kay out of her belief that her friends were listening in on her cell phone.  She didn’t believe it all the time.  The treatment we gave her is an example of early intervention, and outcome, at least at the moment, appears that we were able to prevent the worst part of the illness from progressing.


So this is what the RAP program, and our prevention program is all about.  We are a combined treatment-research program.  We work with adolescents who are between the ages of 12 and 22, and who are considered to be a clinical high risk for schizophrenia and other psychoses.  Most recently, we’ve also added bipolar disorder.  We refer to these individuals as being in the prodromal state, that is they’re just before they become psychosis.


So let me give you just a tiny bit of background about the field of prevention in mental illness, okay?  Now prevention has been a focus of schizophrenia research for only a little bit over a decade.  So we’re starting to catch up to a lot of the physical illnesses such as diabetes, heart disease and cancer, all of which have been focusing on prevention for many, many years.  So in psychiatric research, prevention is really just starting.  So there’s lots of challenges and issues left to be resolved, but we’re catching up.  Okay?


And right now, the focus on prevention studies is on the prodromal, this is what I was talking about, the prodromal phase of schizophrenia, which is just before the onset of psychosis.  And this represents a new kind of high-risk strategy, because you’re considering individuals to be at risk for later illness on the basis of these relatively subtle clinical signs that they are displaying, and in our case, the subtle clinical signs are called attenuated positive symptoms.  These are symptoms that resemble psychosis, but do not have psychotic intensity or conviction. 


So we refer to this as clinical high risk, because high risk is based on clinical signs ... CHR is the abbreviation ... use it interchangeably with the word prodromal.  Prodromal is a more common term and you may have heard it a lot recently, because all of the sudden, this interest in prevention has exploded in the literature, and there’s lots of publications.  Just to show you what I mean, when we did a review ... this was published by Jean Addington, myself and a group of others in 2007.  And when we did a review of prevention, or prodromal, articles with respect to schizophrenia, there was no such thing up until 1990.  Lots of other illnesses were doing prevention, but psychiatry, no focus on prevention until around, as I said, 1990.  And then there were a small handful of studies, and suddenly the field took off.  And look, the number of studies have increased year by year.  This was five years ago.  If you looked at it now, the line would be up here some place.


There are all kinds of studies being published every single month now in lots of journals.  And where we started with other three projects in the whole world, which I’ll tell you about in a second.  There are now hundreds all over the world.  So what was it that caused this sudden interest?  Well, the very early handful of studies suggested that if adolescents came into the clinic and they had these attenuated positive symptoms, these kind of almost psychotic symptoms, that within a year, they would develop a psychosis.  So this generated a lot of interest on the part of many researchers.  So a lot of people started becoming interested in this issue.  


But for a long time, there were only three programs.  There was the PACE program in Melbourne, Australia, started by Pat McGory(?), and his colleague Allison Young(?).  And actually the Australian study was the first study that was done in this prodromal field.  They were number one.  Then two years later or so, Tom McGlaschen(?) started the PRIME clinic at Yale, and we started the RAP program here at Zucker Hillside.


Now the interesting thing was that Pat McGory and Tom McGlaschen, both psychiatrists, had both worked with chronic patients, then first episode patients, and then they asked the question, “If we start giving antipsychotics, which have been the most successful at treating our patients, if we start giving antipsychotics ahead of time, before the patients became psychotic, will it prevent the symptoms from evolving?  Becoming worse?


So both doctors McGory and McGlaschen did clinical trials.  Dr. McGory used risperidone, which you heard about today; Dr. McGlaschen used olanzapine.  They were both, as I said, randomized clinical trials.  And both of them were conducted several years ago.  Both trials found encouraging results.  Especially that it seemed to delay onset of psychosis, whether it was risperidone or olanzapine, but neither trial produced conclusive results.  So whether or not antipsychotics actually can work to prevent illness still is unclear.  These two still remain the classic two studies.  Lots of other studies in progress, but there’s nothing been reported that’s any more conclusive than these two.


Although I have to tell you that a couple of months ago, there was a small study reported by one of Pat McGory students, Paul Amminger, who is in Austria, on fish oil.  And he felt he got some very good preventive results from fish oil.  Very small preliminary study, again needs to be followed up before anybody can really say much about it.


Okay moving to the RAP program, our program here at Zucker Hillside, we took a very different approach.  We never really believed we were at the point where we could decide what kind of medication should be given.  So we never really did a clinical trial.  We studied medication, and I’ll tell you a little bit about that later, but we never did a formal clinical trial in the early days of the RAP program.  What we have done for the past ten years is to study the underlying biology of the illness before psychosis begins and before anyone gets medication, so that we can understand how the illness works.  What the risk factors are for it, what the genetic implications are, and what the best way will be to treat it once it reaches specific stages.  Okay?  So we have some medication findings that I’ll tell you about but that has never been our primary focus.  Our primary concern has been understanding the biology of this illness.


We currently have over 250 prodromal adolescents and 100 normal healthy controls that have participated in our program over the past ten years that we’ve been both treating and collecting data from.  The mean age of our subjects is 16.  As I said, the age range can go as high as 22, 23 years old, but not much higher than that.


And so then let me just move to the question of a little bit more detail, so you get a real understanding of the kind of adolescents we’re working with.  What do we really mean by attenuated prodromal or positive symptoms?  These are how you get into the clinic.  If you have these symptoms, you’re considered to be at risk for later schizophrenia.  They’re very reminiscent to the symptoms that denote schizophrenia.  There are five positive symptoms, and an individual has to have a moderate to severe score on any one or more of these five.  The five are unusual thoughts, suspiciousness, grandiose ideas, perceptual abnormalities and disorganized communication.


So unusual thoughts are the kinds of thoughts that resemble delusions.  They’re probably the forerunners in many cases of delusions.  So you have to catch them before they become this kind of fixed psychotic state, okay?  So they’re things like being confused, having magical thinking.  For example, if you think that something you do can influence how a ball game is going to end.  Over-valued ideas.  That was mentioned earlier.  That’s like a preoccupation with some idea.  For example, some of the kids get an idea about philosophy in their heads, and that’s all they want to talk about is some very peculiar philosophical notion.  Mind tricks, which is thinking that possibly you’re living in a movie, like “The Truman Show.”  And ideas of reference.  So thinking that things in the environment are really referring to you.  So that like the way that a song is written is directly written and communicating to you.  Or the way a tree is facing you is a sign of something.


Those unusual thoughts by the way, as I said, they’re risk factors in that kind of form.  Once they become more intense, once they become more fixed, they’re delusions.  Suspiciousness.  I think we’re all familiar.  This is being mistrustful and guarded and thinking that other people are watching you, or that other people intend to harm you.  This was Kay, that I mentioned at the beginning, was paranoid.  She thought people were trying to break in the house.


When our kids come into the clinic, we have a lot of suspiciousness.  A lot of the reasons that adolescents come to the clinic are because they say when they go to school, there are clusters of other kids hanging around the halls talking and laughing.  They’re sure they’re talking and laughing about them.  So they don’t want to go to school anymore.  They’re being suspicious.  And when this gets worse, it migrates into paranoia.


Grandiose ideas is the next category.  Very unusual.  These are thinking you have special gifts or talents or you’re specifically important.  We don’t see prodromal kids with grandiosity, so I’m not going to spend any time on that.


Perceptual abnormalities are the kind of mild, introductory hallucinations.  They’re heightened perceptions.  The colors are brighter, sounds are louder.  There are illusions where you see strange lights or peculiar sounds.  We had a subject who would report that she couldn’t sleep at night because fo the way the wind sounded.  It had this like shrieky sound to it.  Now this isn’t a hallucination, but it’s not a normal perception.


And finally, we have disorganized communication, which is the early form of thought disorder.  And that’s when you can’t really understand what the person is saying, they’re vague, they’re off track, they talk about irrelevant things when you ask a question.  And this is the early form of that.  Okay so if we have an adolescent who comes into our clinic and displays any one of these five symptoms, we consider them potentially at risk for schizophrenia.  And the emphasis here is at risk.  That doesn’t mean they have the illness.  It just means that the odds are that they may become schizophrenic.  And the odds aren’t that great, either, okay?  So keep that in mind.  It’s not like 100 percent odds, it’s like about a 30 percent odds.


So moving to this, why are we interested in this population? It’s because we think if we can work with this population, we can prevent psychosis from evolving.  Why do we think that?  Well, let me move to the neurodevelopmental model that was developed over the course of the RAP program.  It’s really the blueprint for prevention.  Dr. Malhotra showed this earlier today, and I just want to take a couple of minutes to explain how it affects our research.  Because really, this is how all of our findings are interpreted and how all of our designs are structured.  


So we propose ... and this by the way is in agreement with most major neurodevelopmental views of how schizophrenia works, okay?  And the notion is that the roots of schizophrenia are laid down very early in life, most likely prenatally, and most likely as the result of a series of diseased genes.  This is what Dr. Malhotra was talking about.  The effect of those genes is that something goes wrong as the brain develops, and we don’t know exactly what right now, but we think there’s some combination of structural, biochemical or functional disorders that then lay down a vulnerability for schizophrenia.  These abnormalities are not the illness.  It is a predisposition to the illness.  Something else has to happen to then trigger off psychosis.  That something else we believe is probably a second set of genes, later-onset genes, but may also be things in the environment.   And I want to mention two of the things in the environment in a minute that we’ve been looking into.


Whatever does this, positive symptoms, these attenuated positive symptoms start to emerge around puberty.  We believe they mostly emerge in this attenuated mild, more subtle forms.  And as the illness progresses, they get more and more severe until they reach the level of psychosis.


Okay so it makes sense that most of the early prevention studies were focused on this pathway.  So the idea is since antipsychotics are most effective at dealing with psychosis, if you gave them early, they would be most effective at reducing these emerging positive symptoms.  That’s what most of the early studies were concerned with, and that’s why they did clinical trials.


Now we in the RAP program are interested, obviously, in trying to diminish or reduce or even make disappear positive symptoms.  But we’re equally interested in understanding if there are any environmental factors that aggravate this situation, and mostly what we’re concerned about is this underlying vulnerability, which we think is present regardless of what stage you’re in, whether it’s before psychosis, first episode, or people who have had the illness for a long time, this vulnerability, this biological core here is present.


And we’re interested in it for two reasons.  First of all, we think if we can intervene really early and do something about these vulnerabilities, these abnormalities that reflect the brain problems, that we can probably reduce the chances that any of this will happen, okay?  So right there, we have one approach to prevention.  But the other thing, the other reason we’re really interested in this is because whether or not psychosis is present, we think this vulnerability leads to long-term disability.  So we think this vulnerability leads to long-term disability, which is what is characteristic of many patients and many individuals, even if their psychosis is controlled by medication, sometimes even where psychosis hasn’t developed.  But you have individuals who are on the fringes of society, maybe have schizotypal personality disorder.  So let me answer your question.


MAN:   My son came down with full-blown schizophrenia, and wound up in the psychiatric ward of Barnes(?) Hospital in St. Louis.  While he was in a graduate program.  He had lots of friends, no cognitive developments.  He got a college scholarship, had lots of friends, seemed to be well-adjusted, until late in college when he seemed to have a lot of trauma.  A friend committed suicide, had trauma in summer jobs, et cetera.  And then graduated, went into a graduate program for PhD and broke down with full-blown schizophrenia, and doesn’t seem to have followed that pattern, so I don’t believe that ...


DR. BARBARA A. CORNBLATT:    Well, first let me say this is supposed to be a blueprint for the typical course of illness.  That doesn’t mean it refers to everybody.  So there are some individuals who will have a different developmental course and not exactly follow this direction.  When I say cognitive problems, problems with friends, we’re talking about very subtle things that are not necessarily observable.  And I am not talking about ... also when I’m talking about cognitive problems, I’m not talking about I.Q.  They’re very specific, subtle cognitive processes.  And I’m sure this probably wasn’t typical of your son, but one of the major cognitive processes we talk about is speed of processing.  And that is kind of very difficult for you to see, unless you’re measuring it directly.  And it has to do with how fast somebody is putting things together.  It’s not an overall I.Q. thing.  Some people are very, very intelligent, but still have these kinds of specific problems.  


Same thing about friends. This may have been different for your son, but a lot of our patients start around puberty or a little bit older, and that’s often around when they go to college, they start developing peer problems.  Mainly because of some of the cognitive difficulties.  


So let me just say that we are particularly interested in these four areas as components of this vulnerability.  We’ve done a lot of work to study them, and we think that these are where we have to concentrate on developing early interventions.  I’m not going to go into any detail on our findings, but let me just mention that we have found that in all four areas, our subjects who are at risk are impaired on all of these.  However, of the four, the only two that actually predict later schizophrenia turn out to be specific cognitive deficits which we have found to be verbal memory and speed of processing.  And these are articles that either have already been published ... one by Todd Linz(?), and one that’s being submitted by Ricardo Carrion(?).  And social isolation.  So we have a lot of data that suggest that those individuals who become increasingly socially isolated as they wind their way through their later school years ... this especially starts coming out around college ... have a much higher likelihood to become schizophrenic than other people.  So these two domains in particular are direct predictors of later psychosis.


Depression is a very widespread early sign.  It’s in many of our kids display varying levels of depression from dysphoria to major depressive disorder.  The good thing about depression is it’s very treatable.  We have found that we get a dramatic improvement in depression in the first six months with treatment.  


School and role functioning is particular to adolescents, but we think it reflects the ability to be an independent member of the community as an adult.  It’s not necessarily academics, but if you can adapt to the school situation, we think it’s reflective of whether you can adapt to a work situation later on.  This has not proven to be that predictive of later schizophrenia, and another thing that we have found is that that is also treatable.  So within six months, we’ve got a lot of the kids in our program are back to school, back to mainstream schools with a lot of support from us.  So we have two areas that seem to have major implications for how the illness develops.


I’m going to move a little bit to a more controversial area, and tell you some findings that I’m sure none of you are going to expect.  We’re looking at two areas in the environment that could possibly perturb the situation, aggravate the situation.  The first is stress.  And there’s a suspicion that stress levels have to do with the onset of schizophrenia.  One fo the things that we’re doing ... we’re working with a number of sites ... especially Elaine Walker at Emory ... is to study the notion that it’s not abnormal stress that is the issue here.  It’s really normal stress, but abnormal responses to normal stress.  And that’s because of ... an imbalance in the cortisol system.  So we’re at the very early stages of this investigation, so I can’t tell you the answer right now, but that’s just the suspicion.  


What you may be surprised about is what we found about cannabis.  I’m sure that a lot of you have been reading for a long time now that cannabis use is potentially a trigger of psychosis.  This comes out of mainly from European epidemiological studies and a member of the RAP program, Andrea Author(?), received a NARSAD grant a couple of years ago to study this.  And the question that she asked is whether we ... when we’re following kids on an individual level ... so this is different from epidemiological research, which looks at populations ... on an individual level we find that there’s any relationship between smoking cannabis and psychosis.


First of all, what we found is that our subjects at risk don’t use a huge amount of cannabis.  They do tend to use more of it than our healthy controls do.  Pink is our high-risk group and blue is the healthy controls.  We then looked at that in relation to general population statistics.  This red line comes from the U.S. national population database.  And what it suggests is that our kids are the same in terms of cannabis use until they reach the ages of 17, 18 and they start moving out of the house.  And then they start using more cannabis.  


So we’re finding that this effect ... that use really varies with age here, and whether they’re living with parents.  But what about the issue of what effect does it have on the kids that use it?  Well, we don’t find that cannabis has a negative effect.  Much to, I’m sure, everybody’s surprise.  In fact, our kids have lower levels of suspiciousness, they’re not as socially isolated and they have lower negative symptoms when they use cannabis.  Now we don’t think that cannabis necessarily does this, we just think that the kids who are more social are the ones that are in the situation of sharing cannabis with their friends.  


But what about that?  If there’s some kind of relationship, then those are the kids that should eventually develop psychosis.  And when we look at what’s related to the emergence of psychosis, what we find is what we find under all circumstances whether we look at cannabis or not.  The two things that are predictive are how severe your positive symptoms, your attenuated symptoms are at baseline, and how socially isolated you are.  Cannabis does not come into play here.  So there is no evidence from our data that cannabis has anything to do with starting schizophrenia.  In fact, 75 percent of the subjects in our program who converted to schizophrenia never even smoked cannabis.


So this is a little different than the findings you’ve been reading about in the newspaper.  I want to caution people that we are not suggesting cannabis is good for everybody once they become ill, but I want to caution people from interpreting the fact that their child may have been in any way responsible for their own schizophrenia by doing cannabis at early ages, because there is absolutely no proof that that’s the situation.


The epidemiology studies really referred to a very small subgroup of individuals who started at a very early age by like nine and ten, and smoked abnormal amounts of cannabis.  So in your average, everyday kind of experience, doesn’t seem to be a factor.


In terms of treatment ... I’m just going to take five more minutes and show you one of our major treatment results.  And this is an answer to the question that we have been raising since the beginning which is whether antipsychotics should be considered the treatment of first choice, when we’re talking about prevention.  And again, as I said, mostly all the other studies started out with the assumption that this was the case.


We did a naturalistic study, which means that we didn’t actually do a clinical trial.  What we did was we asked a team of psychiatrists who had nothing to do with our research program to treat the symptoms in these at-risk adolescents, and then we just recorded what kind of medication they used, and what happening over a three-year period.  And we started out with 78 subjects.  A lot of them were ... we had eliminated a lot of them on the way, so we wound up with 48 subjects.  


Twenty of them received antidepressants, 28 received second-generation antipsychotics.  They were all followed for three years.  And 12 subjects become psychotic over that three-year period.  So how did they do on the relative drugs?  Well, as it turns out, antipsychotics were about 50/50.  They were effective in preventing psychosis in a little bit more than 50 percent of the cases.  Antidepressants, nobody got psychotic.  Antidepressants were 100 percent effective and again, the antipsychotics were 57 percent.  So you know, this was almost a counterintuitive finding at the time.  This finding was reported about three years ago.  If you want details, it’s in The Journal of Clinical Psychiatry.  It was published in 2007.  


And we spent a lot of time trying to figure out what the story was.  And it turns out that the answer ... or at least one answer to this kind of confusing result is when we looked at these 12 individuals who converted that all were being treated on antipsychotics, 11 of them were non-compliant.  Dr. Kane talked about this earlier as being a factor of major importance in treating already affected individuals.  Well it’s just as important in trying to prevent the illness.  So everyone who developed a psychosis went off their antipsychotics.


Well, as a result of this, we determined that antidepressants appear to offer a possible alternative to antipsychotics for treating the prodromal phase of schizophrenia mainly because antipsychotics may be protective, but it doesn’t really matter how good they are, if teenagers won’t take them, they don’t work.  And teenagers apparently won’t take them.  It’s even worse than older patients.  However, for some reason, the teenagers will take antidepressants.  So there was not the compliance problem with antidepressants.  Almost everybody stayed on them.  And so what we’re suggesting is just start that way.  Use the antidepressants first, and save your antipsychotics for when you absolutely need them ... so that people don’t go off them and stop taking them.


And what we think is probably that the antidepressants are not really working directly on the positive symptoms but probably reducing stress by decreasing depression and getting the kids back into school the way we suggested antidepressants have those treatment effects.


So let me make a couple of conclusions about treatment.  First of all, we don’t know yet what should be used for prevention.  There is some suggestion antipsychotics are good, but they’re not going to be the only answer.  They may not even be the best answer in this earlier phase.  There are a number of other studies going on to look at alternatives.  Pat McGory has been studying lithium.  I haven’t heard much about this, so I don’t think it’s been shown to be very effective.  


I mentioned earlier Paul Amminger had done a small study on Omega-3 fatty acids, that’s fish oil.  That has to be ... it looks very encouraging but it has to be replicated.  In the RAP program, we’re studying another naturalistic substance called diserine(?).  We don’t know yet how that’s going to work.


There were questions asked about cognitive remediation.  This is one potential to try to treat those cognitive deficits that I talked about earlier.  Very time-consuming, labor-intensive, but we may add a component to our program.  And we are concentrating at the moment on psychosocial treatments.  By that, I mean, group therapies.  And we spent a lot of time with multi-family group therapy that was developed by Bill McFarlan.  This is part of a five-site study funded by Robert Wood Johnson where the focus is on problem-solving and support amongst the families of prodromal patients.  This is a widespread type of therapy that’s been used with older, more chronic patients as well.  And very successfully.  So we’re trying to use it with kids.  It’s the kind of situation where a group meets every two weeks for an hour and a half each meeting.  You focus on one major problem that one family is having, and the parents help each other solve the problems.  Parents and siblings and anyone else who is important in the family can come to these meetings.


And this kind fo therapy works when it works.  It doesn’t work for everybody.  Not everybody is willing to spend the time on it, but we’ve had very good results for those families who really want to come and support each other.  And these tend to be individuals with less outside social support and a variety of stressors.  It’s also families with younger kids.  The older kids start wanting not to come so much.  But we find this multi-family group not only improves the actual patients, but the parents are really getting much better when they participate.  It kind of reduces a lot of stress, it helps people learn how to parent because they give each other advice.  And one of the major things we found was that the parents’ stress levels were better, they felt a lot better and they were getting sick a lot less.  So there were fewer medical illnesses amongst the parents in our multi-family group.


So we’re continuing to look at that as a possible strategy.  We’re also moving to a single family treatment situation, where we work with families individually and we try to treat understanding of the symptoms and how to manage these symptoms and communicate, and how to resolve family issues and conflicts.  That seems to be working fairly well, as well.  


So I’m not going to go into details about any of this, but let me just say that the field is very young.  As I said, it’s only about a decade old.  We have a lot of encouraging clues and hints of things that may work, and the information that we get we believe is going to be generalizable to the full field.  And I just wanted to acknowledge everybody that I work with.  Andrea Author is our associate director for clinical issues in the group, Christoph Correll advises us medically, we have a whole team of psychiatrists, psychologists, educational specialists, social workers that work in the RAP program.  So I want to thank you all.  (Applause)  


MAN:   You mentioned the use of lithium and Omega-3 fatty acids in two studies.  What were the amounts that were used?


DR. BARBARA A. CORNBLATT:   Right now, nothing is known about the lithium study.  I just know that it’s underway.  The fatty acid study, I really don’t know the amounts that were used.  I’d have to look that up to let you know.  But it’s just been published recently about two months ago in Archives of General Psychiatry, and the author’s name is Paul Amminger, if you want to look it up.


WOMAN:   How do you spell that?


DR. BARBARA A. CORNBLATT:    A-M-M-I-N-G-E-R.


WOMAN:   What was the name of the second type of therapy after the Omega-3?  Can you go back one on the Power Point?


(Background Conversation)


WOMAN: Vinogradov?


DR. BARBARA A. CORNBLATT:    Oh Vinogradov is the name of the woman, she’s in California, her name is Sophia Vinogradov.  And she has developed a type of cognitive remediation.  So it’s computer exercises that somebody does in the afternoons or anytime, and they do it I think three or four times a week.


WOMAN:   So this is online?  It’s an activity, an exercise that can be done ...?


DR. BARBARA A. CORNBLATT:    I don’t know if it’s ...


WOMAN: (Overlap)   I’ll look her up.


DR. BARBARA A. CORNBLATT:    Yes, look up her name.  And she’s in San Francisco.  And I’ll leave it up there so you can see how to spell it.


WOMAN:   Yes, when our son had his psychotic break, what took him to the hospital was he said he was either having ... had a brain tumor or he was having a heart attack.  Now I assume that was anxiety.  And I noticed you didn’t put that down as a prodromal.


DR. BARBARA A. CORNBLATT:    It is, though.  It goes with depression.


WOMAN:   It goes with depression?


DR. BARBARA A. CORNBLATT:    It’s just because of the way I did the slide.  I used to have depression and anxiety.  I just (Inaudible) anxiety.


WOMAN:   (Overlap) Okay I just wanted to clarify that.


DR. BARBARA A. CORNBLATT:    Yes, but it definitely goes along.


WOMAN:   Yes, hi.  Geodon for a bipolar illness.  How often does that cause heart trouble, statistically?  Do you happen to know?  Because my son is planning to switch from Seroquel.  And I’ve heard some bad things about that.


DR. BARBARA A. CORNBLATT:    I’m going to refer that question to Dr. Kane.


DR. JOHN KANE:   So we’ve just finished an 18,000-patient study with Pfizer that looked at the risk of cardiac sudden death with Geodon.  And there was no difference between Geodon and olanzapine, which is Zyprexa.  And that paper will be published in the not-too-distant future.  And I think there’s been a sort of re-evaluation of the concern about the QT prolongation, which will talk to that issue.  So I don’t think it’s as big of an issue as people thought originally.


WOMAN: I see.  Not to panic about it.  (Laughter)  


DR. BARBARA A. CORNBLATT:    Yes?


WOMAN: Yes, I have a question.  If you are dealing with teenagers and you’re dealing with young children who may have some fo these symptoms, how do you start off treatment?  Do you start a child on medication once you start seeing that they’re experiencing some of the symptoms?  Or do you first start with therapy?


DR. BARBARA A. CORNBLATT:    Our program is based on this neurodevelopmental view.  So I do not think one treatment fits all categories, and I think you have to look at when the symptoms start, how severe they are.  I would start with the kinds of psychoeducational treatments that we’ve just talked about.  Psychoeducation just means that we’re working with the parents, we’re providing education as to how to reduce stress, how to control symptoms, and we would provide talk therapies to the kids.  Maybe individual, maybe group.  Depending on what their needs are. 


And only when the symptoms are sufficiently severe would I recommend then going to medication.  And then it depends on what kind of medication.  As I said, I think we would start off with antidepressants before we got to antipsychotics.  But remember, these are kids before they’re psychotic.  Once they’re psychotic, that same doesn’t hold.  Yes?


WOMAN:   (Inaudible/Off-Mic) diet?


DR. BARBARA A. CORNBLATT:    We don’t, because we just don’t have the resources.  That’s a very tricky, time-consuming question, but it’s an interest.  And I think some groups, maybe.  Yes?


MAN:   Thank you very much to all three speakers.  Could you comment on the stability of the one percent of occurrence rate of schizophrenia?  I raise this in part because of the competition for scarce research dollars, and today there are other disorders, less serious, such as ADHD, autism, which are serious of course, which seem to be increasingly dramatically in occurrence and getting research dollars.  And can you just comment on the fact that schizophrenia, serious as it is, fortunately is not increasing, but is remaining at this stable rate?


DR. BARBARA A. CORNBLATT:    Well, yes, I think that a lot of what you’re talking about are measurement issues.  And it’s hard to know what is actually increasing and what is just being measured better, and what people are recognizing more.  For example, autism, people are recognizing it more than they used to.  So it’s hard to know exactly what’s increasing.  We’ve been very aware of schizophrenia since the days of Kraepelin years and years ago.  So yes, people who have measured schizophrenia ... has been relatively somewhere between one and two percent of most populations around the world, most geographical areas around the world.  But the toll that schizophrenia takes economically, financially, emotionally, is huge.  And much more so than many other illnesses.  And I think that has to be taken into perspective at least as much as the actual percentages.  And so in terms of the family burden and lost work hours and so forth, really that’s the figure that’s of concern when you’re talking about allocating money for treatment and prevention.  Any other ... ?  Yes?


MAN:   (Inaudible/Off-Mic) ... psychological, a lot of talk therapy, and you are using CBT and RABT as an intervention.  Why isn’t it more used?  I mean, I know Zucker is almost 100 percent biological now as opposed to in the 70s or 80s.  Why isn’t it more used on patients in the hospital?  I mean, the hospital only has three psychologists running around.  There is really ... the out-patient clinic, it’s in and out.  Ten minutes, the patient gets a medication.  Why are you using it with the RAP program?  I don’t want to put it on you, but you are doing this in the RAP program, and you’re getting benefits and you’re getting results.  Why isn’t that ... I know it’s not cost-effective.  You know, that’s very important.  Because cost-effective is everything these days.  But there is, you know, so many people would benefit who have these.  I mean you’re using CBT, you’re talking to kids who have these almost psychotic ... ideas.  And why isn’t that used in general?


DR. BARBARA A. CORNBLATT:    Well, I have to turn that back to Dr. Kane, since he’s the one who makes these decisions.  (Laughs)


DR. JOHN KANE:   So you know, I wouldn’t say that Zucker Hillside is (Inaudible/Off-Mic).  I mean, I think that there certainly has been a shift (Inaudible) psychodynamic/psychotherapy and biologic treatment, and particularly when we’re talking about (Inaudible) many of you might know, historically ... 


WOMAN: (Inaudible/Off-Mic)


DR. JOHN KANE:   That’s right.  There were attempts made to treat schizophrenia with psychotherapy and psychoanalysis and so forth.  And you know, that really didn’t work very well.  So medication was really a very important advance.  However, it is very important to combine medication with psycho-social treatments.  I also would suggest that we could be doing more in the psycho-social domain, but you know, you also were correct in saying that there is the issue of cost-effectiveness.  And that, unfortunately, is a reality.  And so you know, I’m not going to burden you with our financial problems, but the challenge is providing the right balance of treatment to as many people as possible under the economic circumstances that we exist in.


MAN:   (Inaudible Portion/Off-Mic).


DR. JOHN KANE:    Okay, I think that’s a little bit unfair, but you know, this afternoon, we are focusing on research, because we’re here to honor and promote NARSAD, which is about research.  So that’s what we’re talking about.  We could easily have an afternoon talking about clinical treatment at Hillside.  And most of what we do here is clinical treatment.  We spend $90 million a year doing clinical treatment.  We spend much less than that doing research.  Could our clinical treatment be better?  I’m sure it could.  I’m sure there are gaps, there are things that we wish we could do that we’re not doing.  But you know, I feel reasonably proud of the treatment that most patients get here.  


We have built one new building, the ambulatory care building.  And actually, I was just told yesterday that they are going to break ground for a new in-patient building within this year, so that was very, very good news.  (Applause) But we have been trying to do that.  And you know that it’s been a difficult financial time for everyone.  Someone in the audience was asking me earlier about cutbacks from the state and the impact it’s had on local treatment facilities and you know, this is what’s happening in the world.  So we do need new facilities.  I think we’re making progress in getting that, and I wish I could solve all of the problems of healthcare and mental healthcare and so forth.  But we’re trying to do the best we can.  But we welcome your input.  So any of you here who have suggestions for things that we could be doing better or could do differently, we welcome them.  So I appreciate your comments, and I hope I’ve been able to address them.


WOMAN:   (Inaudible/Off-Mic) is there anything ... I’m just thinking (Inaudible) my son.  He seems to always have a very (Inaudible) take on long-term memory.  The short-term memory (Inaudible).  And that often happens in stroke victims, and ... I mean, I know it’s something going on in the brain, or not going on in the brain (Inaudible).


DR. BARBARA A. CORNBLATT:    Well, I think that’s an excellent observation on your part, because that’s exactly what we find.  Which is that long-term memory is relatively intact.  It’s short-term, verbal memory that seems to have this kind of impairment.  And it is probably something going on in the brain, that’s what I was talking about earlier.  That if the genes influence that component of the brain, that is responsible for short-term verbal memory, that could be one of the factors.  It’s not the only factor, and it’s not specific to schizophrenia, but that’s why other types of people, also ... yes.


DR. JOHN KANE:    So I think we are going to draw this to a close.  And I want to thank all of you for coming.  Were there more questions?  Did I get all the questions?  Okay.  


MAN:   Just a small comment in terms of ... why you do not have any travel directions on your (Inaudible)?  (Laughter/Inaudible Portion) No, not necessarily, because if you are traveling by what you call public transport ...


DR. JOHN KANE:    I apologize, so the announcement did not have any travel directions?


(Inaudible Portion/Off-Mic)


DR. JOHN KANE:    Okay so I apologize.  We should have travel directions.  I agree with you completely.  


WOMAN:   (Inaudible/Off-Mic)


DR. JOHN KANE:    That’s an important point.


MAN:   And it’s not just here.  Any of the NARSAD meetings that they have, they never print on it.  


DR. JOHN KANE:    That’s an excellent point.  So I will talk to the NARSAD people, so the next time we do this ... let’s make sure ...


WOMAN:   (Inaudible/Off-Mic) 


DR. JOHN KANE:    Yes, and we can easily print directions.  So I want to thank all of you for coming, and you know, it’s our pleasure that we could spend the afternoon with you.  And I hope that this has been helpful.  (Applause)


(Background Conversation)

(END OF TAPE)

