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DR. JOHN KANE: (Continued) ... One of the key challenges, though, when we talk about managing illnesses like schizophrenia is delivering treatments in the best possible way.  Taking advantage of the treatments that we have, trying to understand when they work, when they don’t work, who they work in, who they don’t work in, what combinations of treatments we should be using.  And I think one of our biggest challenges is that the research that we do doesn’t always get applied to clinical practice right away.  It can actually take years.  


And I think that there’s an increasing opportunity now for patients and families to actually play a role in how treatment is delivered.  And by that, I mean ... informed consumers can play a very, very important role in discussing with their doctors what should be done and how it should be done.  You now have access to a lot of information on the Internet.  Unfortunately there’s a lot of information that’s not great on the Internet, but there’s also a lot of information that is very, very good.  So if you go to reliable sources like NAMI and the National Institute of Mental Health and so forth, you can get some very good information.


The slide that you have in front of you now talks about the advantages of what we call shared decision making.  And I must tell you that when I trained in psychiatry, it was not the custom at that point to tell patients and families what the diagnosis was.  Because I think we were afraid that the diagnosis of schizophrenia would be too frightening to people, and we tried to use other words.  And when we look back on that now, it’s rather absurd.  And also totally inappropriate.  But keep in mind that it wasn’t that long ago that people didn’t talk about cancer.  That people used to say the word “cancer” in whispers, and they were embarrassed about cancer.  And now that also seems absurd.  


So we’re trying to change the way we perceive mental illnesses.  And obviously that’s one of the things that NARSAD is trying to do, it’s one of the things that NAMI’s trying to do, as are we.  So the importance of having an open dialogue between the doctor and the patient and the family is absolutely critical.  So when we talk about shared decision making, we’re talking about having the patient engaged with the doctor in making decisions.  It’s not just up to me what the best treatment is for you.  It’s also ... I need to understand what’s important to you.  There may be a side effect that is particularly troubling to you that may not bother someone else.  There may be a symptom that you have that’s more troubling than other symptoms that you have.  If I’m going to recommend some kind of work program or rehabilitation, I need to know what you’re interested in.  I need to know what you really want to do, not what I think you should do.


So shared decision making is very, very important.  But this is still something that we need to foster.  There are some doctors who are not as comfortable with this as others.  And there are some patients who would say, you know , I just want you to tell me what to do.  I don’t want to have to make these decisions.  And that’s understandable, as well.  But I think patients and families should never hesitate to ask questions, and should never hesitate to bring information to the discussion that they think that they’ve gotten from a reliable source. 


Now there’s been a lot of question about the new drugs, the old drugs, which is better, et cetera, et cetera.  And there’s no easy answer to that, because ... we can’t say new drugs, old drugs.  All the drugs are different.  So when people talk about you know, classes of drugs and try to compare them, it really varies, and it varies from patient to patient.  One patient might do well on drug A, another patient might do well on drug B.  And unfortunately, we can’t predict that up front.  We’re trying to work in that direction, and Dr. Malhotra showed you some slides on genetics in relation to response to medication.  And even before we find the genes that might ... predict risk for schizophrenia, we may be able to use genes to help us inform our treatment decisions.  Because the genes have an effect on the way people respond to treatment. They have an effect on the side effects that people have.  So we can use that sooner.


Now someone in the audience asked about clozapine.  So this is a meta-analysis of studies looking at different drugs.  And what you see on the upper left-hand side, that clozapine is the highest dot ... what that means it that clozapine has shown to be better than the other drugs.  And that’s still true.  The problem is there still are clinicians who are uncomfortable using clozapine.  And that’s another area when we talk about, you know, information and asking doctors questions.  So it doesn’t hurt to ask about clozapine, in my opinion.  


We use a lot of clozapine, but it is a tricky drug to use.  It has a lot of side effects.  And some doctors are a little bit afraid of it. So if a doctor is uncomfortable using a medication, you know, there are speciality programs ... like we have a clozapine clinic here, where the doctors are perfectly comfortable using clozapine.  And clozapine may be the kind of drug that is better used in a specialty clinic.  Because you know, there are certain conditions where you want to have someone who is very experienced in using a particular kind fo treatment.  But clozapine is still the best drug.


The other thing I want to point out is side effects.  And side effects can often be a limiting factor.  And again, this is part of the shared decision making.  We need the patients and we need the families to tell us about side effects.  And to talk about it in a way that we can figure out how to reduce the side effects.  So these are data from a study that was done by Dr. Robinson, who is one of the professors here, one of the doctors who’s been doing research in first episode schizophrenia.  And this is an unusual study.  What he did is he looked at a population of people who had had their very first episode of schizophrenia, and they were treated in the hospital with medication and with therapy, and they did pretty well.  Left the hospital.  The recommendation was that they stay on medication, but many of them stopped, which is not unusual.  And many of the patients who stopped got sick again, because we believe that if you stop medication, it really increases the risk of getting sick again.  


So what this particular study entailed was looking at those people who were treated a second time, got better, left the hospital, and then decided to stop their medicine again.  And what were the predictors of that?  And one of the biggest predictors was whether or not they’d had what we called Parkinsonian side effects when they were in the hospital.  Now Parkinsonian side effects are the neurologic side effects that can make patients look stiff or slowed down, or they might have a tremor or their facial expression might be diminished.  They might have less spontaneity.  Or they might have restlessness, particularly an internal feeling of restlessness.  And it was those side effects, particularly the Parkinsonism, particularly the slowing of movements and the stiffness that predicted the people who were going to stop their medicine a second time, even though maybe they’d realized that it wasn’t a very good idea.  It just points out how important it is for us to manage these side effects.


Now someone asked about cognitive training and schizophrenia.  And cognitive training can be helpful, but what this particular paper showed is that there are things that can interfere with cognitive training.  And in this study, what the investigators found was that certain medications actually interfered with the cognitive training.  Medications that were what we call very anticholinergic.  So again, it’s something that one can ask one’s doctor about, but the anticholinergic medications will often cause things like dry mouth or blurred vision or constipation.  But they can also have a cognitive effect which might be working in the wrong direction.  And so we want to try to minimize those effects. 


Tardive dyskinesia is another side effect of antipsychotic drugs, which we think we’ve managed to reduce the risk of, but there still is a risk.  And tardive dyskinesia involves abnormal involuntary movements of the mouth, face, tongue, sometimes the extremities.  It might look like grimacing, it might look like a chewing movement or that the tongue is coming out of the mouth, and if anyone sees that, that’s something that the doctor needs to be aware of.  Because this is a side effects that we really want to be able to identify very quickly and try to do something to make it go away.  We think that the newer medicines are much less likely to cause this than the older medicines were, and that that’s one of their advantages.  But it still doesn’t mean that there is no risk at all.  So even with the newer medicines, there still might be some risk.


This is a study which I think is interesting.  This was done in Finland, where they have a very good way of following patients, because they have national health insurance, and they have data on everybody.  And they looked at a very large number of patients over a period of time, and tried to see which drugs, which medications were associated with the lowest risk of being re-hospitalized in this large population of patients with schizophrenia.  And what they found was that a depot medication, which means a long-acting injectable medication, was associated with the lowest risk of re-hospitalization.  Followed by olanzapine and clozapine.  


Now the long-acting injectable drugs I think in a similar fashion to clozapine are actually under-utilized, particularly in the United States.  Because doctors may be hesitant to use them, and also doctors assume that the patient won’t agree to take them, which I think is a big mistake.  Because in my experience, and I should say we have done a lot of research with long-acting injectable drugs over the last 25 years.  We’ve done some of the major studies funded by the National Institute of Mental Health.  We’re in the middle of such a study right now, with seven other institutions across the United States, including Harvard and UCLA and a number of other universities across the country.  So we’ve been very interested in long-acting injectable drugs.  And I’m not talking about any particular medicine.  I’m talking about long-acting injectable drugs in general.  So we think that they can be very helpful, but doctors are hesitant to use them.  And doctors think that patients won’t accept them.  


In my experience, when I’ve sat with patients and families and explained why we think it’s a good idea to use a long- acting injectable drug, that most patients will try it.  They’ll at least give it a try.  Now you know, none of us likes to get injections, right?  I mean, we don’t like getting shots.  But if you have to get an injection once every two weeks or once a month, and it can really help you in managing your illness, and preventing a relapse, that’s very, very important.  And I’m going to come back to the issue of what we call adherence in a few minutes.


Now the other problem that we have with the chronic and severe mental illnesses is that these illnesses are associated with higher mortality rates.  We know that schizophrenia, for example, has a five to ten percent risk of suicide.  The woman in the video was talking about her daughter who committed suicide.  I think her daughter had depression.  But people with schizophrenia also are vulnerable to committing suicide, between five and ten percent.  But there’s also a higher risk of death from other causes, as well.  And what we’ve seen in several studies across the United States is that the average age of death is about 20 percent younger than in the population as a whole.  And that’s not just because of suicide, that’s also because of things like smoking, obesity, metabolic side effects, heart attacks, things like that.  Yes, sir?


MAN:    (Inaudible/Off-Mic)?


DR. JOHN KANE:   Yes.  There definitely ... it’s a complicated area but some of the drugs are more likely to cause weight gain than other drugs, and Dr. Malhotra showed you a slide ... clozapine and olanzapine, which are two of the most efficacious drugs are also two of the drugs that are most likely to cause weight gain.  So it just underscores the point that there’s always a balance of benefit and risk, and that’s where the shared decision-making comes in, also.  We need to talk about what are the benefits, what are the risks, and how are we going to manage that?  


So we are trying to figure out how we can prevent the weight gain.  We’re trying to figure out how we can prevent the metabolic side effects.  But if someone has weight gain or metabolic side effects, we need to manage that and not ignore it.  And I think there’s been a tendency sometimes to say well, you know, this person was very ill from a psychiatric standpoint.  You know, so what if they gain a little bit of weight? 


Now if someone hasn’t responded to any medicine, and needs to take clozapine, then I’m probably willing to put up with some weight gain.  But if there’s a chance that they’re going to respond to other drugs, then I might not be so willing to put up with weight gain.  So again, it’s a question of balancing benefits and risks.  


This shows ... this is a good slide to follow your question, actually.  This slide shows the difference between the drugs, in their propensity to cause weight gain.  And basically shows that olanzapine was associated with the most weight gain.  Clozapine is not on this slide because it wasn’t included in this study, but other drugs like aripiprazole and ziprasidone are associated with less weight gain.  So again, we have to balance these things.  


But one of the things that troubles me is that we still have a problem in medicine, in healthcare.  And this is again where I think the families and the patients need to really work with us.  I was one of the experts on a panel for the American Psychiatric Association and the American Diabetes Association.  And we published guidelines for monitoring patients in terms of weight gain, in terms of blood pressure, in terms of diabetes and so forth.  And so these were published ... in 2004.  And we’ve done a number of studies since then trying to look at what impact this had.  And what we’ve found is that it hasn’t had as much impact as we’d hoped, so a lot of patients still aren’t being monitored for these things.  They’re not having their fasting blood glucose monitored.  They’re not having their waist circumference monitored, et cetera.  So we need to make sure that we’re getting this kind of monitoring so that we can identify ... these problems when they occur.


If someone has hypercholesterolemia, for example, they might need to be on a medicine for that.  And that’s true of the population at large.  I’m sure many of us in this room are on lipid-lowering agents, but many people don’t always get them early, and many people end up deciding that they’re not going to take them.


So I want to talk also about medication adherence and medication discontinuation.  Now I emphasized the importance of side effects before, right?  I said that you know, some patients will have side effects and that will really kind of turn them against medication.  The other thing that turns people against medication is the feeling that it’s not working.  And so this is a study where it was shown that the major reason for patients stopping medication was that they felt they weren’t getting better.


Now this is tricky, because sometimes people are getting better and they don’t realize it.  Or they don’t fully appreciate it.  So again, it’s part of that dialogue.  You know, we need to talk about ... so many there are areas where you are getting better, but other areas where you’re not getting better.  And we don’t want to throw out the baby with the bath water.  We need to understand what we’re dealing with.  Unfortunately, there are a lot of things that medicines don’t really help that much with.  Like someone asked about cognition.  The medicines don’t really improve cognition that much.  They can improve it a little bit, but not that much.  They don’t improve negative symptoms as much as we’d like.  They can improve them a little bit.  But many patients are left with the negative symptoms.  What that means is the apathy, the lack of motivation, the diminished pleasure capacity.  And we’re looking for new medicines that will help more with that, but we’re not there yet.


So this is something else that we’re very interested in.  These are studies we’re doing looking at early response, trying to measure response after two weeks in the hospital as a predictor of how people are going to do over the next two months.  Or even the next six months.  And you know, we think we’re making progress in using measurement of certain symptoms to be able to better identify who is likely to respond and who is not likely to respond.  And then we can make decisions about ... well maybe we need to change the medicine or maybe we need to do something different.  And it gives us a chance to discuss that with the patient and with the family.  You know, we might need to change our strategy.


This also might have implications for some of the biology, too.  Because basically what we’re doing here is identifying some patients who respond quite well to medicine and some patients who don’t.  And that may give us important clues about the genetics or the underlying pathophysiology.


Another thing that we’re concerned about and that we’re trying to study is what we call polypharmacy.  So many patients are getting more than one antipsychotic drug at the same time.  Is that a good idea or is that a bad idea?  Well, again, it varies, but we do think that there may be an overuse of this particular strategy.  And that some people are getting multiple medications when it’s not really clear that it’s helping.  And that’s something we’re trying to study.


Now there may be other medications besides antipsychotic drugs that can also be helpful.  This is an analysis of antidepressants in people who had pronounced negative symptoms.  So I said that the antipsychotic drugs are not doing all that we would like in terms of treating negative symptoms.  Well, in some patients, antidepressants might actually be helpful.  And also in some patients with schizophrenia there is a co-morbid depression, so that antidepressants might be helpful for a number of reasons.  So it may be legitimate for some people to be taking those drugs in addition to an antipsychotic.


Now I’m going to digress for one minute to talk about also some general problems in the field.  Now you may have read in the newspaper that some of the major pharmaceutical companies said that they’re no longer going to really try to develop drugs in psychiatry.  Did any of you see that in the newspaper?  Okay.  So that’s very concerning to us, right?  Because as I said earlier, we rely on the pharmaceutical companies to develop new medicines.  And we’re always hoping, you know, that they’re going to come up with an even better medicine.  And so to hear that, you know, three of the really biggest companies are kind of backing away from research in this area was kind of upsetting.


The reason they’re backing away is that research has gotten very difficult and very frustrating for them.  And this research is very expensive.  I must tell you.  That to do clinical trials of antipsychotic drugs or any medicine, it costs a lot of money.  So companies have to invest a lot of money before they know that a drug is really going to work.  And what’s happened is that a lot of the clinical trials that are being done are sort of failing.  They’re not getting any results.  And that can be because of a very high placebo response rate or it can be that wrong patients are being entered into the study.  There are lots of different reasons.  This is a complicated area.


But I wanted to mention this, because I know some people have wondered well why are these big companies backing away from research and psychiatry?  This is an analysis of the placebo response in schizophrenia trials, showing that it’s actually increased over time.  Now you may be wondering so what’s the big deal about placebo response?  Well, when you’re trying to develop a new drug, you want to show that the drug is better than placebo.  And if patients on placebo are really getting a lot better, it’s hard to see whether or not the new drug is working.  And we also have to ask ourselves why in a disease like schizophrenia would placebo work so well?  Because we think that we really need these medicines to treat schizophrenia.  


Now that’s a very complicated question, and I could spend a whole hour talking about that, but what it basically means is that we need to work very hard to do these trials very well, and make sure that we have the right patients, that we’re assessing them in the right way, and that we can really be confident that we’re getting a true picture of whether or not a medicine is working.  And that’s one of our challenges.


Now I said I would talk more about adherence.  Adherence is, if you know the expression, “the elephant in the living room.”  It’s something that is one of the biggest problems in all of medicine ... not just psychiatry ... in all of medicine.  So half the people who are given a lipid-lowering agent, which we were talking about before.  If you have high cholesterol, half of the people who start taking a lipid-lowering agent are not taking it anymore after six months.  And that’s just one example.


It’s a problem for us to take medicine on a regular basis.  It’s hard.  We don’t like to do it for lots of reasons.  Sometimes we forget.  Sometimes we have to take so many different pills, we can’t even keep them straight.  Sometimes we don’t like the side effects.  Sometimes we don’t think the drug is helping.  Sometimes we don’t like the idea that we even have to take a drug.  So one of the problems we have is that both patients and doctors overestimate the extent to which patients are actually taking their medicine.  


And these are studies comparing ... you know, counting the pills, seeing how many pills the patient has left, and what the patient says.  So you know, we ask somebody, “Did you take your medicine?”  “Yes, I took my medicine.”  “So did you miss any doses?”  “Well, you know, maybe one.”  But then, you know, we open the pill bottle and we count the number of pills that are left and there are too many pills left.  So you know, they weren’t really taking their medicine.


Or we asked the doctor: “So tell me, with your patient Mr. Jones, do you think he’s taking all of his medicine?”  “Yes.  Absolutely.  I know he’s taking all of his medicine.”  Well, but then we use an electronic monitoring device to see whether or not the patient’s taking their medicine, and lo and behold, they’re actually not taking their medicine, the doctor didn’t know it.  


So this is a big problem, because the people who should know this don’t really know it.  The consequences of non-adherence are enormous, and in schizophrenia, there a particular problem.  So 50 percent of patients will relapse within three to ten months if they stop taking their medication.  In some studies, it’s even more than 50 percent.  So if you stop taking your medication, the risk of relapse is very, very high.  And what happens when someone relapses?  Well, they might have to go back into the hospital.  They might also have other kinds of difficulties.  They might involved, you know, in the criminal justice system, they might get arrested for something, they might be more suicidal, they might get into fights with people, they might get into fights with the family.  


You know, it’s often relatives who are injured when someone is psychotic.  So this whole problem of non-adherence is enormous.  Now here’s one of the problems.  We did a survey with a bunch of experts in schizophrenia.  Doctors who treat patients with schizophrenia across the United States, so 50 experts.  And we said, well, you know, you all read the literature, you really know.  You know.  So based on your knowledge of the literature, what proportion of patients with schizophrenia do you think are really compliant?  And the average response that they gave us was 28 percent.   So they were basically saying ... we think that about a quarter of the patients are really compliant.


But then we said, “What about your patients?  What about the patients you treat?”  (Laughter)  They said 43 percent.  So what does that mean?  That means that they think their patients are much more compliant than everyone else’s patients.  (Laughter) Now, is that true?  Now of course, I would like to think that’s true about my patients, but ... I don’t think so.  


But it points out one of the biggest problems, that you know, doctors don’t necessarily like to acknowledge this, because it’s a little bit of what we call a narcissistic injury.  You know, it’s a blow to my pride, it’s a blow to my confidence in myself as a good doctor if my patients aren’t following my recommendations.  And this is a serious thing.  And you know, you spread this out across thousands and thousands of doctors.  It’s a problem.


So I want to share with you something a little bit futuristic that we’re doing, because I’d be curious to hear your reactions.  So I mentioned earlier that we have done a lot of research on long-acting injectable drugs, and we are continuing to do that research.  And we think that we need to develop better strategies to help people with adherence.  And adherence ... the other misconception is that ... someone is being a bad patient if they don’t take their medicine.  And that’s not really true.  That’s not fair.  They’re not being a bad patient.  You know, I’ve never gotten through a ten-day course of antibiotics without missing a dose.  I don’t know about you all.  But it’s human nature to have trouble taking your medicine.  So you’re not being a bad patient; this is a challenge.


So the trick is, and it gets back to the shared decision making that we were talking about at the beginning ... the trick is for us to sit down in a partnership and say look, this is the medicine that we think is going to help you manage this disease, right?  If you don’t take it, there’s a good chance you’re going to end up in the hospital, and all the things that that entails.  I mean, it’s so sad when you see somebody who’s worked really hard and you know, to get a job or to get back to school, and they’ve been doing things to really try to you know , make the most of what they want to do.  And then they stop taking their medicine and they get sick again.  And then all that effort kind of is lost.  You have to kind of start all over again.  So it’s a huge problem.


All right, so it’s a partnership ... we’ve got to say all right, what are the strategies that we need to do?  Do we need reminders?  I mean, we’ve done studies where we’ve paged patients with pagers to say, you know, remember to take your medicine.  Not everybody likes that.  We’ve done studies with pill boxes.  You have an electronic pill box.  It can tell you whether or not you took your medicine.  You can even get electronic pill boxes that will call someone if the medicine wasn’t taken.  


The latest thing that we’re about to start studying is ... there’s a company that we’re working with that has developed the technology to have an actual microchip in the tablet that you swallow, right?  Now what happens when you swallow this microchip is that it emits a signal to a receiver which records the fact that the medicine was taken.  And the receiver also monitors things like heart rate and activity level.  And we can tell if someone’s sleeping well by looking at the data from this.  


And the idea here ... so this is being used in things like congestive heart failure, tuberculosis, other infectious diseases.  But it hasn’t been tried yet in any mental illness.  And people at first were very reluctant.  They said well, you know, I’m not sure that somebody with a mental illness is going to accept something like this.  And my response was, “Well, I’m not so sure about that.”  Because I think if we sit and we talk about it and we explain it, you know, maybe they will accept it.  Because the fear is that you know, the notion that somehow you’re swallowing a chip is going to make somebody feel more paranoid or more suspicious that somebody is monitoring me, that somebody is watching me.  


But I think if we understand that ... what this is for and what it really does, it also enables us to monitor some physiology.  If we can tell if someone is sleeping well or not, which this will enable us to do, and whether or not they took their medicine, it’s very important in how we manage the patient’s illness.  


So we’re going to do a pilot study with this starting probably in the next few weeks.  We’re doing this in conjunction with Massachusetts General Hospital and some colleagues at Harvard.  And we’re actually excited about this because we think ... this is the kind of thing we need to do.  We need to take advantage of new technologies.  


Okay I also want to tell you about another major project that we just started, and this has to do with recovery.  So recovery is really the goal, right?  I mean, we can talk about symptoms and side effects and so forth and so on.  But what we really want to see and what our patients and families really want to see is somebody being able to go back to work or back to school, or back to being a homemaker.  Whatever it is that they want to do.  To be in the community and to lead a meaningful life, to be able to have hobbies and do things they enjoy and so forth and so on, right?  That’s really what it’s all about.  So recovery means being able to do those things.  


So the National Institute of Mental Health has just awarded us a contract.  It’s about $24 million.  So it’s one of the largest grants that they’ve given and that we’ve ever received.  And we’re doing this in collaboration with a number of other universities which are listed on this slide, but it’s being run out of this department at Zucker Hillside.  This is one of our themes of this project.  


What we’re trying to do here is to develop a comprehensive and integrative treatment intervention for early phase first episode schizophrenia that will promote recovery, basically.  That’s what it’s all about.  We’re also trying to develop something that can be delivered in real-world settings.  So that means not just in a ... research clinic or in a teaching hospital, but in your average community mental health center, anywhere in America.


So this is a map of the sites that we’re working with.  There are 35 sites in 21 different states, and as you can see, all over the country.  And these are just regular clinics.  These are not like university hospitals or medical schools or research clinics.  And what we want to see is if by training these people in the methods that we think are most appropriate, can we really improve the recovery rates in schizophrenia?  Can we change the trajectory of the illness? 


Now we know what happens with young people who’ve developed schizophrenia, right?  It’s usually late adolescence or early adulthood, they may have some cognitive dysfunction, they may have difficulty with social functioning, they are more likely to smoke, they are more likely to abuse substances.  They may have been ill for a while, even, before they got any treatment.  The average is about a year.  We know that they can become isolated from friends and families.  We know that they have a risk of harm to themselves or aggressive behavior.  We know that there’s stigma associated with being ill, particularly with having a psychiatric illness.  We know that they can be demoralized and depressed.  We know how disruptive it is to family life and how distressed the family members can become. 


So what we’re basically doing is ... we’ve developed a program called Navigate, which is a comprehensive treatment package that involves medication and psycho-social treatments, given together by the same team of people in an integrated fashion, along with supportive employment and supportive education, family treatment, psycho-education.  And we’re basically going to study 400 people with early-phase schizophrenia, who are going to be randomly assigned to receive either community care as they usually would, or this enhanced intervention. 


We’ve also developed a computerized decision support system for the doctors who are going to be delivering this intervention.  That gives them a lot of additional information, it helps them do shared decision making which I keep emphasizing.  It helps them do measurement-based decision-making using rating scales, monitoring side effects, et cetera.  And obviously if this works, this is something that we want to roll out to everybody.  The Department of Health and Human Services is very interested in this study.  We’ve met with them.  They’re going to be tracking the results of this study, and if it’s positive, they want to make sure that this treatment will be available to anybody, anywhere.


So what are we measuring?  We’re going to be following patients for two years.  As I mentioned, they’re going to be randomly assigned.  Actually, they’re going to be assigned depending on which clinic they’re going to, because we’ve randomly assigned the clinics, because it’s very difficult to do random assignment within a clinic when you’re doing very different treatment programs.  And we’re going to be looking at their quality of life.  That’s the number-one outcome measure that we’re going to be using.  We’re also going to look at service utilization, we’re going to look at relapse rates, we’re going to look at cognition, we’re going to look at all kinds of things.  We’re even going to look at smoking.  And ultimately recovery ... but the real question is quality of life.


So we’re very excited about this.  This is a really challenging project, because as I said, we’re working with 35 different clinics across the United States, and trying to make sure that the treatments are delivered in a very consistent way.  So we’re training everybody, and then we’re going to be monitoring their treatment on an ongoing basis.  So you know, in future meetings with you all, we’ll be able to provide you some results of that study and let you know what we find.


So in closing, I just want to say that there are many different aspects to the research that we’re doing and the research that needs to be done, ranging from genetics and brain imaging to treatment, and studies of what’s the best treatment and how do we deliver it?  And how do we make sure that everybody can get it?  Because it’s not just a matter of you know, someone who comes to Zucker Hillside Hospital where we have a lot of NIH grants and we do a lot of research.  We really want to know that that treatment can be made available to anyone anywhere.  Anywhere in the United States.  And we’ve also been in touch ... we’ve been approached by people in Europe and people in China who also want to follow what we’re doing and try to do it there.  So it’s not just a matter of impacting treatment in the United States, but we’re also hoping that we can impact treatment in other countries around the world.


So thank you very much for your attention.  I’d be happy to answer any questions.  (Applause)  


WOMAN:   (Inaudible/Off-Mic) ... magnetic treatment that they’re using right now at Columbia for cognitive.  What is your opinion on that?


DR. JOHN KANE:   So in terms of treating schizophrenia, we don’t see that as a viable treatment at the moment.  We’re certainly very interested in other strategies of using different types of you know, brain stimulation to help mental illnesses, but right now in schizophrenia, the treatment that we think is most helpful actually in that particular domain is electroconvulsive therapy.  And electroconvulsive therapy, known as shock treatment, unfortunately, is still a very valuable treatment for depression.  Probably still the most effective treatment for depression.  And it can be given in a very safe way. 


We’ve also found that in some people with schizophrenia who have not responded to other treatments, that the combination of electroconvulsive therapy and clozapine can be helpful.  But we haven’t seen any good results yet with transcranial magnetic stimulation and schizophrenia.  Yes sir?


MAN:   (Inaudible/Off-Mic) ... the FDA has new rules where they require all the drug companies (Inaudible) 2006 to release all their trial studies.  Whereas before, we had Prozac and SSRIs where they only had to show the good studies.  The studies that showed positive results.  And they kept the studies that showed no benefit (Inaudible) they feel that now the rules are against them.


DR. JOHN KANE:    Okay I don’t think that’s what changed.  I mean, you’re correct, except with one minor point: the FDA always had access to all the studies.  It was the public who didn’t have access to all the studies.  So the rules now are that if you do a study ... and this includes us, as well ... if you do a study, you have to post that study on something called clinicaltrials.gov.  So that everyone is aware of the studies that are going on, and no one can sort of hide a study because they didn’t like the results.  The FDA always had access to those studies, though.  


So I don’t think it’s the fact that the FDA has changed the rules that has discouraged the companies.  What’s discouraged the companies is ... it’s gotten increasingly difficult to do the studies on the kind of scale that they need.  And that’s a complicated issue, but that’s really the obstacle.  I’ll come back to you, but let’s just get some other people.  Yes, ma’am?


WOMAN:   If somebody starts on a medication for schizophrenia, does it over time become less effective?


DR. JOHN KANE:    In some people, yes.  But we generally hope not.  I mean, we think that for many people it doesn’t become less effective.  But we have seen that in some patients.  So you know, sometimes that results in needing to switch to another medicine.  Or sometimes to increase the dose.  


MAN:   In the idea of drugs ... the answer ... that seems to be what we’re talking about, that that’s the only answer.  It’s like if somebody broke their arm, you could give them a drug for whatever that would never heal it.  The arm has to be put together.  I mean, there are a lot of surgeries, if somebody gets into a car accident or whatever.  Isn’t the DNA an actual source that needs to be maybe in some way in a whole different avenue dealt with, that the drugs will never deal with?


DR. JOHN KANE:    Well, you’re raising a very important question.  So if we think that this is a disorder which has a very strong genetic underpinning, and we think that it’s also what we call a neuro-developmental disorder, that there’s something in the way that the brain develops, that’s problematic, and you’re basically saying so if we give a medicine can we really change that?  Probably not in a fundamental way, but we think ... I mean, the reality is that the medicines that we use to treat schizophrenia have a pretty profound effect.  We tend to lose sight of that sometimes because we haven’t cured the disease.  And because these drugs also have side effects and so forth and so on, but they actually have a pretty profound effect.  As big an effect as, you know, most drugs in other areas of medicine.  So we shouldn’t lose sight of that.  But at the same time, we’re not curing the disease.  And you know, you may be right in the sense that we’re going to need to understand the genetics and the biology before we can really cure the disease, and that’s going to take time.  Yes?


WOMAN:   This may have been addressed earlier.  I was just wondering if the Power Points will be put online or your talk will be webcast?


DR. JOHN KANE:    We didn’t do a webcast, but I think we can put them online.  I guess we can put them on our website or ... ?  We’ll need to check on that, but I appreciate that suggestion.


WOMAN:   Great.  That would be helpful.  


DR. JOHN KANE:    Yes, ma’am?


WOMAN:   (Inaudible/Off-Mic) 


DR. JOHN KANE:    Yes, so you know, it’s always hard for me ... I can’t comment on an individual case without knowing all of the details, obviously.  But you know, I certainly would not expect to see someone taking more than two antipsychotics at the same time.  And generally, we would like to try to do it with only one.  So there may be situations where two antipsychotics are necessary or valuable, but I think we have to be careful with that and make sure that that really is the case.  But I’d be very hesitant about three at the same time.  Yes ma’am?


WOMAN:   I know our goal is to have success and to cure (Inaudible).  But I have two comments.  (Inaudible Portion/Off-Mic) how often do you truly believe that you are dealing with somebody (Inaudible) much more success, I’m sure (Inaudible) but I wonder how often (Inaudible) it’s the first episode?  (Inaudible) very manipulative, and they have lots of feelings that are going on before anyone (Inaudible).  So that’s number one.  Number two is I’ve been around for a long time, and I remember being told many moons ago (Inaudible) one group of the population, a third (Inaudible) refractory.  (Inaudible) truly believe that (Inaudible)?


DR. JOHN KANE:    Okay so the first question was ... how often do we really see someone at the very first episode?  You’re right in that most people are not in the first episode.  You know, so it’s a very, very small minority of people who really are in the first episode.  I mean, we work very hard to find those people because we’re doing research in that area, and Dr. Cornblatt in a few minutes will be talking about people even before the first episode, and she’s worked very hard to identify such people.  But you’re absolutely right: the overwhelming majority of the people are not in their first episode.  And even when we do identify so-called first episode people, they’ve often already been ill for a long time.  They just haven’t been treated yet.


The second question was ... you know, some of the estimates suggest that about a third of people are refractory to the medications that we have.  I think refractory is too strong a word, because I think most patients will benefit somewhat from the medications we’ve had.  We tend to call people refractory or treatment-resistant if they still have a lot of significant symptoms.  So in that sense, what we’re saying is they have not responded as well or as much to the medicine as we would like.  


For example, we would use clozapine.  So clozapine is labeled, when you look at the package labeling, you know, clozapine is indicated for patients who have failed on other drugs, or patients who have a significant amount of suicidal risk, suicidal ideation.  So that means that somebody has failed on another drug.  And that’s sometimes how the word refractory is used, so.   Yes?


WOMAN:   Dr. Kane, I want to follow up again on what you mentioned before.  The combination of Clozaril with ECT.  One of my children has been very sick over the years, and it is a real success story with the combination of Clozaril and ECT, and the long-term ... actually he’s getting Prolixin as a long-term injection.  He has made an amazing recovery.  He is a very handsome young man, married now, the father of a beautiful young son, keeping a job.  Exactly falling in this parameter of what you say leading a meaningful life.  Of course he has an amazing wife who loves him and supports him.  I think we as a family do, too.


Now the question is, because he’s doing so well, he wants to space more and more his ECT.  And that’s kind of like ... you know, we all know, and he knows it, too, this is a chronic illness which he will have to manage, and he is totally in compliance.  But do we have any data at all in ... are there any other cases or is he one of a few where it really seems to work so far?


DR. JOHN KANE:    Well, first, thank you for sharing that.  And it’s always good to hear a success story, so I’m very pleased to hear that.  It’s a difficult question.  We do not have a lot of experience over the long-term with people in that situation.  So you know, my advice is that ... whatever he decides to do in conjunction with his doctor, it should be done very, very gradually, and you all should be vigilant as to whether there is any worsening.  But I certainly can understand the desire to cut down on the frequency.  


WOMAN:   (Inaudible/Off-Mic)


DR. JOHN KANE:    Yes, absolutely.


WOMAN:   (Inaudible/Off-Mic)


WOMAN:   I want to talk to the issue of monitoring for diabetes and heart disease.  Our son has been on Clozaril since he was 20.  He’s now 39 and he’s completely stable.  His doctor refuses to monitor for heart disease and diabetes.  He absolutely refuses.  And he’s on part of your faculty practice, and he says that he’s ... not a doctor.  He hasn’t been to medical school in god knows how many years, and he just can’t take on that responsibility.  Go to your internist.  And the internist says ... he’s on a medication that causes an increased risk of heart disease and diabetes?  Gee, which medication is that?  So he swivelled around and went to his laptop and said, “Oh my god.  I didn’t know about that.”  You know, so where do we put the pressure to get these people to monitor?  I mean, is it the FDA that needs to require doctors to monitor?  Is it ... I don’t know ... does it take lawsuits?  I’m very frustrated, and I know lots of other families are, as well.


DR. JOHN KANE:    That’s a very important question.  I’m saddened to hear that this person is on our faculty.  (Laughter) But I appreciate your telling me that, seriously.   So we need to do something about that, and we’re trying to figure out what the best way is.  So we’re working with different professional societies and so forth to figure out, you know, how can we do quality monitoring and then how do we put some teeth into it?


So it’s easier when you’re in a hospital clinic, because then you have more control over the doctors.  For people who are in private practice, it’s more difficult.  But I think that’s going to happen.  I can’t promise you it’s going to happen tomorrow, but I think there are a lot of efforts underway.  Because people have looked at these data and have had the same reaction you’ve had.  You know, so what are we going to do about this?  And it’s not just psychiatry.  I mean, you know, this is true in other areas of medicine.  I don’t want to leave you with the impression that somehow psychiatrists are worse than other doctors.  I mean, all doctors have problems kind of keeping up with some of the most recent guidelines.


The other thing that we need is we need to have better-informed internists.  And there need to be internists ... and maybe it’s not every internist or every primary care doctor, but we need to have a group of primary care doctors who are really comfortable with these medicines and who wouldn’t have to look up clozapine and would be able to say well, okay, this is what we should do.  And I’m going to work with you to do this.


WOMAN:   I have a question about the Clozaril.  If a patient is on clozapine, how do you measure their dosage?  Which dosage is sufficient enough?  Small and sufficient enough?  Or he has to keep on a bigger dose as much as he can tolerate?  Or keep on a smaller dose?  And which one is the smaller dose?


DR. JOHN KANE:    Right.  It really depends on the symptoms that he’s having, the side effects that he’s having.  There’s no one dose that’s right for everybody.


WOMAN:   But which one is the smallest which is sufficient which is (Inaudible)?


DR. JOHN KANE:    Well, we’ve had patients on 100 milligrams but we’ve also had patients on 800 milligrams, so there’s a huge range.  Sometimes doing a blood level can be helpful, because that can tell you sort of where the person ... because if everyone in this room took the same dose of clozapine, our blood levels, the amount of medicine in our actual blood, could vary as much as 20-fold.  You know, my level might be 20 times higher than yours.  So sometimes doing a blood level can be helpful in adjusting the dose.  


But it’s usually going to be based on the symptoms.  And if we think the symptoms are under good control, then we’re probably not going to raise the dose anymore.  If someone’s having significant side effects, then we might lower the dose.


MAN:   Can I ask a question?  I wonder if you could bring up the CATIE study that showed that the first-generation drug like perphenazine was just as good as the second-generation drugs?  And also, as far as the consultant fees, I know that Hillside has made a stop that ... dinners with drug companies, people working as psychiatrists, giving speeches at drug dinners.  Christoph Correll here, as you showed ... he has, just as an example, taken money from every drug company that has been included in that study for children.  I don’t understand why a researcher who is supposed to be independent ... and I mean, the thought is ... well, every drug company has to kind of kick in so that it prevents bias.  Because if there’s only three drug companies, you know, the other three might be held against them.  


So why would a researcher who is doing independent studies on these drugs ... need to be on the payroll?  I mean, you listed the enormous amount of drug companies, and it may have an effect on formulary.  What drugs are put in, you know, for a schizophrenic.  You know, Trilafon is not usually prescribed at Hillside.  You always go to olanzapine, usually, or Seroquel is a very hot drug.  So this is a very important aspect as far as ... you are taking drug money from Eli Lilly, AstraZeneca, and you’re having a very important impact on the patients here.  And they can’t get a drug like Trilafon which costs pennies, as opposed to a ten milligram Zyprexa, which is $15 to $16 each pill.



DR. JOHN KANE:   Sure.  This is a very long conversation, but let me try to answer it as quickly as I can.  So in terms of CATIE, which was your first question ... the analysis of the CATIE data was very complicated.  So you know, what was reported in the press was that these drugs were all the same.   That’s not really true.  So olanzapine had a significantly lower rate of discontinuation, which was the primary outcome measure.  Olanzapine was significantly superior.  Now olanzapine also has a lot of side effects, so our utilization of olanzapine has been reduced because of that.  But there have been numerous meta-analyses where all of the studies, and I showed yo one of them ... where all of the studies, not just CATIE, all of the studies have been pooled together and analyzed.  And those meta-analyses consistently show that clozapine is the best drug, followed by olanzapine, followed by risperidone.


The other thing about CATIE, which is also misunderstood, is that more patients discontinued from perphenazine due to the neurologic side effects that we talked about before, which I pointed out had a huge impact on people’s level of adherence.  That has been played down.  People are saying, Well, that’s not so important.  And some people say, Well, if you have those side effects, you can treat that with another medicine.  


So there are drugs that we call anti-Parkinsonian medications.  When I showed you that study of cognitive remediation, and I said that the anti-cholinergic levels that patients had interfered with the cognitive re-training?  That’s what the anti-Parkinsonian drugs are.  They are anti-cholinergic medications.  So we have to be very careful.  This is a complicated issue.  


Tardive dyskinesia is another thing.  CATIE found no difference in tardive dyskinesia.  There was no way that CATIE could show a difference in tardive dyskinesia, even if there were one, because patients were only on the same drug for six months.  And they’d already been treated for 12 years on average, so they’d already been through the period of maximum risk for tardive dyskinesia.  


And the last thing I’ll share with you is that one of the most highly respected statisticians in the United States, Helena Cramer(?), published a paper in which she said that you cannot conclude from CATIE that there’s no difference between these drugs.  And all of the people who were running around saying that there are no differences between these drugs were really ... making a statement that wasn’t true.  So you have to be careful.  It’s very complicated.


Now the second part of your question was ... why do researchers, like me or Dr. Corell and others, receive money from pharmaceutical companies when we’re also involved in research?  And you also mentioned the formulary committee.  I’m not involved in the formulary committee, neither is Dr. Correll, and we would expect people on the formulary committee not to be receiving consulting fees.  The pharmaceutical industry is involved in developing drugs.  And they need to work with scientists in academia.  I mean, it’s hard for me to talk about myself, but there are scientists in academia who are experts.  The pharmaceutical companies want to get the input and advice from experts in developing drugs, in doing studies and designing trials.


So Dr. Malhotra mentioned that I published the study that led to clozapine being approved in the United States.  I did that because I was a consultant to that drug company.  That’s how that study got done.  That’s why that study got done.  I went to the FDA on behalf of the company.  I said, “We need to do a study like this.”  The FDA said, “Yes, you are right.  In fact, we will sit with you and we will design it.”  And they did.  That study was successful.  And that’s only because I was a consultant to the company that did it.  NIMH never would have funded that study in a million years.


Since then, we have had continuous funding from NIMH to do clozapine research.  The last 20 years.  But clozapine never would have gotten on the market if it hadn’t been for the company, and if it hadn’t been for the consultants that believed in clozapine.  I actually went to the company and said, you know, “You’ve got to do something because this is really a special drug.”  And that was a time when there were only three doctors in the United States who were using it.


So it’s a complicated issue, and I’m not saying that there haven’t been abuses of financial relationships between companies and doctors, particularly on the promotional side.  And that’s why we no longer allow what they call promotional lectures.  But we cannot sever the connection between academia and the pharmaceutical industry, because it is an incredibly important relationship.  What you’re saying is let’s cut off the scientists in academia from talking to the scientists in the pharmaceutical industry.  It would be so short-sighted, in my opinion.  


So we have to manage that conflict, right?  So that’s why we disclose any money that we receive as consultants.  We need to have transparency.  People need to know that.  And then if they have questions, we can discuss it.  But I don’t think it’s affected our research, and we have to disclose it to our patients.  And when anybody signs up for a research study, it says in the consent form ... if any one of the doctors has been a consultant or anything like that.  So people are aware of it.  Yes, ma’am?


WOMAN:   (Inaudible/Off-Mic)?


DR. JOHN KANE:    So Abilify is a good drug also.  We have to be careful, because when I say, you know, this is the “best” drug, it has to be in context, right?  So clozapine may be the best drug, but it’s still not the drug that we would give to the average patient, right?  We would give clozapine to a very small minority of patients.  Olanzapine may be a very good drug, but it also causes a lot of metabolic side effects, so we are not using olanzapine as a first-line drug.  We might give it to somebody who ... doesn’t get better on another drug.  Aripiprazole is a drug that we’re using as a first-line drug.  That’s Abilify.  So that is a drug we use.  And we have a big NIMH-funded study now in first-episode schizophrenia, where we’re actually randomly assigning patients to risperidone, which is Risperdal, or aripiprazole, which is Abilify.  And that’s because we felt that those two drugs have a pretty good benefit-to-risk ratio in first-episode patients.  We have tried to use clozapine in first-episode patients.  And actually, for first-episode patients, clozapine was not better than the other drugs.  It’s better if somebody doesn’t respond to a drug, but if they’re getting a drug for the very first time, they’ve never had any medicine before, we don’t think that clozapine has any advantages.  


So we have to be ... when I say best, you know, keep in mind that it’s relative and it doesn’t mean that the other drugs don’t work.  It just means that if you were to look at all of the studies, and all of the effects, that there is somewhat of a difference.


WOMAN:   (Inaudible/Off-Mic)?


DR. JOHN KANE:    Well, they have different side effects.  You know, and it gets back to what I said earlier, that sometimes a patient will not respond to one drug and respond to another drug.  And unfortunately, we can’t predict that.  So there’s a certain amount of ... I hate to use the expression trial and error, but there is a certain amount of okay we’re going to try this drug and if it works, fine.  If it doesn’t work, we’re going to probably do something else.  Yes, sir?


MAN:   First of all, I want to thank you.  This has been very informative.  We had our first intake session just this past week with our son right here at Zucker.  And in the clozapine clinic.  I have to tell you that the doctor told us that our son would not be weighed each week.  That the heart monitoring should be done by our own internist.  There is no coordination, from what we’re hearing.  And I’m just wondering ... you mentioned waist, blood pressure, glucose testing.  Is that being done at the Clozaril clinic?


DR. JOHN KANE:    So there’s a difference between what’s done for out-patients and what’s done for in-patients.  For a lot of our out-patients, we do expect that the family doctor is going to be involved in some things.  So we don’t have a medical clinic, where patients can be managed medically.  And I know it would be ideal if we did, and I wish we did.  So we do rely on people’s family doctors to some extent to do those things.


I wouldn’t expect a patient to be weighed weekly, but I would expect a patient to be weighed every three months, for example,  and I hope we’re doing that in the clozapine clinic.  But things like a cardiogram?  Yeah, for out-patients, we would ask that the family doctor do that.  And as I said, that’s not ideal, but unfortunately that’s sort of the way the system works.  Yes?


WOMAN:   Hi.  My son was leaving for the Marines, and one week before he left, he was attacked in the park.  Three men attacked him.  And he didn’t want to come to the hospital, but he did on his own.  They gave him Abilify, Risperdal.  They tried different antipsychotics.  The diagnosis was schizo-affective disorder and depression.  They put him on 25 milligrams of Zyprexa and 40 of Prozac.  He gained over 100 pounds.  So he got discouraged around three years after the treatment, and he stopped the medication.  Then he came back.


Now they put him on 50 milligrams of Zyprexa and ten of Prozac.  He didn’t relapse for four years, but he has a substance abuse.  Now the last hospitalization, they put him on Seroquel, 300 milligrams.  He was completely withdrawn.  He wasn’t responding very well.  Now they put him on five milligrams of Zyprexa, and the doctor, I kept telling her he’s not well.  I created a bad situation, because I went to her supervisor, and I said I really need to work with a team.  I’m on the board for American Association of Psychosocial Rehabilitation, the Hispanic Mental Health, and this is what I do for a living.  I do research.  And I work on the post-traumatic stress disorder.  But I guess when you go to a supervisor, you don’t realize that they’re not going to work with you.


Now my son stopped coming to the hospital, and I called the crisis unit.  They said, “We cannot take him in, because he still has medication, and he’s not violent.”  All of the sudden, I get a notice that he will be forced to take medication it he doesn’t go.  And they didn’t even tell me what the procedure was.  Now five milligrams of Zyprexa, he’s really not functioning.  What is your opinion, 25 versus five?  And you’re telling a doctor that you’re son is not well.  What is your recommendation?


DR. JOHN KANE:    Yes, it’s very hard.  I know many of you have questions about ... loved ones and what dosages of medications, but it’s very hard to answer those questions, you know?  We need to a thorough evaluation.  If you are not happy with the response that you got from the doctor or the supervisor, please give me your name and your son’s name and let me look into it.  But I’m hesitant to say it should be this dose or that dose.


WOMAN:   (Inaudible/Off-Mic)


DR. JOHN KANE:    No, I understand.  So let’s see if we can help.  


WOMAN:   (Inaudible/Off-Mic)?


DR. JOHN KANE:    So the question is what about metformin combined with clozapine or other drugs?  Yes, that can be helpful in terms of managing some of the metabolic side effects.  But again, I don’t want to get into dosage.  It’s something we need to discuss individually with the doctor.  Yes, sir?


MAN:   Yes, I don’t want to be too blunt, but ... my opinion that for the last few decades, I think medication (Inaudible) research, everybody has not contributed to our satisfaction.  Someone already mentioned that biogenetic research and development is more important than (Inaudible) at this juncture (Inaudible) in the past.  And is there any projects going on ... (Inaudible) you’ve been concentrating on research on drugs, but ... any other researchers trying on some other methods?  I want to tell you why.  You showed an MRI showing different pictures of between healthy and schizophrenia.  For instance, (Inaudible) I know that hippocampus, and we know that there is (Inaudible) schizophrenia shows different spectrum.  You know what I’m talking about, right?


DR. JOHN KANE:    Yes.


MAN:   Creatinines and (Inaudible) et cetera.  And any research going on using that information (Inaudible) benefit to produce a better method of treatment?  


DR. JOHN KANE:    (Overlap)  Yes.


MAN:   And you’ve been trying to alleviate the symptoms but never get to the basics why.  We have to treat the disease and not the symptoms only.


DR. JOHN KANE:   Yes.  Well that’s what Dr. Malhotra was driving at.  You know, the ultimate reason to do genetics research is for us to understand the pathophysiology fo the illness.  And that if we can identify genes, and we can then understand what those genes are doing, that gives us a chance hopefully to develop better treatments.  And you heard the example of Fragile X.  And that’s what we’re trying to do.  Now we’re not there yet, right?  And I’m also trying to emphasize it’s not just about medication; it’s also about other treatments.  Psychosocial treatments, et cetera, et cetera.  And we’re looking for other types of medicines also that have different mechanisms of action. 


So there’s research underway ... across a number of very, very diverse areas.  And you know, we all regret that we haven’t made more progress, that we haven’t found a cure yet.  But these diseases are very complicated.  The brain is a very complicated organ.  So.  Yes sir?


MAN:   (Inaudible/Off-Mic)?


DR. JOHN KANE:    Yes.  Very much so.  So ... there are a whole host of things that can play a role ranging from substance abuse.  I mean, there’s concern about cannabis, for example, in vulnerable people.  There’s concern about ... various types of environmental stress and influence.  So absolutely.  And then there are epigenetic phenomenon on a more sort of biologic level.  But yes, we’re trying to study as many of these things as we can.  Yes?


WOMAN:   Hi.  I have a question.  Two parts, sort of.  My son is non-compliant, he’s 20, doesn’t accept his diagnosis.  And was forced on the Invega Sustenna, which was great.  The injection.  Once a month.  So he took that for two months.  He’s gone off.  Now he just had this come on last year for the first time.  So it’s been a year.  And then he had his second episode after going off.


Is there going to be ... now that he’s gone off because he doesn’t accept that he’s ill ... is there going to be damage in his brain?  Does this cause damage that continues in his brain?  Can he convince himself he’s not ill?


DR. JOHN KANE:    So that’s a very important and also difficult question.  There are papers in the literature which raise the concern that if someone is experiencing psychotic symptoms, like the delusions and hallucinations and so forth, and they’re not being treated, that that might have a deleterious effect.  And that’s controversial.  So you know, it’s been raised as a concern.  I don’t think it’s been proven.  But it’s another one of the arguments that we really want to try to control psychosis.  That we don’t want it to go untreated.  But it doesn’t mean ... that if someone is okay, that you know, they’ve been taking medicine and now they’re better, and they stop taking the medicine ... it doesn’t mean that that’s going to lead to changes in the brain.  


So you know, the concern I have when people stop taking medicine, you know, assuming we’ve made the right diagnosis and so forth and so on, is that they ...

(END OF TAPE) 

