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ALAN FRAZER, PhD:  ... some of them are here, some not.  Tyler Burnette(?), who some of you may have met in the white coat, who is now out in the foyer and will be coming in, really arranged just about everything throughout psychiatry, together with his chief assistant, Bobby Thomas.  For pharmacology, my own assistant, Anne Hechs(?), who is not here, was very important.  The two lovely young women who helped you to register are actually doctoral students in the Department of Pharmacology, (Inaudible) and (Inaudible) Shaw, and Joel Hager(?) is the information technology specialist who certainly helped us, as well.  So I think a little round of applause for these people is really deserved.  


(Applause) 


ALAN FRAZER, PhD:  And now some of the people who you have not met yet, I'm going to let them introduce themselves, and then we will just have a question and answer period, which can talk about anything from treatment, to the research, to animal studies, et cetera.  So why don't we start at the far end?  


JODI M. GONZALEZ, PhD:  Hello.  My name is Jodi Gonzalez, and I'm on faculty here at the UT Health Science Center, and I also had a NARSAD Award, which has been very helpful to me in my research, which is mostly focused on psychotherapy research, and psychosocial issues in mental health treatment, particularly in bipolar disorder. 


(Applause) 


MAN:  My name is Andre Jafree(?), I'm an Assistant Professor in the Department of Pharmacology at the UT Health Science Center, and my research mainly focuses on the effect of cannabinoids and marijuana, and schizophrenia.  


ROBERT GONZALEZ:  Hello.  My name is Robert Gonzalez.  I'm brand new to San Antonio and the Department of Psychiatry.  I'm a new Assistant Professor here.  I'm interested in researching bipolar disorder, specifically in circadian rhythms and sleep disorders. 


DANIEL J. LODGE, PhD:  And my name is Dan Lodge.  I'm an Assistant Professor in the Department of Pharmacology.  My lab primarily looks at animal models of schizophrenia, and we're trying to come up with new ways to treat the disease. 


ALAN FRAZER, PhD:  Are there any general questions?  Sure.  Let's see if we can (Inaudible). 


(Background Conversation) 


WOMAN:  Hi, I'm Dr. (Inaudible) pediatrician, military pediatrician.  I think this question goes to Dr. Delgado.  I really want to know the difference between ... is there a depression in the bipolar depression and major depressive disorder, and you know, is there, because the treatment is different, right?  


PEDRO DELGADO, MD:  That's an important question, because in someone who has had an episode of mania at some point in their life time, many of the treatments that would be used in depression run the risk of triggering a manic episode, and so it becomes very important to understand whether or not a person has had a manic episode in order to know whether or not that's a possibility.  In someone with bipolar disorder who has had either a hypomanic or manic episode, then the treatments for depression tend to, depending on the history, and the age, and prior treatment, tend to emphasize more the use of mood stabilizers, and medications like lamotrigine, Lamictal, as opposed to the more standard antidepressants that would be used in kind of more unipolar, or regular major depression.  So that's kind of one really important difference.  There is also another kind of depression where people have psychotic ideas that aren't related to bipolar disorder, voices, or hallucinations, and in that kind of depression it also needs to be treated differently, and needs to have a combination of a medication for psychosis and depression, and just an antidepressant alone doesn't tend to work.  So in general, bipolar disorder, there's a risk of mania with regular antidepressants and mood stabilizers, a combination of a mood stabilizer and antidepressant.  Regular depression, regular antidepressants are fine, mood stabilizers tend not to work very well, and in people who have psychosis and depression, the combination of an antipsychotic and antidepressant, or electric convulsive therapy, ECT, tend to actually work a lot better.  So while there are some commonalities for all of them, the risks and the nuances of trying to get maximal effect differ.


WOMAN:  A follow up question.  Could you comment on that ... 


ALAN FRAZER, PhD:  Excuse us.  (Inaudible) comment on that.


JODI M. GONZALEZ, PhD:  I just wanted to add a little bit in addition to what Dr. Delgado said was, you know, there are some groups of people who come up with guidelines in bipolar disorders, and I can't address the child because I think it's so complicated, we know so little right now, but they've come up with some suggestions for the DSM, the new way we go about diagnosing psychiatric disorders, and they've been relatively consistent in how to differentiate the two.  There is mostly huge overlap, but some of the things they've said, and Dr. Gonzalez can help me, as well with this, but one is an earlier age of onset is more indicative of bipolar depression.  If you're really trying to tease out the two, and you want to know when was the age of onset ... now, one group recommends under 18, another group recommends under 25, but that's one thing you can consider in adults.  


Another one, a symptom that they found different across several studies is energy level, that actually if your energy tends to go up and down, that's more indicative of bipolar depression, that there is instability in your energy level when you're depressed.  And there is one other symptom, and it may pop into my head that they've seen across several studies, that I'm not remembering right now.  But there are a few slight differences that those task forces are recommending.  There are a few articles out there if you want to look at them.  Oh, the other one was the number of depressive episodes.  If somebody has had ten depressive episodes, that's indicative more of a bipolar depression than if they've only had a couple of longer lasting episodes.  That seems to be another difference, as well. 


ROBERT GONZALEZ:  Hello.  So I think that one other thing is that in depression and bipolar disorder, often there is also hints of mania that you can find.  Often they are what we call mixed episodes that I think are probably the most severe of any of the mood states in bipolar disorder, so the combination of both mania with the high energy, but still experiencing the subjective thoughts and feelings that are associated with depression.  And I think that something that is becoming a little more clear is many times in bipolar disorder, when there is depression, that there are those subtle manic symptoms that also accompany the depression, as well.  


WOMAN:  And my follow-up question was, can someone comment on the MDQ question, that question in primary care settings?  


JODI M. GONZALEZ, PhD:  She's asking about the mood disorder questionnaire, which is in a screener to assess for a history of manic episodes, so I think it asks about ten questions, and if you have enough, yes, that the doctor should further inquire.  I think it's a great screener, but I think it certainly doesn't work to make an accurate diagnosis, but I think screening for this is very important in primary care, and I know a lot of people use that.  I don't know of anything that is considered better than another, it really goes through DSM symptoms, right, the classic symptoms.  But it's a great way to start the discussion, or get people thinking about it, I think.  


WOMAN:  My question is how do you justify this bipolar bullpucky, to be polite?  There is a legitimate disorder called manic depressive.  Now, I'm not into conspiracy theory, but it wouldn't surprise me if all of the psychiatrists, psychologists, psychiatric nurse practitioners and pharmaceutical CEOs got together and said, "Hey, I know how we can make lots more money, just call everybody bipolar."  It's a label.  It's something when you can't fit someone into schizophrenia, or regular manic depressive, or depression, just stick them in the ol' bipolar, which of course, I am.  And of course, the main symptom, and this is catch 22 if I've ever heard of it, is the patient doesn't believe they're mentally ill.  I was really seriously mentally ill on my 15th birthday in 1953.  I remember it.  I've never been schizophrenic, which means split off from reality, it doesn't mean multiple disorder, multiple personalities.  You guys are being fooled by these people.  They love the attention, I've seen them down at state.  This one guy fell and hit his head, and when they brought him out in a wheelchair with the blood streaming down, he was so happy.  They sit there and watch TV when it isn't even on.  TV is horrible.  And it's all sound bites.  And now we've gone so much into these electronic devices, there are teenagers who cannot relate to each other in person, they have to do it over the Internet.  Now, I'm old.  I remember the end of World War II, it was a kindlier, gentler time because people considered people as other people, and not cases, or means of making money.  


JODI M. GONZALEZ, PhD:  Can I address that?  I wanted to say something, then I'll pass it on.  I think most of us would agree that bipolar disorder at times is underdiagnosed, and at other times is overdiagnosed.  I mean, you can see studies in both directions, so you're right that, you know, there are times when diagnoses are inaccurate.  But it's in both directions.  I personally have never met a provider who diagnosed somebody to make money.  I usually see people who come to me first because they're suffering, but, you know, that's my personal experience.  


WOMAN:  (Inaudible) 


PEDRO DELGADO, MD:  So I agree with Dr. Gonzalez.  Actually we get into arguments all the time about this because I think that the doctors that treat mostly bipolar overdiagnose it, and they think that I underdiagnose it.  And I think the reality is that these disorders are not things, they are concepts.  It's like if we had to get into an argument about whether the grass outside is green, or yellow-green, or brown-green, and exactly what color it is.  Ultimately the grass is real, it exists, you exist.  The concepts that we use to define these conditions are really kind of abstract concepts, and until we actually can measure what's different about you exactly, we'll just argue forever.  And so ultimately then the issue is how do we just be careful, and be kind of thoughtful about treatment, and that if there is someone who is depressed, or someone who is not able to function because they can't get out of bed, that we address that problem, and not get hung up on whether it's schizophrenia, bipolar disorder, major depression, schizoaffective disorder.  


And most of our treatments actually work on specific groups of symptoms, and there are also psychosocial and rehabilitation things, and psychotherapy treatments that also can address problems in thinking, problems in function that go across these diagnoses.  And so I think, like you said, that if we get too hung up on the diagnoses, we actually go wrong, and we miss the opportunity to help people with specific problems that they have because we're thinking, "Well, we can't do that because this person has schizophrenia or bipolar disorder."  If they've got something that you can do to help, and you can intervene, the diagnosis, in my mind, is kind of secondary.


WOMAN:  (Inaudible) 


WOMAN:  Yes, thank you.  Would someone please clarify my understanding of the way doctors used the word "stress"?  I have the impression that they are referring to the presence of some sort of specific enzyme, or protein, or something in the body when they say "stress", and not that they're using it the way ordinary people do, which is, "Oh, I'm so upset, I've got so much work to do, I'm under so much stress."  Would somebody clear me up, please?  I have to put an article in a newsletter, and I don't want to mislead everybody with my ignorance.  


CONSUELO WALSS-BASS, PhD:  Hello?  Yes.  That's a very good point, and in fact, it is true, people talk about stress like, "Oh, my God, I can't handle this, I'm too stressed", and then there is the biological stress.  There are certain physiological changes that occur when your body is under stress, and we refer that to sometimes as oxidative stress, or you know, just changes in the immune system.  But, yeah, that's just a word that sometimes is overused sometimes, but there are certain biological changes that occur when a person is  under stress.  By that I mean social stress, withdrawal, or some infection, or any other environmental stress.  


WOMAN:  But a doctor will mean the presence of some organic substance in the blood, or wherever it is.  I don't know.  


CONSUELO WALSS-BASS, PhD:  Well, there's a response that occurs in your body when the person is under stress.  


WOMAN:  Thank you kindly.  


CONSUELO WALSS-BASS, PhD:  Does somebody want to add to that?  


ALAN FRAZER, PhD:  I think actually when the people up here were using stress, or when researchers in behavior use stress, they're really using it in the way that you refer to, they're talking about external stressors that we all have experienced, whether it's the loss of a job, the loss of a loved one, et cetera.  So stress is known to be an antecedent for all kinds of bad things, including psychiatric disorders, but we shouldn't lose sight of the fact that it's also an antecedent for a number of physical, or non-psychiatric disorders, as well.  We have people in our department who would start the significance portion of their grants by saying stress is an antecedent for depression, and I always tell them stress is bad for everything.  It's not just for depression, schizophrenia, et cetera.  So when we're using "stress", we're really using it as the external factors that are causing changes.  Now, as Dr. Walss-Bass said, we know, we've known since the turn of the last century the stress response involving catecholamines in the body, involving the hypothalamic pituitary adrenal axis, more recently involving the immune system and cytokines, and the big issues are how is stress manifesting itself as an environmental factor on either vulnerable or resilient people to produce these psychiatric disorders?  But our use of stress is exactly the way you're using it.  We're not talking about ... the response to stress maybe changes in enzyme function, et cetera, but we're not talking about stress internally as an enzyme change, for example.


PEDRO DELGADO, MD:  One more point about stress, and that is in many studies in laboratory animals, the stress that is looked at ends up being something physical, like cold temperature, for example, or kind of being put in water and having to swim.  In people, most of the stresses that we actually think are important end up actually being conditions that happen that require that you understand the condition, and feel about it in a certain way, kind of like you were alluding to, the feeling of being stressed out. And that gets into actually some of the work that Dr. Gonzalez, this Dr. Gonzalez, Jodi does, which is using psychotherapy as a way to help people to address stress in their lives, because in humans, the way that you perceive a situation determines whether it becomes stressful or not in many cases.  And so if there is something happening outside, and it's very dangerous, but you can't see it because you're blind, it's not stressful.  If you can see it, and you realize that it's there, suddenly you have a stress reaction, and that stress reaction has a lot to do with how dangerous you feel it is, how much control you feel that you have over it.  So situations that happen to us that are very dangerous but we have no control trigger a lot of stress.  But if you begin to perceive that you actually have control, and you learn techniques that you can use to address some of the problems, suddenly the stress levels actually begin to drop, or at least the body's reaction drops, and your perception of the situation as being very highly stressful or not is different.  And so this whole understanding of the fact that in human beings stress is not just the same for everybody, but it differs based on your mental and intellectual capacity to understand it, and deal with it, that actually drives a lot of work in psychotherapy for these situations.  


WOMAN:  This is kind of a follow-up on something you alluded to before, so I guess maybe Dr. Delgado could answer this question for me.  I know someone who is 60 years old who has been diagnosed with, and been treated for bipolar disorder, and effectively so.  Her daughter is 19, and is being treated for some similar symptoms by a psychiatrist, but when the older woman asked the psychiatrist about her daughter, and why she was not being assessed as bipolar, the answer was that she's too young to make such a determination, that when she's in like her mid-20s, then the doctor might be willing to say this is bipolar disorder.  So what is the argument, or what are the issues about people who are younger being given that label?  


PEDRO DELGADO, MD:  Let me take a brief stab at that, and then I'll let the bipolar experts comment.  I think the problem is, as Dr. Dougherty actually alluded to, adolescents tend to be impulsive, and it can sometimes be very difficult when they kind of tend to have mood swings, which are common in adolescents, to know how abnormal that is.  Now, I think when symptoms cross a certain threshold of severity, then it really doesn't matter whether it's an adolescent or not.  So bipolar can definitely be diagnosed in adolescents and children.  But let me let my colleagues here address the question, too.  


ROBERT GONZALEZ:  Yeah, I think part of it I believe has to do with the stigma attached to bipolar disorder, so many times clinicians are afraid to attach that label to a young person until they're absolutely sure that this is the diagnosis.  So I think that's part of what is going on.  Also, the presentation of bipolar disorder in children is a little bit different than it is in adults.  So in young children, which you primarily see, is some of the prodromal, or initial symptoms that you get are problems with sleep and impulsivity many times.  So the definition is not as clearly defined for bipolar disorder in children yet as it is in adults.  


JODI M. GONZALEZ, PhD:  I would have said about the same thing, yeah.  Just the challenge of it in children and adolescents, how it looks different.  The stigma is huge.  It's a life long illness, it's a life long label or disorder, so I'm hesitant to diagnose it especially in a younger person who may not have had the diagnosis before.  If three other people prior to me said, "We think you have bipolar disorder", but if it's the first time, I want to be real careful, and actually there are suggestions by child psychiatrists to do a longitudinal diagnosis, meaning have them come to you several times before you finalize the diagnosis.  


MAN:  I want to ask the panel in general about the politics of translational research.  Dr. Delgado mentioned the I guess we can say failures or mistakes that we made in the community psychiatry movement in the '60s and '70s.  And at that time we were to go back to the Cartesian problem.  We were way over on the socialization, the nurture side of the equation.  Now we are way over.  And at that time in my life, personally, I was ODD, I was, gee, I'm a nativist.  Now it seems to me, particularly since over the last couple of decades we are way over on the other side there, and there is value to a reductionistic approach to this, to build on as a base, but we're looking at behavioral targets, and we have a system now that's becoming larger, more politicized, more corporatized, as a number of people here have alluded to.  So I'm curious how we make this into a coherent and, you know, applied system that's actually going to change outcomes in evidence-based medicine.  How do you guys think we're going to negotiate the politics, like I said, translational research, how will we avoid some of the mistakes that were made, the political mistakes, the organizational mistakes, the leadership mistakes that were made, for example, what lessons can we learn from the failures of community psychiatry movement?  


PEDRO DELGADO, MD:  So, you know, we all live in a certain time and era within a culture, society, and there are values and things that affect us that sometimes we don't even see, and I think that ultimately the most important thing in my mind, the most important change in how we're beginning to look at mental illness is this broader kind of paradigm of thinking about really this concept of complex conditions that have multiple factors that all have to be taken into account. And this is new.  There is really kind of a movement that started with public health to look at most conditions like this.  If a doctor sees you for diabetes, and gives you a pill and sends you out on the street, that's really not anywhere close to being adequate.  There are all sorts of social factors, there are dietary factors, there are behavioral factors that need to be taken into account, and I think the bigger problem is our medical systems aren't fully set up to really have that kind of a broad set of perspectives, and I see that changing, not quickly enough, perhaps, but definitely changing in a way that understands and values a broad set of both causal factors, and possible components of treatment that go beyond just looking at the biological and chemical without throwing that away, and failing to appreciate that those factors are really critical as part of it, as well.  Alan, did you want to ... ?


ALAN FRAZER, PhD:  I'm not sure I understand totally the question, but when you use terms like "translational research", or "the politics of it", is what I think I heard ... I guess my view is I'm not sure there is a politics of translational research.  I don't believe, as far as I know, that necessarily came out of any kind of congressional mandates.  It was really an NIH initiative in terms of how can we get faster results from the bench to the bedside, and then from the bedside to the community.  That's obviously for the last few years been a buzz word at the National Institutes of Health.   


One could argue is that really ... I mean, you can't argue with a concept that is good, but are we really ready for it?  Some of us argue one side of the coin, others argue the other side of the coin.  I think it has been a useful paradigm in terms of getting preclinical and clinical researchers to focus together, to be a little more focused preclinically as to why they're doing what they're doing, and for our clinical researchers to give us better ideas about we might model at a reductionist level in animals to see where we are.  So I don't see there being much of a politics to translational research.  All research has sort of waves and things that become popular and not popular, and usually, you know, this is going to be the thing that cures everything, and after seven years we understand that it's not.  It has its place, and it's useful.  So I don't think translational research ... I tend to put out of the political arena.  I think it has some positives in it, it has some negatives associated with it.  My own sense is the positives are likely over time to outweigh the negatives.  


MAN:  I still have bipolar.  I've had it most of my life.  I want to get good feedback from most of you people up on the stage for me.  I did go see a therapist, I tried to get a Social Security and disability check.  I did get denied twice.  Now, it got a little further into it, I mean, but it would mean lawyers and everything.  Between bipolar and depression and everything, since I've had it most of my life ... I recently got married here.  This is something I don't know how to deal with.  You know, how do I deal with bipolar and depression and everything?  We both are going to a class on Monday for bipolar and everything.  That's helping, but it's not down deep, you know?  I'm not taking medication or nothing for it.  Is there something else that I can do to help me cope with this thing or what?  


(Background Conversation) 


WOMAN:  Let me just tell you, this is my husband.  We recently got married.  


(Background Conversation) 


WOMAN:  He's trying to say that he's been bipolar, suffers from depression (Inaudible).  But even with his diagnosis (Inaudible) and it's not like (Inaudible) disease or anything on a regular basis.  (Inaudible) my brother did something (Inaudible) and they need to tell.  So they took him to a therapist, and he diagnosed him with bipolar, right?  And they're trying to get him a disability check, because he hasn't had a job for long, he doesn't have any (Inaudible), and he's trying to get a check because (Inaudible) he gets a job he doesn't like, but either something sets him off where he loses his temper, and he either gets in trouble and gets let go, or he quits, so he doesn't have a job, but he's had several.  And (Inaudible) many jobs or anything (Inaudible), but he doesn't last (Inaudible).  He does odd jobs like ... now he does things that he can do in his own time.  (Inaudible), so he's finding a way of making some money, you know, (Inaudible) having it.  But the biggest thing is he's trying to get on it, but he keeps getting denied.  The letters to the lawyer (Inaudible) and he's not had (Inaudible).  So it looks kind of hopeless right now.  He's trying to see how can he increase his chances of (Inaudible).  He's not faking it.  He doesn't see a (Inaudible) make him work, work, work.  But here I'm right, to hold a job (Inaudible) he goes in there (Inaudible) speaks. 


JODI M. GONZALEZ, PhD:  So he's having a hard time convincing the disability office?  Usually someone should evaluate him, a psychiatrist, or a psychologist, and you should also have the history of your medical records, and the symptoms you're having, and how it interferes with your life.  It's hard to say how to convince them specific to you since none of us know your personal details, but I mean, that should be the process.  It can be very difficult for some people to get on disability for that reason if they don't have a longer history of functional problems.  I don't know if anybody wants to add to that.  


WOMAN:  (Inaudible) 


JODI M. GONZALEZ, PhD:  Are you receiving treatment right now?


WOMAN:  He has no doctor, so he has no meds.  


JODI M. GONZALEZ, PhD:  I mean, that would be my first suggestion, Dr. Frazer's, as well, if you can go to Center for Healthcare Services, or get on CareLink.  Center for Healthcare Services, CareLink.  Yeah.  You might also look up The National Alliance for the Mentally Ill, because we have a wonderful chapter in San Antonio that provides resources.  Are you getting a card out, Jackie?  I see you.  She'll be a wonderful resource for you to help you.  Yeah. 


WOMAN:  I was diagnosed in 2006 when I kept trying to kill myself after my husband died.  That's when I was diagnosed.  But it wasn't just due to that, because my first attempt when he was still alive in '02.  So I knew something wasn't right.  And that started with the empty nest syndrome, because all my life I just catered to my family, when the kids (Inaudible).  So (Inaudible) '06, again, many times when my husband died they put me in the (Inaudible).  They said, "You're bipolar (Inaudible)."  What I don't know is they sent out a second ... like the next step up was schizophrenic.  Is that true?  And then I wonder if I'm already (Inaudible) number two, and then I get all stressed out (Inaudible) we're married, living on a little bit (Inaudible) money.  I (Inaudible) Social Security check, which (Inaudible) young kids starting out, (Inaudible) and I'm 60 (Inaudible) my age (Inaudible).  But my things (Inaudible).  


PEDRO DELGADO, MD:  So bipolar II is not a lower level of schizophrenia, it's a lower level of bipolar disorder.  So in bipolar disorder there are two levels, bipolar I, which is the full blown condition with episodes of mania, elevated mood, increased interest, can't sleep, and depression.  And in bipolar II it's a milder form, so there's depression, but then the highs don't go quite as high, and aren't as severe.  Let me let Dr. Gonzalez here just add on to that.  


ROBERT GONZALEZ:  Yeah, I definitely would agree with that comment in that bipolar II is definitely not sort of a lower or less severe form of schizophrenia.  So they are definitely different disorders, although there are some overlaps between the two.  I agree also that bipolar II disorder is sort of a lesser form of bipolar I.  One thing that distinguishes bipolar II disorder, it looks like from the more severe bipolar I disorder, is that there is a significantly greater amount of depression in bipolar II disorder.  So it looks like it's a 3-to-1 ratio almost, if I'm correct, Jodi.  


WOMAN:  I agree.  I get the mania, it doesn't last too long, I get depression (Inaudible).


ROBERT GONZALEZ:  Yeah, that's usually the story that I hear with bipolar II disorder is it's primarily a depressive disorder, and then you get these blips in the radar screen of the high energy periods that don't get too severe, and then it returns back to almost like a baseline depression.  I don't know if that's what you experience. 


WOMAN:  Well, that's (Inaudible).  


PEDRO DELGADO, MD:  You really need to make sure that you get treatment.  Right?  


WOMAN:  (Inaudible) 


PEDRO DELGADO, MD:  No, now.  Right.  You really need to talk to somebody and get some help.  


WOMAN:  Thank you.  


MAN:  Healthy Minds Across America, you know, when I read that, I know you folks, your jobs must get kind of difficult when you see these commercials on television for some of these drugs, and really listen to the side effects.  I mean, suicidal tendencies, you know?  If you take this pill, you may get suicidal tendencies, contact your doctor.  How can the drug companies ... you know, these lists go on and on with these side effects.  You may not be able to answer this, but I just sit there and say, "Doesn't somebody somewhere (Inaudible) weigh the risk and reward between what the pill will do to help you stop smoking, but you may kill yourself?"  At least you weren't smoking when you killed yourself?  (Laughs) This may be irrelevant to your presentation, I don't know.  But I find it as a consumer frustrating to see those kind of commercials for these side effects that just go on forever, and some of them really very quite serious.  


PEDRO DELGADO, MD:  So it was a little bit hard to hear you again, but ... 


MAN:  Oh, I'm sorry.   


PEDRO DELGADO, MD:  ... but I understood what you were saying.  You were saying that sometimes these commercials on TV will kind of show this one picture of these nice people getting treatment, and everything is good, and then on the right-hand side or whatever, they go through all these side effects.  And you know, I think that, for one, I think it's really good that we have the FDA forcing makers of any treatment to disclose all the possible side effects and problems.  On the other hand, what doesn't come through with that is that these are not side effects that occur in very large numbers of people.  And I think the real problem is ... and this goes back to this kind of notion of these disorders, these diseases as being complex.  So what we have right now is what some people have referred to as average medicine.  And we develop a treatment based on the average response of let's say a thousand people.  And that treatment doesn't work exactly the same in every person, but we take the average response, and we say if we get a thousand people here, and a thousand people there, and we give them a treatment, you know, the average group over here that gets this treatment gets better by let's say 50 percent.   Now, that's a good way of showing ... and it's better than nothing.  


On the other hand, the reality is within that average, like any average, there are outliers, there are people who get completely better.  There is a medication called clozapine, Clozaril.  There are some people that take Clozaril that have severe schizophrenia that get normal, I mean, literally normal.  And then there are others that take it, and not only do they not get better, but they get a blood disorder that kills them.  You know, and so the problem is that we can't tell, even though we have this labeled "schizophrenia", the causes, the exact causes and differences among all these people can be very different.  So there's a movement right now towards what's called "personalized medicine", and that is by using genes like Dr. Walss-Bass was talking about, identifying all the unique differences that you might have compared to somebody else, and that ultimately will help us to know who is going to get which kinds of side effects, and who is going to get the best response from medications.  


Now, I don't think that's going to happen in the next five, ten, or fifteen years, but it is possible in the future, and in fact, in cancer right now they're able to use genetic tests to pick the best cancer treatment for somebody with let's say breast cancer, based on kind of a profile that each person has.  Even though the cancers look exactly the same, they have different genetic profiles.  And so the best you can do if you don't have that is to do the thing that we're calling average medicine.  So you get a thousand people, and you say, "Okay, what are the risks and the benefits?"  And, you know, my opinion is that by and large our country does pretty well with not letting things out that have a really, really high risk, but there is basically almost nothing that doesn't have some risk.  So, for example, if you look at Advil, ibuprofen, you could get kidney damage, you could lose your kidneys.  You know, there are people every year that take Advil and lose their kidneys.  They have to have kidney transplants.  Now, you say, "How can that happen?"  Well, it's because 98, 99 percent of all the people that take it don't have that problem.  Some day we'll have a genetic test that tells us if you take Advil, you're going to lose your kidneys, so don't do it, and everybody else can.  But until that day happens, we use average medicine.  And so the commercials you see on TV reflect that.  These medications work pretty well in a lot of people, they don't work at all in some, and in some people not only do they not work, but they have serious side effects.  


ALAN FRAZER, PhD:  I think we can use it without a microphone.  


PEDRO DELGADO, MD:  Speak loudly.  It will work better.  


ALAN FRAZER, PhD:  (Inaudible)  Yes?  


MAN:  Just a comment on the drug industry.  I think there are only two countries that (Inaudible) advertising, it's the United States and New Zealand, and a lot of the drugs that you see advertised are (Inaudible) drugs.  Just that comment.  In October 2008 the United States Congress passed (Inaudible) Act, and it became effective in October of last year, and I would have to say (Inaudible) it didn't happen (Inaudible) and remuneration for psychiatric disorders, a person's medical disorder.  I just wonder what your experience has been.  


PEDRO DELGADO, MD:  I agree, I think we should eliminate all the consumer advertising.  I don't think drug companies should be advertising at all.  You know, I think that they need to make the compounds, disclose the results of the trials, and then pass that over to experts that aren't being paid by them to talk about it, and inform the public, and to get into physicians.  In terms of the parody, I think where it's starting to play out is in people who have really good insurance, and couldn't stay in hospitals than a longer than a certain period of time that's a little bit of an improvement.  But for probably, you know, 98, 75 percent of the rest of us, I don't think there has been any change.  I haven't seen any change.  


MAN:  (Inaudible) might be familiar with (Inaudible) and the idea of being connected to an animal (Inaudible) run away (Inaudible).  (Inaudible) to work in Friday, (Inaudible) weekend, to recognize weeks, maybe years, right?  That's (Inaudible) also the idea of (Inaudible) therapy, and how effective is that, and (Inaudible) person doesn't really put into perspective, or happen in reality (Inaudible)?  


ROBERT GONZALEZ:  I think you bring up a wonderful point about stress.  There was a really excellent study conducted a couple years ago by Dr. Eric Nestler.  It was a social defeat, or social isolation model, and the design of the study was he took absolutely normal functioning mice, separated them from the rest of the litter with plexiglass.  And so a mouse on one side could see his friends and family members sort of frolicking on the other end, but wasn't able to participate or interact with them.  And what was very interesting was that these mice developed what we would call in animal models something very similar to depression, or depressive-type characteristics.  In addition, he showed that there were changes in certain genes that were also involved.  So I think you bring up a very interesting point about stress, and inability to escape that.  I don't know if anybody else would like to comment.  


JODI M. GONZALEZ, PhD:  Just talking about cognitive behavioral therapy, you were asking about that, and so I'll respond for psychotherapy in general.  And in some ways translational and psychotherapy are really closely connected, if that sounds weird, because Dr. Walss-Bass talked about the role of stress, right, at the very basic level, but that's what we work on in psychotherapy is the role of stress in your life, and how to reduce it.  Cognitive behavioral therapy has been the most tested kind of therapy, and it shows benefit more often than not.  It depends on the disorder, how many times they've tried therapy, that kind of stuff.  But it's highly recommended for most any psychiatric disorder, usually in combination with medication for the more serious illnesses.  People do have to be motivated for it, you kind of mentioned that, and be willing to look at things differently, be willing to attend sessions regularly.  I was just telling somebody the other day, you know, it's not a miracle cure by any stretch of the imagination.  People need to come for a long period of time, the more complicated the illness is.  But I've seen wonderful results when people are committed to making changes in their life, who have a good provider, as well.  


ALAN FRAZER, PhD:  Just a comment perhaps on that question, and then I'll turn it over to you, but just the comment that in terms of cognitive behavioral therapy and stress, about 30 years ago when I was at the University of Pennsylvania, Tim Beck, who was the founder and father of cognitive behavioral therapy, had asked me when I was sort of a young pup, and a chemist, if you would, in the department, what's the chemistry of cognition, and I remember intelligently saying, "Dr. Beck, what's cognition?", and he said, "Thinking", and I said, "You want me to tell you the chemistry of thinking?", and walked off.  Well, I just came from California, where I chaired earlier this week a session on stress, cognition, and behavioral outputs, which was exclusively animal work.  In the last 30 years we have understood the chemistry of cognition so much better the anatomical areas, and the prefrontal cortex, the chemistry, and in fact, somebody in our department, David Morlack(?), who is not here today, who is a stress expert, back to translational research, is actually in rats doing a form of cognitive behavioral therapy to see if truly, if it can change the effects that he sees of some types of stressors to produce behavioral outputs that are similar to depression.  So again, I would say, you know, there is a reality, cognitive behavioral therapy also works by changing brain chemistry, as well as other things, and the response to stress, and how you feel about it, and I would say in another five to ten years we may really understand much more about the systems, so it's the target specifically, vulnerabilities to stress and how it's affecting your cognition.  


MAN:  I'm sorry (Inaudible). 


WOMAN:  I have a question (Inaudible) when it comes to research, (Inaudible) research and target (Inaudible) African-Americans, and the second part that (Inaudible) more of a stigma rather than (Inaudible) minority (Inaudible) particularly African-Americans.  And I ask that question because I come to some of these (Inaudible) and representation of minorities of African-Americans with (Inaudible) brain, to brain, to brain, or is there specific research and development that targets minority (Inaudible)?  


ALAN FRAZER, PhD:  The question is there specific research that is aimed at minority groups to understand, for example, is there any differences between manifestations that different ethnic groups, for example, may have in an illness.  Is that part of the question, as well as why is there a dearth, perhaps, of minority investigators? 


WOMAN:  Right.  


ALAN FRAZER, PhD:  Was that the second question?


WOMAN:  Yeah, (Inaudible).  


ALAN FRAZER, PhD:  Okay.  I'll start it, and let my clinical colleagues answer.  First, I think a very hot topic right now and a good topic for funding is research on particular ethnic groups.  Obviously in San Antonio there is an awful lot of research going on targeted at the Hispanic population because they're not so much of a minority in San Antonio, but with diabetes and other kinds of disorders, we are in a geographically advantaged area in terms of getting funding from NIH who have specific applications out there that would be targeted towards minority populations.  So that's one thing.  And I'm sure in certain areas ... in fact, I have a friend who was the head of an African- American research consortium that was centered at UCLA and in California.  In terms of your second question, while I think it's true with the medical profession that you've seen an increase in minorities becoming physicians, and then in some cases physician scientists, one of the real problems has been for doctoral studies, the number of underrepresented minorities who are getting doctorate degrees in the biological sciences is about 4 percent, and it has remained at 4 percent for about the past 20 years, as opposed to let's say I think the number of minorities who are becoming physicians.  


The NIH has attempted to reverse that trend by offering grants, and we were fortunate enough about six or seven years ago to get such a grant focusing on bringing minority undergraduate students into our laboratories over the summer to attract them, and to be competitive to get into grad school, and understand what graduate school is all about.  We had that grant for about five years.  Unfortunately, with funding situations that were occurring at the National Institute of Health, or Mental Health, they decided they weren't going to fund any undergraduate-type of grants, more focusing on research grants.  So for two years we haven't had it, but they liked our program so much because we did get 11 students into PhD programs over five years.  They have recently reconstituted at least the application, and we have an application in to see if we can do that.  So again, they're aware of this issue.  It hasn't had the impact that I think they wanted it to have, but in our community we're very well aware of it, and trying to do what we can do.  


JODI M. GONZALEZ, PhD:  I'll just add briefly to that because San Antonio is majority Hispanic, 50 to 55 percent, and the African-American numbers I think are 7 or 8 percent, it does put us at a big disadvantage for that.  I know we're applying for a grant right now, and the title includes "In Hispanic Communities", but we're actually having Cleveland, Ohio as a site on one of our projects because they can enroll enough African-Americans to make comparisons, and we're specifically targeting them so that we can make those comparisons, because we don't have that right now in San Antonio, at least a connection with the clinics.  We hope to.  In terms of ... you mentioned another important issue which is is there a difference in stigma in African-Americans or Hispanics in terms of why they don't even get into the field, and I think that's very true.  You know, and I do some work with looking at minority issues, and bipolar disorder, as well as attitudes, and you do see a lot of issues about that that we keep things within the families ... and I'm stereotyping here ... but on average, as Dr. Delgado said, it's going to a professional person, can be seen as I don't trust the healthcare system, things in the past have happened, and I don't trust that it's not going to happen again, feeling they don't connect with the provider in the same way, or less satisfaction with treatment, and all those things I do think contribute to do I want to go into the mental health field?  No, that's not really something I want to get into.  So I think we're doing more work.  I was at a conference recently, and the people that are doing more work with African-Americans are in different parts of the country, but it is being done, but absolutely more does need to be done.  


ALAN FRAZER, PhD:  You guys have been great.  I think we'll do two more questions, and then again, the posters are outside, our people will stay here, and you can ask about their posters or other questions, as well.  But let's take a couple more questions.  


MAN:  (Inaudible) with or indication that each study (Inaudible) medications are (Inaudible) trials that didn't look very promising (Inaudible), effective, that is something new (Inaudible).  Another question could be with the genetic research that we're doing outside of being able to test an individual, you can possibly see (Inaudible) some more specific treatment.  Are there any other things on how you research that maybe (Inaudible) direction, know where to be looking, maybe at (Inaudible) manipulations somewhere?  What other things are out there in the research that (Inaudible)?  


WOMAN:  (Inaudible) 


PEDRO DELGADO, MD:  (Inaudible) talk about the (Inaudible) their medications that are oriented toward the glutamate system that are attempting to be developed, and I think that's probably some of the more interesting kinds of compounds that are out there.  Beyond that, I think this is actually kind of a slow phase.  There has been this kind of ... a lot of new medications that came out, and I think there has been some disappointment that there aren't a whole lot more kind of coming.  I kind of see it more as consolidation.  I think that we're kind of retesting the models, and kind of their medications that are actually probing brand new directions that are being developed, but at this point I'm certainly not aware of something that is going to be a breakthrough blockbuster that's just about to come out.  


ALAN FRAZER, PhD:  (Inaudible) Consuelo, why don't you ... 


CONSUELO WALSS-BASS, PhD:  (Inaudible) genetics, yes.  So there is definitely a lot we can do once we find the actual causative genes, and the mutations that are causing the disorder.  There is a lot of work that can be done, targeted gene therapy, so trying to go back in and replace the bad gene, maybe, or target the protein that that gene codes for, and try to, you know, put in some kind of other protein that might act, instead of that protein that's not functioning.  So once we find the actual causes, there is a lot that can be done to try to develop better therapies for it.  Do you want to (Inaudible)?  


DANIEL J. LODGE, PhD:  I was a conference recently, and so there's nothing really in the field of schizophrenia coming out in terms of light phase clinical trials, but there's a bit of excitement amongst basic scientists, because for one of the first times there is a lot of work being done on new treatments that aren't targeting the dopamine system, so current therapies, every single drug for schizophrenia has, in part, an affect on the dopamine system.  At the moment there are a lot of new studies being undertaken about how we can work upstream of the dopamine system, and there is quite a large number of drugs in very, very early stages of development that don't act directly on the dopamine system that down the field a little bit are actually looking quite promising.  


ALAN FRAZER, PhD:  In terms of answering the question to make everybody in the audience aware of I think a very serious problem that has just begun in 2010, and that is dealing with the pharmaceutical industry and new drugs, particularly as related to psychiatric disorders.  It really hasn't made the popular press yet, but many of the major pharmaceutical companies have made the decision that the development of drugs in the psychiatric field has not borne the success that they were hoping for.  So, for example, AstraZeneca is terminating its research division in psychiatry.  Not in cancer, not in diabetes, not in other areas.  GlaxoSmithKline has already done that.  I've been told that Lilly is going to be eliminating 5,000 jobs.  They're the makers of Prozac and Olanzapine, and Merck is apparently not far behind.  


And again, if I were the CEO of one of those companies, perhaps they're correct in making a decision where to put their bang for the buck, but the consequences of this are going to be devastating, in my opinion, for patients, because although I totally agree with Dr. Delgado, our drugs are quite good, our treatments are good.  They certainly could be more efficacious than they are now, and we can certainly have better side effect profiles than we have now.  So with this going on, unless Congress or somebody hears about it, I'm not even sure what they can do.  But the future of drug development, and the important role that the pharmaceutical industry plays for psychiatric drugs, I have grave concerns about.  


MAN:  All those companies you mentioned had huge fines (Inaudible) off-labeling, and now they want to get out of business.  That tells you what kind of industry (Inaudible). 


ALAN FRAZER, PhD:  I would say to some extent I would agree.  Many of the fines were not in the psychiatric area, and they're not getting out of the business, they're getting out of the psychiatry business.  


MAN:  (Inaudible) 


ALAN FRAZER, PhD:  Sure.  None of that was the researchers, though. 


MAN:  Is there anything in the long-lasting medications (Inaudible)?  


JODI M. GONZALEZ, PhD:  (Inaudible) about the other day, but I think it was Invega, is a new one, and we're involved in a study with that that's going to be an injectable.  So I do think there are some studies.  They may not be phase III, but kind of like I think Dr. Delgado was saying, looking more into the same drug, and long-acting, that type of stuff.  


ALAN FRAZER, PhD:  I'm going to take (Inaudible) been great. 


(Background Conversation) 


MAN:  Well, there is a lot of research going on right now on one of the components of the marijuana plant, which is called cannabidi(?), which seems to work quite effectively to treat even the negative symptoms of schizophrenia, like social withdrawal.  But again, the mechanism of action are not that clear.  And all the attention on the cannabinoid system, unfortunately, has been deviated, but the fact that one of the large clinical trials, and one of the blocker, or the cannabinoid receptor, rimonabant, has been stopped.  The clinical trial (Inaudible) phase IV, but it was stopped because of the side effects.  So we are kind of rethinking the role of the system, and actually have a poster outside where we show some data that we have collected in our lab.  


ALAN FRAZER, PhD:  You guys have been great.  We won't finish completely, but we will be outside at posters, and we'll stay around for a certain period of time.  I would also, for some of you at the break, didn't rush out, and may have heard the wonderful piano playing of Jacob Pilasiose(?) ... 


(Applause) 


ALAN FRAZER, PhD:  ... and we certainly owe him applause.  And again, I would like to thank all the participants, and you in the audience for spending this lovely Saturday morning with us.  Thank you. 


(Applause) 


(Background Conversation)


(END OF TAPE)

