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ROBERT J. RONIS, M.D., MPH:  Actually, this is one of the minor elements of healthcare reform that had many of us quite concerned.  There were some suggestions that only on-label uses of drugs would be approved for reimbursement, which would knock out about 95 percent of what we do.  I think that's been defeated.  Well, our next speaker is Dr. Keming Gao.  Dr. Gao is an assistant professor and Clinical Director of the Mood Disorders Program, here at University Hospital's Case Medical Center.  Prior to joining our faculty in 2006, he was a senior research fellow in the NIMH-funded Bipolar Disorders Research Center.  This followed his residency at Cleveland Metro Health Medical Center.


Prior to coming to Cleveland, Dr. Gao was a basic neuroscientist in the Department of Physiology of Shanghai Medical University in Shanghai, China, and was an instructor in the Department of Physiology at the Yfang Medical College, Shandong Province, China, for three years, where he received his M.D.  In 1994, Dr. Gao came to the United States, where he studied neuroimmunomodulation at the Louisiana State University School of Medicine.  Dr. Gao is the recipient of a 2006 NARSAD Junior Investigator Award for his work focused on development of novel treatments for bipolar one or two depression.  Dr. Gao's research and clinical emphasis has been on the phenomenology and the treatment of co-occurring mood and anxiety disorders.  Dr. Gao?


KEMING GAO, M.D., PH.D.:  Thank you, Dr. Ronis.


(Background Conversation)


KEMING GAO, M.D., PH.D.:  Before I start, I have to go over the traditional disclosures.  I do get money from AstraZeneca and NARSAD for research, and also get some consulting money from Schering Plough.  (Inaudible)  I'm also on the speakers bureau for Pfizer, and no interest.  Anything we discuss today is off-label.  You will see, although some medications have been approved by the FDA for bipolar or major depression, but have been approved for the people with multiple conditions.  So compared to Dr. Kemp's talk ... so I'm going to focus on the major depression and the bipolar with other comorbid and ... I'm sorry.  Other mental disorders.  Dr. Kemp focused on the medical conditions; I'll focus on the other psychiatric conditions.


First, we're going to review sort of the data, what we have learned over the years.  You come across kinds of mood disorder with other psychiatric conditions.  Second, we're going to discuss what is the impact, if you have one or two or three or four other conditions in addition to the mood disorder.  The last we will discuss sort of the research opportunities, the challenges, what we're going to face to serve this kind of population.


Before kind of getting into detail, I want to review a little bit sort of what is a mood disorder in terms of the diagnosis, based on sort of the bible of (Inaudible) is like the DSM-4.  So when I give a lecture for medical students and residents, I've always gone sort of (Inaudible) from right to left.  So the mood disorder can be caused by the medical conditions, such as thyroid ... either too high or too low ... that cause sort of a mood change.  And the second is substance-induced.  Substance-induced we talk not only about the street drugs ... not only marijuana, alcohol, cocaine, heroin ... but also the medications a doctor prescribes, such as antihypertensives, birth control pills, some medications for infection disease.  Those medications also can cause a mood change.


For the most part, for the mood disorder program, we are kind of dealing with these two parts.  Bipolar and sort of unipolar.  So it's very important, before you sort of go to the major depression unipolar, you have to figure out whether the patient really has bipolar, because the treatment is so different.  If you give a medication for the patient is depressed, actually has bipolar, sometimes it makes it worse.  So (Inaudible) for bipolar depression, sometimes either doesn't work, or sometimes (Inaudible) too high.  So it's very important to kind of (Inaudible) this part, first, before you move on.


For the bipolar, at least at this time (Inaudible) there are three types ... bipolar one, two, and (Inaudible)  So it's (Inaudible) the one or two and was based on the highs.  And now it's based on the low.  The highs, you have a high that lasts more then seven days, it causes a significant problem, like financial, relationship, legal.  We call that a manic episode.  You have a manic episode, that's it.  You have bipolar one.  Unfortunately, 90, 95 percent of people not only have high but also have lows.  That's why it's called bipolar.  The other one is called the unipolar manic.


Bipolar two has smaller highs.  It only has smaller highs, four or five days, never more than seven days.  If they have a high, it never causes significant problems.  They may spend a little bit more money, but it never causes bankruptcy, use up a credit card (Inaudible) family and friends.  They've never done that.  But a lot lows, depression, caused by bipolar two.  For some people they only have two to three days; never more than four days.  High, but a lot of depression.  And this one is called the bipolar (Inaudible)


Another term called the (Inaudible) more like smaller highs, smaller lows.  Never have like a major depressive episode that lasts more than two weeks.  Only like three, four, five days, plus small highs, and we call it (Inaudible)


So before you can actually rule out ... after you rule out those people with (Inaudible) bipolar, and then you move on where the patients can say which one ... is it major depression or dysthymia, which some people call a minor depression.  Or the IOS.  In other words, there are some depressive symptoms, you don't know where to put in exactly, major depression or dysthymia or self-induced, and you call it IOS.  So what is the major (Inaudible) and the major depression?  This one is very important because they can cause suicide.  Dysthymia doesn't.  The minor depression, feel miserable, like a rollercoaster, but they never reach the point of thinking about suicide.  But for the major depression it is.


So what is the diagnosis for major depression?  We need five to nine symptoms.  The first one is depressed.  The second is not enjoying, not interested in doing things.  Either one but (Inaudible)  Plus other symptoms, including sleeping problems, feeling hopeless, helpless, low energy, eat too much or eat too little, very irritable, can not concentrate, or think about suicide.  You don't need all of them; only five to nine of those symptoms lasts more than two weeks, but it doesn't need every day.  Nine, ten days or 14 days period.  Doesn't need every hour.  Five to six hours per day.  And then you have those kind of episodes, you have major depression.  That's how we diagnose mood disorder, based on sort of the bible of diagnosis of the APA.


I'll kind of give you some of the (Inaudible) prevalence in the community of those (Inaudible) disorders.  I think, in (Inaudible) would probably be a little bit lower than we did, like if you ... based on this study, almost half of the people will have a psychiatric disorder in their lifetime.  It's not one out of five or one out of four.  It's almost half.  But in (Inaudible) depression where mood disorder is about one out of five.  Will have a mood disorder in their lifetime, you can see this is 21 percent.  Either you have major depression, minor depression, or bipolar one, bipolar two.  It's very, very common.  Unfortunately, just like one audience asked, the pure mood disorder is rare.  They always have something else.  That we kind of learned in our clinic, and also learned from these large epidemiologic studies.  You can see for the bipolar, less than five percent.  For the unipolar, probably only ten percent.


The most common core kind of mental illness and mood disorder is the anxiety disorders.  So I'll give you a rundown a little bit about the list of anxiety disorders, when we talk about.  The same thing, we don't talk too much about this side, because this is a medical condition or substance use ... it's stopped.  Disappeared.  But for others, basically they can not stop on their own.  You have to either treat with medication or treat with psychotherapy.


So these conditions are closely related to trauma, the PTSD or CUTE; stress disorder is related to trauma; baseline OCD, the obsessions.  And of those two, the panic ... the panic disorders ... in other words, unexpected (Inaudible) panic attacks.  Out of the blue, started panicking more than once.  (Inaudible) another one (Inaudible) the consequences.  That's called a panic disorder.


Another one is social phobia.  That's kind of people only feel anxious when they're around people, or give a speech, or perform on the stage.  And another one is called generalized anxiety.  The people worry to excess on the daily basis.  And this is all the time.  Those are basically the anxiety disorders in the textbook.  When we talk about the core common anxiety disorders, we either see one of them, or two or three or four of them.  So this kind of gives some idea how prevalent of these core (Inaudible) anxiety disorders in bipolar ... it's also from this kind of famous (Inaudible) studies funded by the government.  And you can see the bipolar one almost 87 percent not only have bipolar, they also have some kind of anxiety problems.  In the bipolar two it's quite similar.


And this one is from the unipolar.  That's only for the depression.  And you can see from this (Inaudible) study, about 60 percent have anxiety disorder.  There is also another one from another government funded study, it is 41 percent, but you can see it doesn't include other anxiety disorders.  No PTSD, no OCD in this study.


And another core (Inaudible) condition is drug of alcohol problems.  This also is from the (Inaudible) study, and you can see patients with bipolar one almost have 60 percent the prevalence with drug or alcohol problems.  

For bipolar two, relatively lower.  And similar is another study, it's for the unipolar relatively low; it's about a quarter.  But from this study, because they targeted people with drug and alcohol problems, you can see the prevalence of drug and alcohol problems in unipolar.  It's much, much higher.  I think around 40 to 50 percent.


So this is kind of our own study.  We use our own data.  Take a look at those with anxiety and without, and see whether they affect the occurrence of drug and alcohol problems.  And you can see from this side the people with anxiety disorder and those without.  And you can see those people with anxiety have much, much higher risk for alcohol problems, marijuana problems, and other drug problems.  Definitely there is no difference with the cocaine.  Everybody knows that cocaine sometimes can cause anxiety.  So that's why the people don't use cocaine when they have anxiety.


So that kind of comes out as a trio instead of a duo.  Probably you've heard of the duo.  We used to think of it as a mood plus drug-alcohol problems.  So in our samples, you can see a third of the people with bipolar at least have those three in their lifetimes.  You say why do you think this is a problem.  As we know, if the people have bipolar, have the anxiety disorders, without drug-alcohol problems, every physician will feel comfortable giving a medication, some kind of benzodiazepine.  Valium, Xanax, clonadine.  I feel comfortable.  I think Dr. Kemp, I think the Dr. Ronis will feel comfortable to do the same thing.  If they have drug-alcohol problems, nobody will prescribe in the first place, because of what?  Because of (Inaudible)  If you have a history of drug-alcohol problems, when you prescribe these medications you don't mean 100 percent will abuse it, but it's more likely, down the road, either abuse it or depend on.


Sometimes I tell my patients, you need this medication, or to take more medication doesn't mean you're a bad person, because your mind is wired different from other people.  You are able to use more and just like other people can not use.  It's not (Inaudible) that people who have drug-alcohol problems is a bad person.  It's because their mind is wired different ways.  But, unfortunately, as I said, a lot of people will feel uncomfortable to prescribe those medications if you have drug-alcohol problems.


So there is another condition called an impulse-control disorder.  So on the top of the list called an intermittent explosive disorder.  I think that the intermittent explosive disorder.  People also call it anger problems.  Those people basically blew up, exploded, without any significant trigger.  But from a psychiatric point of view, we are (Inaudible) ADD and ADHD.  This, as you know, everybody sort of like is treatable.  You have a medication for.  For the intermittent explosive disorder, we don't have medication for.  Then you have to go through therapy.  So from this study (Inaudible) you can see that people with the bipolar disorder also have a 70 percent ... more than two-thirds of the people have some sort of impulse control disorders.  How do we treat?  Nobody knows.


And then I think if the audience comes out, and we come out of this, people have not only three; now have four.  Mood, substance, anxiety, some ADD or ADHD or other impulse control problems.  (Inaudible) how to treat.  No study has done that.  You said why was that.  As Dr. Kemp mentioned, drug companies are not going to let those people get into a study, because they're going to mess their data.  But clinically we see these patients on a daily basis.  We just don't know how to treat.  We have (Inaudible) Dr. Kemp says, use medication, we assume it works.  If it works or not, we don't know.  But like I said, you have to treat.


So those data I show you is from the large, government funded studies.  Those were done by the lay person.  The people with master's degrees (Inaudible) with the patients, you get like multiple morbidities.  This data was done by myself.  So everybody sees me clinically.  I spend 90 minutes.  So down to all the diagnoses, sort of almost all the diagnosis on the textbook.  Depression, anxiety, drug-alcohol problems, eating disorders, and ADD or ADHD.  So I've gone through that.  And, so far, I have about 300 patients.  This analysis was done with 200 patients.


And you can see the people with bipolar and depression had similar to the national surveys.  About 80 clinical trial have anxiety disorders.  And for bipolar, you can see they have a much, much higher risk for the alcohol problems and also have higher risk for drug problems, compared to unipolar.  And also quite a similar rate for the eating disorder.  And you can also have higher risk for ADD or ADHD.  This is from a clinical sample, so we see every day in our clinic.


So this kind of gives you some idea of the patterns we see in the clinic.  So the red is the unipolar.  This one only anxiety.  You can see, if you look at those three, in our clinic only about less than five percent of the people coming to see us only have anxiety, only have bipolar, only have major depression.  The majority of them have something else.  For the unipolar on the top is mood, depression, with anxiety disorder.  For the bipolar, you can see also the bipolar with anxiety on the top, but you can see a lot of people with a drug-alcohol problem.   And then you can see the last one have drug-alcohol, ADD or ADHD.  Four or five conditions.  You say, how do you treat?  That is the challenge we are facing.  Nobody tells us, and there are no data by us.  It's based on our judgment, our clinical knowledge, try something we think should work.


The question (Inaudible) why.  Why the mood disorders and other mental disorders.  The short answer, at this time, we don't know.  The long answer is there are some indications of different neurochemistry and different neuroanatomy in the brain.  Neurochemistry ... you probably heard about it for the anxiety disorders, benzodiazepines work, like (Inaudible) but benzodiazepine doesn't work for depression.  ADHD (Inaudible) works pretty well.  Sometimes it works for depression, but can worsen anxiety.


So from the neuroanatomy ... and there are a lot of studies which have shown this part.  It's called the prefrontal cortex.  And this one is related to depression.  In other words, when the people are depressed ... it doesn't matter if they have unipolar or bipolar ... this part is hypofunctioning.  Doesn't work very well.  If you give antidepressant therapy, mood stabilizer, if they (Inaudible) normal, they start to go back to normal.


So another part is called the amygdala.  It's this part.  And this part relates to the fear anxiety.  This is the part that people believe is related to the anxiety disorder in humans.  So when people have anxiety disorder, this part is hyperfunctioning.  Overly excited.  If you treat with medications, therapy, this part will go back to normal.  Another part is called the nuclei (Inaudible)  This part relates to the addiction.  The people with addiction, this part ... and if you give the animals, like putting (Inaudible) and you can measure their addictive behavior.  The same with human beings, this part also relates to addiction.


So what causes those?  It's the genetics.  I think in the introduction videotape, Dr. Renberg said it's the genetics.  Everything is the genetics.  For different reasons, different persons, genetics make different parts of the brain work different ways.  And some people only have one problem and other people have different problems.  I think the genetics is the root to the different psychiatric disorders.


So the next few slides will talk a little bit ... if you have an anxiety disorder or (Inaudible) problems, what happens?  You (Inaudible) the people that doesn't only have depression or bipolar.  So from this slide, you can see if you have anxiety disorders, and the bipolar comes much, much earlier.  So there is a study that shows how much early.  At least three or four years differences.  A group (Inaudible) onset.  They said does that matter?  You think about it.  Three or four years differences, you have anxiety without anxiety, (sic) the (Inaudible) is different.  So there are also some kind of indications.  If you treat anxiety early, you might prevent or delay the onset.  That idea is sort of like we have to sort of identify which one starts first.  If you treat aggressively the therapy or with a medication, you need delayed onset of the either depression or bipolar.  But there is no way to know how, when.  Those kind of questions need answers from the research.


Another one is increased symptom severity.  In other words, you have anxiety disorders, you come in, the symptoms are much more severe.  And also have more relapses.  Do not respond very well to the medication available now.  Even though the response can take a much, much longer time to get a remission.  In other words, if you do not have anxiety it can take four or five week ... I'm sorry ... if you have no anxiety, you take four or five weeks; if they have anxiety disorder, it may take nine, ten weeks, or 12 weeks; even though, finally, you will respond.  And definitely you see the increased risk for (Inaudible) problems.  And also increased suicide.  That's kind of the worst things we don't want to happen.  And also increased misdiagnosis.  There are about 20 percent of the people with bipolar that was misdiagnosed as anxiety disorders.


They come to the doctors ... I always tell the residents, the patients come to us; they don't tell, I have bipolar, I have unipolar, I have anxiety.  They come in and complain of one symptom:  I'm anxious.  It's the doctor's responsibility to figure out what is the problem.  One or two or three or four.  Unfortunately, most times, because people are very busy, they (Inaudible) come in, very quickly give them medication and send them away.  It's unfortunate.  There's increased risk for misdiagnosis.


And another one is also a surprise to everyone ... sometimes not a surprise to everyone ... is that people with anxiety tend to report more side effects.  Maybe that's their kind of mindset, and like distortions by the severe anxiety, and they report having more side effects and then discontinue the medication.


This kind of gives you some idea about the magnitude.  If you have an anxiety (Inaudible) with anxiety, in terms of euthymia ... in other words you're normal in the last two years ... this is data from a government funded study, and you can see if the people without anxiety did pretty well.  It's about like two-thirds over here (Inaudible) no problems.  But if they have any anxiety, each anxiety (Inaudible) no problems, so only about half or less than half of those people without.  And that's why the suicide attempts.  And you can see the people without anxiety is about 27 percent have a suicide attempt.  If they have either any one of the anxiety disorders, any kind of the risks, it's doubled or tripled.


And the same thing for the unipolar.  The same thing as the unipolar ... I don't need to go through this.  Another one.  As I already mentioned, anxiety can cause increased risk for substance use, drug-alcohol problems, and drug-alcohol problems also can cause early onset of depression.  And depressive more severe symptoms and also have more suicide attempts.  Poor functioning.  And also a lot of medical conditions, as Dr. Kemp mentioned.  And also more likely to do worse, and never married.  So that is our data and the data from a large, government funded study.


So what we have learned?  So I think what we have learned now is concurrent mood disorder with other mental disorder is a rule.  I think all this is right.  It is a rule.  Very few people only have one disorder.  And the concurrent other mental disorders not only have negative impact on the mood disorder, but also complicated the treatment, because in the management, you have alcohol-drug problems, some medications (Inaudible) inappropriate for anxiety.


The current available medications are less effective or is inappropriate for a patient with mood and other comorbid conditions.  The last one is (Inaudible) what data to (Inaudible) clinicians to use.  Everything, like I said, is used like more off-label, based on individual physician knowledge and comfort.  Some people don't feel comfort and they don't prescribe these medications.


So that's sort of my interest.  My scientific focus.  Where are we headed?  I think we are headed in the right direction.  So gradually the people realize that we have to start studies on this population, no matter what.  So the first study was done at three sites.  It was from University of Florida and University of Cincinnati, and also University of Texas Dallas.  This is funded by the government.  This study used the medication Risperdal.  Risperidone.  It is an antipsychotic.  You can see the patients with bipolar anxiety (Inaudible) three weeks.  Randomized, double-blind.  The dose is 0.524.  (Inaudible) it is either general anxiety or panic, moderate depression and moderate anxiety.  The finding was no significant difference between the medication and the placebo.


So as I said, we assume.  We can use assumptions, but it doesn't mean it works.  So a lot of work needs to be done in this area.  So far, this is the only study to combine, sort of targeted the patients with more than one disorders.  The others, like I said, most like they include those people with anxiety (Inaudible) problems.  So this is the only one, and unfortunately it is a negative study.  They also have another study that is coming out.  I haven't read it yet.  So from the government side.  It is already finished, but it hasn't published yet.  I'm not sure whether it's positive or negative, it's sort of (Inaudible) to say.


So here, like I said, we are studying those populations.  This is my first NARSAD funded (Inaudible)  It's to look at a medication called quetiapine XR.  It's also an antipsychotic.  With bipolar, with general anxiety, with drug-alcohol problems.  This is the only study so far in the nation, probably worldwide, to target this population.  Nobody has done it.  I've checked the web sites, and nobody has targeted those three or four conditions.  So kind of trying to figure out the (Inaudible) the real population, to see whether this medication works.  If it works, great.  If not, at least give us some ideas down the road we don't use this medication for this group of patients.


So the study design is patients with bipolar one and bipolar two, either on the mood stabilizer or no medication.  And then kind of have moderate to severe, with anxiety and with depression.  And then go to two groups.  One goes to the quetiapine XR, and one goes to the placebo.  The target is 120 patients.  Although this was funded in 2006, we started a little late.  You know, when you write a protocol, (Inaudible) approval, blah-blah-blah, it takes a long time.  And finally we started about a year and a half ago.


Recently, recruitment is kind of very, very good.  We're almost halfway.  Already 80 patients have signed up.  More than 60 patients are randomized.  Halfway through.  So probably, in the next couple of years, we'll get some ideas whether this medication works for this group of people.  We also kind of use this data to try to say whether it improves anxiety ... if it works ... whether the drug-alcohol problem becomes kind of a less problem.  In other words, drinking less; using drugs less.  It gives you some ideas, if we can show the patient with anxiety, you treat aggressively, anxiety go away, drug-alcohol go away; that's down the road, we can target from where we're (Inaudible)  In other words, if the diagnosis is bipolar, unipolar anxiety, you treat anxiety with either therapy or medication, you can prevent development (Inaudible) problems.  We don't know, at this time.  So our hope is down the road, the next couple of years, we can give you some update.


So the previous study initially funded by NARSAD.  But NARSAD don't give you very much money.  So you do like 100 or 120 or 130 patients (Inaudible) even more than that.  So after we started, after (Inaudible) did agree ... initially they refused, because this data is too messy, because it included the people with drug-alcohol problems.  We think it's very important to include those people, because nobody has done a study in those populations.  So family they said we will give you more money so you can continue the study.  So we hope that we can finish in the next couple of years.


This study was funded initially by NARSAD.  The same thing initially we submitted to them, and they agreed to do the same studies for unipolar.  It's a kind of similar design.  The unipolar with anxiety, moderate, severe, and then go to either receive the quetiapine or placebo.  Currently we submit a grant to Grossmith Foundation.  We hope to get it funded to include the people with drug-alcohol problems, because the drug companies refused, they said you can not include this cohort of people.  We think it's clinically very important.  So we hope to get some kind of private funds to include those people, at least to give us some ideas whether this medication works or not.


So for this kind of ... what are we going to do for me (Inaudible) a mood anxiety clinic.  We're going to continue to do the same sort of thing (Inaudible) we're going to see patients initially, as I said, for 90 minutes.  Do everybody sort of like a systematic diagnostic interview.  We hope to do 500 or 1,000.  I don't know how many years.  So it will finally give me some ideas what's kind of the most prevalent core kind of conditions down the road.  And definitely we are going to provide first-class patient care.  So you say what that means.  I always tell people they'll have five, six conditions.


Some people come to see me, they say give me the stimulant.  I say, no, I can not give you stimulants because we have to treat the bipolar first.  We should stabilize it now, and then we can treat your ADD or ADHD and anxiety.  But some people they don't understand, and they come in and say, Dr. Gao, I only need a stimulate, this works for me, my concentration is bad.  I say, I realize that, but we have to treat the mood first.


And then continue the clinical trials to meet unmet need.  Finally, we are going to start genetic studies.  And with Dr. Ronis and Dr. (Inaudible) Eppers.  And we recruit Jim Bosan and his research fellow at Harvard.  And I think (Inaudible) the problem after July.  July first (Inaudible)  We're going to kind of work with him to sort of like fund, if there's any genetic (Inaudible) for each individual problem.  We're not sure how long will it take.  Maybe years and years and years.  But that's kind of the next sort of step.


We have a brochure and some flyers out in the hallways.  People can call for (Inaudible) research.  And if people want to conduct a clinical, they can (Inaudible) for clinical.  And definitely (Inaudible) learn more about our research program, include Dr. Kemp's study, and you can go to this web site.  Thank you very much.


(Applause)

(END OF TAPE)


