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ANTHONY J. ROTHSCHILD, MD:  … features.  But that’s a term I’ve learned from my patients, it’s not very useful.  But to give you a little preview, depression, or what psychiatrists call major depression, it’s a fairly common predicament, estimated maybe, at any given time, 12 percent of the population is suffering from major depression.  This particular form of depression is all of that, plus, in addition, people have false beliefs of bad things happening in their lives that aren’t true.  So these people are very depressed, and on top of it, they may believe that they’re dying from cancer, or that someone in their family is dying from cancer, or they’ve committed some crime or some sin, that they actually didn’t do.  

So it’s an illness that, unfortunately, has been, in my opinion, ignored by … not by NARSAD, but by the National Institute of Mental Health, and by the American Psychiatric Association, and by the Food and Drug Administration.  And consequently, actually, in 2010, at the moment, we do not have any approved treatments for this disorder.  

I’ve spent my entire career researching the treatment and the biology of this disorder, and it’s something that I plan to until I retire.  I hope to give you a little bit of a flavor of what some of the issues and problems are with this disorder this afternoon.  Before I do that, I just wanted to give you my disclosures.  Over the past couple years, I’ve been a consultant for Lilly, Forest, Pfizer, and GlaxoSmithKline.  I’ve received research funds from the National Institute of Mental Health, Cyberonics, and St. Jude’s Medical.  I’ve written some books, and I’ve invented a scale.  

This is the most important point of the talk.  I owe the launching of my career as a clinical investigator to NARSAD.  It’s the 20th anniversary of my receiving a NARSAD Young Investigator Award. It was actually 1990, I think.  In the program is says 1999, so they chopped nine years off my … couple younger, but it was actually 1990.  


I received an award to study hormonal abnormalities in people who suffer from major depression with psychotic features.  Specifically at the time, I was interested in looking at the hypothalamic-pituitary-adrenal axis and some of the biological things that occur in this disorder that actually may play an important role in the pathophysiology.  


In the course of doing that, I got a lot of experience taking care of people who suffer from this disorder, and developed other interests, if you want to talk about more today, and how to treat people with this disorder, and how to correctly make a diagnosis.


I don’t know if this may be a little bit hard to see, but this is actually from the DSM-IV, the Diagnostic Criteria for Major Depression, what I’ll call regular depression, where people have a depressed mood or loss of interest or pleasure, plus changes in weight an appetite, and sleeping patterns, and energy levels, and feelings of worthlessness, or inappropriate guilt, diminished ability to concentrate or indecisiveness, and thoughts of death or suicide.


Now, the illness that I’m going to be talking about today is all of that, plus, the presence of either delusions or hallucinations.  Usually, delusions, as I mentioned, of sort of bad things are about to happen, what we call nihilistic type delusions, different from some delusions you may see in other psychiatric disorders where it can be readily apparent that the person is not making sense.  


In this disorder, I’ve had many psychiatrists refer me patients who said, Mr. Smith believes that he’s going to lose his home because he didn’t pay his taxes for the last seven years; all seems to make sense.  And then when you look into it a little bit more, you bring in somebody from the family, you find out none of this is true.  But on the surface, it had some plausibility to it.  Or people who believe that they have an illness. Cancer is a popular one.  AIDS is a popular one.  When they’ve been evaluated medically and they don’t have it, but yet still believe that they do, and they believe that maybe the doctors are lying to them.  So that’s really what this illness is.  

And it’s very difficult to diagnose. I’m going to show you in a minute a study which is actually depressing, to show you that psychiatrists miss this diagnosis all the time.  Everybody recognizes the depression.  The person is usually very forthcoming about the fact that they don’t feel well, and they’re feeling depressed.  But the irrational beliefs, or the irrational worries, are not easily recognized.

So I’m going to call it, and I do call it, I’m not just calling it for today, major depression with irrational worries. In fact, that’s what I call it all the time.  I got this idea from a patient who participated in one of my research studies.  So I’ll tell you the story.  


I got a phone call from one of the psychiatrists on the inpatient units and said, we have a person we think suffers from major depression with psychotic features, and I was doing a study at the time, testing two different treatments for it.  And I went up, and I talked to the man, and he certainly did sound like he was suffering from this illness.  And I told him a little bit about the study, and then he said, yeah, I think I’d like to do it.  And then I said, now we have to go through this 15 page informed consent form, you and I together. So he said, okay.  And he started reading the first paragraph, and he got through the first paragraph and he stopped.  He said, I’m not doing this.  


I said, well, what’s the problem? He says, it says right here on the first sentences, it says, you’ve been invited to participate in Dr. Rothschild’s study because you suffer from major depression with psychotic features.  So I said, well, you do.  You agree with me, you’re depressed, and you were telling me about the people outside the house who were spying on you, and wanted to break into the house to kill you, and that’s kind of what that means. He goes, what do you … he got angry with me.  He said, what are you talking about? He goes, they’re really there.  That is actually happening.  Even though his wife had told me that none of this was happening.  


He got so angry with me, I decided best not to argue, and we decided to wish him well.  Eventually, actually, I met with him after he got better, and he was saying, I think you were right, that it wasn’t really happening. But at the time, he really did believe that.  But it was after that that I got this idea of, this is ridiculous to call this major depression with psychotic features, as a psychiatric term. But if I ask a patient, are you psychotic?  The answer will always be no.  No one answers, even if I phrase it a little different.  Are you paranoid?  Everyone will say no.  


But if I say to somebody, do you have any … irrational is still sometimes a strong word, but it’s less of … connotations to it, so I do have irrational worries. Or better yet, if I ask somebody in the family, do you notice if your loved one has any irrational worries?  Then I get the information. 

So actually, when I do studies now here at UMass, in the informed consent, I call it major depression with irrational worries.  And the ethics board likes it, because they like plain English, as do I, but they really like plain English.  So that’s what we call it.  So some of my slides may say major depression with psychotic features because they’re slides I may show to psychiatrists, but I’m talking about major depression with irrational worries.  

Now, I’m a bit of a crusader when it comes to this, because unfortunately, there are probably only about ten or 15 psychiatrists in the United States who have made this a focus of their research.  And consequently, we don’t know as much about this as we should. I’ll give you some examples of what I mean.


The American Psychiatric Association puts out practice guidelines … you may have heard of this … for various illnesses.  And there are practice guidelines for the treatment of major depression.  It’s about, I don’t know, 30, 40 pages long.  Anybody want to guess how many pages are devoted to this particular illness?  I’ll tell you.  One paragraph.  One paragraph.  


In fact, I had an interesting experience last year. I got asked to review the new guideline.  They revise them every couple of years, and the new ones are coming out … they were supposed to come out last year. I think they’re coming out this year.  And I got asked to review them for my thoughts. Now, I was being asked to review them as somebody who’s an expert in treating depression, but the first thing I did when I got it in the mail was, I turned to see how much was devoted to major depression with irrational worries, or psychotic depression.


It was still one paragraph.  So I wrote a pretty stinging review, mainly focusing on this, saying you left out all these things.  And oh, by the way, this is … I’ll show you in a second … this is a common illness.  This shouldn’t be ignored.  So when I finally got the final revised version, recently, it’s two paragraphs now.  (Laughter)   So I guess that’s progress.

I received a grant a couple years ago from the National Institute of Mental Health. I actually didn’t know this.  And when you get a grant, there’s a group of experts called the Council, who writes comments on it.  And somebody wrote a comment that this is great that Dr. Rothschild and his colleagues are doing this study, because it’s the first study funded by NIMH for the treatment of psychotic depression in 25 years.  So that was pretty shocking.  And I mentioned, there’s no medication that’s currently been approved for the treatment of psychotic depression, so psychiatrists are forced to extrapolate from studies in regular depression to figure out what to do.  And there aren’t too many of us who are particularly interested in this.  

So I think I’ve told you a little bit about what this is. It’s people with major depression, but in addition, they have these irrational false beliefs. But there are some other symptoms that are more common in this form of depression than in regular depression.  And that would include increased guilt, and an increased psychomotor disturbance, either severe agitation or a severe slowing up, what we call psychomotor retardation. 

There’s more somatic complaints. There’s what’s called an absent diurnal variation, where people, normally in depression, the mood of a person who suffers from depression can vary through the time of the day. For example, people might wake up feeling sluggish and slow, and depressed, but it gets better as the day goes on.  That doesn’t happen here, that it’s people are constantly depressed.  There’s more cognitive impairment on neuropsychological testing.  There’s more symptoms of paranoia, hopelessness, hypochondriasis, anxiety and complaints of troubled sleep.  So that gives you a little bit of a sense of what this is.  

Now, one of the points I always try and make is that this is a common illness.  Some people in the field of mental health think it’s not common.  It’s common.  For example, there’s an old study called the ECA Study, the Epidemiologic Catchment Area Study, which was simply researchers fanning out in several communities in the United States.  And, sort of like the census, and they looked at the prevalence of various psychiatric disorders. And of people who had major depression, 14 percent of them had major depression with psychotic features.  

A similar study was done in European communities, where it was 18.5 percent.  And other studies have looked at inpatient units and found that one in four patients hospitalized for depression suffers from psychotic depression.  And if you did the same type of study in a geriatric unit, it would be 45 percent.  


So whenever I hear someone in my field say, oh, this is kind of a rare illness, I show them this type of information, because it is not a rare illness.  It’s also a serious illness. This is a study that was done at Yale, that showed that … it asked the question, what happened to people hospitalized at Yale New Haven Hospital, 15 years later?  And they found that there was a twice as high mortality in people with psychotic depression than in regular depression.  And it was due to medical problems.  It’s unclear why that is.  It was not explained by suicide.  It was by other medical problems.  


Unfortunately, in this illness, you have the combination of serious depression with beliefs, false beliefs, of a depressing nature.  And you put two of those together, and you can understand why people feel suicidal.  So it’s a very serious illness.  The suicide rate in hospital has been shown to be five times higher with this illness, in outpatients … that’s the Johnson Study in the middle … two times higher. And these people often use very lethal means of suicide attempts that results in death.


This is an illness that spans the lifespan.  It’s not limited to any particular age group.  In fact, in the geriatric population, there are people who come down with this, who’ve never been ill their entire life.  You see people in their seventies and eighties.  Tends to be more guilt, more depression, more cognitive impairment, delusions of disasters. I probably should add to that, delusions of poverty. I’ve lost all my money.  Something bad’s going to happen to my family.  Those kinds of delusions.  And it’s more commonly seen in the geriatric population, and it also can be seen, unfortunately, in younger people, in adolescents.  Of course, like any medical illness, any illness, whether it’s diabetes, or depression, that occurs in someone younger, is going to be a more serious and more difficult illness to treat.  


There’s also been some interesting work in minority populations, where the prevalence is the same, but some of the presentations or missed diagnosis is different.  In Hispanic patients, they’re more likely to exhibit nondiagnostic symptoms, such as auditory and visual hallucinations, which are less common in non-Hispanic patients.  There’s been also some very interesting work in African Americans showing that people with psychotic depression who are African American are more likely to be called schizophrenic than Caucasians.  


So here’s something interesting that came out of our work here, in collaboration with three other centers in Toronto, in Cornell, and at Pittsburgh, in a National Institute of Mental Health funded study, looking at what people with psychotic depression recall, diagnosed with, at these four academic medical centers.


So these were people who clearly had the disorder. They had gone through research diagnostic instruments, which had been reviewed by four experts.  What we found was that 27 percent of the time, the illness was completely missed in either the emergency room, or in the inpatient setting.  You might ask, well, wasn’t it called what it was supposed to be called, psychotic depression … what was it called?  

The three most common diagnoses were major depression, severe, not psychotic.  So severe regular depression.  Depressive disorder NOS, which means not otherwise specified, which to me means that the person making the diagnosis wasn’t sure.  And mood disorder NOS.  

So basically what this means is, the depression was recognized, but the irrational thinking, the irrational worries, the false beliefs were missed.  And it’s easy to see. I can tell you from having worked with this patient population for a long time, it’s not hard to miss; because, to some extent, the person suffering from it has some awareness that their thoughts may not quite be right.  Or they’re not sure.  So they will keep their thinking to themselves.  


The other thing is, sometimes the people will come right out and say, I haven’t paid my taxes for seven years, and I’m going to lose my home. And then the doctor just writes it down thinking, well, that’s certainly possible; without exploring as to whether that actually may be a false belief.  


I just want to say a few words, because often people have questions about this.  One of the important differential diagnoses is between psychotic depression or depression with irrational worries, and schizophrenia.  Because, particularly in a  young person, they can look the same; and particularly, if the psychotic symptoms are prominent, it may be difficult, if not impossible … with time, yes, but not early on.  

One of the interesting things is, going back to the biology of these disorders, is that the hormone abnormality, which I got my NARSAD Young Investigator Award back in 1990, the hypothalamic or HPA axis, the hypothalamic-pituitary-adrenal axis, there is a very prominent abnormality of that hormone system in psychotic depression.  Ninety percent or more of patients with psychotic depression will have an abnormality, whereas in schizophrenia, it’s not that common. So that exactly, back in 1990, it was a blood test.  Now it’s a saliva test.  And really, all you have to do is have a person spit in a cup. It costs maybe $15 to get it analyzed, and that can sometimes help in a differential diagnoses.  

Then more complicated are people going into a sleep lab and having an all night sleep study; because in psychotic depression, the sleep patterns are disturbed.  You may know that in depression, in general.  There’s something called shortened REM latency.  So if the time from when you fall asleep to the time when you have your first dream, your first REM period, in depression, is shortened.   In psychotic depression, it’s really shortened.  It’s very short.  Whereas you don’t see that in schizophrenia.  That’s a more expensive test, but sometimes is useful if one is not sure if a person is suffering from schizophrenia or psychotic depression.  


The other one is, I always get asked about, is psychotic depression versus post traumatic stress disorder.  I must have been asked to see a patient more than 100 times in my career.  Does this person have psychotic depression, and they have a history of trauma?  Or, is this somebody who has PTSD, who may have some psychotic features?  It made me wonderful whether the two illnesses went together to some extent.  There’s now data to suggest that actually, they do.  And they’re not mutually exclusive. You can have both.  In fact, there’s evidence to suggest that if one has PTSD, and trauma, that one is at greater risk if one gets depressed, to develop psychotic depression.  


Let me just say a few words about treatment of psychotic depression, and I will mention the two paragraphs in the American Psychiatric Association Practice Guidelines; because even though it’s only two paragraphs, it’s very clear, at least in 2010, and it’s been true for a while, been true for … ever since the practice guidelines came out.  There’s basically two treatments that is recommended; and it’s recommended with substantial clinical competence, which is the highest ranking a treatment can have. It’s the combination of an antipsychotic and an antidepressant medication, or ECT, for psychotic depression.  

Now, here’s something depressing.  I’m just curious, because we have mostly a lay audience.  Have you ever heard of the term evidence based medicine?  Have you heard that term? Has that filtered out?  Okay.  Believe me, I’m a big believer in evidence based medicine, although I graduated medical school a lot time ago, but I thought that’s what we were supposed to be doing.  But anyway, now everyone’s supposed to do it.   

Here’s the recommendation.  So the question is, are doctors doing it?  Are they following the recommendations?  The answer is no.  So in our NIMH study, we took the first 100 people, and asked, in the community surrounding Worcester, Pittsburgh, Toronto, and Westchester County in New York, those communities, what were the people getting?  And there’s a lot of information on this slide. I just want to focus over here, which is the combination treatment of an antidepressant and an antipsychotic, and you may not be able to read this, but it says, adequate.  Five.  Five out of 100.  Five percent had an adequate trial of medications.  

In 1997, Ben Mulsant, who was a colleague in this NIMH study, did the same type of study just in the Pittsburgh community.  And looked at how many people were getting adequate treatment? If you look, for example, at no antipsychotic, again, the recommendation is an antidepressant with an antipsychotic, because the studies have shown that if it’s just an antidepressant that’s given, it’s not really sufficient to get the person better.  That in 1997, only about one in five didn’t receive any antipsychotic, but it got worse in the mid 2000 range. It was up to 35 percent; which, for me, as someone who wants to see that people who suffer from this disorder get better, that’s very discouraging.  And I blame, in part, the practice guidelines not devoting enough time for that.  

The thing about this illness also is, is that … and I sort of focused on the severity of it, and the risk … mortality risk, and the risk of suicide.  But people with this disorder can get completely better. It is an episodic disorder.  So when people are ill, they’re really ill.  But when they get treated properly, they can get completely better.  I have patients who suffer from this disorder who are doctors, and lawyers, and do all kinds of work.  And when they were ill, they were nonfunctional; but when they got treated, they went back to their normal selves.

I’m just going to say a few quick things about the other treatment.  This actually can be a complicated thing, but I think you should know, as consumers, about the alternatives.  So the alternative is either medication or ECT, and there’s pros and cons to both.  But I should mentioned that ECT, electroconvulsive therapy is a very good treatment for this disorder.  It has the potential for cognitive side effects, and there’s unfortunately a higher relapse rate after it is stopped.  And in some parts of the country, not Massachusetts, but in some parts of the country it’s not easy to get; because most of this is given as an outpatient these days, and people would have to drive great distances to receive it.


There’s some thinking that it works a little faster than the medications, and in some situations, where speed to get the person better is important, many psychiatrists would prefer to use that, to use ECT.  Certainly, in life threatening situations where a person’s not eating, or extremely suicidal, you might want to go with ECT first. People have gotten better with ECT in the past.  
And in the geriatric population, many geriatric psychiatrists prefer to use it, because if a person has a lot of medical problems, it may actually be safer than prescribing medications.

I just want to say a few words about this.  The practice guidelines were actually based on a 51 patient study done in the eighties; and just in the last few years, there have been larger studies looking at the different combinations of an antidepressant and an antipsychotic.  This Meyer study, it’s actually Meyers, Flint, Rothschild and Mulsant, was the National Institute of Mental Health Study, which had much larger sample sizes, people participating.  Again, showing that the combination, now, different from this 1980 study, which used older drugs, these studies here used the newer medications, so these are SSRIs, and these are atypical antipsychotics.  One other thing we do know about psychotic depression is, once a person’s better, they need to stay on treatment for a while, because there’s a very high relapse rate if people don’t stay on treatment.  

So, to summarize, then, psychotic depression is more common than is generally realized. It’s associated with significant morbidity and mortality. The diagnosis is frequently missed, because the psychosis symptoms are missed, not the depression, but the irrational worries and the irrational beliefs.  The most effective treatments for psychotic depression are ECT and an antidepressant and an antipsychotic combination.  And patients with psychotic depression need continued treatment with medications or ECT after they are better.  


I just want to end by taking five minutes to tell you something that we are not doing yet, but we are going to be doing very soon. And that’s a new treatment … I can’t even say it’s a new treatment … an experimental treatment that, for treatment resistant depression, people who are suffering from depression. This is regular depression, not psychotic depression, but who have not responded to four or more courses of treatment.  And it’s a collaboration at UMass between psychiatry and neurosurgery.  Actually, I don’t know if you remember on the video, but there was Dr. Mayberg on the NARSAD video, was talking about, she mentioned this treatment.  A lot of this is based on her work that was funded by NARSAD many, many years ago.  

This is a treatment that is currently being used today at UMass and at other places across the country, for the treatment of Parkinson’s disease, in people with Parkinson’s disease who don’t respond to medications.  And in depression, it’s going to be in a different area of the brain than what is used for Parkinson’s disease.  But basically, to summarize the science very briefly, there is an area in the brain called Brodmann’s area 25, which, on PET scanning, which I’ll show you in a moment, shows that it is very activated.  

When people are depressed, and when people are treated with conventional antidepressant treatments, or ECT, that activated Brodmann area 25 tones down.  And what deep brain stimulation is, is putting an electrode … it’s brain surgery, but it’s putting an electrode into Brodmann’s area 25, and stimulating that area.  And by stimulating that area, it tones it down.  And there’s some preliminary data to suggest that in people who have suffered from depression for many, many years, that they get better with this particular treatment.

So basically, without going into too much detail, it’s basically, an electrode is slipped into … you put in this Brodmann area 25, and then it’s attached to a pace maker that goes on the left side of the chest, that stimulates the electrode.  And this actually comes from … Lozano is the surgeon who works with Helen Mayberg, shows that … these are people who have been treatment resistant depressed and unresponsive to medications that …and this is a measure of depression, the HAMD, that over the course of a couple of months, they had significant drops in their depression scores, which in this slide, shows it was maintained for a year, and actually, there’s some data now going out beyond year to two years, and three years, that some people have had this device.  


This is all based on studies that Helen Mayberg was funded by NARSAD, I believe, for much of this, in looking at areas of the brain in depressed patients on PET scanning, showing that they were activated in depression, and then less activated when people were recovered.  This is a way to, for people who don’t respond to medication, to stimulate that area, to shut it down. It’s a whole different theory of depression.  You may have heard about norepinephrine and serotonin, and dopamine, which is the way our medications work.  But this is related to brain circuitry, because these areas of the brain are very close to the mood areas that we believe are involved in depression, which the PET scan shows are involved in depression.

If you’re interested in the topic of psychotic depression, I wrote a book about it.  It’s written in, I think, plain English.  So I have a lot more detail about it, and if you’re interested, I have a flier outside.  Thank you very much.

(Applause)



DOUGLAS M. ZIEDONIS, MD, MPH:  Thanks, Tony.  That was a terrific presentation, as your usual excellent presentation, and you do really bring up an important issue.  We have mikes on the sides here so everyone could hear any question that you have.  So, if people are able to go near the mike, or, like David Smelson standing right there, and there’s one to the side, we’ll be able to get your questions.  


MAN:  Tony, great talk. Thank you very much.  Can you say a little bit more about discontinuation of antipsychotic as opposed to antidepressant medications? Or is it concurring…

ANTHONY J. ROTHSCHILD, MD:  You mean in psychotic depression?

MAN:  Exactly.


ANTHONY J. ROTHSCHILD, MD:  So the question is about discontinuing medication, treatment, in psychotic depression.  It’s unfortunately an unanswered question.  In fact, we have a grant under review to address the question, how long should people stay on the antipsychotic part?  On the antidepressant part, I think most psychiatrists feel comfortable just leaving people on. It’s such a serious illness, and you don’t want to mess with … the person is better.  But the antipsychotic can have side effects.  

If it’s an older one, they can cause movement disorders, such as tardive dyskinesia.  If it’s one of the newer ones, it can cause what’s called metabolic syndrome, weight gain, an increased cholesterol, and increased sugar and those kinds of things.  So it’s an important question that you ask. But the answer is not known.  


In practice, nowadays, most psychiatrists would wait about four months, have the person well for about four months before considering discontinuing it.  But then it becomes a question of risks, and balancing the risks, and if a person hasn’t gained a lot of weight, and hasn’t had increased sugar, and hasn’t had an increased cholesterol, they might leave it alone.  Whereas if somebody’s having those problems, you’d be more pressed to try and see how they might do without it. But it’s unfortunately an unknown.  The answer is not really known.  Yes.

WOMAN:  You really stimulated my interest in your use of the word worry, because I have heard other psychiatrists talk about the idea of demedicalizing psychiatry in the sense that many patients may not respond well, even the idea of patients resisting treatment to having people around them say, well, why don’t we go just visit the doctor?  Or when they’re with a psychiatrist, saying, well, how about we try this treatment?  And there is a negotiation.  But when a diagnosis and things like this is used, it’s many times resisted.  

ANTHONY J. ROTHSCHILD, MD:  I’m not sure what the question was. I agree with that.


WOMAN:  No, I’m just asking you, do you think this is similar to that, the notion of demedicalizing the terminology of psychiatry?


ANTHONY J. ROTHSCHILD, MD:  Oh, yes.  I think it helps to have words in communicating that people understand and can relate to.  I might disagree with you on the term demedicalizing, in the sense that I view these illnesses as medical illnesses, no different than any other medical illness.  There are biological abnormalities that occur in these illnesses.  But when I’m talking to somebody, I don’t like terms that … I don’t find them useful. If I ask somebody if they’re paranoid, everyone’s going to say no whether they’re paranoid or not.  So that’s why I try and use some of these other terms and make it a little bit more easier for people to tell me what’s really going on.  

WOMAN:  Thank you.


(Background Conversation)


WOMAN:  I have a small question.  Using your consulting to major pharmaceutical firms, when you mentioned that you needed an antidepressant and an antipsychotic to treat this illness, and found that both were not being applied together, have they been put together in any single medication?  Or do you have to take two pills?


ANTHONY J. ROTHSCHILD, MD:  Well, there are some compounds where you get the two together.  But I myself, and most psychiatrists prefer to pick separately from one or the other, because it gives you somewhat more control of the actual levels in the person’s body, and it’s easier to adjust the dose of one or the other without having to adjust both at the same time. And nowadays, most of the antidepressants that we use are generic.  So it’s a lot cheaper, so you can use a generic antidepressant for sure.  And with the antipsychotic, sometimes it’s generic, and sometimes it isn’t.  Although in the next two, three years or so, most of the major ones will be generic.  


WOMAN:  Thank you.  


WOMAN:  Can you explain the difference between schizophrenia and psychotic depression, and depression?


ANTHONY J. ROTHSCHILD, MD:  Sure.  


WOMAN:  What about the diagnosis, schizoaffective disorder?  I’ve been struggling with these diagnosis for 20 years with my daughter’s illness, and with schizoaffective, does it mean the psychoses and depression?  Affective disorder, depression?  How would that differ from the illness that you’re looking at, or describing?


ANTHONY J. ROTHSCHILD, MD:  That’s actually a very complicated question, but let me see if I can try and explain.  So psychotic depression is a mood disorder.  It’s a subset of major depression.  Whereas people who suffer from schizophrenia will have delusions, or hearing voices, without the mood symptoms.  In sort of a general sense. And will have, say, six months or so of delusions or hallucinations without mood symptoms.  

Depression, both regular depression and psychotic depression is an episodic illness.  You may have it for a period of time, and then it will go away.  And you may get another episode five years later. Whereas schizophrenia tends not to be episodic.  It tends to be, to some extent, always there.  Now, schizoaffective disorder is really developed as a diagnosis in people who did not fit neatly into one of these other categories.  So it’s people with schizoaffective order do have episodes of depression, or they do have episodes of mania, or hypomania, like someone with bipolar disorder.  Where they’re feeling worse. But when they recover for those episodes, they still have ongoing symptoms, more like the people with schizophrenia. So many people often view this as a sort of a diagnosis that’s in between.  

There’s been a lot of criticism of the DSM-IV, in terms of trying to … when you get down to it, it’s made by a bunch of people sitting in a room in New York City.  But we need it.  


WOMAN:  I mean, I’m just a parent.  I’m trying to tell psychiatrists if it’s … but we all have to agree that sometimes the diagnosis is done by the cross(?) (Inaudible), by what’s helping that patient (Inaudible). And then, also, for the purposes of getting paid by the insurance companies, because no one human being fits into that category exactly.  It’s not looking at streptococcus under the microscope.


ANTHONY J. ROTHSCHILD, MD:  Exactly.  


WOMAN:  So as a parent, it’s maddening.  And then, going into an emergency room and getting an immediate diagnosis would be like trying to reach the stars.


ANTHONY J. ROTHSCHILD, MD:  Right.


WOMAN:  It’s impossible.  


ANTHONY J. ROTHSCHILD, MD:  I agree with you completely.


WOMAN:  While I have the mike, I’m being very presumptuous here, but I really would also like to say, if we want to get rid of the stigma, if we really want to do that, we have to change the rules(?).  Because the term schizophrenia is so misunderstood, and such a label to put on anyone that, as a parent, I think it’s a disgrace. At least we’ve gone from manic depression to bipolar.  Which is a little bit less.  But what a label to carry around all your life.

ANTHONY J. ROTHSCHILD, MD:  Right. I agree with you.


WOMAN:  Because, as someone called it, it’s terrible.  Thank you.  


ANTHONY J. ROTHSCHILD, MD:  I agree with you. But you’ll be happy to know …


(Applause)


ANTHONY J. ROTHSCHILD, MD:  You’ll be happy to know that the director of the NIMH, who you saw in that video, has recently announced, it was an article in Science about this, that they want to get away from the labels.  And look at brain abnormalities that are consistent across all of these illnesses, and focus a little bit more on that way. Because, as a researcher, I can tell you that, just take the category of major depression, it includes so many different people, with probably many different causes, that it’s hard to focus down. So the field actually may be switching to get away from the labels, at least in research, to get away from the labels, and focus on all these people who have trouble processing, say, information.  And what gene, or what is that related to?  But I agree with you. I definite agree with you.


WOMAN:  Well, I also want to thank all of you (Inaudible Portion).  


WOMAN:  I want to know how to get into your studies.  Because I have it.


ANTHONY J. ROTHSCHILD, MD:  Well, I do lots of studies with …


WOMAN:  Oh, no, the depression with the …


ANTHONY J. ROTHSCHILD, MD:  Well, I can talk to you afterwards, but it would be … there are actually very strict criteria that people have to make and we’re going to be picky because it is brain surgery.  


WOMAN:  Right.  But like I say, I do have it. I’ve had anxiety all my life.  I’ve been diagnosed since my early thirties with major depression.  And then when I go on that antidepressants for a while, I go the other way to the bipolar (Inaudible). But I’m not a typical bipolar, because I need to go off medications.  So, I believe from what you said (Inaudible), and I have (Inaudible).


ANTHONY J. ROTHSCHILD, MD:  Well, I’ll be around if people want to ask me questions.  


DOUGLAS M. ZIEDONIS, MD, MPH:  And just as a comment, on our website, we’re trying to post all the studies that we do. Or, if you have questions about an area that you’d like, please follow up. We’re very interested to try to make sure that the word is out there. So thanks for asking.  

WOMAN:  Hi.  I would like to know if … would the average … I hate to use this term, but run of the mill psychiatrist … forgive me, all of you … (Laughs) be able to really diagnose this condition, or would many of them … you say there are only 12 people doing the research.  It’s got two paragraphs in what is it … the Diagnostic Manual … and so I just wonder, how would you find somebody who might be competent to recognize this without having to go through … all around Boston, I mean, the major medical centers, so we’ve got one here, but, for most people?

ANTHONY J. ROTHSCHILD, MD:  All good psychiatrists should be able to diagnose this.  And the …


WOMAN:  And there are no run of the mills.  (Laughter)


ANTHONY J. ROTHSCHILD, MD:  The difficulty is that the depression is recognized, but the irrational thinking is missed.  I’ll give you a hint.  I’ll tell you what I do.  Because if I just relied on the person in my office, I would miss it, too.  So if I suspected, or sometimes even if I don’t suspect, just want to … somebody I don’t know comes into my office, I like to meet with someone in the family, because I’ve learned more information about people in the family, from the family about the person. So I usually do it, and I don’t … you do it for a long period of time, but just in the beginning to get information, and that helps diagnose, and any psychiatrist who says I don’t do that, then I would say, think about someone else.  Just in general.  

WOMAN:  Yes.  And if the potential patient is not agreeable with that …


ANTHONY J. ROTHSCHILD, MD:  Well, that happens.  


WOMAN:  … (Inaudible) hard to get a psychiatrist to listen, if you (Inaudible) …


ANTHONY J. ROTHSCHILD, MD:  I know.  That happens to me all the time.  And I tell the person, I can’t do my job. I’m not going home with you to see how things are going.  Can we just take 15 minutes to bring your mother, father, husband and wife, whatever, I need a pair of … I also tell them, I need a pair of eyes; because sometimes you won’t view the patient … won’t realize you’re getting better, but someone in your family says, you know, things are a bit … So I need a pair of eyes. So it’s really important.  


WOMAN:  Thank you.  


MAN:  If I have to pause while I’m speaking, it’s because this topic is really close to home.  Literally, when I leave here, I’m going to be taking care of my 86 year old mom, who recently developed exactly this, the irrational worries, everything. You described her situation to a tee.  We have an extensive family pedigree.  I disagree with some of the descriptions that you offered about what differentiates schizophrenia from X, Y and Z, the whole list of … fits on the DSM … whatever.  Because the experiences of myself and other people in the family are so varied.  We all share some genes. Apparently we share a lot of the same conditions.  


One of the helpful things about my mother is that she did, when I asked some leading questions, did mention suicidal ideation, and she’s been able to talk about that a little more freely.  She’s had a lot more denial, and I had that a lot more …immersions in the system and in the treatment and all that.  I wanted to verify … to ask you one thing.  If I even bring up the topic of ECT, she’s already scared enough about whether there’s going to be enough food when I get home to visit, that, if I bring up that I went to the conference and ECT and antipsychotics were suggested as good treatment for what you have, Mom, I don’t think it’s going to go over so well.  So that’s my problem to deal with.  

I have met with basically all of her providers, including the psychiatrist(?), (Inaudible), so I have been both her interpret and supply some information that she doesn’t necessarily want to admit to.  The hormonal part of your previous research is very interesting, because her first … the long period of depression was right after menopause. It lasted seven years.  And everyone’s wondering what the cause is. She seemed so well, six weeks ago, and everything folded.  Like, really quick. And I’m not sure whether it’s useful or important to think in terms of a cause, but is this kind of like sudden collapse typical, or not, well, with an elderly person?

ANTHONY J. ROTHSCHILD, MD:  Well, yes.  That is typical.  And we don’t know the cause.  But we know it’s episodic.  So that it can come and go.  The other thing is, I think it sounds like you’re doing a wonderful job, and you can help ask questions, perhaps, to the psychiatrist.  I would view it as the psychiatrist’s job to have the discussion, or to lead the discussion about what’s the best treatment; because in somebody that age, and there’s a lot of other factors, including any medical problems, and what’s her care situation, but psychiatrists should always be listening to the family.  Now, we can’t always talk back if we don’t have permission, but we can certainly receive information all the time.  I like to get it.  I would raise those questions with the psychiatrist as to what’s the best way to proceed.  

MAN:  Thank you.  


DOUGLAS M. ZIEDONIS, MD, MPH:  One quick … we’ve got to be short, but we’ll let you …

MAN:  Yep.  Actually, it really is short, though.  I was interested in the deep brain stimulation.  The question is somewhat episodic.  That seems like a permanent kind of situation, and I thought some researchers were doing deep brain stimulation using electromagnetic waves, or electromagnetic stimulation through the skin.  So why would you want to implant something?


ANTHONY J. ROTHSCHILD, MD:  All right, I’ll try to answer it quickly.  For these people who would be eligible for deep brain stimulation, it’s not episodic.  It’s for what’s called treatment resistant depression. These are people who have been constantly depressed for more than a year, and it doesn’t go away.  You’re referring to two other treatments. One of them is called vagus nerve stimulation, where people get the vagus nerve stimulated; and there’s another one that just got approved recently called trans-magneto(?), which people have a magnet put around their head.  The data on the efficacy of those, although those are approved by the FDA, is not that strong; and this treatment is really for much more severely ill people who have been chronically depressed.  

MAN:  Thanks.


(Applause)  


DOUGLAS M. ZIEDONIS, MD, MPH:  Thanks, Tony.  I’ve decided that what … we can’t have you all flood the bathroom at the same time.  (Laughter)  So as nature calls … 

(END OF RECORDING)  
