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DENNIS S. CHARNEY

Interviewed by Andrea Tone

San Juan, Puerto Rico, December 7, 2003

AT: My name is Dr. Andrea Tone. We’re at the 2003 ACNP Annual Meeting and it is my pleasure to be able to interview Dr. Dennis Charney( for the ACNP Archives.  Thank you so much for joining us.  Let’s start with some basic background about you.  Tell us about your upbringing.

DC: I was born in New York City.  I lived in New York five years or so, then moved out to Long Island, where we lived in Merrick, Long Island, and then North Bellmore where I went to high school.  My father was an engineer; he is now retired.  My mother was a guidance counselor secretary, so they generally both worked full time when we were growing up.  I have a sister who is three years younger than me who is a nurse and lives in Boston.  I have a brother who is five years younger, who is a dentist and lives outside of New Haven, CT.  It was a very positive family environment.  I remember when I was interviewing for psychiatric residencies which, back then tended to be almost like a psychiatric interview per se,  the interviewer kept asking me, “Well, what about your family?”  And I kept saying, “It really was a good family”. We had a good time growing up.  We were very lucky in that there were no major traumas.  There was just a very positive family environment.  I was very much focused on athletics, so sports were very important for me.  I was a basketball player.  I was a star basketball player; I was ranked among the best in the United States, you know the various ratings that they would do.  So that was a very important part of my life.  This was in high school.  So, that defined me quite a bit in high school.  School, course work was really not a priority.  I did okay, but I didn’t do great.  I was kind of an average student in the advanced classes.  They give you a test in the 7th grade to determine your aptitude.  And my aptitude was good, and so I got in the highest-level classes. But I wasn’t a really hard worker.  I was really working at basketball in those days.  I still play quite a bit.  And another element growing up was that I met my wife when she was 14 and I was 16, so we were high school sweethearts, and that was it.  You know, believe it or not, we didn’t date anybody after that, since she was 14 and I was 16, and that’s been a great relationship.  We have been married now almost 32 years.  We have five kids.

AT: How did you get interested in medicine?

DC: I didn’t have a love for science growing up.  Like I was saying, I really wasn’t focused that much on school work.  But when I got to college - I went to Rutgers, in New Brunswick, New Jersey - early on it became apparent to me that I was not going to be able to be a pro basketball player.  I realized that there were people that were another order of magnitude better than me.  I should have known that even in high school, because you would go to basketball camps where they would bring in people from all around the country, and I would do well there, but there were just some guys that were amazing.  But you don’t realize that until you play against them. When I realized that I couldn’t be a pro, I had better think about something else. I tend to be a person that focuses and works extremely hard at what I decide I want to do, and so I decided to enter pre-med.  Now why I did that? I’m a little embarrassed to say, bu it was more that my family said being a doctor was the right thing.  I did not, in the beginning, have a burning desire one way or the other.  It wasn’t like a strong pressure. It was like, gee, my grandparents were born in another country.  They were born in, depending on the side of the family, either Russia or Austria.  And then my parents also were the first generation into the US; my father went to City College in New York because he was poor and that was free.  And my mother’s side of the family was not wealthy either.  My grandfather, when he came over was uneducated, and he became a butcher. He was a butcher in the Bronx.  And my other grandfather owned a grocery store.  So, their offspring, my father, became an engineer.  And so, to their view, becoming a doctor, well, it’s an amazing thing when you look back on their parents.  And so I bought into that belief that maybe it would be a really good thing.  So I entered pre-med.  And then I started to enjoy it.  I liked the sciences.  I did very well in college.  I still played sports, but I didn’t play basketball.  I rowed crew, because I always needed to do something athletic. And I still do.  Competition is very important to me.  But I wasn’t as focused on as I was thinking about it all the time, which I did with basketball.  So, when I rowed crew, I went to practice, had a great time, but then when it was over, I was studying.  That’s pretty much what I did. I put all my energies into those two activities. Then in 1973 I went to med school at Pennsylvania State University.  I chose the Penn State Med School because it was known as a med school that emphasized the humanities.  It had, I believe, the first humanities department in a medical school, which was unique.  And they were dealing with ethical issues early on.  They were also known for training physicians who were very much in tune with the patient.  Primary care was a focus of the med school.  I could have gone to many different med schools.  I saw myself becoming a physician, perhaps like in internal medicine, a family doctor, and then going to the Peace Corps. But it didn’t turn out that way.  I developed a relationship with the Chairman of Psychiatry, which is fairly unusual as a medical student.  It started from when I was a first-year medical student.  He was a researcher, so I got involved in his research.

AT: How did it happen? 

DC: I don’t remember actually how that literally happened.  Basketball did turn out to be a connection there, though, he loved sports.  He loved basketball.  He wasn’t an athlete himself.  So, I ended up coaching his kids in the local basketball league.   In part, that was how we developed the personal relationship.   I don’t actually remember how, but literally, in the first year, I connected with him. What was the sequence of that, I don’t remember that.  But, it was quick.  And so I got involved in his research team.  I became a research assistant part time and found that I liked research.  His area of research wasn’t the area that I eventually focused on.  He did sleep research.  But it turned out that I really liked research.  It had elements to it that related to what I found enjoyable in athletics; it involved working with a team.  I liked that a lot. And I also liked the idea of trying to discover something.  And even the element of competition in trying to discover something.  By the end of the first year, the Peace Corps was out and science was in.  I felt pretty sure at that point that I wanted to become a scientist, a researcher. By the end of the second year, I was committed to psychiatry.

AT: Can you tell us something about your teachers in psychiatry?   

DC: The group was pretty eclectic, meaning that they tried to teach you psychoanalytic principles and they tried to teach you about the brain but that was not nearly where we are today.  They tried to teach you how diagnosis was being made, and this was at the time when standardized diagnosis was first being developed, like the DSM-III.  So, it was eclectic.  I was fascinated by the idea of a biological basis of psychiatry. But at that point in time there was hardly any research in that area. So, it seemed like a really exciting new area that you could make an impact very quickly.  On the other hand, I was still fascinated by Freud, and I still am.  I think Freud made fundamental discoveries regarding the development of emotion, the different components of emotion, and that he was right on a lot of counts.  I don’t think his therapy turned out to work really well, but his concepts about the mind were tremendous.  So, I was interested in Freud, and for awhile I was interested in how to take some of Freud’s concepts and understand them from a biological point of view. Freud, himself, was very interested in biology.  But the tools, back then, at the turn of the century, were minimal.  So I did go at the end of the second year to the Menninger Clinic, Topeka, Kansas, which is known as a bastion of psychoanalytic thinking.  Karl Menninger was a very famous psychiatrist in the 1940s and the ‘50s.  So I thought that I would learn one way or the other whether I really believed that psychoanalytic practice had validity. So I went there for six weeks.  My wife and I went out there, to the middle of the country, over the summer.  They had a special six-week clerkship for medical students after their second year.  And it was that experience that convinced me that I did not want to focus on psychoanalysis.  They would teach things in a way that they were very sure that they were right.  And I would be asking, “Well, how are you so sure? I mean, what is the evidence”?  And there was no evidence.  I was asking the best people in the country, and I didn’t feel that there was enough evidence, particularly in relationship to the practice of psychoanalysis, that type of treatment.  Observing the treatment and how the treatment was being targeted for certain types of disorders, I just didn’t see an evidence base for the field.  There were no clinical trials. There was just no evidence.  It was a little bit like the emperor had no clothes, and when I left that program - I had a good time, they were nice people - I left convinced that that was it.

AT What were you looking for?

DC: I was trying to understand on what emotions and feelings and cognition are based on, how the brain works.

AT: Was this a divisive issue?

DC It was not a divisive issue where I went to med school, because the Chairman, Tony Kales, was a sleep researcher, which is very biologic.  He was doing EEG recordings, and he was one of the discoverers of the different stages of sleep, like REM sleep and stage 1 to 4.   He was very biologically oriented.  So, in terms of my experience in medical school, that was very consistent with the emphasis of the leaders of the psychiatry department. And then I went to Yale.  I did my residency at Yale.  I thought Yale had some of the best biologically-based researchers.  Yale also had a very strong psychoanalytic department.  At the time I went to Yale, I think it was felt to be the best place to be trained in psychiatry in the United States, because it had a combination of outstanding basic scientists, clinical researchers, and people who were quite well known in psychoanalysis.  There was a healthy debate within the department with very smart people on both sides of the fence.  So I did my residency there.. That was a great experience.  I had some tremendous mentors; George Heninger, in particular.  I became involved in research very early on.  In fact, one of the premier researchers in biological psychiatry at that time was named Jim Maas.  He was a leader in that he helped define how we would measure the function of the metabolites of monoamines in the brain, like norepinephrine. And he also had some groundbreaking ideas on how to assess receptors in the brain.  Those are protein targets for neurotransmitters.  So, for example, adrenaline and norepinephrine interacts with the receptor to have its effect.  He had some really important ideas there, and so, when I was still in med school, and I knew I was going to Yale, I wrote Maas a several page letter about the idea I had about doing research. At the time I wrote the letter I didn’t think it was unusual. I do, in retrospect, feel it was pretty unusual.  Pretty bold, having a med student just write this letter out of the blue to this eminent researcher.  And he wrote me back a short response in a month or so saying it was an interesting idea, but it would probably cost too much money to do it. But that gives you a little bit of the flavor that I was assertive.  At any rate, the Yale residency was a great experience.  It turns out that Maas left shortly after I got there, and that turns out to be, in a way, a lucky break for me. I was interested in understanding the biology of depression and anxiety states, and Maas was a leader. So, when he left there was a hole in the department for that area that enabled me to have a leadership position very quickly after his departure. 

AT: Were you still a resident? 

DC: Yes. Well, you have to be trained to be a clinician, and I enjoyed my training.  But I was motivated right from the beginning to do research. You should interview George Heninger and he will tell you. George is one of the best mentors, I think, our field has had.  He’s not as well known as a scientist in terms of discovery, but he’s a tremendous mentor.  He was a senior person there at Yale when I had started as a resident.  I kept bugging him when I was a first-year resident.  See, when you are a first-year resident, you are mainly an intern.  You do medicine and surgery and neurology, and you rotate through all the other specialties.  In fact, you don’t even do psychiatry in the first year.  But I kept calling George up and I’d say, “Well, can I attend the seminars. I want to get involved in t research?”  And I’m sure he was thinking, “Who is this guy?  Who is this guy who’s calling me up”?  And he found out eventually.  But that was the start of our relationship.  So, yes, I did start right away.  I wasn’t able to do research in my rotating internship year because you’re on call every second or third night, and you’re not even rotating through psychiatry.  But I did start research in my first psychiatry year.

AT: Would you tell us something about the research you were involved with?  Was it in affective disorders?

DC: Yes, I’ve been very consistent in that way.  I was always interested in depression, bipolar disorder, and the various anxiety disorders like panic disorder, well, mainly panic disorder actually in the beginning.  When I started out in 1978, PTSD, Post Traumatic Stress Disorder, wasn’t even a diagnostic condition according to the diagnostic manuals, per se. So, I didn’t get involved in that until a little bit later.  But it was the same general focus using whatever tools were available to understand what might be going wrong in people who suffer from those illnesses from a medical point of view.  What’s the problem in their brain?  And how does that interact with their environment?  And how does that interact with the genetics?  We had good models at that point.  I felt at that point, that schizophrenia was a much harder, much more intractable disorder to begin to study from a biologic point of view.  We had some pretty good animal models, particularly of anxiety, that gave us clues as to where to look in humans.  We had some clues what neurotransmitters, for example, or neuropeptides, might be abnormal in patients based on the laboratory animal research. So there were paradigms that were available.  Given the research techniques and the research hypotheses that were available back then, I felt that focusing on those disorders would lead to more rapid progress; understanding the disease, identifying the pathogenesis, the etiology and, ultimately, discovering the treatment.  I loved Yale.  Still do.  It’s a great place.  I wasn’t really looking to leave.  As I mentioned before, I had great mentors.  I had been mentoring a lot of people who have gone on to do important things in our field.  So, I wasn’t actively looking to leave.  I felt some limitations to become apparent at Yale in terms of some of the techniques that were available.  For example, positron emission tomography (PET) imaging program, needed improvement. And if you didn’t have a strong imaging program - at that point, in the late 1990s or early 2000s -  you were ultimately going to have a problem. So that was one issue that I was concerned about.  We were trying to fix it, but I was concerned about it.  The magnetic resonance imaging program was also somewhat limited in terms of the number of magnets that we had.  So those were some limitations, but I wasn’t actively looking at that point for another job. However, NIMH came to me.  They had decided that the intramural program needed some new people; needed some more energy.  At that point, I was the Chair of the board of scientific counselors for NIMH.  That’s an outside group that looks at the functioning of the intramural program.  So, I was aware that in spite of some excellent, outstanding people there, the program wasn’t reaching its maximum potential.  The beauty of the intramural program is that you are given money to do your research.  You don’t have to write grants.  So you have much more freedom in terms of what you can do.  It doesn’t have the same degree of peer review process that you have when you have to apply for grants, like when you are at a place like Yale.  So NIMH came to me. Steve Hyman was the director at that point, and said that they would like you to develop a program of research in mood and anxiety disorders in the intramural program. They basically asked.what would you need to do it. And I told them what I needed and I got all of it, so we ended up hiring 15 or 17 new people from around the world to come.  We had the best imaging set up in the world.  The genetics was outstanding.  So, from a professional point of view, it was perfect.  And it actually has turned out to be that way.  Your limits are your imagination in terms of what you can do.  It’s not really resource limited.  I made decisions kind of quickly and didn’t ruminate about them. It just seemed like a really good thing to do for me professionally.  I made up my mind quickly there.  I wasn’t using it as leverage to get things from Yale, because, really, Yale couldn’t give me what was being offered by NIMH.  The resources weren’t there, even if they wanted to purchase new things or so forth, they couldn’t buy as many PET cameras as NIMH has.  They couldn’t find the money to have me hire 15 new scientists who would develop their own research labs, or the space; it just wasn’t practical.  So I didn’t really negotiate with Yale to keep me.  They tried to do it, but I just said it’s not possible.  So, I was gone. 

AT: Did you have any misgivings?

DC: No misgivings.  Now it wasn’t easy on my family.  My family was happy in Connecticut. My two youngest kids were in high school.  So they had to move in the middle of high school.  And my wife is a pre-school teacher. So she had to find another job.  So, they came.  It didn’t cause family discord, but I wasn’t super popular for awhile.

AT: Did your wife work at the time?

DC: My wife didn’t work full time until our youngest went to kindergarten.  The kids are all close together.  They’re 18 to 25 now; we had five kids in seven-and-a-half years.  So, I guess that would mean that since the first one went to kindergarten about five, my wife was a full-time mother for the first 12 years of having kids.  And she is totally un-conflicted about that.  We would have had more kids, but we basically ran out of time.  So that was naturally like hand in glove. I wanted a big family but that would not have been possible.  My wife is a born mother, like I said, so it worked out great.

AT: Would you tell us something about your activities and research at NIMH?

DC: Research at NIMH is based on a peer-review process.  It’s not so tied to the money.  When you have a research project you want to do, you write it up in standard format.  It gets submitted to an intramural scientific review committee who comments on it.  Very rarely will they say you can’t do it.  It’s not like the extramural grant program where you either get the money or you don’t.  But the NIMH committee will give you feedback.They’ll send it to some outside people.  So it does keep you on your toes writing up your projects and knowing that peers are looking at them.  But it’s not the same pressure as a grant being funded or not. And then it does go to an IRB and an ethics committee. They make sure it’s ethical and so forth. The vision that we brought to the NIMH was to create a basic science program and a clinical research program that would simply facilitate the discovery of new treatments, because they are desperately needed in our field.  So, that became a major focus, new medication treatments; also to discover the genetic basis of the diseases and relate to the genetics to what is going wrong in the brain.  So we were looking at different genes.  We then used the techniques of brain imaging to see how your genes affect how your brain handles emotions and so forth.   We recruited people who were experts in the basic science areas who could develop new models in the laboratory for these diseases, and identify new molecular targets for drug development.  We hired human genetics researchers who would be able to look at all the genes that have been identified with the human genome project.  We brought on expert neurimagers.  Then, finally, we brought in people who were very interested in doing clinical trials with novel treatments.  So it was a broad spectrum approach, but with the ultimate aim of discovering new treatments and cause of disease.

AT: Did you aim for treatments directed to the genetics of the disease?

DC: Well, in the 1970s and ‘80s, we couldn’t identify genes; the techniques were not there.  The techniques we had were very slow. What took a year to do two decades ago, now takes two days. There has been an explosion of genetic techniques in the last two decades and also of human genetic laboratories to identify different genes and relate them to diseases. It became apparent to me in the early to mid 1990s that genetics has to be a major focus of research. . We finally had the capacity to do the studies we needed to learn enough about the cause of diseases. We know that in many of our diseases, genes play a role.  They are not destiny, but they play a role.  The other important initiative was brain imaging. That became available a little bit before the genetic revolution. Compared to when I started in the field - when we didn’t have brain imaging and human genetics techniques - and now, two decades later, it was a totally different world.  So, it meant you did have to keep learning as a scientist to be able make the right decisions.   It was clear to me that we needed to image the brain, and to look at the genes to be able to relate how what we saw to functions.  I have never met anybody that says genes don’t play any role in psychiatric disease.  I think it’s a matter of how much of a role they play.  Do we know how much of a role they play?  We don’t, yet.  We know that depending on the disease and depending on the gene, by looking at both, will give you information about the degree of susceptibility.  As will other genes give you a certain degree of protection.  So there are risk genes, susceptibility genes, and then there are genes that will provide protection, perhaps, against disease in the context of, in our field, stress.  In other fields of medicine, there are genes that will relate to protection against certain infections.  You know, that’s how natural selection takes place.  If you have a gene that protects you against an infection that is endemic in where you live, say in Africa where it may be more of a problem, then that gene will be selected for very quickly in terms of the process of evolution.  In our field, it’s a little bit slower because we don’t have genes that have such a clear-cut effect in influencing mortality in a very potent way.  They do in smaller ways. It’s a little bit harder to identify genes that protect you, but we can now start doing that. There are paradigms now that enable you to look at one’s genes and look at the environment in which somebody was raised and lives in, and to see what the interaction between those two are in terms of vulnerability to getting a psychiatric disease.

AT: Would research in genetic environmental interaction also help in removing the stigma of mental illness?

DC: Yes, I think by having information on genetic environmental interactions n the news, mental illness definitely has become less stigmatized.  To me the best recent example was an article in Sports Illustrated on depression and anxiety in athletes.  Some athletes like Terry Bradshaw, who was a Super Bowl winning quarterback for the Pittsburgh Steelers, came out and said, “I’ve been depressed for decades.  Even when I was winning the Super Bowl, I was having problems with depression”.  Ricky Williams, who was the leading running back in the NFL last year, came out also and said that he had severe problems with social anxiety disorder.  There’s a great quote in that article in which Ricky Williams says that “If you have a broken bone, they get you the best orthopedic doctor, but if you have a broken soul, they think you are weak”.  But the fact that there was an article written about it in Sports Illustrated, in which they tend not to write articles that emphasize weakness, I think,  is an example of where we have gotten by now and wgere we’re going in terms of stigma.  It is very helpful that prominent people who are highly respected in our society come out and say, “I’ve had these problems; I’m not a weak person; it is a disease like any other; you can get better; you should get treatment too”.   The other reason for less stigmatization is that we are learning more about these diseases.  I think that if you look in the history of medicine, that when diseases are not understood, there’s more magical thinking about the cause of those diseases. When we did not know that it was genetic and what is going on in the brain in depression, it was easier to say, you know, you’re weak and this is no disease.  But now that we have much better understanding of the illness, it’s easy to break down barriers of stigma.

AT: What proportion of people in the general population suffers from mental disorders?

DC: If you ask how many people in the United States currently meet a criterion for one of those disorders, it’s about 40 million people.  And that number obviously goes up when you include illness over a lifetime.  At the moment, the current number of people that have mental disorders is around 40 million people.

AT: Where do these numbers come from?

DC: They come from surveys.

AT: What about the effects of treatment?

DC: We do have effective treatments.  The serotonin reuptake inhibitors, like Prozac (fluoxetine) and Paxil (paoxetine) and Zoloft (sertarline), there’s about five or six or them, are a class of antidepressans and antanxiety medications which are very good treatments.  They help a lot of people, and they’re very safe to give.  In general, they’re well tolerated.  The fact that they are effective and they’re well tolerated is the reason why, as a class of medications, they are the second highest in terms of sales.  It means doctors are prescribing them for patients second to cholesterol-lowering medications.  While there are many reasons why drugs are sold and doctors prescribe them, I think one of them clearly is that they work and they’re safe.  So that’s true for this class of compounds.  They help many people.  They’re what we call broad spectrum.  They work on depression.  They work on various anxiety disorders as well.  But they’re not perfect.  The majority of patients still have symptoms in spite of taking these drugs. They’re not curative for most patients, but they help.  They make things more bearable.  They improve functioning.  So in that sense, we need to do a lot better, discovering better medications, more effective medications, in particular, for depression, bipolar disorder, panic disorder, PTSD, and so forth.

AT: What are your thoughts about advertisements on mental illness?

DC: First I think those ads have been very useful.  We were talking before about stigma.  That’s one way to break down stigma.  If there can be advertisements about depression and anxiety on TV, then maybe they’re no longer seen as illnesses where you are just a weak person, who should be embarrassed about having the disease.  So I think those advertisements have served a tremendously positive function.  Not only for patients who can now admit and say I think I have what I saw on TV or what I read on the internet, but also for the public at large; ads have served a very useful educational function, even though they are funded by the pharmaceutical industry.  I disagree with Healy’s comment that drugs don’t work and that our treatments are no better than in 1900.  That’s just a false statement.  I think he must be saying that to get a rise out of people.  They do work.  They’re not perfect.  Placebo-controlled studies do show that they are better than a placebo in a number of ways.  The effect is not huge when you do a short-term trial of eight weeks, when you compare the available serotonin reuptake inhibitors versus placebo.  But they do pass muster in terms of what is required to demonstrate that a drug does work.  To a much larger degree, and a very clinically relevant degree, drugs prevent relapse back into depression in patients who are doing okay. If you compare the ability of an SSRI versus placebo to prevent relapse in somebody who has just recovered from depression, the separation in regards to those two treatments in regard to efficacy is very large.  There’s really no doubt that they are extremely useful. I’m a clinician, too.  So I’ve seen patients get better, and I would be very unhappy if we didn’t have these drugs available to treat patients.

AT: What about non-pharmacological treatments?

DC: You consider them in collaboration with the patient. In general, if somebody has a depression that is mildly impairing, if patient is dysphoric, unhappy, and not getting the usual enjoyment out of life, but is not suicidal, I would discuss with the patient various treatment options. There are, some psychotherapies that work in these cases as for example, cognitive behavioral therapy (CBT), interpersonal therapy.  I ask the patient, “Would you like to try that first and see if that is helpful to you, or would you like to try a medication?”  I would go through the various medications and their side effect profile. I would work with the patient, by asking the patient, “what would you rather do”?  So in the milder form of illness, the patient as a consumer is, I think, a very useful concept.  If somebody is more severely depressed, or if they are suicidal, for example, then I will emphasize doing both and would say: “You know that we’ve got to get you better fast.  We don’t want you to hurt yourself.  You’re really suffering.  You’re not doing well at work.  It’s impairing your ability to be a parent”.  In that patient, I would emphasize doing both by saying, “You know psychotherapy can be helpful.  The way you think about yourself and your environment and your family is affected by you being depressed.  Let’s work on that.  CBT does that, for example.  Interpersonal psychotherapy does that in terms of relationships.  But let’s also start the medication too, because time is important”.
AT: What about ECT? 

DC: ECT is an option.  It’s the most effective single form of treatment for very severe depression.  Unless it was a true emergency, it is very rare that you can’t provide a person a safe environment while you’re waiting for medication to work.  But, I generally reserve ECT for people who have clearly not responded to a number of different medication and psychotherapy approaches.

AT: Do patients prefer pharmacological to other treatments?

DC: It hasn been my experience with the patients that I see.  But, then, some patients don’t want to take medication.  They don’t like the idea of it.  They do have side effects; about 30 to 40% of the patients who get an SSRI have a reduced sexual performance.  There are patients, of course who say just give me the pill, doc, I don’t want to talk about anything.  But there are other people on the other end of the spectrum who say, you know, I don’t want to take medication. I think there are people on both extremes.  But the vast majority of people that I see just want to learn what their options are, what the side effects are, how long it will take before t works, and they work with you on making a decision.

AT: Is the situation the same in family practice? 

DC: The patients I see are, in general, involved in research.  But my impression is that it’s terrible for patients with mental illness, because of lack of parity in healthcare coverage, so that it’s harder to get treatment.  It’s harder for them to afford treatment.  It should be covered just like any other medical disease. Lack of parity is one of the key remaining barriers to overcoming stigma.

AT: What about the economics of treatment?

DC: I can’t think like an economist, but I can tell you that as the most powerful country in the history of the world we ought to be made treatment available when needed.   I don’t know the answer to the economic part whether that should mean universal coverage, total freedom of getting any specialist you want, I don’t know whether there is a need to have some barriers, but I do know that given our technology and the power and economy of our country, we could do a lot better.

AT: Do you think that the Canadian system is better?

DC: I don’t know enough about it.  Canada, I guess, has universal coverage, but I don’t think people in Canada are that happy either, in terms of getting timely care in certain sectors.  Again, I don’t know things in detail, but I’ve heard that if you’re going to need an elective operation, you have to wait a long time in Canada.  Here, with the right coverage, you don’t.  So, maybe Canada covers more people, but to a less comprehensive degree as at least we do for some segments of the United States population.

AT: You are really focused on your research.

DC: Well, when you’re at NIH, it’s the only way to be; I see a couple patients privately, so I have a small private practice.  But the bulk of what I do is to see patients in the context of participating in research.  Of course, at NIH the only way to be seen in the intramural program is to be involved in research.

AT: Can you tell us something about the clinical studies you were involved with?

DC: I have been involved in testing new medications in clinical trials that involve placebo at some point.  In general, after every protocol is over, we always treat patients for free the best we can until we can get them optimized in terms of their treatment.  So if a patient wants to join a clinical trial, there might be an eight-week period where they might get placebo, but when it’s over they get the best care we can provide for free as long as it takes to optimize their treatment.  So that’s one type of study that they could participate in.  We also have imaging studies using magnetic resonance imaging and PET, and we also have family studies where we are looking at the inheritance of different diseases. In these studies the patients are involved in extensive interviews. 

AT: Do you have a large patient pool to recruit from?

DC: No, I don’t think so.  You’d think there would be, because what we provide is free.  In many cases it has been very difficult to recruit minorities into research because of some terrible instances in the past in terms of research abusing minorities in some way, so that there still is an element of mistrust depending on the research site.  At NIH, most of the researchers and research staff are Caucasian.  I think that is somewhat of a barrier for many minorities to come to NIH and participate.  So in that sense, the lower socioeconomic classes of minorities don’t easily come to a research setting that is primarily Caucasian, because mistrust still exists. We have responded to this problem in two ways. First, we have established a Hispanic initiative in which we have recruited Hispanic researchers, psychiatrists, and Hispanic staff, that has resulted in a lot of Hispanic folks participating in research and feeling comfortable. The second thing we have done is to develop collaboration with Howard Medical School, which is almost 100% minority run, with minority patients. We have established a relationship with them that involves giving them a grant to work with us to have our projects being run at Howard in collaboration with the staff at Howard, who are primarily African-American, so that we can break down barriers there. There are some patients who come because finances are an issue.  If you have scans as part of the research, we may pay the patient. The ethics committee looks at that very carefully to make sure that the amount of money that you would pay a patient is not coercive in some way.  In general, people who volunteer for research, I think, see it as maybe a good way to get a comprehensive evaluation and so forth.  So if you look at our patients, they are not in the lowest strata socioeconomically in general.  They are pretty much middle class.

AT: What is the ratio between males and females? 

DC: The data is clear that after puberty women are about twice as likely as man get depressed, and admit to depression, according to surveys.  So if you interview a representative population of the US, then you will get twice as many women reporting symptoms of depression than men.  Now, if men are not telling you about it, then that’s not a true rate.  That’s why I’m just qualifying that it is interview based. We don’t have a blood test that says no matter what you’re telling me I know you’re depressed.  But it’s probably true that women are more vulnerable to depression. Why that is we really don’t know yet.  Obviously, we looked at the various reproductive hormones that distinguish men and women, and around the time of childbirth, postpartum, so, we do know that changes in reproductive hormones do increase vulnerability to depression postpartum compared to other times in a woman’s life.  We do know that menstrual-cycle-related dysphoria is related to rapid changes in hormones. We do know also that around the time of menopause, what we call perimenopause, when there are rapid changes in female hormones, there is an increased risk for depression.  So, around childbirth, during the menstrual cycle, and during the initial time of menopause, we do have a handle on what might create an increased risk for depression in women.  But all the other times, when there are still higher rates in women, like when you’re premenopausal and you’re not delivering a baby, and you don’t have a depression related to your menstrual cycle, there is still a higher rate in women, and we don’t know why that is the case, at this point.

AT: Do you think the social status of women is a contributing factor to the higher proportion of woman than man with depression?

DC: I’m not aware that there are data to support that.  The women who are depressed who we see are not saying, “I’m depressed because I’m not getting paid enough at work, and a man with the same skills is getting paid more, or I didn’t achieve what I wanted in life because I had kids, a dual role”.  You see that in occasional patients, but you see these same kinds of problems in men, disappointments in life and so forth that relate to depression.  But I don’t think there are data to suggest that the primary reason for women having increased risk is related to social discrimination in some way.

AT: Do you think that social factors play any role? 

DC: It’s hard to prove a negative. I don’t know how I would prove, or you would prove it.   My sense is, and this is more of a guess, that it’s not the primary reason.  Speculation is that men and women are different in how they handling emotions, in general. That doesn’t mean a particular woman is different from a particular man.  But there are gender differences because men are built differently from women.  So what I’m getting to is that women may have certain strengths that men do not have in terms of the regulation of emotion, and more honest with their emotions.  My guess is that’s not all society driven. You know, that men don’t cry whereas women cry.  I think that’s built into the gender differences.  If you look at other animal species, male animals and female animals are quite different in how they behave. It will vary with the species, but there are very clear differences in terms of roles and so forth, that were built into the organism to promote survival.  So, I suspect that women have certain behavioral characteristics that have been selected for in evolution.  I mean, there’s a reason that women have the babies.  And I’m sure that the hormones that are released at the time of childbirth are related to connecting to the baby and being a good parent and making sure that baby survives.  That is particularly important in the human species where babies can’t survive without parenting, or without the mother.  So I suspect that in women there are a lot of positive sides of the differences in how emotion is regulated, and there’s a lot more emotional health related problems in women.  But there may be a flip side, and the flip side may be some increased vulnerability to depression and anxiety. There’s strength and there’s, in a sense, weaknesses, and that relates to gender differences.  We don’t have much proof of what I just said though.  So that’s why we must speculate that maybe the differences between men and women are not quite as large as the surveys would suggest.  It might be that women are more likely to reveal depression, and men have more of a stiff upper lip and don’t want to reveal that they’re suffering from depression.

AT: What are your thoughts about depression in adolescence?

DC: I became interested in it from the new information that was coming out.  When I was trained, we were taught that depression generally started in midlife, and that you didn’t see it commonly in children.  And that was wrong.  So over the past, say, two decades, it has become apparent that depression can be a major problem, particularly in adolescence, but even prior to puberty.  So that is in part, why I became interested in adolescent depression and began to understand, why it is, from a biological point of view, very different. We are considering one form of a disease that might start at age 40 versus an other that you see quite early in life as a prodrome that gets more full blown at late adolescence and early adulthood.  This might   become a very important research question when we discover the causes of the disease and learn how to intervene early and ultimately prevent the diseases from happening.

AT: What was the evidence for the suggested high rates of depression in adolescents?

DC: The surveys.  We started getting surveys by interviewing adolescents and realized that there was a high rate of depression.

AT: That they themselves were identifying?

DC: That they were identifying. Also the rates of suicide were now being catalogued, and so depending on the survey, between ages 18 and 24, or 15 and 24, suicide is the second leading cause of death in adolescents, accidents being the first.  So mortality is a big problem there.  My son goes to NYU.  He’s a freshman.  In the first month of school, three kids committed suicide at NYU.  Suicide is a big problem in colleges.  Depression is also a huge problem in colleges that has been under recognized, under studied, and under treated.  That is a vulnerable age for many things, including depression. You leave your home; and your parents are not there to monitor if something bad is going on with you such as depression.  You get into a very intense peer-run environment; you’re living away from home for the first time.  So it’s a stage of life where you are quite vulnerable and there’s no oversight.  The school can’t be a parent to all kids, so colleges have got to figure out how to provide the right kind of support for kids when they come.  The suicide rate in college is just one example that we’re not doing a good enough job.

AT: So you’ve advocated giving medication to teenagers to help them deal with depression, and you’ve also said that antidepressants don’t really cure this, so what is the goal then in medicating teenagers?

DC: We have a lot of work there to do regarding medication.  We haven’t fully clarified the role of medication in adolescents and younger children at the moment.  And what I mean by that is that the older antidepressants, the tricyclic antidepressants, which clearly work in adults, don’t appear to work in children or in adolescents.  So those drugs were really never used in children and adolescents.  Then when the SSRIs started to be looked at, particularly in adolescents, there were some positive studies with Prozac that led it to be approved for the younger age group. But, in general, it has been harder to show efficacy of the SSRIs in younger people than it is in older people.  So it’s a trickier decision regarding the use of medications in the younger group because the evidence is not as clear.  There also may be a group of young people who are quite sensitive to the side effects of the SSRIs.  There has been a recent report in the last few months, suggesting that some of the SSRIs don’t appear to work in adolescents with depression, and in a small subgroup they induce an agitated, impulsive state that can be dangerous to a young person.  So the decision regarding medication is trickier, and it really gets down to the individual patient level where it’s a little bit more of an art than a science.  So if an adolescent comes to you and is very depressed and suicidal, you definitely will try psychotherapy, because there is some evidence that different forms of psychotherapy work.  And it   is a given, that you will provide whatever kind of psychosocial support, but if it doesn not work, you might then add an SSRI and carefully monitor the patient, more so than with an adult patient, for any of the side effects that I mentioned.

AT: What is your stand on testing drugs in children?

DC: It is very important.  How else are we going to know if they work?

AT: What about the ethics of it?

DC: I think the ethical issue is more the opposite; if you don’t study them how are you going to know if they work. Pediatricians know very well that children and adolescents are not just little adults.  Their body is developing.  Their brain is developing.  Medications that work in adults may not work in children.  Diseases that have an onset earlier in life may be different from a similar disease that starts later in life.  So if we are going to effectively treat children and adolescents, we have to test the medications.  The question is how to do that safely?  Most of the time right now, efficacy has to be shown first in the adult population and then you move down to children.  So that you’ve established a good safety base before you start moving down in age.  But that doesn’t make sense.  If we find out, using the techniques we talked about earlier that early onset depression or anxiety has a different biology, and we have identified that biology, we will have a good target for novel drug development. Then there might be a case in the future, for testing a medication that has not yet even been shown to be helpful in adults.  You reserve it for the most severely ill child, perhaps, where standard treatment has not worked, where we really need something else to be tried.  So, there are various approaches that address the ethical issues.

AT: What do you think again about the ethical and political controversy about SSRIs and suicide in adolescents?

DC: What are my thoughts about that?  There were a large number of studies with a low frequency side effect of impulsivity and aggression that increased suicidal ideation. 
AT: I understand the FDA is going to conduct studies in adolescents. 
DC: Yes.  There may be differences among the SSRIs, because there are studies that Prozac worked versus placebo.  There is some data that Sertraline might work, although it is fairly weak.  So, this gets back to what I’m saying; it’s not as clear cut that these medications work in adolescents. Most clinicians feel that there is definitely a group of patients in which they do work, and if you monitor carefully they are safe.  I think that, as a field, and in the absence of anything else being available, we’ve got to be wise in how we ultimately make our decisions, so that the patients that do respond to these medications have access to them. The appropriate warnings are in place to make sure that everybody knows the limitations of the available evidence and the side effects that we’ve got to carefully monitor.  

AT: How do parents know if toddlers, small children are depressed?

DC: I don’t know how you know if a two-year-old is depressed.  

AT: What about parents who just feel really uncomfortable with the idea of giving kids all this medication?

DC: That’s appropriate.  I mean, parents should feel that way. You should recommend medication if necessary and work with the parents in seeing that there is merit to it.  But everybody should have a baseline discomfort for medicating children whose body and brain are still developing.  There are circumstances where the best psychotherapy has not worked and the child looks as having bipolar disorder. Then, as a parent, I would probably say let’s try some mood stabilizers because nothing else has worked.  He or she is in pain.  She is not functioning in school.  He is not making friends.  It’s not an easy, but you take your available information and try to make a good clinical decision.

AT: Let me ask you something about how anxiety and depression can be viewed as separate and related illnesses?

DC: The distinction between anxiety and depression can be blurred.  They are not as distinct as you might expect from looking at the diagnostic manuals.  They overlap to a degree.  Many patients meet criteria for both an anxiety disorder and a depressive disorder.  If an individual would meet criteria for both an anxiety disorder and a depressive disorder, does that mean they are two disorders?  They might just bearing manifestations of the same underlying problem. Sometimes what we call the phenotype is a little bit more anxiety than depressive symptoms, but in reality the underlying cause of the problem is similar between anxiety and depression.  The distinction is a false one to a degree.  There is some evidence to support the  idea that there are various forms of anxiety defined in children, as for example separation anxiety and panic anxiety, and there  is evidence that if you have either of them you are at greater risk for getting depressed later in life.  So if we’re thinking about an underlying disease process that might first manifest as anxiety symptoms in a child and then emerges as depression later in life that is one piece of evidence that the distinction should be more blurred than it is.  And, in fact, the SSRIs seem to work pretty well for anxiety in children.  The available data is quite strong in comparison to treating the depressive symptoms.  Secondly, there is no doubt that the SSRIs, work for both anxiety and depression.  It is more scientifically accurate focus on what they do, that they block the reuptake of serotonin, for example, rather than saying that they are antidepressant versus antianxiety drugs.  Drugs that have the characteristic of blocking serotonin reuptake and increasing the amount of serotonin in the synapse  have the property of being drugs that work for symptoms of sadness, depression, as well as for symptoms of anxiety. The distinction, from my point of view as a scientist, as someone who is interested in the underlying causes of the diseases has been overemphasized by the field and not necessarily by the pharmaceutical companies.  This is beginning to impact on how we are going to diagnose people in the future.  There have been a number of task forces that have been put together to start preparing for future ways of diagnosing patients based on the prospect that we’re going to identify genes, vulnerability genes, protective genes, as well as using imaging to define abnormalities in brain circuits.  So we suspect that our diagnostic system is going to look very different in the very near future.  We also suspect that the distinctions between anxiety and depression will be a lot more blurred, and the way we will diagnose people will be a little bit more the way we diagnose other medical disorders.  We will draw blood and look at the genesand say you have five vulnerability genes for symptoms of anxiety.  We’ll give a brain scan and say, you know, your hypothalamus is hyperactive, and since you are feeling depressed and anxious, we will give you the appropriate medication based on your biology.

AT: How soon do you think this will happen? What about the role of industry in this development?

DC: I think it could happen within the next decade, because of the tools that we now have that are so dramatically more efficient than we had in the past.  Your last comment was about the pharmaceutical industry.  All I can say is that I have not seen industry being the driver in how the field of psychiatry is making diagnoses, and how we are emphasizing one disorder or another.  They’ve had, as far as I can tell, no impact on the way the American Psychiatric Association went about developing DSM-III, DSM-IIIR, and DSM-IV.  I know they’ve had no impact in preparing diagnostic systems.  So in that sense, I don’t see the impact.  Now, have they impacted on the way practitioners work?  I’m sure that’s true because people get “detailed” all the time.  Doctors in general, not just psychiatrists, tend to use brand names rather than generic names.  They do that because, I think, they’re being detailed.  If you look at the science, generic Prozac, fluoxetine, should sell as much as Prozac, the brand name that Lilly sells.

AT: What are your thoughts about availability of information on drugs?

DC: That I definitely believe in.  You asked a number of different questions within that overall question, so let me try to address them individually.  Is it true that the pharmaceutical industry should be more revealing of negative data?  I guess that’s one point you were trying to make.  And I say, yes, definitely.  And I’ve written an editorial about that in the journal that I edited several years ago.  So I think when they have negative data that impacts on our treating of patients. So, that should definitely be out there.  No question about it.  Are there instances of where there has been data hidden to the detriment of patients because there was negative data, but doctors were still prescribing medication because they weren’t aware of the negative data?  You know, I don’t know if there are, frankly.  If you have specific examples, I’d be happy to comment on them.  There may be examples or there may not, I’m not aware of any at the moment.  But I’m definitely for more openness so that when negative trials come out we should be made aware of them.
AT What about if information is withheld?

DC: Let me just respond to that.  If that’s true, that is actually a legal question. The FDA has rules on revealing that information to them, so if a company has side effect as part of their clinical trials, as Galaxo Smith Kline had for Paxil, they have let the FDA know that information.  If they didn’t do that, that’s a legal question. So, we’ll see what happens.  If they did the wrong thing, shame on them.  Let me address the comment I made about they doing more good than bad.  The American pharmaceutical industry - actually I used to do a lot of consulting, I don’t do it nearly as much anymore - drives discovery of new medications.  So if you eliminated the American pharmaceutical industry, we’d be in big trouble in terms of not only just treatment of psychiatric disorders, but treatment of medical diseases in general.  The NIH, the National Institute of Health can’t do that. Our budget is about 28 billion dollars.  If you add up all the R&D of the major pharmaceutical companies, it is an order of magnitude more than that.  And they only are focusing on drug discovery.  The NIH does, you know, basic research looking for disease causation, and so forth.  Unless the United States government was willing to make a budget roughly the size of the department of defense, which I think is about 500 billion, NIH couldn’t do it.  The government could not take over the discovery of new medications.  So we wouldn’t have any new drugs; it would just stop.  So they do a lot of good.  People can argue about, you know, that they are charging too much, that they are not revealing the data in a timely way, that they are they advertising too much.  I mean, those are all important questions, but people have to recognize that without them, we would be in big trouble.  The government cannot take drug development over.

AT: You have talked about some exciting possibilities for the treatment of depression and anxiety on the horizon. To what extent are these new drugs or possibilities for drugs really viable?

DC: Recently, Science had an issue on depression and the brain, and I was quoted: “If the CRH antagonists don’t work, a lot of researchers are going to be depressed”, because we are looking for new classes of medication beyond the SSRIs.  There’s a large body of preclinical and some clinical evidence indicating that patients with anxiety and depression type disorders have a dysfunction of CRH - corticotrophin- releasing hormones - which is a neuropeptide in the brain that seems to have anxiogenic or depressogenic properties. That leads to the hypothesis that if you block the effects of CRH you would have an antidepressant/antianxiety medication.  There are a number of pharmaceutical companies that are working very hard to develop such compounds.  They do have compounds that have passed animal toxicology and are in early phases of human testing.  So we should know within the next three or four years, whether or not this would represent a new class of antianxiety/ antidepressant type medication.

AT: Do you think that will happen in our life time?

DC: Yes, I think so, definitely in your lifetime; hopefully in my life time.

AT: What do you consider your most important contribution?

DC: I think I’ve made important contributions to understanding the biologic causes of some anxiety disorders, particularly panic disorder, especially the role of norepinephrine or adrenaline in it.  Our group made major contributions there.  In the last decade, we have been among the leading groups in understanding post-traumatic stress disorder, which is a very common disorder, particularly in women. The implication is that psychological stress can change the structure and function of the brain.  We’ve made important contributions to that notion and are testing that hypothesis rather dramatically.  We’ve conducted important clinical trials that I think have had an impact.  We identified the ability of lithium to help patients with refractory depression.  I was involved in the discovery of clonidine for opiate withdrawal.  The work in depression recently has been exciting, clarifying the role of serotonin and serotonin-related genes in depression, identifying the neuro-circuits of these disorders.  So I think I’ve had a strong impact across these conditions in terms of identifying biology and new treatments.  More recently we’ve added onto that the notion of human resilience and the biology of human resilience in the face of extreme stress.  I’m pretty confident that we’re going to make a major contribution to that field.  Most researchers focus on what goes wrong, what’s the vulnerability.  The psychology field has been very interested in the psychological basis of resilience, but we haven’t looked at how that relates to the brain and our genes and so forth, and what makes ordinary people do extraordinary things in the face of stress.  So that’s an area that we are placing a fair amount of emphasis on now.

AT: Do you feel that the ascendancy of biological psychiatry has advanced the field?

DC: Yes, definitely.  You see it all the time now.  You know, we were talking about adolescents revealing that they’re struggling with something and they don’t mind being evaluated for it, and they’re trying to get the best treatment. That has been very gratifying.  It has been a sea change.  And there are many things that go into it. The role of biological psychiatry is important, the role of prominent people being role models is very important, having it be on TV is important, whether it be the advertisements that we were talking about or it being portrayed in positive ways on TV, shows or in movies, all that helps. So doing what I can with the advocacy groups to get the word out, to support their mission, to break down stigma, is one of the most enjoyable things that I do.  The ACNP is more of a scientific organization, so in that sense we work to help the advocacy organizations do their job by providing advice to them, by giving our opinions about the important issues of the day that relate to treatment.  But I also like being directly involved with the advocacy groups themselves by being the chair of the scientific boards of the two major advocacy organizations in the field of anxiety and depression, the Anxiety Disorder Association of America, and the Depression and Bipolar Support Alliance, and that’s been great, very gratifying.

AT: How soon do you expect major advances in diagnostics?

DC: I tend to be an optimistic person, but I would say, let’s say, 15 years.  Ten feels a little too short, 20 too long.  So in 15 years, I think our diagnostic system will be radically different.  We will have genetic profiles that will enable us to begin to quantify risks and resilience to the effects of stress on our functioning psychologically.  We’ll know genes that relate to risk and resilience to depression and anxiety.  So I’m pretty confident in 15 years we’ll have a set of genes that we can look at by drawing your blood.  I’m confident that our imaging techniques will tell us how those genes will affect parts of your brain.  And then, most importantly, we’ll have a much better understanding of how your environment interacts with what you’re dealt with genetically.  And that will help us devise ways of raising our children, structuring our own environment, by knowing where our risks are and where our strengths are in a more precise way, that we’ll be able to do a much better job of prevention.   One way or the other within the next 15 years we will have new medications.  I’m hopeful there will be a couple of different new classes of medications that are more potent and more effective than the SSRIs.  So I’d say better than 50/50 that those kinds of things will occur in about 15 years.

AT: It is the opinion of many that depression is one of the most disabling illnesses?

DC: The statement that it is among the most disabling illnesses is not an opinion, it’s a fact.  So, for example, the World Health Organization conducted research that has looked at a whole range of diseases, the full spectrum, essentially, of medical diseases, and their impact on morbidity, mortality, functioning in terms of social and work environments, and depression came out among the most disabling. Depending on how you cut the pie, depression is in the top two or three most disabling of all illnesses along with coronary vascular disease.  Those generally are the top two no matter how you analyze the data.  This is particularly true in western countries, because the problems with infectious disease are much greater in less developed countries where they don’t have antibiotics available. So why is that?   It starts early in life as we talked about it.  It can be chronic in many patients.  It can result in suicide; in certain age groups suicide is among the most common causes of death.  It co-travels with other medical diseases and influences their development and their prognosis.  So, for example, there are recent data that depression increases your risk for getting heart disease and for getting Alzheimer’s. These are two examples.  There are very clear data that if you have depression and you’ve had a heart attack, your risk of dying from heart disease is several-fold greater.  There is an interaction between the biology of depression and the biology of coronary vascular disease that increases your risk.  If you have diabetes and you are depressed, the ability to control your diabetes with insulin and other medications is impaired. There is an interaction with the biology of depression increasing hormones like cortisol, which affects the body’s response to insulin that results in depression worsening your prognosis of diabetes if you don’t get treatment. There are many other examples, but those are just a couple that indicates that the co-traveling of depression with other medical diseases increases their impact, making it among the most serious of all diseases.

AT: Is there anything we left out and you would like to add?

DC: No, I think you’ve done a good job asking questions, covered a lot of ground.  What I would be interested in, you know, as a result of your project, is what role history can play in understanding our field?  It’s my understanding that if your history is correct you’re supposed to not repeat that is bad.  So if there are things that you uncover as a historian in looking at the field of psychopharmacology that would be good advice for avoiding, on one hand, or if you’ve identified things that worked out well so we should emphasize it in the future, I’d appreciate hearing about it. 

AT: We have to leave that for another occasion. Thank you very much.

DC: You’re welcome.
( Dennis S. Charney was born in New York City, New York in 1951.





