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JAMES H. KOCSIS

Interviewed by Joel Braslow

Waikoloa, Hawaii, December 2005

JB: This will be an interview with Dr. James Kocsis( for the archives of the American College of Neuropsychopharmacology.  We are at the annual meeting of the College in 2005. I’m Joe Braslow. Please tell us something about yourself.

JK: I am Professor of Psychiatry at the Weill Cornell Medical School in New York City and I’ve been a member of the ACNP since 1986, for nearly twenty years. The work that I’m going to focus on is in the area of dysthmia and chronic forms of depression, what has been the major theme of my own work over the past twenty-five years.  To put this into a larger context, between 1960 and 1980, the year DSM-III was published, there was a movement in to redefine psychiatric disorders and a shift in the understanding of them as biologically and genetically based, as opposed to being psychological and based on early life experience.  There were older diagnoses known as depressive neurosis and depressive personality disorder that today we would think of as having dysthymia. These are people who begin to be depressed in childhood or adolescence and remain chronically depressed. They may also develop periods of major depression during their lifetime.  

JB: So, they’ve been that way all their life?

JK: I’ve been that way all my life.  I’m a melancholic person. That’s the way I am.  That’s my nature. 

JB: You have been at Cornell since 1986.  Was that your first faculty position?

JK: I’ve been at Cornell since 1964. I graduated from Amherst College and entered Cornell Medical School in the fall of 1964.  I graduated in 1968, and did my residency at the Payne Whitney Clinic from 1969 to 1975.  

JB: Why did it take so long?  

JK:  It was the Vietnam War era and I was drafted into the military for two years in the middle of my Psychiatric residency. I completed my residency after I came back. 

JB: Were you in Vietnam?

JK: No.  I fought the Vietnam War in Virginia Beach for two years, tending to the wives and children of sailors. I was functioning as a general medical officer, not as a psychiatrist, because I had not completed my residency. I never set foot on a ship and did not go to Vietnam during my two years in the Navy. But I learned a lot about general medicine and a lot about depression.  There were many Navy wives who were depressed when their husbands were deployed overseas in the Mediterranean or Pacific and they got more depressed when their husbands came home.  They were not used to having them around, demanding and wanting to be waited on. 

JB: Is that what sparked your interest in depression?

JK: That was one of the things, particularly in antidepressant medications. These women didn’t come into the clinic and say, “I’m depressed”, but instead, “I have headaches, backaches, stomach aches, I’m crying all the time and I feel like killing myself”.  When you talked to them they met the criteria for major depression, as we understand it today.  I was assigned to see a patient every fifteen minutes from 7:30 in the morning until 4:00 in the afternoon.  So, I didn’t have time to psychoanalyze them. Instead I put them on a tricyclic antidepressant like Elavil (amitriptyline) or Tofranil (imipramine) and the next time I would see them might be three weeks later, for another fifteen minutes.  And, lo and behold, a lot of them got a lot better.

JB: Did that surprise you?

JK: It did.

JB: Tell us why.

JK: Because I was not a believer in any particular ideology about depression. I understood it could be based on life events, personality characteristics, psychodynamic issues and so forth.   But I was very surprised to see how dramatically beneficial antidepressant medications were for these women dealing with very complex issues. I became known as “Dr. Elavil” at Oceana Naval Airbase Dependant’s Clinic between 1970 and 1972.  A similar experience I had was as a medical intern at the James Ewing Hospital in New York, the city’s cancer hospital for indigent patients, part of the Memorial Sloan Kettering Cancer Center. It was like the old Bellevue Hospital in New York with overcrowded big wards. As an intern or resident you had to wheel your own patients around on their cots to go to X-ray or for tests.  Additionally, we did all our own blood drawing and so forth. These patients were very ill with severe forms of cancer so, again, I began to administer antidepressant medications without a great deal of optimism or enthusiasm.

JB: Why was that?  

JK: Because they were so ill and had such a real problem; many of them knew they were going to die.

JB: What are the prevailing ideas about depression and chronic medical illness? 

JK: There’s some truth that if you have a severe stressor, medical illness or so on, you may be less likely to respond well to treatment with anything. But what amazed me was that many of these patients did respond favorably to tricyclic antidepressants.  These two experiences were the background to a lot of my research concerned with redefining the conceptualization of different types of depression and testing whether they would respond to pharmacotherapy.  So my first grant from the NIMH in the early to mid 1980's was for the first prospectively designed randomized clinical trials of antidepressant medications in dysthymia.

JB: What did you do after your residency?

JK: I went to work for one my mentors, Dr. Peter Stokes, whom I eulogized in the Memorial Symposium here today. He’s one of six or eight ACNP members who’ve passed away within the last year. He was a leading early researcher on the biological aspects and pharmacologic therapy of depression and bipolar disorder. I did research with Peter when I was a resident and went to work for him as a junior investigator and assistant professor at Cornell when I finished residency in 1975.

JB: So you planned to have a research career all along?

JK: That’s an interesting question and the answer is yes, because I went to medical school with the intention of doing psychiatric research.

JB: Why did you choose that path?

JK: Personal history, perhaps. A grandfather, my mother’s father, who had recurrent major depression, was treated at the Institute of Living in Hartford with ECT in the 1940's and 1950's.  Then, as an undergraduate at Amherst College, I volunteered at the Northampton State Mental Hospital in Massachusetts.  As a historian you might want to see a movie, called Titicut Follies.  Have you seen it?

JB: Yes.

JK: Titicut Follies was filmed at Bridgewater State Hospital, which was another hospital in the Massachusetts state system and it shows what I saw at Northampton when I volunteered as an undergraduate. It became obvious to me that the most interesting and important thing you can do in psychiatry is research, because, even if our knowledge of these disorders is primitive, there are many things we can do to help patients. So I’ve maintained a lot of excitement and interest in doing psychiatric research.

JB: When you entered psychiatry psychoanalytic influence was about to wane with the rise of a biological viewpoint. How did that shape your desire to do research? 

JK: Although I was at Cornell, the two important influential people on my early thinking were not. One of them is at this meeting and also spoke at the Memorial Symposium. He is Donald Klein from Columbia. The other one was Hagop Akiskal, who used to work at Memphis.  Now he’s at San Diego.

JB: How did Don Klein and Akiskal shape your thinking?

JK: Both defined what I was interested in. Don used the term, chronic characterologic depression, to describe the people I’m talking about who have early onset, chronic lifelong depression, and made the observation that many responded very well to MAO inhibitors. But this was a clinical observation, not based on research. Similarly, Hagop defined these people and rediscovered the word dysthymia in the late 1970s when he described a group of patients with chronic, mild, lifelong depression. So, those ideas had a lot of influence on my thinking and research. Also, an important influence was the debate in the late 1970s about whether chronic depression should be a personality disorder (Axis II) or a mood disorder (Axis I) in DSM-III. This was a big difference in terms of how to treat it and what kinds of research needed to be done.

JB: And the differences in research are?

JK: If it’s a personality disorder, the main approach is going to be psychotherapy and looking at early life history and experiences and not so much at biological issues and pharmacologic treatments.

JK: Were you personally involved in that debate? 

JK:  I was too young at the time to be a figure in that but I got onto the mood disorders committee for DSM-IV.  I was old enough and influential enough by that time, but not when DSM-III was prepared. What happened was that the affective disorder guys won; chronic depression was named dysthymia and put on Axis I in the mood disorder section.

JB:  How was that decided? Was it science, politics? How did you see at the time and how do you see it now?

JK: It was largely a political decision. It was a committee decision and there were influential people on the committee like Akiskal and Klein who carried the debate, and probably Gerald Klerman was also influential. The consequences lasted for the next twenty-five years, because there’s still no depressive personality disorder in the DSM. So, anyway, I did the first placebo controlled trials of antidepressant medications in dysthymia and chronic depression.

JB: And, that had a fairly big impact?

JK: That’s probably the work that got me into the ACNP in 1986. I had my own independent grants and line of research and began to make a name in the area. I have been working on offshoots and ideas from that work ever since.

JB: Despite some more selective drugs introduced you stayed with imipramine in your research? 

JK: Right.  

JB:  Why didn’t you use some of the newer drugs?

JK: I had in these studies important collaborators like Alan Francis, Gerald Klerman, John Mann, and, in the early 1980's, our interest was not to discover a new drug, but to show .that antidepressant medications worked for these people. A lot of clinicians didn’t believe they did.  They didn’t even believe these people had affective illnesses.  They thought they had something else and the patients also believed that. They thought they were misdiagnosed and went to medical clinics and internists who ordered all kinds of X-rays and tests. After getting the results they’d say, “I’m sorry there’s nothing wrong with you, it must be in your head”.  But they didn’t diagnose them as depressed and they didn’t put them on antidepressant medication.

JB: Would it be fair to say your findings increased the use of antidepressants in general medical practice and was critical in shifting treatment priorities in dysthymia?

JK: That’s a fair statement and over the last twenty-five years I’ve done a lot of lecturing and teaching internists and primary care physicians who are not psychiatrists. I have been educating them that they have a lot of depressed patients and chronic low grade depression is easy to miss because you only pick up the somatic symptoms they complain about. You work them up and the work-ups are negative; they’re frustrating patients because they don’t go away, but if you diagnose them as depressed and put them on antidepressant medications, lo and behold, miracles happen and they get better. They’re happy and you’re happy. That has been an important evolution from work.

JB:  After you published the findings what happened next?

JK: There is a chronological sequence to research. The first thing you need to do is a short term placebo controlled trial to show that something works in the short term. The next study, which takes five years to do, is on long term maintenance to answer the question, “Now doctor, if this antidepressant medication helps, do I need to stay on for the rest of my life?” These are chronically depressed people, so we need long term studies. That was the next phase, to do maintenance studies and discontinue medication at various points to see whether all the patients would relapse or you could cure dysthymia by treating it for three months or six months?  In recent years we’ve been getting into studies with treatment refractory patients. But before I get into that, I should mention Peter Kramer who, in the early 1990s, wrote a book called Listening to Prozac.  It was on the New York Times Best Seller list.

JB: How did you feel about that book?

JK:  It’s a very good book.

JB: Have you read his most recent book? 

JK: I have not.

JB:  I think the title is Talking Back to Depression.

JK: I’ve not read that. Listening to Prozac is a series of case vignettes, clinical anecdotes about chronically depressed dysthymic people.  He put them on Prozac and for the first time in their life, they brightened up. They functioned better. It was like a personality makeover.  So, there are a couple of issues.  One is, what do you do in the long run? Do you keep them on Prozac forever?  The other issue is the Listening to Prozac effect only occurs in about one-third of the patients. Another third don’t respond and the final third get a partial response.    

JB: The placebo response was usually what?

JK: The placebo response is low and that’s true for anything that’s chronic.  Chronic illnesses have low placebo response rates which are good in a way, because you can be assured that if they get better, it’s probably what you did that made the difference, whether it’s psychotherapy or medication. In recent years we’ve become involved in developing sequences or algorithms of treatment to determine what to do if the first medication doesn’t work.  Interestingly, one of the “then do what” treatments in my current NIMH grant is a form of psychotherapy. It is an eight site study of psychotherapy augmentation for treatment of chronically depressed patients who do not respond to an initial trial of medication.  

JB:  What kind of psychotherapy?

JK: You probably are familiar with cognitive behavioral therapy, CBT. It’s fairly popular and widely practiced, particularly among psychologists for treating depression and anxiety disorders.  Some cognitive behavioral therapists attempted to do CBT with people who are chronically depressed and found it didn’t work very well.  It worked better in acute or recurrent depression, but not for the always glum, depressed individuals. A psychologist, James McCullough, out of Virginia Commonwealth University in Richmond, modified CBT for patients who are chronically depressed. It’s called Cognitive Behavioral Analysis System of Psychotherapy or CBASP. It is behavioral therapy with psychodynamic elements. They got rid of the cognitive parts of CBT that focus on helplessness, hopelessness and worthlessness issues. We tested CBASP in a very large study of chronic depression and our findings were published in the New England Journal of Medicine, which is unusual for a psychiatric study in 2000.  Martin Keller, who was Chairman of Psychiatry at Brown, was the first author. Subsequently we submitted this protocol for an NIMH grant, which was funded three years ago.  I presented the preliminary results at this meeting yesterday. We’re treating about a thousand chronically depressed patients with antidepressant medication and then randomizing the non-responders and the partial responders into augmentation with CBASP vs. augmentation with standard supportive psychotherapy vs. continuing medication only. This is the first study that has looked at attempting to augment antidepressant medication non-responders with psychotherapy. And we all agree that it works. For chronically depressed patients, standard forms of psychotherapy, like CBT, supportive therapy or psychodynamic psychotherapy tend not to work very well. So we think CBASP offers something unique and specific. It’s more potent as a psychotherapeutic approach for patients who don’t get completely better with an antidepressant alone. One of the other issues that came out of the CBASP study has to do with a history of early life trauma and abuse. Many chronically depressed people have early life adversity, trauma and abuse that have some interesting biological consequences. One of them, over activation of the pituitary-adrenocortical system, has been presented at this meeting. So we’re interested in sub-grouping chronically depressed people according to whether or not they have a history of life trauma or abuse and studying which treatment they respond to best.  That gives you an overview of where we’ve been, what we’re doing and where we’re going.

JB: How about for you personally?  Have your views changed about the nature of depression over the years? You started off trying to parse dysthymia as a medication responsive entity, and in some sense you are going back on that.

JK:  Come full circle?

JB: Yes.  I’d like you to reflect on the trajectory you have taken and whether you think the field has taken a similar trajectory?

JK: Another way of looking at what you’ve said is that as we get older and more sophisticated we realized things are more complicated than we thought. In the 1970s, at the beginning of the biological psychiatry era, we felt the answers were right around the corner.  That we were going to do spinal taps, to look at certain chemicals in the cerebrospinal fluid and tell which patient would respond to which medication. That didn’t work out, things are more complicated. There are complex interrelationships between life experiences and biology. Early life experience may be relevant not only for psychotherapy but also for which medication you need.  So, instead of being in a battle, the disciplines of psychology and behavior are working in concert with biologists and geneticists to understand what’s going on.

JB: How about you, personally?  You talked about your earlier experiences that motivated you to go into psychiatry.  In the course of your research career what excited and propelled you along? 

JK: Research always excited me, whether it’s my research, sitting around brainstorming with colleagues and collaborators, coming to meetings like this and hearing what other people are doing, thinking or discovering. In many ways, progress has been slow and there remains a lot to be done, but there’s been a complete change in the landscape of clinical psychopharmacology during my career over the last twenty-five years.

JB: There has been a change, can you describe it?

JK: The drugs we were using in the 1960s have gone away. The MAO inhibitors, tricyclic antidepressants, barbiturates, you name it. There have been great advances in all areas of psychopharmacology.

JB: So, you feel what we see are advances? In concrete terms, do you find that the newer antidepressants are more efficacious than the old ones? What has been your experience?

JK: A lot of advances have been made in terms of safety, toxicity and lack of addictiveness.  If you take a look, as an example, at the newer sleep medicines, I believe they’re much safer and less addictive.  Barbiturates and Miltown, (meprobamate) had efficacy but both were very addictive. If you look at antipsychotic medications, the advantage of the newer drugs is mainly in safety, for example, lack of tardive dyskinesia.

JB:  What do you make of the more recent medications?

JK: There’s a lot of controversy because some have different toxicities from the old ones, for example the metabolic syndrome, but not all of them, so they definitely represent an advance.

JB: Have you thought about the fact antidepressants are also a huge market? What has been your relationship with industry? How have you felt about issues that have been in the press, for example suicide with SSRIs?

JK:  In spite of controversies and difficulties the pharmaceutical industry has presented, they have, in many ways, done the best research and maybe led to most advances in the field of psychopharmacology over the last twenty-five years.

JB: Could you specify those advances?

JK:  Just developing the newer generation of drugs we’re talking about, they all came out of the pharmaceutical industry. They haven’t come from academic medicine or federal grants, for the most part although there may be some exceptions.  A lot of people in academia and government have been involved as advisors, collaborators or even moved to work in the pharmaceutical industry.

JB: How about you, personally, what has your relationship been?

JK: I’ve been collaborating with and advising pharmaceutical companies on development of new antidepressants and mood stabilizers for bipolar disorder.

JB: When did you start?

JK: Do you remember Asendin (amoxapine)? That was the first norepinephrine reuptake inhibitor.

JB: And who made Asendin? 

JK: It was made by Lederle.

JB: Did you do some work with them?

JK: I put in an investigator initiated proposal to do a study of Asendin vs. Elavil.  

JB:  This was when?

JK: In the early 1980's.  It was supposed to have an acute and a continuation phase and we had about eight different outcome measures, maybe four in the acute phase and four in the continuation phase. And we found Elavil beat Asendin on six out of eight outcome measures.   This study was funded by the company that manufactured Asendin. I was a little worried, number one, that they wouldn’t let me publish it and two, if I did publish it I’d never be welcomed or have another collaboration with any pharmaceutical company for the rest of my life. I was worried I’d be blackballed.  And guess what; neither happened.  They did allow me to publish it.  It was published in the Journal of Clinical Psychopharmacology in the late 1980s.

JB: I see. 

JK: They had some internal problems over the fact they funded a study that ended up making their drug look bad. But they never gave me any trouble over it. I’ve done many subsequent studies with other pharmaceutical companies and it never caused a problem.

JB: There’s been a lot of press about publication of negative trial results and also of not allowing investigators access to data.

JK:  I have experienced that once or twice. I’ve been frustrated by not being able to get negative studies published.

JB: Can you talk about that?

JK: I’m not going to mention any specifically.

JB: Can you talk about it, generally?

JK: Investigators lose interest and excitement when that happens. There should be a journal for negative results. Many people have said that to document negative results should be a requirement.

JB: You may or may not know there is, before both the Senate and the Congress, a bill called the Fair Act bill, meant to make all clinical trials public.

JK: I think all clinical trials now have to be registered and I don’t know whether it’s already a law or not, but they will be archived and documented.  Maybe that’s the law you’re referring to.

JB: This law hasn’t been passed yet but it will be much more stringent. You will have to record hypotheses and have to present the raw data afterward.

JK: I’m absolutely in favor of that, because it gives a much more accurate perspective on exactly what the efficacy is for the various drugs.

JB: You mentioned a couple of studies in which you were unable to publish your findings. Tell me more about that.  

JK: I can’t tell you too much more about it. They were dead in the water. People lost interest in them.  Often times the people responsible for them at the company were either fired or left, and since they were gone, there was nobody to contact or talk to. There probably was quite a lot of that kind of thing and I’m sure that’s what motivates the legislation you’re talking about. 

JB: So, during your career you had positive and negative interactions with industry.  Could you tell me about the positive aspects?

JK: The positive aspects are that they’ve done a lot of interesting and important research with their drugs.

JB: And, for your career, specifically?

JK: A lot of my career has been spent doing Phase IV clinical trials, looking at applications of already approved antidepressant medications to populations like dysthymia and chronic depression.  The CBASP study that was published in the New England Journal of Medicine was a study that had more than six hundred patients and it was funded, believe it or not, by a drug company. So that was very beneficial.  I also had, in the early days of sertraline, a positive experience with the company that developed it. Pfizer had a very wonderful Phase IV clinical research program and they did a lot of great studies with diseases like PMS, PMDD, chronic depression and various anxiety disorders. Another positive thing is that research dollars available through the pharmaceutical industry dwarf the amount available anywhere else. So, if they ethically collaborate with good investigators from the academic community good stuff can and has come out of that. The bad side is that sometimes you feel you’re being pushed around by people from marketing or there are internal politics that end up destroying a study. Like anything in life there are pros and cons to.

JB: You have a lot more of your career left.

JK: I’m age sixty-three, so that’s an interesting question for me.

JB: How much do you want to accomplish in the remainder of your career? 

JK: I have no plans to retire. I am writing grants and formulating new projects at the present and I have it in mind that I would like to keep doing this until I’m about eighty, so that gives me quite a few more years.  There are people who do that.  The answer is to discover things sequentially little by little, to make small steps to advance our field and, in the area I’m interested in, do research with antidepressants that work through some novel mechanism.  There are a lot of candidate drugs for such research.  Many of them are being talked about at this meeting. Many of them are now at the level of mice and rats and not yet ready for human testing.

JB: Well, we covered a lot of territory.

JK: We have and we’ve spent an hour.

JB Anything you want to add?

JK: No, I think that’s good.

JB: So, maybe in fifteen years, we’ll do this again.  

JK: Thank you.

JB: I enjoyed it very much.

( James H. Kocsis was born in Torrington, Connecticut in 1942. 





