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ALAN F. SCHATZBERG

Interviewed by Thomas A. Ban

Waikoloa, Hawaii, December, 12, 2001 

TB: This will be an interview with Dr. Alan Schatzberg( for the Archives of the American College of Neuropsychopharmacology.  We are at the 40th anniversary of the College in Waikoloa, Hawaii.  It is December 12, 2001.  I am Thomas Ban.  Let us start from the very beginning. Tell us where and when you were born, something about your early interests, education and professional training?

AS: I was born in Manhattan in New York City in October, 1944.  My parents immigrated to the United States in January 1940, after the onset of the war in Europe.  They came from Vienna.  My father went to Vienna in 1914 from Galicia, and my mother went from there in 1922, to be a college student. She met my father and they got married.  My father was a 1925 graduate of the University of Vienna Medical School. His two brothers were also graduates. My father was a dentist in Europe. Because of anti-Semitism many Jewish doctors became dentists.  Dentistry in Vienna and in many European countries was a sub-specialty of medicine.  When my father came to the States, he became a general practitioner, practicing in the Bronx.  I have an older sister who was born in 1934, who is a psychiatrist in New York City. She trained at Columbia. So medicine is an important profession in the family.  

TB: Were your grandparents also in medicine?  

AS: No. My grandfather on my father’s side managed a wheat mill and my grandfather on my mother’s side was a successful businessman in Galicia, in the lumber and leather tanning business, the kind of occupations that European Jews participated in. They were upper middle-class folks who left after the onslaught in Vienna.  I was born in the States, but my sister was born in Vienna.  So I grew up in the Bronx, went to Bronx High School of Science and after three years to college than on to medical school at NYU.  At that point, they had an uptown campus in the Bronx. After graduating, I did my internship in pediatrics and medicine.  For residency I went to Mass Mental Health Center, the main Harvard Medical School psychiatric teaching program and was there from 1969 to 1972.  At Mass Mental, I met Joe Schildkraut and that was important in terms of my career. From 1972 to 1974, I served in the US Air Force during the Vietnam War, stationed at the Pentagon helping the Air Force set up drug and alcohol abuse programs and also with programs in race relations. They were very forward thinking, trying to deal with racial integration in the US Air Force. After two year, in 1974, I went back to Harvard and was recruited by Shervert Frazier at McLean Hospital to set up a depression research program with Joe Schildkraut, who was still at Mass Mental Health Center. He was the catecholamine hypothesis person. I was also scheduled to work with Harvey Schein, a virologist and psychoanalyst, who was the clinical director at Mass Mental Health Center and professor at Harvard, but who tragically passed away at a relatively early age before I arrived. Shortly after I got there, Jonathan Cole moved from Boston State to McLean. Jonathan and I became co-research partners, collaborative colleagues and friends. So I had these two very important people in American psychiatry as mentors; they got me interested in depression research, and so that’s how it started.  

TB: What was your first research project?  Was it a project with Joe?  

AS: My first publication was a single author paper; today these are rare, but it was on the trial and appeal of Wilhelm Reich, published in the Archives of General Psychiatry.  Mass Mental was a very rich place intellectually and a fun place to be.  In learning about psychoanalytic theory at the time, I came across some stuff about Wilhelm Reich and, having grown up in New York, I knew a little bit about what happened to him. It was a tragic story; he died in prison.   

TB: Would you like to tell us more about your paper?  

AS: I went to the US courthouse and got hold of transcripts of Reich’s trial and appeal.  This is particularly interesting because Reich was quite paranoid and fired his lawyer.  His original lawyer was James D. St. Clair who represented Richard Nixon in Watergate.  Reich represented himself and wrote his appeal that has become a rich source for seeing his paranoia.  Danny Friedman liked the paper, and published it. Before I got into depression research, I also did some work in sexual behavior with Lee Burke at Mass Mental Health Center and in the psychological aspects of drug abuse, publishing papers with Ed Khantzian and John Mack, who were at Cambridge. When I got back from the Air Force, I started work with Joe and Jonathan on catecholamine turnover and responses to norepinephrine uptake inhibitor drugs. Joe was very interested in MHPG, and data which indicated that people with low catecholamine turnover seemed to be responsive to norepinephrine uptake inhibitors.  

TB: Am I correct that you have continued that research and just a couple of years ago still published on MHPG and drug response.

AS: We have. We looked at catecholamines as differential predictors to desipramine and nortriptyline, tricyclic drugs we did a lot of work with, and fluoxetine, an SSRI. We predicted that people with high average MHPG levels would be SSRI responsive but what we found was that the people with low MHPG levels were generally responsive to all those drugs. So that led to further confusion in the field.  We also did a fair amount of research with Joe, looking at so-called “computer algorithms of catecholamines” and catecholamine metabolite excretion. We were developing D-type equations which looked pretty good at separating bipolar I depressives from unipolar nonendogenous depressives. We were one of the first groups to show a linear correlation between the excretion of urinary MHPG and urinary cortisol; that finding has been replicated several times, looking at plasma, CSF and whatever. A paper last year in PNAS showed that norepinephrine and CRH go together.  So this high output state, described by us in 1983, has been replicated and that’s nice.  At the same time, because we were looking at MHPG as a predictor of response to antidepressants, we became very interested in lots of issues about depression and especially refractory depression. Why are some patients non-responsive to antidepressants or they don’t tolerate the antidepressants?  Sometimes they don’t take enough, either because the physician doesn’t prescribe it or because they can’t tolerate it.  So we became very interested in how to define treatment resistant depression.  This is another place that you did a tremendous amount of work in 20 years ago, as did a number of people.  We organized, in the mid-1970s, a symposium at the APA on treatment resistant depression in Atlanta. It was John Davis, myself, Sandy Glassman, Jon Cole and I forget who else.  We were hoping we’d get 100 people to attend and when I walked into the room, there were 700 people there because this was a common clinical problem.  So depression has always been our big interest and we’ve continued to do work in that area. 

TB: Could you say something about your two “mentors,” Joe Schildkraut and Jon Cole?  

AS: Well they are diametrically opposite personalities.  Joe is compulsive, careful, methodical, nitpicky, doing it in his own way, an incredibly good scientist but at the same time, what people don’t realize about Joe, enormously creative.  He has a tremendous vision and is a very interesting person.  He is also one of the great experts in the world on Joan Miro and when the Guggenheim did a retrospective on Miro, about six or eight years ago, they had five citations, one of which was Joe Schildkraut’s paper.  And Joe also authored a book that is a compendium of presentations called Homage to Miro, published by Abrams.  It’s a terrific book based on a symposium he organized with Nancy Andreason at the Miro Foundation. He has also written some wonderful papers about the New York Expressionists School including Jackson Pollack, Gorky and others; so he is a real renaissance man and a genius.  Jonathan is a totally different person, lovable with an infectious personality, charming, witty, and generous to a fault, somebody who does not care about appearances. He has made tremendous contributions to psychopharmacology as one of the first President’s of the ACNP and Director of the Psychopharmacology Service Center.   I was fortunate to have both of them as mentors, even though each could drive you crazy in different ways.  

TB: What was your first project with Jon?  

AS: I think our first paper looked at tricyclic side effects. We did a paper on speech blockage, word finding problems that people on tricyclics have. We described a series of cases and what to do about them. We published an interesting paper in Archives on preventing seizures due to maprotiline, which is a drug you were heavily involved in developing. We had about 14 seizures at McLean, so we were able to document that the seizure was due to dose escalation. We also showed what the plasma level threshold was for seizures and  worked with Ciba-Geigy to change the package insert to recommend a 75 mg initiation dose for two or three weeks before increasing to the maximum dose, with a rollback after six weeks.  We did a paper on trazodone in refractory depression and a study on thioridazine in borderline personality. Jon was very helpful to our group when we got interested in the question of psychotic or delusional depression and we came out with our first hypothesis paper in 1985; he was one of the authors with Tony Rothschild, Phil Langley and Ted Bird, director of the brain bank at McLean.  Jon and I, in 1975, started an affective disease program that may have been the first specialty mood disorders program. We remained co-directors until I left McLean in the late 1980's and our first resident was Bruce Cohen, now the general director at McLean and a very well-known geneticist in bipolar disorder. Jon was an incredible mentor to young people and he, more than I, helped to train a number of terrific people, Sue McElroy, Paul Keck, Steve Hyman, Bruce Cohen and Trey Sutherland,who was at the NIMH. Tony Rothschild came through the mood disorders program, and Jon’s enthusiasm and help was a boon to these folks. We taught them psychopharmacology.  

TB: You wrote a book with Jon.

AS: In 1986 we came out with our Manual of Clinical Psychopharmacology.  The American Psychiatric Press asked if we would do a book on psychopharmacology. Jon decided we would if we could make it a non-exhaustive reference because there were other books, like the Kline-Davis book, which summarized the evidence base but weren’t so useful for practitioners. There were things we agreed with in the literature and other things that didn’t make much sense, so we wrote a book where we talked about how we practice and which gave people tips.  We are now completing the 4th edition of that book. The first three editions sold about 70,000 copies, so it has been a tremendous success in the field, and Jon and I remain co-authors.  We’ve added a third co-author because of our schedules; a young faculty person at Stanford, Charles DeBattista.   It has been great fun and it also has some humor in it. You can actually read the book; it is spiral bound and it’s done very well.  

TB: Was it translated into any other language?  

AS: Into Portuguese for Brazil and maybe into Italian.  A lot of practitioners use the book around the world. 

TB: Could you say something about the drugs you studied in your affective disorder program?

AS: We studied them all, including trazodone, maprotiline, bupropion and fluoxetine.  Jon was very involved with bupropion development.  

TB:  In the 1980s, when the shift to SSRI’s came, were you very involved with their clinical development?

AS: We were. Jonathan did one of the trials of fluoxetine in the mid-1980s and it was released in January of 1988. 

TB: So, the affective disorder program at McLean Hospital was involved in clinical studies with new drugs?

AS: McLean Hospital was a very exciting place with a wonderful faculty. A person who was very important in my life was Shervert Frazier, Chief of Psychiatry. He was a visionary person who brought in many talented people. There was Evelyn Stone, a consulting editor for American Psychiatric Press, who she was interested in education. In 1977, at the American Psychiatric Association meeting in Toronto, Shervert, Evelyn, Jonathan and I organized a McLean symposium on benzodiazepines that included Don Klein and Dave Greenblatt. We had Wyeth as sponsor and it was a great success. There were 800 people in the room on a Sunday afternoon before the meeting started.  This was such a success so every year, from 1977 on, McLean Hospital would have a symposium at the annual APA meetings.

TB: Didn’t you write a paper on the overuse of benzos in depression around that time?   

AS: We did. I was involved with Jonathan with benzos in two or three different areas. He obviously had a very strong interest in them as anxiolytics but he also had a very strong interest in benzos because of their abuse liability. So he had developed a model for studying that. At the time I had an interest in alprazolam as a potential antidepressant, so we did do some studies with alprazolam to test that. So I became interested in the whole question of overuse of benzodiazepines in depression and the question of diagnosis; we published a paper in 1978 in the Archives about that.

TB:  McLean Hospital organized a symposium annually at the APA meeting?    

AS:  From 1983 to 1986. While Sherv Frazier was Director of the NIMH, I became the acting interim Psychiatrist in Chief at McLean. Since we had done studies with fluoxetine we thought, in 1985, we should do an APA symposium on serotonin because fluoxetine and several other drugs were being developed that had effects on serotonin re-uptake. We organized a symposium for Sunday morning at the APA and fifteen hundred people showed up.  The place was packed.  The Lilly people in the back just couldn’t believe it! Their projection for fluoxetine sales for a year or two was only about $100 million. By the time the drug went off patent, in the US alone, sales were about $2.5 billion. We had our symposium two or three years before fluoxetine came out on the US market.  So we worked with some very successful drugs like fluoxetine, but we also worked with other drugs that didn’t make it.  Oxaprotiline was one that didn’t make it and   adinazolam was another. A lot of the drugs didn’t make it for toxicity or other reasons.

TB: We keep on referring to McLean Hospital. Could you tell us something about its history?   

AS: McLean Hospital was founded in 1811 or 1812, as part of Mass General.  Originally, it was in Charlestown, Mass where the Bunker Hill monument is and across the river from downtown Boston.  McLean moved, in the late 1800's, to Belmont, Massachusetts to a campus of a couple of hundred acres and multiple buildings where people with disorders like Alzheimer’s or dementia praecox could be hospitalized. There was no insurance in those days, so they were from families with wealth and a number of very famous people were hospitalized there.  Alfred Stanton was Psychiatrist in Chief in the early 1970s and had an interest in the psychotherapy of schizophrenia. He was a well-known psychoanalyst in Washington, DC before being recruited.   In 1972 Sherv Frazier went there and started to recruit people. He recruited John Gunderson to work with Al Stanton; Jonathan Cole and myself in depression work as well as Seymour Kety, Ross Baldessarini and Joe Lipinsky from Mass General.  He set up a bipolar and schizophrenia program. Then, eventually he recruited Phil Holtzman, Steve Matthysse; Jack Mendleson, Nancy Mello, Roger Meyer and Steve Mirin for drug abuse with Ed Shapiro for family therapy. He recruited outstanding people and built the Mailman Research Center, an unbelievably vibrant place. The transformation of McLean began in 1972; I went there in 1974; Jon joined at the end of 1974; Kety came in 1975. And as I told you, when he went to NIMH I took over for two years. After he came back I stayed, and from 1986 to 1988 I was running a large service and was an Associate Professor at Harvard Medical School. Then, in 1988, Miles Shore, the Director of the Massachusetts Mental Health Center, recruited me to become the Clinical Director and a full Professor at Harvard.  I moved in 1988 but kept my research group at McLean. I also had my private practice there. The Massachusetts Mental Health Center was a very different place.  It was a state hospital basically; Joe Schildkraut was still there with his lab but was totally dependent on my clinical operation to produce the subjects for our research at McLean.  So Joe wasn’t doing much research at Mass Mental itself.  Mass Mental got some money from the state, and when I moved over, I began to transform it into a kind of “intramural” research operation.  Alan Greene had been an extremely productive researcher with atypical antipsychotics and Carl Salzman was doing work in geriatrics.  So we were able to start doing research at Mass Mental Health Center while I was there from 1988 to 1991.  After I left, Miles retired as superintendent and went to the Harvard School of Public Administration. But research in schizophrenia continued with Alan Green, Bob McCarley and others.  

TB: When did you move to the West coast?

AS: In 1989 Stanford started recruiting me as Chair of Psychiatry but there was a complicated arrangement and so I eventually moved in August of 1991.  I’ve been at Stanford as Norris Professor and Chairman of the Department since 1991, just over 10 years. For a while I continued to do some research at McLean, although that petered out.  

TB: What do you consider your most important contribution to the field?

AS: I think our current work on glucocorticoid dysregulation in psychotic depression is going to be extremely important. This work started at McLean with an observation that patients who were depressed and delusional, about 15 to 20 percent of depressed patients, have enormously up-regulated hypothalamic-pituitary-adrenal axis activity with excessive production of glucocorticoids. We’ve been able to show they also have a very clear cognitive deficit which involves the prefrontal cortex, probably the hippocampus and temporal lobe regions.  We complemented these clinical findings with research in primates in which we showed these regions are rich in low affinity glucocorticoid receptors, the so-called GR receptor, and that administering glucocorticoids to man or to primates produces cognitive problems very similar to psychotic depression.  I recently reported with Joe Belanoff, (and we have another paper coming out based on a larger study), that mifepristone, which originated as RU-486, the French abortion pill, can rapidly improve psychosis in depression. We see 30 to 40 percent improvements in the BPRS scores in less than a week. The reason mifepristone works is that, while in low doses it is a progesterone antagonist, at high doses it is a potent antagonist for the low affinity glucocorticoid receptor in the frontal cortex and hippocampus, which is activated in periods of extreme stress. Since mifeprestone has very little effect on Type 1 mineralocorticoid receptors which mediate circadian rhythm and some other functions of glucocorticoid activity, we can block the bad part of cortisol release rapidly by using the antagonist. We’re very excited about this work and are currently in Phase III with the studies. The development is by a company called Corcept I have been involved with. Organon is looking at a compound which has similar effects.  This could be a very intriguing breakthrough for the field.  

TB: And this project stated with a clinical observation?

AS: Totally, from two clinical observations.  One was that when we looked at 100 patients at McLean Hospital we saw some patients with enormously elevated post-dexamethasone cortisol levels who were all delusional and psychotic. We then did studies looking at dexamethasone effect on dopamine metabolism by measuring homovanillic acid (HVA,) and got some signals from there. We developed the idea this was not an epiphenomenon, the result of depression, but might be the cause of some symptoms. Not necessarily the cause of the depression but of cognitive problems in psychosis. So it started from those observations. A lot of our work is funded by the NIMH. I’m particularly proud of this body of work we’ve been working on for almost 20 years.

TB: So, you already have some publications on this project? 

AS:  Jon Cole is on the paper we published in Joe Schildkraut’s journal, the Journal of Psychiatric Research that Seymour Kety founded.    

TB: You mentioned that besides mifepristone there is another compound in development with a similar action for the same population.

AS: Organon has a compound, but they are not studying it in psychotic depression because of certain intellectual property issues Stanford has.  

TB: I see.

AS: I’m not totally convinced it’s going to be a widely used drug because most depressed patients don’t have increased glucocorticoid activity but it will possibly be for the most severe, psychotic patients.  We’re particularly excited because this may be the first time we have a drug that starts with a clinical observation and ends up with a specific treatment. Tony Rothschild was supposed to present some of our recent findings today but I will be presenting because he couldn’t attend. Tony did an amazing study in which he took psychotic and non-psychotic depressed patients and controls and showed a nice relationship between cortisol activity and cognitive dysfunction. So this work has been totally exciting for us.

TB: It seems the population you are working with is biologically more homogeneous than other depressive populations in psychopharmacology.

AS: Yes. We have already contributed to an understanding of the biology of this population but if we can come up with a treatment that would be a terrific breakthrough.

TB: So, you consider your number one contribution to be glucocorticoid dysregulation in psychotic depression with cognitive deficit and its possible treatment. Any other exciting work you are doing?

AS: We are doing research in a squirrel monkey colony that Seymour Levine, a very well-known psychobiologist, retired from Stanford, put through a variety of early maternal-infant stressors. We reared six mothers and infants from this colony without the father.  Then we looked at their responsiveness to stress at the point of weaning, at age three and in early adulthood, as well as their hippocampus size. We found that hippocampus size was not determined by early stress but by who the father was.  So it’s probably not so much that depression makes your hippocampus smaller but that there are people with smaller hippocampus sizes prone to develop PTSD or depression. That’s going to be an important paper in this month’s Archives of General Psychiatry.  It’s going to be important, although controversial

TB: Any other exciting projects?  

AS: The third thing is recent work presented in a poster here. It is a study with mirtazapine versus paroxetine, done with a young faculty member of the department, Greer Murphy, a terrific geneticist, in which we’ve been able to show that a SNP of 5-HT2 could predict dropouts on paroxetine. So we may have, for the first time, laboratory tests to predict which patients can tolerate SSRI’s.  

TB: Have you followed up your research on norepinephrine in depression?

AS:  I did some research with Joe Schildkraut in that area. In the last few years with the advent of drugs like venlafaxine, mirtazapin and reboxetine there is greater awareness of the role of nepinephrine in depression. The SSRI’s as a group, they are great drugs for the mildly to moderately anxious and depressed person, but they may be lacking effectiveness in more severely depressed or retarded patients. When I started what we called depression was different from what we call depression now.  Nowadays, if you have four symptoms on the DSM you make the diagnosis “major depression”. We wouldn’t have considered those people depressed in the old days. Back then patients we called depressed were very impaired and many were near delusional or delusional.  It’s in that group I think norepinephrine plays a key role.

TB: Do you think there is a differential response for the more severe patients to norepinephrine re-uptake inhibitors?  

AS: It’s an interesting question.  When you do meta-analysis, it’s very hard to show the SSRIs are less effective.  You talk, particularly to the Europeans, and they’ll tell you that SSRIs are less effective in the more severely ill, and they have data to support that. They don’t even use SSRIs in severe depression. If you look at data on reboxetine and some of the Italian data on reboxetine against fluoxetine, if you look at data on venlafaxine against fluoxetine, then norepinephrine re-uptake inhibitor drugs or mixed uptake blockers, do better in severe depression. If you look at FDA submissions about half of inpatient studies have shown that venlafaxine and reboxetine would be better than the SSRI and about half not.  And I know of almost no studies that show an SSRI more effective in those patients. They are better tolerated but I think that’s where people miss the point. For the vast majority of patients Sherv Frazier used to call the “walking wounded”, the SSRI’s are good drugs.  They are anxiolytic.  They help despondent mood. They help mild to moderate depression.  But for the more severely ill depression, the tricyclics, which were tougher to tolerate, were probably more effective.  

TB: You had done some research on the side effects of tricyclics.  Now what about side effects with SSRI’s?  

AS: They are much better tolerated and most of the side effects are gastrointestinal.  About a year or year and a half ago I participated in a study in which we compared sertraline and desipramine and we found that men tended to be more responsive to desipramine and women  had lower drop-out and better results, with SSRI’s.  So there may be not just severity but also gender and estrogen levels relevant to effectiveness of SSRIs. There is now a European study on fluoxetine that also showed women do better with SSRI’s.  When, in 1988, fluoxetine came on the horizon, the reason it did so well was because there were a lot of women who couldn’t tolerate or didn’t respond to tricyclics. For men, the SSRI’s are a mixed blessing; delayed ejaculation in men is more problematic and men may respond better in terms of mood to the tricyclics. There are some data, particularly on sertraline, that men are less responsive to sertraline than to a tricyclic.  

TG: Did you do any research in bipolar patients?

AS: A little bit.  We did less than we would have liked because McLean became specialized and the Kety, Lipinski, Ross Baldessarini group had done the bipolar research. When we did bipolar research, it was around bipolar depression, looking at catecholamines. We did do some work with lithium augmentation, lithium side effects and things like that, but were less involved in bipolar research. Even to this day at Stanford, I don’t do much bipolar research because I have a very good person, Terry Ketter, who heads up the Bipolar Program for us and does the bipolar work.  He has a couple of posters here as well.  

TB:  About the same time the SSRI’s appeared in the 1980s, atypical antipsychotics were introduced. Would you like to comment on them? 

AS: Atypical antipsychotics are very interesting drugs and I was fortunate at the Mass Mental Health Center in 1988, to do some work with clozapine in collaboration with Alan Green and Jon Cole that led to the publication of a couple of papers.  In one paper we reported a tremendous increase in circulating plasma norepinephrine in response to clozapine. It was probably because of it’s α 2 antagonism.  We also did a study in the most severely ill, refractory bipolar patients, who were non-responsive to traditional neuroleptics, lithium, Tegretol (carbamazepine) or valproate and treated them with clozapine. We had about two-thirds of these patients dramatically better with clozapine.  It took us about two-years to publish our results in the American Journal of Psychiatry. But it was one of the first reports on the use of an atypical antipsychotic in severely refractory mania. Now you have olanzapine approved for these patients. I think atypical antipsychotics are probably quite effective for acute mania. But the problem with atypical antipsychotics is they produce side effects that are problematic, mainly weight gain. Whether they cause Type 2 diabetes is in debate, but they certainly cause weight gain and that is problematic for maintenance treatment. But for acute treatment and people who do not gain weight, the atypical antipsychotics are very good agents.  I forgot about those studies.  Thanks for reminding me. 

TB: Are you still seeing patients?

AS: I still see patients.

TB: So you are involved in basic and clinical research, teaching, clinical practice and administration?

AS: Yes, and I run the department and the department runs me.  I see patients Wednesday afternoon, when I’m in town and 400 or 500 patients I follow in consultation together with someone else. 

TB: So you follow many patients?

AS: All with mood disorders. I teach residents, medical students and run the department. I have been fortunate to keep up a very active research group with a number of interesting studies in animals and in man. We’re doing a lot of functional imaging, particularly with glucocorticoid antagonists. I’ve been fortunate to be more productive, in terms of my research, at Stanford than at Harvard and part of it has to do with the structure of the places.  Stanford is very research oriented. Some of the Harvard programs are hospital-based, where Stanford is much more university-based and it’s a lot easier to do research. I have people on our faculty and in our department to collaborate with, geneticists and people who do functional imaging. We’re heavy users of the General Clinical Research Unit, where we do our HPA axis studies.  I’ve been fortunate, as a Chair, to be able to continue my own research because I have such good people around me. The job of the Chair has become more and more arduous with managed care, family practices and hospitals stuff. What’s been a godsend in my career is I don’t think I’ve peaked in my research; a lot of people peak in their 40's. I’m 57 and I’m doing the most exciting work I’ve ever done and the most independent work.  At Stanford, I have a large clinic but a small hospital service, so I can free myself up to do my own investigations.

TB: It seems that all through your professional career you have been working closely with patients.

AS: Yes, very closely. That’s where you learn.  

TB: Your activities are very well documented in your publications. You started to publish in the early 1970s and you keep on publishing.  We have already talked about some of your publications, could you review those you consider most important? 

AS: The papers on delusional depression and DST abnormalities published in 1983 in the American Journal of Psychiatry, our papers on cognitive deficits published in 2000 also in the American Journal, a paper on ACTH published in 2000 in the Archives, a paper on psychotic depression published in 2001 in the American Journal, and our mifepristone paper, published in October. Some of the other papers are just as important, as for example the paper on glucocorticoids versus dopamine in the Journal of Neuropsychopharmacology, the papers with Joe Schildkraut on MHPG, the papers on benzodiazepines and depression, some of our side effect papers, the paper on withdrawal hypomania, our pharmacogenetic papers and our papers on imaging in the monkey the hippocampus size. We tend to be a bit contrarian, although to some extent our findings go along with what Strömgren referred to as reactive psychosis.  

TB: Are you referring to Strömgren’s postulation that reactive psychoses are based on genetic predisposition?  

AS: Yes, that for reactive psychosis you need a predisposition. .  

TB: Would you like to say something about your books?  You already mentioned the Manual of Clinical Psychopharmacology is going into its fourth edition. 

AS:  In 1988, with Charlie Nemeroff, we published one of the first comprehensive Textbooks of Psychopharmacology that engulfs basic to clinical aspects of the field. We are now preparing the third edition of that text. We also did a primer of psychopharmacology that’s in its first edition for the American Psychiatric Press. The textbook, Essentials of Clinical Psychopharmacology is coming out in paperback. Charlie and I have been very, very pleased about it.  I think it’s a terrific book.  It did not have the sales of the Manual.  It’s a much bigger book.  

TB: Didn’t you say that the Manual sold about 70,000 copies?   

AS: Yes, 67,000.  I think the first edition of the textbook did about 11,000.  That is very good for a textbook.  

TB: It’s very, very good.  

AS: The second edition sold 7 or 8,000 copies. Anything over 5,000 is a huge success.  We’ve been very, very fortunate.  The books are good.  It has been fun working with Charlie. He’s a very good friend.  

TB: You have been awarded and received honors for your work. Would you like to mention a few?

AS: The awards I’m most proud of are the Best Teacher Awards I got from the Stanford residents right after I got there, the Klerman Lifetime Research Award, the Klerman Award from Cornell Medical College, the Strecker Award from the University of Pennsylvania, the Mood Disorders Research Award from the American College of Psychiatrists, and the award from the Northern California Psychiatric Society for Outstanding Achievement. In the military I also got a Meritorious Service Medal. I’ve been blessed with this recognition and I am highly appreciative.  

TB: You mentioned at the very beginning that you were in the Air Force?  

AS:  That’s where I got that medal. They gave us the medal because they had to put up with us for a couple of years in those days.  I was not exactly your typical US Air Force Major.  

TB: When did you get involved with the American College of Neuropsychopharmacology?  

AS:  It was in the early 1980's I became a member; I’ve been coming to meetings for 20 years and it’s the highlight of my academic year.  The College is an incredible place.  It truly is a College.  We’ve witnessed transformation over time.  We’ve been able to grow, and it’s been just a wonderful, wonderful experience.  

TB: You were president of the College.

AS: I was President in 2000, and after the business meeting in a couple of hours, I will be the immediate Past President and Chuck O’Brien will be President.  I was on the council for three years and took a year off before becoming president elect. Seven out of the last eight years, I’ve been very involved with running of the organization.  It’s a unique place.  It is a place of tremendous friendship, tremendous collegiality. You see your friends, and see them working on scientific issues important to the field.  The College has been enormously successful.  The Nobel Laureates last year are important additions to Julie Axelrod.  It’s an organization that has meant a lot to me in my professional life. I’ve been on the program many times, although not every year; we usually present every two or three years.  And we usually do a panel every couple of years.  This year we’re on two or three panels because I organized one on substance P and we have a panel on delusional depression this afternoon.  We also have a few posters.  It’s a wonderful place to see people and the one meeting I look forward to.  I go to a lot of meetings every year, but this is the one that really means something to me. 

TB: Is there any other organization you have been involved with?  

AS: I belong to the American Psychiatric Association, the American College of Psychiatrists, and the International Society of Psychoneuroendocrinology.  I serve as their Secretary General. But, the International Society of Psychoendocrinology is a much smaller Society. It’s very, very specialized. It certainly fits an area of my interests, but I have other interests as well. Still, there’s nothing like ACNP.  It’s small enough to have fabulous meetings but large enough to include people of many different disciplines. One of the things Steve Paul, when he was President, started was looking at the holes in the College and trying to fill them in. We’ve been trying that actively this year, adding some child psychiatry researchers and others in research methodology and statistics.  We need to find and add people in certain areas, to keep ahead of the cutting edge and I think we’ll do it.  It’s a College that you were involved in earlier with Jon Cole, Frank Ayd,  Heinz Lehman and others, in founding the organization. We owe all of you guys a tremendous debt of gratitude for having the vision to come up with it.  Since 1961, science has changed, but the quality of the College hasn’t.  The quality always was superb and continues to be.  

TB: Is there anything else you would like to add or comment on? 

AS: Psychopharmacology has been a godsend when I think of patients I saw when I started in psychiatry. It was a big switch from imipramine to amitryptiline. Then we got into MAO inhibitors, which were great drugs, effective for lots of patients, but dangerous as hell.  Now that we’ve got so many tools we’re starting to understand the brain. But we have some real holes, for example the nomenclature we use, the classification we have. The change there will come through genetics and other techniques rather than through descriptive classifications.  We mentioned that the diagnosis of major depression is too broad. We have a lot of people who meet criteria but are not really depressed, and that’s something we’re going to have to solve. The DSM has been helpful in providing a cross-practitioner language people could agree on, so it’s reliable but it’s not clear it’s valid. To make that next move hopefully clinical biology will come up with innovative treatment strategies. We hope our work in psychotic and delusional depression is in that genre.  It seems to me it is but it depends whether we can convert it to an effective treatment.   That’s the kind of thing we need to do so we can then have a better and more effective psychopharmacology.  So that’s the message I would like to leave in 2001.  

TB: So, you’re concerned about the nomenclature.

AS:  It needs to be hooked up with genetics. We need a functional nomenclature that goes with genetics to develop new drugs.  At the same time, even though I’m a psychopharmacologist, I believe in psychotherapy and the combination of therapies for most patients.  Most patients need some sort of combination treatment and that needs to be taught.  I’m concerned that some departments are moving away from it. You can debate whether we should be teaching more dynamics.  

TB: Do you think we need to teach psychotherapy?

AS: I’ve been involved with Marty Keller in some very elegant studies on chronic depression. We published some papers looking at nefazodone in combination with a cognitive behavior therapy called CBASP, and are now going to do another multi-center chronic depression study, hopefully, funded by the NIMH.  So I still believe in psychotherapy and I think it’s important.  I also think we need to study the biology of it.  As we do more clinical biology, we need a little more gender-based sophistication. Our studies in chronic depression suggest gender plays an important role in drug response in premenopausal women. We need to understand that.

TB: You are involved in psychotherapy research as well?  

AS:  We still do psychotherapy and psychotherapy research in depression.  

TB: What other interests do you have outside of psychiatry and psychopharmacology?

AS:  I’m an avid reader but I read practically no fiction.  I love books about history.  I love reading about sports, adventure, mountaineering, and things like that.  We travel a great deal, not only for business but for pleasure.  We like the fine arts.  I like the theater, and I’m a big sports nut. In the last few years I started to play golf, which is my nemesis although I enjoy it.  And I like coming to Waikoloa because I get to play golf sometimes during the meeting, although when you’re on the council it’s a little tougher. Those are my hobbies and they keep me busy.  

TB: Do you have a family?  

AS: I have a wife, who I met at Mass Mental Health Center and who was a psychiatric nurse and became a psychiatric social worker. I have two daughters, one who is in law school and one who just graduated.  Neither of them is married.  

TB: Is there anything else you would like to add?  

AS: No. Doing these interviews is an important thing Tom; we appreciate your dedication to the College and are indebted to you for developing this archival material.

TB:  On this note, we conclude this interview with Alan Schatzberg. Thank you very much, Alan. . 

AS:  Tom, thank you.

( Alan F. Schatzberg was born in Manhattan, New York in 1944.





