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SB: I’m Steve Bunney and I’m interviewing Dr. Thomas Detre.* Tom, how did you get started in medicine?

TD: My father and several members of my family were physicians. I was interested in medicine ever since I can remember. My interest in psychiatry was kindled by the remarks made by one of the priests in a Catholic high school I attended when he said that at the turn of the century a degenerate Jewish physician, Sigmund Freud, developed a pansexual theory of human behavior called psychoanalysis.

SB: Where was that?

TD: In Hungary. I went home, asked my father where I could read up on psychoanalysis and he gave me a few books by Freud and Ferenczi. I found the ideas fascinating but too speculative. I remained interested in psychiatry, however.

SB: And then you pursued medicine?

TD: I then pursued medicine, but only after the Second World War in 1945 because Jews were not admitted to medical schools when I got my BA. Two years later, in 1947, when the Communists were about to take over the government, I decided I did not want to live in another dictatorial regime. I left the country, emigrated to Italy, and graduated from the University of Rome in 1952.

SB: And then?

TD: And then, in 1953 I came to the United States on a lovely day in May and found out that the only internship I could get was at the Morrisania City Hospital in the Bronx, New York, but that was a very good experience. It toughened me up.

SB: How old were you at that time, Tom?

TD: Twenty-nine. I was accepted into Mount Sinai Hospital’s psychiatric residency program a year later, but found it had too many pretensions of an academic institution without being one, and moved to Yale for the rest of my post-graduate education.

SB: What date did you arrive at Yale?

TD: July 1955.

SB: And you were there for how long?

TD: I was there for 18½ years. When I left I was Professor of Psychiatry and Psychiatrist-in-Chief of Yale New Haven Hospital.

SB: When did you first become interested in neuropsychopharmacology?

TD: At Mount Sinai. I began to read about a very interesting psychotropic drug called reserpine, which for some reason now is out of fashion, though not necessarily for a good reason. Since it was unclear what reserpine was good for, I proposed to start an open trial in psychiatric patients. The chief resident joined me, to the consternation of the faculty, because Mount Sinai was then a very psychoanalytically oriented program. We presented our findings at a meeting of the New York Academy of Medicine and described an interesting observation, namely that when psychotic symptoms subsided following the administration of reserpine, another set of symptoms emerged which actually preceded the onset of the psychotic episode, a phenomenon called rollback. For example, when reserpine was given to severely depressed patients, after the symptoms of the psychotic depression subsided, they became extremely anxious, which made perfect sense since severe anxiety ushers in most depressive episodes. Although few believed this was possible, my observations have subsequently been confirmed. 

SB: To go back to schizophrenic disorders, were you feeling that you were seeing the prodromata after the psychotic symptoms subsided?

TD: Exactly.

SB: This is interesting, because as you know right now, there’s a big push to try to identify prodromal symptoms as soon as possible in order to see whether or not early treatment will prevent psychotic episodes. It would be interesting to go back to your observations to see if this would help us to determine the early warnings signs.

TD: I want to mention that the talk was given by the chief resident, not by me, but that was then the “convention.”

SB: Yes, that’s an old tradition actually.

TD: As I mentioned, Mount Sinai Hospital at the time was not particularly friendly to biological psychiatry and psychopharmacology, so with the help of a distinguished colleague, I got an interview with Dr. Fritz Redlich, who, as you recall, was once upon a time chairman of the Department of Psychiatry, and later Dean of the Yale Medical School. He was kind enough to accept me into the residency program. To my surprise, however, the situation at Yale was not very different from Mount Sinai. As I sat in the midst of my first teaching conference at Yale, presided over by the famous Jules Coleman, and the resident presented a schizophrenic patient, I proposed that instead of treating this young woman just with psychotherapy, we might want to give her some chlorpromazine. Jules Coleman just stared, but one of my fellow residents, who later became a good friend, turned to his neighbor and said, “This guy is for the birds.” That was the attitude. Things got even worse when I became a resident, and later chief resident of the Yale Psychiatric Institute, where to the consternation of everyone, I suggested that the era of neuropsychopharmacology had arrived.

SB: Was Danny Freedman there at the time?

TD: You know, there was a peculiar dichotomy in many departments of psychiatry, not just Yale, but Stanford, Harvard, Columbia, and elsewhere. People interested in biological psychiatry could do anything they wanted to do in the lab but that was not necessarily acceptable in the clinical arena. Danny was very ambivalent about whether to start a career in clinical research or basic research. Eventually, he left Yale and spent about two years in the intramural program at NIMH. When he came back he stayed in the lab and I stayed in the clinic. Whenever a new drug came out he studied the mechanism of action and I started to do clinical trials. At some point we did an open trial on amitriptyline and after it appeared fairly effective, I suggested to my residents that we should do a controlled clinical trial. Even though they felt that they were being forced to use drugs, they declared that it was immoral to start a controlled clinical trial, because it would deprive patients of the benefits the drug might provide.

SB: I assume the reason Danny came back and you were able to run a service, with what appeared to some colleagues as a rather untraditional approach to the management of psychiatric patients, was that Dr. Redlich was able to embrace both sides?

TD: Redlich believed, quite correctly, that every language ought to be spoken and all flowers should bloom. He actually enjoyed the dialogues and the disputes among us, feeling that this provided an intellectually stimulating climate, and it did. This was indeed one of the hallmarks of his leadership style.

SB: Let’s talk a little bit about the research that you have carried out over the years.

TD: Well, I started in New Haven looking at schizophrenic patients. I was particularly interested in the long-term effects of psychotropic drugs after the patient left the hospital and when adherence was no longer ensured by nurses and doctors. Of course, it turned out that the compliance was absolutely miserable. And there was little to be gained unless patients could be persuaded to adhere to a maintenance regime. As you are aware, the resistance to drug therapy at the time was not limited to patients, however. Many psychiatrists felt drugs were ineffective and deprived the patients of the “real” treatment, i.e. psychotherapy, as did the rest of society. So it was difficult to persuade patients to take medications until the public-at-large had a better understanding of the value of pharmacologic treatment, and it was also accepted by the medical profession. In an attempt to overcome this attitude, I started a joint patient/family psycho-educational program. In the course of studying a host of antidepressant drugs I discovered to my consternation what a bad idea it was to combine a monoamine oxidase inhibitor with certain other drugs, particularly amphetamine, as it produced a spectacular rise in systolic blood pressure. Although the inpatient service I directed at Yale New Haven Hospital had only 30 beds – it expanded several years later – we did a large number of clinical studies.

SB: Do you think the side effects of these drugs contributed to poor “adherence?”

TD: Absolutely. More patients were willing to take drugs and tolerate their side effects when they felt sick, but became less cooperative once they felt better. But then this change in attitude can be observed in other medical conditions as well. Having to take medication tends to be disturbing to one’s self-image. It is a constant reminder that you are impaired or weak, as it were. Perhaps you remember the famous study of mothers who were told that their children could be protected from the cardiac damage caused by rheumatic fever by giving them flavored oral penicillin – which is obviously not a psychotropic drug – and six months later, over 40% of them were noncompliant. So we cannot even say that inadequate adherence is typical only of psychiatric patients.

SB: So you left Yale then, in?

TD: 1973.

SB: To become chairman of the Department of Psychiatry at the University of Pittsburgh.

TD: Yes, I left because I wanted to develop a department that would be dedicated to clinical research, not to the exclusion of basic research, but where clinical research would have the highest priority. I had a large number of my colleagues from Yale accompany me, which made my task easier. My former colleagues at Yale were also pleased, because some of the people who left with me were viewed as obnoxious. Together we established the department, which I had the pleasure of chairing for nine and a half years.

SB: People that are now in the ACNP whom you took with you include David Kupfer.

TD: Right.

SB: It must have really been a challenge, as chairman, to essentially build a department from scratch. So, how did that progress, in terms of doing what you had in mind?

TD: My view was that clinical research will never stay in the forefront unless it is backed up by a solid neuroscience program. That however could not be my agenda for the first five years, but it became my agenda in the second five years. Then I realized that unless the medical school improved further our own efforts would fail.

SB: So you took a different job?

TD: Yes, the Chancellor proposed that I head up the health sciences. I accepted his offer, but at his request I remained director of Western Psychiatric Institute and Clinic. My life had changed, but I continued to be very interested in psychiatry, managed to keep up to date with developments in the field, saw a few patients, and did a little teaching. I eventually had to stop because in addition to dedicating myself to improving the medical school and the other schools of the health sciences, I also became the President of the Medical Center.

SB: As Senior Vice Chancellor for Health Sciences at the University of Pittsburgh, you then had the opportunity to begin to build the basic science arm, as well as the clinical arm, and then to link the two of them.

TD: Yes. I think they are probably better linked here than at many other universities. In order to strengthen neuroscience in the Faculty of Arts and Sciences, I helped the university to establish a Department of Behavioral Neuroscience, and Ed Striker became the first chairman. You probably know him.

SB: Very well. And that comes under the medical school or the graduate school?

TD: The Faculty of Arts and Science. I felt strongly that all of the university should be involved in neuroscience, and the best way to accomplish this for the benefit of both the Medical School and the Faculty of Arts and Sciences would be for them to recruit jointly and offer joint appointments to encourage collaboration throughout the campus. Indeed, in a relatively short time, a strong interaction developed between the departments of Behavioral Neuroscience, and the School of Medicine’s Departments of Neuroscience, Psychiatry, and Neurology. I assisted with the recruitments, hoping to select not just creative scientists, but ones who were not territorial and wanted to cooperate. Today about two-thirds of all recruits in the neurosciences have joint appointments in departments and schools of our university, which I believe is the future, since no department, or even school today, can be its own university.

SB: So, translational research was something that you had in mind all along when you began to set this up.

TD: I might add, of course, that a medical school is not a national science foundation. No matter how seductive we are, how well we teach, and what good role models we are, 80% of our graduates are going into private practice and it is important that we teach them how to remain up to date and to evaluate what they do.

SB: If I remember right, looking at the recent statistics of the University of Pittsburgh, the Department of Psychiatry now has more grant awards from the National Institutes of Health than any other department in the country.

TD: But that is strictly David Kupfer’s fault.

SB: However, you brought David Kupfer when you came, so . . . 

TD: Yes, but one cannot take credit for what others have accomplished.

SB: If you take responsibility for recruitment and have an eye to pick the right people, some credit is due.

TD: Perhaps what is most important is that the whole medical school has improved. You probably recall from one of your earlier visits that it was not very distinguished and ranked very low in federal funding, but now it is in 10th place. It is not as good as Yale, maybe never will be, but it’s okay.

SB: Well, you keep us working hard. Tom, let’s talk about the future for a moment. You’ve lived through some remarkable changes in the history of neuropsychopharmacology and the treatment of psychiatric patients. What do you see coming down the road?

TD: Well, I believe that rational drug design will eventually replace what has been a rather serendipitous way of finding new drugs, but I am not persuaded we are there yet. We will probably be able to design drugs that are cleaner in their mode of action. 

SB: In terms of side effects?

TD: Not just in terms of side effects, but affecting the central nervous system a little more specifically than the so called dirty drugs we have today. Our hypotheses are often based on one receptor or one neurotransmitter and revised again as new receptors and neurotransmitters are identified. What concerns me, and we have talked about this in the past, is that just when a host of new biologic entities are ready to come down the pike the federal government, dedicated to a short term science policy, has stopped supporting training programs for clinical pharmacologists, who are also trained in molecular biology and genetics. I believe it should be one of the goals of the ACNP to campaign to ensure that we have an adequate number of clinical pharmacologists.

SB: So you’re proposing that there be support for the training of these individuals, as well as research support to carry out the investigations?

TD: Correct, but I think the training of this new type of clinical pharmacologist is a very urgent national task.

SB: You get no argument from me on that. 

* Thomas Detre was born in Budapest, Hungary in 1924, and received his MD from the University of Rome School of Medicine in 1952. He trained in psychiatry at Yale from 1955 to 1957, and served as a member of that department until 1973, when he became chairman of the department of psychiatry and director of the Western Psychiatric Institute at the University of Pittsburgh. During his tenure at the University of Pittsburgh he rose to the position of Senior Vice Chancellor for the Health Sciences as well as President of the University of Pittsburgh Medical Center.





