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FREDERICK K. GOODWIN

Interviewed by Thomas Detre

San Juan, Puerto Rico, December 10, 1996

TD: Good evening.  I’m Thomas Detre and I have the privilege of interviewing one of my distinguished colleagues, Dr. Fred Goodwin,( who has played such an important role in the development of psychopharmacology in the United States and in the world.  But, before we get to psychopharmacology, I would like to know how you got into medicine.
FG: I was in philosophy and I liked the intellectual discipline but I didn’t like how quiet it was, spending time in the library, so I thought medicine would be more active.  Also, my mother, who was a psychiatric social worker, always wanted to be a doctor, and had she been born twenty years later, probably would have been a doctor but, in those days, women in medical schools were not very common. Part of her wish to be a doctor rubbed off on me. I went to medical school and was slated to be a surgeon, because I like to work with my hands. But one afternoon, in my senior year, when I was not finishing my work with pre- and post-operative patients sufficiently fast, one of my professors of surgery, the same Ted Cooper who went to the Heart Institute and became Assistant Secretary of Health asked, “What is the matter? You are a good student and you’re good in the operating room, so what’s the matter”?  I said, “Dr. Cooper, I have no idea”.  He said, “Let me sit in with you and see if we can figure it out”.  So, he sat in with me and at the end called me into his office and said, “.I think you should be a psychiatrist”.   I was crushed.  At that time, psychiatry, at least in medical school, was not very intellectually interesting. It was at the beginning of a transition from the dominance of psychoanalysis into some kind of rough empiricism but nothing intellectually interesting. He explained, “I listened to you and to the patients and you were learning more about them in a few minutes than I did from knowing them for years; you would be frustrated as a surgeon, because you’d never have a chance to get to know your patients. You’d never have a chance to really talk to them”.  So, I took a mixed internship that gave me exposure to psychiatry. I still did not decide on psychiatry until late in the fall and the residency at Yale was too late to apply to. Instead I applied at Chapel Hill which was a good move because I met Morey Lipton and Art Prange there.  And, that was the beginning of realizing there was an intellectual basis to the new psychiatry.  

TD: The beginning of biologic psychiatry.

FG: The very early sixties was just the beginning of the psychopharmacology revolution. What had been an empirical fact these drugs had effects began changing psychiatry with the realization perhaps they were clinically specific and you might make theoretical conclusions about mental disorders from studying their mechanism of action. So I got interested in learning more about them from Morrie Lipton, a distinguished past president of this organization. It was a great blow to all of us when he died a few years ago. Morrie used to give conferences, in which he talked about the brain and the mechanism of action of drugs.  Then, I decided to apply for a clinical associate position at the NIH but, at the time, I was still primarily interested in what I had found most interesting during my residency, which was the “family dynamic theory” in the etiology of schizophrenia. Lyman Wynn, at the NIH, was the principal investigator for this kind of work on family communications and how they might contribute to paralogical and psychotic thinking in schizophrenia. So, I went to my interview with Dr. Wynn but, due to a mistake, he was out of town.  The secretary felt sorry for me, having come from Chapel Hill and looked around to see who was available. And a young man, named Biff Bunney, was the only guy who had time to talk to me. I went into the interview with Biff and I became very excited because he was bubbling over with enthusiasm and energy. He was interested in me because I had worked in a biochemistry lab at NIH during summers in medical school and published two or three papers. Biff was beginning to convert his clinical interest in depression into an emerging biology and was looking for people who had some background in that area.  So we hit it off very well.  I was slated to work with Biff and Jim Mass, another important figure in this organization, who also passed away a couple of years ago. Then I got a call from Jim saying, “How would you like to come to Bethesda this July”? It turned out that Joe English, who was a clinical associate at the time, had gone to the Peace Corp and decided he wanted to stay rather than return to Bethesda.  So a spot opened up, unexpectedly, and I had to make a decision, did I stay in residency or go to Bethesda.  I think I made the right decision when I went to Bethesda without completing clinical training. We learned later that many of the people who came, like Dennis Murphy and Bob Post, before they completed residency, were more likely become full time researchers than those who had already become experts in the clinical field.

TD: Experts, licensed to do something else. 

FG: The NIH intramural program has done quite well over the years with people who were not completely trained when they got there, some of us with one year, some like Dennis Murphy, with two years of residency. They’ve also done well with people who were completely trained. I picked up additional training at NIMH and through programs at George Washington University, and the Washington School of Psychiatry where I continued psychoanalytic training, which was still the dominant intellectual tradition at the time.  When I got there in the summer, NIMH was still a part of NIH. It was also before the days Biff had his small group that was to include me, Jan Fawcett, Will Carpenter, Dennis Murphy, and a little later, Dave Janowsky, all of us working in one converted seclusion room. John Davis was there as well, and all of us in that original group stayed in research and are still active. Biff made sure each clinical associate took up a project that was ongoing so they could get the feeling for data, preparing data analysis for publication, mid-stream. We picked up a project that someone else had left but definitely on its way to being completed. Then, he’d give each of us a project that was entirely our own from the beginning.

TD: That you chose or were given to you?

FG: Chosen from a pre-selected list.  I later learned, as I became a mentor over the years, that it was important not to leave people totally free floating and undirected.   

TD: And each clinical associate was assigned a mentor?

FG: They were assigned a mentor but the group was small enough that Biff was mentor of research for the entire group. The NIH is a very unique organization; you can go down the hall and find an expert in just about anything. So we were all influenced by Julius Axelrod and Lyman Wynn. Bill Polin was doing some of the best twin studies at NIH in those days. There were several distinguished early behavioural geneticists in the laboratory of psychology. And, we had weekly research meetings. They were like Grand Rounds and intellectually stimulating.  Jack Durell was there, running a program. There were so many bright people it’s hard to say how much you learned from one segment or the other. And everyone was very competitive.  The area I chose to do my research was lithium.  It was brand new to the United States, and Biff had figured it was going to be of great importance. One of my patient’s was on lithium  and I felt  both the patient’s depression and mania was getting better, which was counter to the prevailing wisdom of the time; the amine hypotheses were dominant and it was incomprehensible to have a substance that combined antimanic and antidepressant effects.

TD:  Where did this lead to? 

FG: To a double-blind controlled trial to determine whether or not lithium was an antidepressant.   We were the first to report, in a controlled study,, the antidepressant effects of lithium, which was used as an anchor for the hypothesis that depression and mania were different facets of the same physiology. Now, in the light of hypotheses about the role of the phosphoinositol cycle in signal transduction, we are starting to understand how this could happen. At the time, I didn’t even know the catecholamine hypothesis that well, because I had come with an interest in schizophrenia. If anything, I was more interested in psychodynamic issues than in biology.  Moreover I wasn’t trained well enough clinically to completely trust my own observations. Perhaps there was some stubbornness in me that forced me to continue making observations and figure out how to structure a study to test it. So, Biff, Jan Fawcett and John Davis designed a study where we could look at independent blind ratings by nurses and found that lithium had antidepressant effects.  They were more often observed in the cyclic patients.  We didn’t have the bipolar versus unipolar distinction; we had cyclic and non-cyclic depression.  Cyclic depression could have been unipolar or bipolar; like the Kraepelinian distinction. We found that cyclic depressed patients, regardless of polarity, responded to lithium. We also found that lithium response occurred over a longer time frame, but by using an intensive on and off design we could rule out spontaneous recovery.  That was my introduction to research.

TD: Would you move to the next step in your research?

FG: The next step was driven by the environment in which we lived. Biff became very interested in direct methods for testing the amine hypothesis, so all of us got involved in using probes for testing hypotheses. I became involved in research with L-DOPA and was the main investigator in our first L-DOPA study for which we received the Bennett Award.  We used the system that Biff and David Hamburg built to assess patients on a daily basis by trained nurses with inter-rater reliability. We were doing something for which there weren’t accepted statistical methods for the analyses of data, but it suited the intramural environment. From L-DOPA, we moved to studies with α-methylparatyrosine and parachlorophenylalanine. Later, when I had my own group, we did, with David Sack, studies using dopamine beta-hydroxylase inhibitors to separate the dopaminergic from the noradrenergic contribution to mania. By using fusaric acid, a potent dopamine beta hydroxylase inhibitor we got findings which indicated that dopamine had more to do with the psychotic element of mania and norepinephrine had more to do with the mood element. So we would do something and move on. But we never moved away from the methodology; the daily ratings and careful longitudinal observation.
TD: There were some changes in your administrative responsibilities in time? 
FG: My mother influenced me toward medicine but my father was a career government executive. He was one of Roosevelt’s brain trust, who had a leading role in establishing the unemployment insurance system, so I’d grown up with that culture as well. I had a family connection to policy issues and that, plus my background in philosophy, began to show itself even while I was a working scientist. When Herb Pardes came as director of NIMH, he gave me the opportunity to be Director of Intramural Research and that tended to be a science policy job for NIMH, broader than just directing the intramural program. In that job I became very interested in policy. It was tremendously gratifying to provide leadership for the intramural program; I was able to develop and make laboratories available for many of the people who have gone on distinguished careers, like Steve Paul and a host of others. Judy Rapoport and Danny Weinberger had their own laboratories; Tom Wehr his own branch, and Phil Gold his own section. It was a time of changeover and growth in that program. I was getting very interested in matters that had more to do with national policy. The biggest change was when I left what was the best job in the field to take one that might be considered risky for a scientist, which was Administrator of ADAMHA, a political job. Just like my father, a career executive who had become an Assistant Secretary of Labor under Kennedy and Johnson, and had to step back later, in the Nixon administration. It’s the same thing I did, but under different circumstances. When I took the ADAMHA job, a presidential appointment, it was a dramatic change because I was able to bring some scientific background to a position that had been uneven about science after Jerry Klerman’s departure. I tried to bring that image back to the ADAMHA by working on special issues.   

TD: You were looking into the drug design issue, right?

FG: Right.  

TD: You started the drug discovery program?
FG: What has now become the NIDA program. We had Don Klein as my science advisor for a couple of years; it was a very active time and I remained at ADAMHA for a little over four years. I was also able to bring more resources into the fight against animal rights and I crossed swords with the Church of Scientology many times, which I paid a price for later on.  It was a wonderful four or four and a half years made special because I had such a fantastic deputy in Bob Trachtenberg, a lawyer, who while not scientifically trained, had a great appreciation and respect for science. He used his extensive experience in government at high levels to nuture science and protect it
TD: And, then?

FG: The low point of my career occurred when I was giving informal remarks to the Mental Health Council, after a night of sleep deprivation.  My wife’s mother had a stroke and we were up all night trying to figure out how to get my wife to Minnesota to be with her.  And, as I walked into the NIMH Council, Allen Leshner the acting director said, “Would you please talk about the secretary’s violence initiative”?  I said, “Sure” and gave my normal report. Everything was going fine until I remembered something a colleague, Mark Linnoila, had told me two days before about some very exciting research on primates. I started talking about that and said something to the effect that half the young male monkeys, when put in the natural environment,   ended up dead while the half that survived became well functioning adult primates. It was interesting because the least and most aggressive died, while the ones in the middle did well. I hadn’t thought about what connections it made, clinically. The people there who heard me didn’t think anything was wrong, except for one employee. When it was printed after somebody leaking it to the press, it didn’t read right, even to me. I said something like, “It seems what might be happening is we’re beginning to lose some of the structure society provides that keeps mankind civilized and maybe, in some of the inner cities, we’re losing some of that structure”.  The comment that really got me in trouble was; “It’s not surprising some people refer to the inner cities as jungles” I’d heard Spike Lee on the radio, the day before, talking about the jungle and the problems it represented in the inner city. But I wasn’t thinking about race at all.                              TD: It was inferred to be a racist comment.
FG: Yes, it was. One of my black friends told me, “You’re so color blind you don’t even hear that but if you had a trace of racism, you’d be more careful and wouldn’t say it.” One of my best defenders listened to the tape because he wanted to hear how it sounded, and said, “This sounds like Fred talking carelessly about animals, but when he talks about animals he’s always thinking of connections”. One of my assets has always been to do that.  

TD:   You looked on this as an animal model to help understand human behaviour.
FG: Yes, but I wasn’t careful. In retrospect, I shouldn’t have been thinking out loud in that setting. That’s the kind of thing you would do in a lab group but I do think sleep deprivation played some role. Anyway, we don’t have enough time to describe what happened after that; essentially a series of events led to my stepping down from ADAMHA.  It was not automatic, by the way. It was only when a member of a congressman’s staff lied to the black caucus that I had been refusing to take the congressman’s calls that changed the outcome. I had already apologized and everything was settled down. I was staying as ADAMHA administrator; Lou Sullivan and I had agreed that was the best way to go and that’s what the White House wanted until that staff member lied. She turned out to be a close friend of the number one anti-psychiatrist in the country. He’s a psychiatrist who thinks mental illness is a myth and that all we do is poison people with drugs. He’s also affiliated with the Church of Scientology that I had antagonized. This woman also got staffers from Kennedy’s and Dingle’s office to sign a letter, for which Senator Kennedy later apologized directly. Then, of course, Louis Sullivan the African-American Secretary of Health, a Republican, was in a very embarrassing position. He had been a very good friend and supportive in the animal rights issues and a number of other things. I felt the situation kept him under political pressure although The White House did not want me to resign and I was a presidential appointee. But I realized it was very awkward for Lou Sullivan and knew I was probably going to leave NIMH a few months later with the reorganization already on the books to bring the Institutes back into NIH. So, I decided to step down. Some people say it was a mistake because, when I stepped down, it looked like I was admitting that I had done something wrong. Two or three months later, when I was working with the local DC community and with the DC city council, I visited the DC jail at their request, to talk about how NIMH could help with violence research. I was feeling the thing was behind me when a very favorable editorial in the Washington Post said, “Fred, you know, you’ve really made lemonade out of a lemon”. Sometime later I was sitting in New York with my wife one week-end and when I saw in the New York Times that the University of Maryland was sponsoring a conference on crime I said, “Can you imagine anyone being so naive as to call a conference, The Crime Gene. That’s so provocative, particularly, in the environment I stirred up”.  I turned to Page A6 and there’s my picture with my comments quoted by the same anti-psychiatrist, who had been conducting the scientology campaign against me. My remark, of course, wasn’t about genetics it was about the environment. That’s the first time I felt out of control.  And, that’s the first time I decided I didn’t have the genetic vulnerability for depression because I wasn’t getting depressed!
TD:  Instead, you started a new career.

FG: I served at NIMH for two more years and contributed a fair amount to the task force on mental health and health care reform.  We got out the data on efficacy, but I did feel that with the change of administration and the hangover from that gene conference I was no longer well respected throughout the new department leadership. So that’s when I started my new career at George Washington University. I’m dealing with many of the same issues I dealt with in the government, with substantially fewer resources but with more freedom. The biggest problem in the new position is that, after 34 years of government, with the last twelve spent in high intensity jobs where everything was made to seem urgent, it’s very difficult to decide what’s important when nothing is urgent.
TD: That’s a very interesting point.

FG: I did well in those jobs because I put my own priorities aside and responded to the needs of the organization, its constituencies and the people above me. I was good at that, so all of a sudden, to be in a position where I have to decide what’s important has been a tough adjustment.  But, I’m getting there. We’re looking at managed care issues, how to preserve innovation in the face of guidelines that operate like cookbooks. I testified on the Hill about FDA reform; we got into the issue whether the FDA was pushing too far in considering dissemination of off label information as advertising, if the information was in peer reviewed papers.  I have a person with me on sabbatical from the NIH, Suzanne Hadley, who was very much caught up in science misconduct and feels it should be dealt with by pro-active education rather than policing it. We’ve begun to write some pieces; that it is not wise to create a big science police force, raising the question of how big is the misconduct problem and would it justify a science misconduct apparatus, that once established, had to find problems to justify its’ existence.  We’re holding a conference on that, down the road. We are co-sponsoring a conference with The Media Center in Washington for reporters about brain, science and the biology of behaviour and how the genetics of behaviour translates into something the public can understand but is not frightened by. 

TD: There’s an old saying that, “The best victor of tomorrow is the victor of yesterdays”.  You have been a productive person your entire life and your productivity will continue unabated for many years to come.

FG: I’m hoping so and I have a young colleague now who has opened up possibilities for me to continue in my field of bipolar illness. Kay Jamison and I are considering a second edition of our book on manic depressive illness and I am doing some writing for the general public. My wife said I look happier than I have in many years.  She gets to see more of me than she did before.  And I have two new grandchildren. 
TD: Since you were a high-ranking official in government, the role you could play in the ACNP was somewhat limited.  But, you’ve been a very active member. 
FG:  I joined ACNP quite early and in the late sixties or early seventies became a Fellow. In the beginning, when I was a working scientist, I was active and headed the committee on Problems of Public Concern. I was on the credentials committee and the membership committee and had a couple of other committee assignments. As it grew up to the point when it might have been appropriate to be on the council or an officer I was in the kind of positions where I didn’t feel it was appropriate to mix my government role with leadership in the organization.  Now I don’t have that conflict I find myself getting back interested in the policy areas of the organization and may see if there are people interested in supporting me for council membership.  I’ve watched this organization grow and get uncomfortable when people say basic science is the source of everything. Much of what we understand about the synaptic connections of the central nervous system came out of efforts to understand how imipramine worked. It was the effort to understand how psychoactive drugs worked biologically that was a major driving force in the evolution of functional neuroscience. The meetings have grown and grown and I worry they are getting too big. But, I’ve never missed any of the annual meetings in thirty years and I never learn at other meetings as much about my field and the people in it as at these meetings. When I come to the meetings in December, it’s also associated with a lot of sadness because of some of the people who aren’t with us anymore, like Danny Friedman and Morrie Lipton. 
TD:  You come partly for the camaraderie.
FG: When I was a young scientist it meant a lot to have drinks with Danny or go out for dinner with Morrie.  I remember the enormous influence those men had on me. It was very subtle and it wasn’t just about what they taught me about science. These meetings were structured as informal interactions around the pool, in the hallway, at the restaurant as much as what the scientific sessions were about.  It’s important the meetings don’t get so big they become only a place where people sit around listening to lectures because it wouldn’t be ACNP any more.  I love this organization.  

TD: Thank you very much.

( Frederick K. Goodwin was born in Cincinnati, Ohio in 1936





