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WALTER A. BROWN

Interviewed by John F. Greden

Scottsdale Arizona, December 9, 2008

JG: Good morning.  My name is John Greden and today is December ninth, 2008, and I am here on behalf of the ACNP interviewing Walter Brown.(  We are at the ACNP Annual Meeting in Scottsdale, Arizona.  Walter and I have known each other for a number of decades. What I would like to is walk you though your life chronologically. Tell me first where you were born and about your background?

WB: I was born in Manhattan, New York City, and lived there until I was about seven years old. Then we moved to Westchester County, so I grew up in the suburbs of New York.  I went to local public schools and did my undergraduate degree at Hamilton College in Upstate New York.  Then, I went to Duke University for my MD and following that I was an intern in 1967 and 1968 at George Washington University Hospital before doing my residency in psychiatry at Yale.

JG: That was a very prominent time for Yale in psychiatry. You were there during some halcyon years.

WB: Ted Lidz had just taken over as Chair from Fritz Redlich and Mort Reiser came while I was a resident. I split up my residency with two years at NIH, for which I got one year of residency credit.
JG: You have done a number of very important things, but how did you start to get interested in neuropsychopharmacology?

WB: I was interested in how the brain works and particularly in what was going on in the brain during certain psychological states. When I first started doing research, in the last year of my residency, one of the leading approaches for getting at brain mechanisms was the so-called neuroendocrine strategy. Radioimmunoassay had just become available and you could measure blood levels of pituitary hormones. A handful of people felt that measuring things like growth hormone (GH,) prolactin, and cortisol would be a window into the brain. So, that’s how I started and I did my first study in the early seventies while still a resident. Then, I continued with my research as a Fellow at Yale, looking at cortisol, GH and free fatty acids (FFA), which reflect peripheral norepinephrine (NE) activity during experimentally induced specific affective states. We used films to make people anxious, angry or sexually aroused, put catheters in their vessels, drew blood and measured all kinds of stuff. 
JG: We’re still using some of those strategies. You have also done some early work on pain. Were those linked with this exploration?

WB: Not really. I did a pain study while I was still a medical student. Now you asked the question makes me think they were linked but I didn’t see that at the time.

JG:  What did you do after residency?
WB: I did a Fellowship in neuroendocrinology supported by the Foundation’s Fund. It was a two year Fellowship I spent doing the research I previously mentioned. It was at that time I learned how to measure FFA and so forth. I spent the second year working with Dorothy Krieger at Mount Sinai Hospital, one of the leading centers of endocrinology, commuting from New Haven down to New York everyday, which was quite a commute. I spent the whole year in her lab learning neuroendocrine techniques. She was very interested in the ACTH-cortisol relationship and I worked with her on that. Although I didn’t learn all that much it did provide me with a kind of neuroendocrine credential and she was quite supportive of my later grant applications.  I also visited Bob Rose who was at Walter Reed, doing work with GH.   

JG: He did some research with air traffic controllers?
WB: Yes. I was also in touch with John Mason who was originally at Walter Reed and then came to the Yale department. Seymour Reichlin, who was not a psychiatrist but involved in basic neuroendocrine research, was a distant mentor. I used to talk to him about research and somehow got connected with him. He was very supportive and helpful. George Heninger at Yale was also a mentor and I came to ACNP meetings as his guest. I worked closely with him initially on my research projects.

JG: Some of your mentors at Walter Reed were there during the time I was. There were not as many people involved in neuroendocrine research in psychiatry in those early years. 
WB: Right, there were very few.

JG: During your residency you won the Seymour Lustman Award didn’t you? Do you remember the research you got the award for?

WB: I am not sure, but I was the first recipient of that award. I was probably the only resident doing research so I can’t claim I did anything outstanding.

JG: Did you start off in the neuroendocrine arena with any hypothesis, or were you trying to learn a strategy?

WB: I was trying to learn a strategy. Our ideas about what these endocrine measures were going to tell us were extraordinarily naïve at the time. But one of the ideas I had was that we could demonstrate differences in brain activity associated with different affective states. I also wanted to learn strategy and was interested in higher brain regulatory mechanisms for the endocrine system; that was the reason I started looking at the relationship between dopamine (DA) and GH. I also did studies on drugs with fairly specific and well defined effects on neurotransmitter systems in the endocrine system. So, I was interested in both the output as well as what might be going on in relevant brain sites that produce changes in endocrine activity. 

JG: What were some of the challenge drugs you were using to understand underlying mechanisms and as a potential window into the brain?

WB: I used apomorphine, a dopamine receptor agonist, in rat and in human studies and looked at growth hormone and cortisol responses. I also used methylphenidate and amphetamine as challenges. There was a period from about 1975 to 1985 when I was looking at the effect of psychotropic drugs on the endocrine system, not as much to identify basic brain mechanisms, but to see what these drugs were doing to hormones, and if that had clinical implications.

JG: Were you working at the time with normal volunteers, patients, or both?

WB: Initially, I worked with healthy volunteers. 

JG: So, you were trying to clarify some of the underlying mechanisms in the brain?
WB: Yes!  In collaboration with Harbans Lal at the University of Rhode Island, we did studies in rats, looking at provocative stimuli to prolactin and growth hormone. 
JG: In many ways you were doing translational research, working in animals and wondering how those results translate into patients. Did you accomplish that? 
WB: I am very much drawn to the idea of trying to uncover basic mechanisms. So, the answer is probably yes. I have tried to do all of those things, working on animals, normal volunteers and patients, sometimes simultaneously but certainly not always successfully.

JG: How long did you stay active in laboratory work throughout your career?

WB: I started in about 1972, and probably continued for twenty years. That would be a fair guess.  

JG: Do you remember the first time you presented a paper at a scientific meeting?

WB: I am not sure I have it quite straight but I do remember going to London to present a paper at an obstetrics and gynaecology conference.

JG: So, it was a presentation at an international meeting. What was it about?

WB: While I was working at NIH I had done studies in psychosis during pregnancy and I presented our findings.   
JG: Was it a good experience?

WB: Yes, it was very exciting. 

JG: Let us go back to the neuroendocrine story. At the time you started there was a lot of emphasis on possible laboratory correlates of depression. Do you want to reflect on that? 

WB: When I read the work of Barney Carroll and his associates in 1976, that galvanized my interest, and the first clinical research I did was to try to replicate those findings with the dexamethasone suppression test (DST) in depression. So we were the first group to replicate Carroll et al’s work. 

JG:  I remember it!

WB: We replicated it down to the last detail. We had about a forty percent abnormal DST response in depressed patients, and none in our non-depressed comparison group. It was the first research ever done at the VA hospital in Providence and that started me on a decade of work on the DST. I was very much taken by the idea this might be a diagnostic test for depression.  But, I diverged from Carroll’s group by being interested in how depressed people who were abnormal on the test differed from those who did not have an endocrine abnormality. But then the DST was thrown out with the bath water, it was abandoned much too abruptly. I still think there is probably a sub-set of depressed patients who have pituitary – adreno-cortical abnormality. I believe there is some value in those measures in depressed patients, but people have gone on to other things.

JG: It is one of the better documented neurobiological parameters associated with depression but its translation into clinical practice became too much of a hurdle. 

WB: Absolutely!

JG: You also had a moderately influential letter to Lancet where you talked about possible treatment response associated with DST abnormality?

WB: We thought people who were abnormal on the DST, might respond to a different class of antidepressants than those who were normal. The idea was that antidepressants primarily affecting NE would be effective in people who were DST non-suppressors; whereas those drugs affecting serotonin might work better in suppressors. It was based on a study with a small sample size. I don’t think our findings held up, but what has held up with respect to treatment response, is the notion that people who have excessive cortisol secretion, DST non-suppressors, don’t do well on placebo. That has been replicated many times. 

JG: I don’t know whether that led you into studying placebo mechanisms, but you have stayed in that area of research for a long time. Could you talk about that?

WB: I backed into placebo research. Mihaly Arato joined me for a short period and we were looking at treatment outcome in DST suppressors and in non-suppressors using data from  clinical trials conducted by Ram Shrivastava’s in New York and Providence in patients who were randomly assigned to receive fluvoxamine or placebo. The idea was to look at whether DST non-suppressors and suppressors differed in their response to fluvoxamine. As it turned out they didn’t. But they differed dramatically in their response to placebo. The suppressors had about a fifty to sixty percent placebo response rate and the non-suppressors placebo response rate was close to zero. It was Mihaly who noticed that in the data.  So, that got me interested in the placebo response in relationship to pituitary-adrenocortical measures and in placebo research in general. Although, I have written a good number of papers that deal with placebo, most of my writings in this area are not based on our original research. 

JG: So, it started with the research you did with Arato. Wasn’t he Hungarian? Do you recall when you and I were actually in a meeting in Budapest in the 1980s?

WB:  It was a meeting of the World Psychiatric Association. I remember it very fondly!

JG: Let us shift to another area of your interest, suicide. 
WB:  I was involved with collaborators at Brown, looking at the extent to which depressed patients with pituitary-adrenocortical hyperfunction may be at risk for suicide. We have a large psychiatric hospital in Providence called Butler Hospital that started doing DST on all their admissions. So, we had a large database to sort out whether pituitary-adrenocortical hyperactivity had any relationship to suicide risk.  And we found it did, as have Coryell and others. One of the ideas about suicide that has been around for a long time is that depressed patients are at heightened risk for suicide in the early stages of recovery because of their increased energy to act on suicidal impulses. I was interested in how that idea came about and we were able to trace it back to Benjamin Rush and Kraepelin, who both had patients who committed suicide just as they looked better. That doesn’t mean people are at any particular risk for suicide when they start to get better, but it means it can happen. There is no direct data tracing suicide in relation to symptoms during recovery, but looking at epidemiologic data one sees the rate of completed suicides is higher before people begin treatment. So, we wrote a paper about this and it is  coming out soon. It is interesting how certain ideas get passed around and accepted as received wisdom, even though they may not be true.

JG: You also have had some interest in whether adolescents or young adults are at special risk if they are being treated. Would you like to comment on the current controversy in this area, the black box warnings about prescribing some drugs for that age group, and give some advice to the field?

WB: I would love to be on record about this!  I think that the black box warning is ridiculous!  It largely came out of political concerns and a desire on the part of the FDA to assuage the concerns of people who had family members who committed suicide while on antidepressants.  The data do not support the notion people kill themselves because of the things antidepressants do to them. The whole idea is bogus!

JG: Thank you for sharing this with us because suicide is a risk associated with depression more than with any other diagnosis, and the worst approach to enhancing suicide risk is not treating depression.

WB: Right!  There are lots of irrational things that go on and this is one. 

JG: During your activities you have worked with a number of students and mentees.  Would you like to comment about your experience with them?

WB: Working with students is a most gratifying experience. I have worked with a good number of medical students, residents and did research with them. I have also worked with a good number of psychology interns at Brown, who then went on to do research related to the areas that we were working on. I did studies on testosterone and behaviour and a number of our students continued that research. I have always valued collaborations, both with peers, with my own mentors and with younger faculty.  

JG: It dawns on me, as we have been talking, that we still have to walk through your different appointments after your residency. 

WB: After my Fellowship at Yale from 1972 to 1974, I joined the faculty at Brown Medical School and have been there ever since. I went up through the ranks, starting as an assistant professor and, then, became a full professor in due course. I was at the VA, one of the Brown affiliated hospitals, but I left the VA in 1995 and joined the part-time faculty at Brown, which I continue to be on. In 1997, Gregory Oxenkrug asked me to help teach the residents at Tufts where he had moved to from Brown and I started to do that. So, I am now teaching part-time, both at Brown and at Tufts, Saint Elizabeth Medical Center in Boston. In the middle eighties, I also started a parallel career in clinical trials. 

JG: Clinical trials?
WB: It is a commercial endeavour. I started a free standing clinical trials clinic first, but then it became a multi-center organization. I never put as much time in that as into my academic work, but that certainly is a parallel career.

JG: You watched, I would guess the department of psychiatry at Brown University and specifically at Butler and the VA in Providence during the years you have been there. Do you want to reflect on that? 

WB: I think of Brown as a new medical school although other people think it has been around for a long time. It really started in 1975 and I was one of the first faculty members in the department of psychiatry. I wasn’t the first, but I was in the first group of full time faculty members. That was one of the reasons I went there. I thought it would give me freedom to pursue things I might not have had in a more mature setting, like Yale. Brown changed dramatically during the years. We have now more than one hundred faculty members; at the time I started we were just a handful. In those early years I was always on search committees looking for people, because I was one of the few faculty members.  There was very little research money at Brown at the time; now there is a substantial amount and the department includes several hospitals. The residency program in the early years was quite weak. In the 1980s we had so many problems recruiting residents that, at one point, I suggested we delete the residency program and focus on medical school education and other things. But then we got a new residency director and things started to turn around; now it is a fantastic program. We are getting great residents and that is probably one of the most significant changes. 

JG: Let’s talk about your linkages with the ACNP. When did you join?

WB: In 1983. I went to a meeting before I joined and I was on a couple of panels.  I think there was one panel Barney Carroll chaired and I was invited to talk about my DST work. I also presented some of my work on hormones and affective state before I became a member.  According to the records I thin I have missed two meetings since.  It is the meeting I most value; it’s the place where I have always presented my new findings first. It has been extraordinarily valuable in having contact with colleagues, being able to hear the latest stuff, and meeting informally with people doing what I was doing.  It has also been a lot of fun.

JG: The annual meetings of the college have provided the best blend of basic and clinical scientists for fertile discussions. 

WB: A lot of people say, and I think it is true, that there is a little less clinical stuff now, but I think that is okay. The program committee works very hard to make sure clinical topics are included. There is very much a move towards molecular genetics but probably that is appropriate.

JG: What impact do you think the ACNP has on our field and on psychiatry and what would you predict for the future?

WB: The ACNP has provided a tremendous source of information and in that sense it nourishes the field. It will probably continue to do that. Maybe I can give you a specific example; you know, I am writing a book about the placebo effect.

JG: Yes.

WB: I am pulling together a lot of information on placebo and somebody came up to me at the poster session and asked whether I heard Ellen Frank’s talk?  Apparently in a study she was doing there was a difference in placebo response between people with different intelligence.

JG: I was there.

WB: It was something I never heard before so I am going to find out what she actually discovered. 

JG: They found it in a collaborative study between Italy and Pittsburgh. It is another illustration that we still don’t understand the placebo response and all of its ramifications. If you were to give advice to the College about what it should do to sustain its influence over the next decade, what would it be?

WB: One complaint I have about the ACNP is how they select members. I am concerned that sometimes the process gets politicized. It would be good to make sure that people who have a primary clinical background and are doing good clinical research have as much access to membership as those working in the basic sciences.  It is also important to keep the annual meetings small and allow a lot of time for discussion. 

JG: I noticed that in your early years you did some work on amyotrophic lateral sclerosis (ALS).   I find myself thinking we are closing a loop by having a drug, riluzole, which was explored for refractory depression but ended up as an agent that has a use in ALS. 
WB: Riluzole, yes.

JG: It illustrates how little we still understand about underlying mechanisms and how we need to keep exploring new avenues.

WB: Oh, absolutely!

JG: Haven’t you given some presentations on ALS recently?

WB: As a sort of third career, I started freelance writing and I wrote a paper for a magazine called Applied Neurology about ALS. I summarized what is known about its psychological features. There is a big controversy whether it’s true people with ALS are unusually nice. That’s at the heart of ALS psychology. There are many experienced neurologists who are absolutely convinced there is something psychologically unusual about people with ALS. 
JG: Again, an illustration of how much more we need to understand.  You have spent some time in Nicaragua in your early years. What was that about?

WB: I went there for two summers as a medical student, as part of a team to some remote areas to provide medical services to the population. I haven’t done anything like that since, but it was a very gripping experience to be in that environment.

JG: Did it influence any of your subsequent thinking about research? 

WB: I wouldn’t think it influenced my research but perhaps it influenced my thinking about some broader issues.

JG: Are you happy with the way your academic career turned out and the various explorations you have made?

WB: I think so! Would I have done anything differently? Probably not. I don’t think that anybody does research with a primary motive of discovering something great, helping mankind or winning the Nobel Prize. You do it because you enjoy the process.
JG: I believing all of us are engaged in constructing a pyramid. I am not sure it ever reaches completion, but we all make little contributions to it. You have put blocks into this pyramid in a number of arenas, neuroendocrine mechanisms, challenge strategies, clinical trials, placebo response and suicide. They all are oriented toward striving for better approaches to clinical delivery. Where do you think the field is going to go, with regard to those arenas? Could you give us some predictions as we near the end of this interview?  

WB:  We are going to learn more about the pathophysiology of the major psychiatric disorders like depression, schizophrenia, ADHD. We are on the path of that. With some of the brain imaging findings in depression we are moving towards uncovering its pathophysiology.  And, when that happens we will have much better treatments. The treatments we now have are lousy; I don’t think the antidepressants work very well. The antipsychotics work a little bit better for positive symptoms of schizophrenia than the antidepressants do for depression. We need much better and more specific targeted treatments and I think that is where the field is moving.

JG: Would you have any advice to the next generation of investigators?  

WB:  Do what they are interested in and, when they are using a technique, learn about it in depth so they understand what it measures and what its value is.  
JG: That is good advice.  Are there any items that we have not talked about that you would like to put into this historical perspective?

WB: You asked great questions which caused me to consider things I haven’t thought about in a long time. We covered a lot of material!
JG: You jokingly said you weren’t sure about the historical significance of some of the things you have done. As we have made this four decade journey; does it not strike you that you have made a lot of contributions?

WB: I think I have made some contributions, but what I most value is not necessarily the same as what the field might.  And, that intrigues me!  Because of this interview I went over my CV and recalled some things I have done so I believe maybe I made some small contributions to the pyramid.

JG: And, the pyramid is better because of those contributions. Thank you on behalf of the college for participating in this historical documentation and for the contributions you have made in the past and those that are still to come.

WB: And, I thank you. 

( Walter A. Brown was born in Manhattan, New York City, New York in 1941.





