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CHARLES L. BOWDEN

Interviewed by Andrea Tone

San Juan, Puerto Rico, December 8, 2003

AT: It is December 8, 2003.  We are at the 42nd meeting of the ACNP in San Juan, Puerto Rico.  My name is Andrea Tone, and we are here today interviewing Charles Bowden.( Thank you for coming. 

CB: It is my pleasure. 

AT: Why don’t we start at the beginning?  Why don’t you tell us something about your family background, where you were born and raised and your education?

CB: I grew up in a small hill country town in Texas.  I lived in Texas most of my life until I completed undergraduate education.  I was in a small class that would not be thought of as likely to produce people interested in science; but out of the 50 graduates of this high school class over 40 have now at least a bachelor’s degree and about ten have advanced degrees.  It was an unusual setting, maybe for reasons of chance rather than anything else.  I went to medical school at Baylor, followed by a straight medical internship at Rush Presbyterian-St. Luke’s in Chicago. Then; I went to Columbia Presbyterian in New York for residency.  It is also important in my career that a national draft program was then in effect for physicians.  I served two years in the US Public Health Service at the National Institute of Mental Health Clinical Research Center for Addictive Disorders in Lexington, Kentucky.  In fact, I think that Herb Kleber, whom you interviewed yesterday, and a number of other physicians who went on to successful academic careers, had formative, career influencing periods of time spent  at that addiction research center, which is no longer in operation.  

AT: Let’s back up a little bit.  At what point did you decide to go to medical school and why?

CB: I matriculated at the University of Texas in Austin as an engineering student and stayed in engineering for a year and a half. I felt that in the field of engineering people were too much removed from other people. There was too much slide rule and dealing with formulas, but not enough human interaction. I thought I could combine science with the desire to impact people’s lives directly in medicine. My intent at that time was not at all limited to psychiatry, but was about all of medicine.  So, I switched directions in midstream and have never regretted that decision.

AT: How did your family feel when you announced you were going to be a doctor?

CB: I had a grandfather who had been a physician and several uncles who were pharmacists.  They were not unhappy with the decision.  Later when I switched from an earlier intended direction into internal medicine toward psychiatry, that was a little nonplussing to them.  I never had lack of support from them, but some lack of understanding.  

AT: What was the perception of psychiatry at that time?  Take us back to what being a psychiatrist meant or whether psychiatry was seen with the same luster as say surgery or how did it rank?  

CB: It depends on whose eyes one is looking at this through. The eyes that I was looking at it through were those of a medical student. This occurred right at the time when some of the understanding of the ways that the brain chemically controls our emotions was first characterized. Two of my professors, Andrew Schally and Roger Guillemin subsequently won a Nobel Prize for identifying the way in which peptide hormones are transferred from the hypothalamus to the pituitary.  Not  many medical students have this experience of   having people lecturing to them, although no one knew for certain, who seemed pretty clearly to be carrying out  Nobel Prize caliber research. Also, to be a medical student within the first two or three years that the first antipsychotic and antidepressant drugs were used, to me, was also very exciting. So the future of psychiatry looked very much the same as that for internal medicine.  Certainly, at that time there were many people who were still thinking in terms of lying on a couch as the epitome of psychiatric treatment. I had some analytic training in my career.  Almost 40 years later, I still occasionally run into people who will say that they need to be careful of what they say around me lest I interpret and analyze what they are thinking. I have no interest in that nor do more than a small percentage of the psychiatrists in this country.  My years in medical school occurred at a time when recognition of the link between the chemistry of the brain and the organization of the brain was, at least for a medical student in the setting I experienced at Baylor, clearly the direction that the field of psychiatry was going to go. 

AT: You were at Baylor from 1960 to 1964?

CB: Yes.

AT: And you are saying that the impending rise of biological psychiatry was one of the appeals.  

CB: That, and some charismatic professors.  

AT: Do you think, and I am jumping forward a little bit here, that neuroscience and the emphasis on biological psychiatry has had something to do with rehabilitating the field as perhaps more scientific than people thought it was in the 1940s when psychodynamic concepts and the analytical model prevailed?

CB: Oh, without question. Psychodynamic concepts provide a very interesting way of putting together the fact that we have complex ways of coping and interacting.  But a weakness of psychodynamic psychology is taking a pinpoint’s worth of evidence and expanding into something that explains the world. By contrast, the process of science is taking as much evidence as one can and coming up with as modest but as conclusive a set of results as possible from that large body of evidence.  

AT: Tell me more about your exposure to psychiatry in med school before you went on…..  

CB: It was pretty standard for the time. There were several professors who had a kind of quantitative focus: measurement and calculation rather than simply interpretation.  We had a diverse group of professors, but it included ones involved in the early use of antipsychotics and antidepressants.  Even those people who were more analytically trained were influenced by all of this. One person in particular, Howard Crow invested himself fully into teaching medical students. Howard would occasionally buy books for medical students at the medical bookstore.  I probably had more exposure to current and historically important writings on psychiatry than most medical students at the time because of working with Howard Crow.  I was not the only person. I know at least half a dozen people, whose careers were directed into psychiatry, including the current Chair at Baylor, substantially as a result of Howard’s charismatic, total commitment to teaching.

AT: So, you decided to pursue psychiatry about half way through medical school?

CB: Really later than half way through. From four years medical school probably half way through my third year.

AT: Why did you choose Chicago as the place for your internship?

CB: I was elected to membership in Alpha Omega Alpha which is more or less the medical equivalent to a Phi Beta Kappa, and Jim Campbell, the speaker at the banquet for the initiation of members, was the then Chair of Internal Medicine at Presbyterian-Saint Luke’s Hospital in Chicago.  It was not the only place I applied to. I applied I think also to Baylor, Stanford and not just to Presb-Saint Luke.  Dr. Campbell was an   extremely impressive individual who had managed to take what had been for a period of time, more or less a top end private practice type hospital, and develop in it into a hospital with one of the strongest internal medicine programs, in part because he put the teaching of academically oriented physicians at the centerpiece of the entire hospital program and pulled this off in a spectacular fashion.  I thought that the best background for psychiatry training was an internal medicine internship.  It was just clear to me that the more medicine you knew the better you were going to be positioned in psychiatry.  It was going to be hard getting much of that medicine experience in a so-called rotating internship.  Now, graduates of medical school go straight into their specialty area training.  Then, physicians after their graduation were required to have some sort of a separately constructed internship. 

AT: I am struck by what you said about how you felt that internal medicine would be good training for psychiatry.  Can you say a little bit more about that?

CB: Well, you are dealing with organs, and the chemical systems that underlie the way these organs function.   Whether it is the kidney, liver, heart, or the brain, they have a lot of overlap. As it turns out, most of the medicine that, a person such as Dennis Charney, whom you interviewed yesterday, or I deal with, involves parallel systems in the brain to those, that also provide some of the controls for the heart and blood vessels.  So, what one learns about these systems in one area is going to be relevant to another area.  If you learn about the autonomic system in relationship to cardiovascular function, a substantial amount of what you learn, not everything, is going to be related to autonomic function of the brain.  

AT: OK.  So, you went to Chicago, and then you did a residency in New York.

CB: Yes.

AT: Can you say a bit more about that?

CB: I wanted top training, and I wanted it at a most competitive place.  I applied to a couple of places in Chicago.  I also applied at Harvard, Yale, and Columbia, which has most of the training in the New York State Psychiatric Institute or what still is called PI for short. I think I was influenced toward Columbia because the then Chair at Baylor, Shervert Frazier, came from Columbia, while I was a medical student there.  Sherv is a very impressive individual who later headed the NIMH for ADAMHA. He has had substantial influence nationally in terms of research agenda. Just seeing the kind of broadly trained, confident and enthusiastic psychiatrists about the field, as Sherv was, influenced me probably toward what I knew about PI compared to the other places.

AT: What was the specific training?

CB: It was mixed.  There was a kind of idiosyncratic psychoanalytic institute still there. But, there was already a large amount, as continues to this day, of biological research; going on as well, and the training was sort of a divide between the two. You went above the ground floor and you were in the research component of the psychiatric institute. You went below and you were dealing with clinical care that was still based more on notions that no matter what the presenting symptoms of the patient were, you would likely give the same diagnosis. This derivative of psychoanalytic thinking, prevalent at the time, emphasized that it was not diagnosis that mattered the most, but rather the process of looking back into what happened to the patient at age two, four, six, or eight.  For many years at PI and for that matter across the US patients admitted were diagnosed as schizophrenic much more frequently than would now be the case. Occasionally residents and faculty would refer to such patients as PI Schizophrenics.  We sensed that some of these PI Schizophrenic people had either mood or personality disorders.  

AT: Why were they all being diagnosed with schizophrenia?  

CB: For a period of time in the US, patients with any psychotic features, even if transient and related to drug taking, or to stressors, or bipolar disorder or addictive disorders; tended to have their psychosis equated to schizophrenia.  

AT: You mentioned at the beginning of the interview that you ended up going to Lexington and getting some training in substance abuse, addiction, and other things, and I understand from reading your CV that along the way you got married and had children. How did this all fit together?  At what point did you get married and have kids and juggle it all?  

CB: I met my wife, who’s here at this meeting, at the University of Texas at Austin, and we married the year before I matriculated in medical school.  She was a mathematics major working in computers.  She first worked for Texaco in a room as large as the one we are in now, full of computers and that influenced my going to Lexington in that she decided that, having done systems analysis work for the American Medical Association, then for Mount Sinai Hospital, and for a department store, Bambergers, in New York she wanted to obtain a master’s degree in library science.  I requested that the Public Health Service assign me some place where she could work on a library science degree.  Two facilities met those criteria:  one in Fort Worth and one in Lexington.   I thought they would probably assign me to Fort Worth since I was from Texas, but they assigned me to the one in Kentucky.  She obtained her library science degree and was later the director of the medical school library in San Antonio for a number of years. We have two kids.  One was born in Kentucky and one in New York while I was at Columbia.  Both daughters ended up going back to Columbia, one as an undergraduate and one to law school.  Thus, our ties to Columbia are substantial.  In fact, all of their education was in the northeast at Ivy League schools.  They now live in the northeast.  Well, one recently moved as a result of her marriage to Nashville.  Our older daughter was born when I was a resident and the second was born when I was in required military experience through the NIMH clinical research center in Lexington.

AT: Can you tell us a little bit more about the military training you had?

CB: It was in the Public Health Service. If you are at NIMH, you are essentially in the Public Health Service. This was an addiction research facility.  I was there during a period when there was a national civil commitment law in place that allowed persons with heroin addiction who were facing criminal charges the alternative of voluntarily committing themselves to a period of enforced treatment which usually involved methadone.  During my residency at Columbia I had worked with Bob Spitzer and Jean Endicott on a research project measuring symptoms using structured rating scales and published with them an article that was applicable to measuring outcomes with methadone.  I then published two of the first papers on long-term outcomes with methadone maintenance as a result of work I conducted while in the Public Health Service where I worked with another psychiatrist, Bernard Langenauer who was in the same type of required military commitment that I had. We had a very effective working relationship, putting an academic perspective to the administrative and clinical care that was the expected from the physicians at the Center. That is the way it happened.

AT: Did you want to go to Lexington, or was it just something that was kind of required?

CB: No, I wanted to continue my training.  This was during the Vietnam War.  I was pleased to be in the Public Health Service because I thought that the US had made a bad decision in terms of the quagmire we got ourselves into with Vietnam.  I did not expect it to have any academic component to it. While there I was able to work a day a week at the University of Kentucky’s Department of Psychiatry. A professor there, Myron Sandifer, was one of the key investigators in a combined United States and United Kingdom study looking at what we mean by the diagnosis of schizophrenia.   In the US, given the same set of symptomatology, a person was about 12 times as likely to be diagnosed as schizophrenic than if he or she expressed the same symptoms in the UK.  The study was not the only factor that brought about change in diagnostic practices in the US. There were other factors, such as the development of new psychotropic medications. The study definitely helped move the US more into the mainstream of ways of thinking about descriptive psychopathology and how to utilize it.  A remarkable number of people who later developed research carriers spent early parts of their professional careers at Lexington.  George Vaillant conducted outstanding work both while at Lexington, and later at Harvard. Following his military commitment at Lexington, he assumed leadership of a longitudinal life course study of the members of a first year class at Harvard, and some similar studies. He conducted a study of the prospective life course of persons who had become addicted to heroin. 

AT: Did the treatment at Lexington in your estimation work and what did it consist of?  You mentioned studies that you did, and they were pioneering studies.  How did they differ from traditional thinking about treatment at that time?

CB: Well, methadone itself has all the properties of any other opioid, but instead of having a pattern of blood levels and behavioral effects that are a bit like roller coaster, the blood levels of the drug and thus the behavioral effects are largely maintained within a narrow range.  So, rather than being incompatible with daily work, methadone was clearly compatible with performing routine functions for a pretty large percentage of people; to perform ordinary role responsibilities as spouse, living life independently, working, and things like that.  Was the person still addicted to an opioid? Yes.  But in a psychosocial sense they were able to function without breaking the law and the like. Is that full recovery?  No.  But it was maintenance care and clearly superior to a life of heroin addiction with a street type of existence. There was no question that it was a real advance.  That is what our research showed.  

AT: So, the publications that came out of your experience at Lexington advocated methadone treatment?

CB: I tried not to be an advocate.  I just tried to let the evidence determine what conclusions I and my co-authors drew. So, I would not call it advocacy, but the studies were positive.  I recall the title of one of the two papers we published. .The title of one was “Methadone Maintenance: Myth and Reality”.  That was a catchy title.  These studies were published in the American Journal of Psychiatry, so they had some influence.  

AT: How did that then change the field?  In what ways did they shape large understanding of substance abuse? 

CB:   I think it shifted it to the notion that we could look at maintaining a person and achieving some successful indices of outcomes without necessarily eliminating the addiction. After completing my two years of duty at the Addiction Research Center at Lexington I continued to work in addictive disorders but eventually segued into mood disorders at the University of Texas Medical School in San Antonio. Methadone still continues to be used and .in some ways, and I am speculating, it helped to move the field to disassociate total cure from the psychosocial, functional goals. I think the work has some implications for chronic diseases as for example in bipolar disorder.  We don’t cure bipolar disorder. The person learns to understand something about the bipolar disorder. He or she takes some medications to control the symptoms.  We don’t cure these diseases.  We don’t cure heart disease.  Maybe we cure bacterial pneumonia.  The number of diseases that we cure, unless we move to a sort of post-genomic era, is miniscule. 

AT: How did you then move to mood disorders?  I see that you have done a lot of work in the area of anxiety and depression.

CB: First, mood disorders overlap addictive disorders.  That was clear.  There were more opportunities for innovative outcome studies in mood disorders than there were in addictive disorders.  It appeared to me that I was going to be more locked into an externally defined approach to treatment that was not going to give me much opportunity for scientific innovation if I stayed solely in the addiction area.  So, I started working in anxiety and depression and ended up as a part of this NIMH collaborative study on the psychobiology of depression which has influenced my career, Some of the members of the ACNP were participants in that clinical collaborative study.  Some of the most intriguing findings in that study were in regard to the bipolar subjects, even though it only included a small number of bipolar disorder patients. Alan Swann and I each viewed the results in the bipolar patients as remarkable, and worth pursuing in follow up studies.  We had strong, significant differences in relationship to treatment outcomes in underlying aminergic and cortisol system abnormalities in the group with bipolar disorders from the group with recurrent major depression.  That got me, and Alan on the paths that our careers have subsequently taken.

AT: In 1970, when you were looking at the data and were intrigued by it, what was the thinking about the origins of bipolar disorder?  What was your thinking about origins and appropriate treatments, and how did you take this ball and push it in a new direction? 

CB: In some ways the thinking was not at all different than it is today, because there were a number of studies that clearly showed that bipolar disorder was highly heritable.  No one doubted that. Even if you go back to Hippocrates, the only emotional disorder that he really wrote about, translated from the original Greek was manic depressive illness. He describes it pretty well.  Throughout history,  and you pick your century 13th, 14th, 15th, 16th, there were physicians writing about bipolar disorder in ways that holds up pretty well today. One difference is that the early work generally viewed the bipolar group as a very small percentage of the population and that many more people had depression or schizophrenia.  For example, only in the last seven or eight years, consequent to some pioneering work led by a child psychiatrist, Barbara Geller, has  there been a general  understanding that bipolar disorder more often than not is first expressed clinically during adolescence or in earlier childhood.  Prior to that anything in kids that involved social or psychological symptoms tended to be attributed to bad parenting or interpreted in a very different fashion from psychiatric disorders in adults.  A person I spoke with last night at a social event, Bob Findling at Case Western University in Cleveland, is typical of a new cadre of a dozen or so absolutely top rank investigators working in bipolar disorder in kids these days. .  It is difficult work because the younger the kid the less able to tell you what is going on, although retrospectively they come to understand, as the clinicians do, that their problems were manifestations of their bipolar disorder.  In all of these subjects we try to determine when they first experienced bipolar disorder, and whether it was treated or not.  One patient responded to our questions with a sense of humor but also insight, “I have had this illness since I was a zygote.”  

AT: How do you tell in a two-year-old or a three-year-old?

CB: You need to talk with a Bob Findling or Barbara Geller rather than me. Interestingly, I think a majority of the child psychiatrists working in this area at the top levels are women.  The answer is that it is not easy to decipher. We can’t administer a structured rating scale to a two-year-old. Women sometimes describe that they experienced greater activity in utero with their kids who eventually are hyperactive.

AT: You mean lots of kicking?

CB: Yes.  The early, specific symptoms involve grandiosity and hypersexuality.  I think Barbara Geller’s work has been the most influential on this. It is possible to recognize grandiosity, hypersexuality and reduced need for sleep in very young kids. If a first-grade child goes to the principal’s office and starts telling the principal how he or she should run the school you probably are dealing with someone who has some grandiosity that is not accountable for by intelligence. That kind of behavior is highly associated with the likelihood of bipolar disorder.      

AT: I understand that you have limited time. How much time do you have? 

CB: Another eight minutes.

AT: OK.

CB: I am on the program to present soon.  

AT: What would you say then your key contribution has been to our understanding about the treatment of bipolar disorder?  Weren’t you one of the first to question the efficacy of lithium as the drug of choice for the treatment?

CB: Some would say that I undercut the role of lithium; I don’t think that is true. I think that lithium is a very efficacious medicine, and lithium and valproate uniquely share some common neurobiological mechanisms that at least at this point no other treatment used in bipolar disorder has. But lithium is a very poorly tolerated medication.  I think the evidence increasingly is that it worsens depression more often than it helps depression.  So, it brings the mania down, but it also, in laboratory animals, in human volunteers, and in people with bipolar disorder, worsens sometimes the depressive side of this illness.  I hope that my contribution, which is more for others to assess than me, is mainly viewed as recognizing the complexity of the symptomatology of bipolar disorder, its association with some fundamental neurobiology, and the identification of a series of different drugs that expand effective treatments. Expanding options that patients have, leads to better control of this illness and fuller lives than would be possible with lithium alone.

AT: This will be the final question before you have to take off.  What are these other options? 

CB:  I wish I had more time to discuss the story.  By the time that clinical research staff with Abbott labs came to me asking about my interest in participating in a study of a form of valproate, Depakote, which they had developed and marketed, I had been working with bipolar disorder for a number of years. Some of the limitations of lithium were understood. Two medications, that had been most often used as alternatives to lithium, both without much in the way of systematic studies having been conducted, were drugs first employed in the treatment of epilepsy. The first was valproate, and the second, shortly thereafter, was carbamazepine. Carbamazepine had somewhat similar long-term adverse effects to those of lithium. Valproate had its own side effects but was generally much more tolerable. It also seemed to have a broader spectrum of efficacy.  A regional research liaison person with Abbott came to me and asked if I would be interested in conducting a small study with valproate.  I said that I thought the small study would be a mistake and I recommended that they conduct a solid study that would be acceptable to the Food and Drug Administration, because the drug might provide a fundamental new approach to treatment for bipolar disorder. The CNS group at Abbott had recently hired an internist who was working in their neuroscience area. They did not have any psychiatrists in the group because they only viewed valproate as an anti-epileptic drug.  This person was excited by my idea and pushed through the protocol that led to the first large-scale study. Independently --I did not know this at the time-- two residents at McLean, Paul Keck and Sue McElroy had recognized the same kind of potential for valproate as I did, and had obtained some research funding from Abbott.  The results of the two studies resulted in the FDA’s approval in 1995 of divalproex.  There is a major of element of chance in scientific investigations. It isn’t blind chance, but a kind of serendipity seized on by the individual who recognizes an opportunity that other people partially recognize, but not fully.  

AT: Final question.  Where do you think we are headed in the treatment of bipolar disorder?  Fifteen years from now, what do you imagine it will be?  

CB: I wish that I could say that there were going to be tremendous breakthroughs. I think that the disease, even though it has strong genetic contributors, is still going to yield only grudgingly to the genomic and post-genomic studies in terms of other treatments.  I think my view may not sound so enthusiastic but I think that the medications that we have today will still be the main approach to treatment.  They will be combined with educational psychotherapies.  I think where the main differences will be is that some of the neurobiological studies will have made their way into diagnosis and factor into selection of treatments.  They won’t be at a point where you can say well because of a genetic characterization of an eight-year-old, we can prune gene expression and prevent the clinical expression of the disease.  I don’t think we will be at that point.  I think that the changes will be incremental, not epochal and dramatic.  I think that we will come to an understanding that bipolar disorder is much more than simply having a high or a low and more a complex mixture of about five different behavioral dimensions. Consequently, a fair number of conditions that have elements of bipolarity will come to have treatment with some of the same strategies, medication and otherwise, that benefit the most easy to characterize bipolar conditions.  This is especially going to be true in some anxiety type conditions.  

AT: Thank you so much. I am sorry our time has to be cut short.  Is there anything you would like to add that I haven’t touched on?

CB: Maybe one.  One of the things that have been particularly gratifying in working in bipolar disorder is the intellectual and emotional investment in this illness of families and patients with the disorder.  Patients come to understand that this is a disease just like any other disease.  They want to learn about this illness, and that makes it extremely gratifying.  They want, and are able to achieve in many instances, the same kind of productive life that you and I have. I have psychiatrist and physician colleagues who have bipolar disorder.  So, we are dealing with a disorder which peculiarly in its most benign presentation actually confers some competitive advantage on people. They are more energetic. They have more curiosity. They have more in the way of creative ideas before breakfast.  Yet, if it is a little bit beyond just that, they are not able to pull those things together. So, they may be highly educated but functioning socio-economically at a level much below that. We have the opportunity not just to keep people from being sick and nonproductive but for contributing to the function of some people who are among the movers and shakers in our society, both in terms of literature and arts and in terms of business and the like.

AT: Thank you so much.  

CB: It is a fascinating area.

( Charles L. Bowden was born in Brownwood, Texas in 1938.





