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MARTIN M. KATZ

Interviewed by Stephen H. Koslow

Boca Raton, Florida, December 10, 2007

SK: I am Stephen Koslow interviewing Doctor Marty Katz for the International Archives of the American College of Neuropsychopharmacology. I am going to ask Doctor Katz to address his life, career and the impact that he has had on the field and the ACNP. To start with can you give us an introduction to your life? 

MK: I was born in Brooklyn, New York and grew up there. I received my degree at Brooklyn College, majoring in chemistry and engineering, but switched over to psychology after coming back from the Army. The shift was partly because it was determined I was color blind and had difficulty with titration and other lab operations in chemistry. My first interest then was in combining these two fields.  Psychology was very exciting at that time and was just beginning to develop as a science. After I completed my undergraduate experience I went on to the University of Texas where I took my degree in psychology, with physiology as a minor. With that kind of background, I received my PhD in psychology.

SK: What made you interested in adding drugs to the formula?

MK: My first job right out of graduate school, where I had been studying the interaction of self esteem and memory, was at the Texas Women’s University. It was for a post doctorate year as an assistant professor. The school was run by a Dean who was an expert in physiology and nutrition science with grants from many sources which provided support for my position. In a very nice way she said we had a wonderful grant from the Florida State Citrus Group Commission; they were interested in the effects of vitamin C on intellectual functioning. I felt that was very intriguing but would not qualify as a serious experiment.  But, she convinced me I could be a great help to the chemist and nutritionist if I would design a study on the effects of Vitamin C on intellectual functioning in children. She had a couple of grade schools where kids who were nutritionally underfed could have their ascorbic acid levels raised by orange juice every morning. In the kids who were nutritionally well fed it was believed that increasing ascorbic acid would not hav an effect on their nutrition or performance so they could have the same orange juice which would act like a “placebo”.  Since the kids didn’t know who was nutritionally deficient and who was not, and everyone had the same treatment, it was like a “double blind” study.  The expectation was that kids at an adequate level of Vitamin C would not be improved by the orange juice, but the ones that were deficient, would. I thought this was an interesting idea, but too far out to be taken seriously. Strangely enough, the results showed the kids who had the lowest ascorbic acid level that was increased by the orange juice supplement, had a significant improvement in their performance IQ tests six months later. It shook me up a bit and I developed more respect for the effects of nutrients and chemistry on behavior in children. Later, at a regional research conference, I related this story to Jonathan Cole.

SK: Who was Jonathan Cole at that time?

MK: Jonathan Cole was just about to become the head of the new psychopharmacology group at NIH. The Congress had agreed to give the NIH two million dollars because of the introduction of chlorpromazine for the treatment of schizophrenia and the excitement around that. It was the beginning of the psychotropic drug era and they were hoping to stimulate that whole field into more research in psychopharmacology. Jonathan, in his creative way, saw the Vitamin C experiment as a kind of double blind drug study and carried that thought back with him to Washington. A year later, I took a job in the Neuropsychiatric Research Lab at the VA in Washington, to study the efficacy of psychotherapy which was my main interest at the time. It turned out to not be very satisfying but I learned a lot about the technology of evaluating change in mental patients. Strangely, in the nineteen fifties, psychiatry and psychology didn’t know how to evaluate treatments. They had been experimenting for thirty years with open studies that did not have proper controls or adequate methods for measuring change so there was no definitive test for a treatment. But now a model had to be developed to deal with the introduction of this new drug to the field. When Jonathan offered me a position at NIH, I was very reluctant to take it because I didn’t want to continue in government.  But, I did look at the Institute and was overwhelmed by the nature of the NIH operation.  It was, for scientists, a thing of beauty. It had wonderful laboratories in which scientists were able to work on the problems they considered important, and in this new program, were the new drugs that would change psychiatry and the treatment of mental disorder forever.  I immediately perked up and realized I was being offered something very, very good.

SK: So, you were being recruited to do research on psychopharmacology?

MK: I was being recruited to help the NIH develop collaborative clinical trials of the new drugs. So far they had only very small studies demonstrating effectiveness, so what was needed was a large scale study across the country of chlorpromazine and variations of it in schizophrenia. Jonathan Cole was in charge of developing this major study and he needed help with the development of methodology and research design. My association with the collaborative study was only part time. My real job was working with a Psychopharmacology Advisory Committee initiated by the NIH that was made up of leading scientists in the country from many disciplines. They were to establish this new science, and to guide the development of the field.

SK: Do you remember who some of those people were?

MK: The chairman was Ralph Gerard who was a world famous neurophysiologist. He had started an Institute of Mental Health at the University of Michigan, and was a very interesting figure. The people on the committee included Seymour Kety, who was the head of intramural research at the Institute of Mental Health when I was there.  Sam Greenhouse, a statistician and expert on the design of clinical studies, Nathan Kline, probably the leading proponent of the new drugs in the treatment of schizophrenia and mainly responsible for generating that two million dollars for research, Lou Goodman, a famous figure in pharmacology and author of one of the outstanding texts in that field, and Lou Lasagna, a great pharmacologist then at the University of Rochester. They were some of the most impressive people I have ever come across and I was in my late twenties at the time.  I was to be the executive secretary working with Ralph Gerard, the Chairman; essentially I was the administrator of the operation and still very wet behind the ears.  I was also overwhelmed in the presence of such great scientific figures. They must have thought I was pulled from the ranks of some prestigious scientific society because they treated me with all of the respect I didn’t deserve. I had that job for two years and Jonathan Cole and the staff managed to get those collaborative programs started and obtain the funding for a wide range of basic and clinical research in the field.

SK: Were the collaborative programs all on schizophrenia or also in other research?

MK: They went beyond schizophrenia, for mental disorders generally.  But, the first successful drugs in treating mental disorder were the ones in schizophrenia. By nineteen- sixty the antidepressant drugs made their entrance as did lithium. These drugs came in a wave and we witnessed a small revolution in the whole field of psychiatry and the treatment of mental disorders.  

SK: So, this was your first foray into psychopharmacology and initiatng major research programs at the Federal level.  Was this about the same time the ACNP started and did you get involved with the ACNP? 

MK: The year it started was 1961 and I became a member shortly after that, in ’62, or ’63. I wasn’t a founding member but I was one of the first. The society was quite small at the time and had relatively high standards for membership based mainly around the great clinical drug developments and basic work underpinning it. It was very well balanced in terms of basic and clinical work and seems very different from today where the balance has shifted well over into the basic area. The clinical side seems to be much more reduced, but at that time it was central to the society’s action and mission.  One of the people on the Advisory Committee I didn’t mention on the clinical side was Heinz Lehmann, who introduced chlorpromazine to North America. There were all these famous people around and it was an inspiring time.  

SK: What other significant thngs did you do that were important for developing the field of psychopharmacology?

MK: I worked in the field of psychopharmacology directly for a ten year period with Jonathan. I went from assisting and doing research on the collaborative study to development of clinical methodology for drug evaluation, a particular skill that I had. I was assigned to develop methods of measurement of long term, rather than short term effects, of the drugs. Out of that came a set of adjustment scales that have been widely used since and were used to study the effects of drugs on schizophrenia a year later.  I put extensive time into that involvement. My other assignment was in research on diagnosis and I was asked to develop a national conference aimed at shoring up the standard diagnostic system in psychiatry, which was very wobbly.  There were many systems at that time, and much controversy about which one was better.  There was no such thing as an operationally based system, there were several clinically based systems related to different theories and clinicians would just be comfortable with one or other system.   So we tried to develop a scientific approach, one that would be acceptable to clinical investigators, and would meet research standards. We couldn’t worry about the whole field of administrative, practical and clinical demands, but we had to worry about diagnosis for research, because, as scientists know, the results of any one study are only relevant to the kinds of patients in the study. If they can’t be defined in a systematic and precise way, nobody knows who the treatment is effective for and the results cannot be generalized. We were aiming toward a system for diagnosis based on operational definitions. I was given the job of creating a conference on the state of the field and the problems preventing the development of this new system. The conference was called the Role of Methodology and Classification in Psychiatry and was international in its scope. In the course of it I developed experience in putting together large conferences.  We had some formidable people at those meetings. I remember Max Hamilton, famous now for the Hamilton Depression Scale, being at that first meeting and other important figures from Great Britain, other countries and the United States. It resulted in a volume that had some impact at the time, published by the government.  The volume was called The Role of Methodology and Classification in Psychopathology and Psychiatry, co-authored by myself, Jonathan Cole and Walter Barton, executive director of the American Psychiatric Association.  That conference was a success and we like to think it played a role in research over the coming years which eventually led in the mid-1970’s to the development of the current DSM classification scheme. On another track, during the late 1960s, we initiated a special studies program at a nearby prison and conducted experiments designed to test new methods in "normal subjects" for the evaluation of the effects of LSD and other drugs.  That program lasted several years.  People like Irene Waskow and Carl Salzman, who was just out of residency, participated.  I had started out, when I first moved into psychopharmacology, studying these kinds of drugs and my first paper on the psychological effects of LSD type drugs was at a symposium at the Army Chemical Center in Maryland, way back. 

SK: Was that one of your most significant papers? 

M.K: I don't think it created great waves.  LSD is, even today, somewhat of a mystery.  What it does to the mind is very difficult to describe in any sensible way although lots of people have tried. LSD has a great impact on various psychological functions, as remarkable in the chemistry of brain function as chlorpromazine, but from an entirely different direction.  But we have never been able to study it in the way we would like because of all the problems it brought with it, the untoward effects and the possibility of permanent harm. These things scared people off research and the government stepped in to shut down most of what was being done.  So, a great mystery remains; decades later we still do not have any answers. We did turn out a couple of important papers, one published in the Journal of Abnormal Psychology, back in the 1960s.  We also did work on tetrahydracannabinol and set up new methodology for the psychological study of these drugs. We added to the little objective knowledge on their psychological effects. We developed perceptual methods and questionnaires that were designed to test these exotic drugs and one of them is still used today.  So the laboratory did make some valuable contributions to our current knowledge base.

SK: You were there at the introduction of all the significant psychotropic medications and treatment regimes for mental disorders. What else did you do while you were at the federal government to move these areas forward?

MK: The work I did intensively was, for example, the application of behavioral methods to articulating the clinical and psychological components of schizophrenia so that we would learn which aspects the drugs affected.  We were able, in the collaborative studies, to describe the classification of schizophrenia in a different way, in accord with a behavioral typology.  This was intended to make the diagnostic system amenable to determining which types were helped by which drugs.  I didn't get to into depression research during that period, because I focused my research on schizophrenia and the psychedelic drugs.  These directions were interrupted in 1968 when I went on a sabbatical year from the National Institutes of Health to the East-West Center in Hawaii to pursue another interest.  That had to do with a very different kind of problem; the impact of culture in shaping the pathology of schizophrenia.  Jonathan Cole was moving on and things were changing about what course psychopharmacology would take at the National Institute of Mental Health.  I wasn't sure I wanted to remain at the Institute; I was ready to move on.  What occurred, however, was that the Institute was reorganized and a new branch was established that several of us had promoted. It was a more broadly based group designated as the Clinical Research Branch.  Many of the staff thought that the psychopharmacology program had been instrumental in creating methodology that was needed for study all treatments of mental disorders.  The program had moved the whole field forward, not only the drug field, but every aspect. We were now ready to attack all the problems in clinical research, not only the behavioral aspects, but the role of neurochemistry in the nature and etiology of the disorders.  The study of the neurochemistry of depression and schizophrenia could proceed on its own, not necessarily associated with drugs.  The Clinical Research Branch was to be dedicated to studies of the basic psychopathology and treatment of all mental disorders, apart from those which continued to evolve in the drug world. The new branch had a chief who stayed for the first year, then because of some conflict with administration, had left. Louis Wienckowski, a formidable leader at the NIH took over the division of extramural research under Stanley Yolles, the director of NIMH, and offered me the position. It was a wonderful opportunity to get involved in a whole array of new research problems and I was only too eager to move up and take it on. So when I returned to the Institute in late 1968, I took on that new responsibility and position.

SK: How long did you stay in that position and what were your most significant accomplishments during that period?

MK: From 1968 to 1978 and we did some remarkable things.  We took the collaborative strategy designed to evaluate new drugs over to basic research and applied it to study the psychobiology of depression. The big problem in clinical research is that the subjects of study are human beings. The kind of research we did required large samples, not like in the laboratory, and you can't get those unless you dedicate yourself to five or ten years of accumulating data and overcoming, at the same time, many practical obstacles. We learned from the early drug studies that the collaborative mechanism could help get beyond these obstacles.  Soon after I got there we convened a national conference on the biology of the depressive disorders.  New theory had postulated a neurochemical basis to depression; it was viewed by many at that time as highly speculative. Depression was a disorder recognized for centuries and all of us who studied it in the pre-drug era accepted it as a terrible illness, but were convinced that its roots were 90% psychological, brought about by developmental dysfunction, specific environmental stresses, or variations on these themes.  The idea that chemistry could create depression and changes in chemistry could resolve it, was viewed as a pipe dream, a notion that lacked any substantive base. The drug revolution changed that whole idea, and out of that came some very fruitful hypotheses about chemistry and depression.  The Williamsburg conference, held in 1969, took on all these issues and came up with recommendations for the kind of research that needed to be done in the future.  So in a way, the conferees, the experts from various disciplines were providing my new Clinical Research Branch, comprised of psychiatrists, psychologists and pharmacologists with a guide to what could be done in the future if we had the resources, the backing of the Institute and the energy to pull it off. Fortunately we had the right people at the right time to create these collaborative studies.  One area, biological studies, was chaired by Jim Maas, one of the classic scientist psychiatrists of his day, a formidable man.  He would take on the testing of biochemical theories, and as part of that program put together the first experiment to include the proper controls, a wide range of methodology, and the large patient sample required to test hypotheses about chemistry and depression, utilizing the collaborative mechanism.  I don't think there are many examples like that in the literature because it required a range of investigators, the very large patient sample, several hospitals and great expense. It seemed too unwieldy to pull off but a lot of innovative people made sure the thing worked. It took people like you Steve Koslow and Steve Secunda, a psychiatrist in private practice today, as well as Tom Williams who coordinated the Williamsburg conference and enlisted a number of very unusual people to participate.  The Biological Studies program represented one side of our overall effort, the Clinical Studies Collaborative program, represented the other. The clinical study was chaired by Gerry Klerman. That study saw as its first task the development of an objective, reliable diagnostic system in which categories would be operationally defined, in accord with  the Research Diagnostic Criteria of the St. Louis school. That had to be our first step in testing new biological theories or in researching the nature of depression; to generate a system for diagnosing and classifying disorders that was generalizable, one that when used in research would guide the selection of patients, and make the results applicable to patients at large. So that had to be done immediately.  We then contracted with Jean Endicott, Bob Spitzer and Eli Robins to refine the Research Diagnostic Criteria, the operational criteria they created that formed the basis for the DSM system.  Bob Spitzer became the chairman of the DSM Committee for Psychiatry the following year and created the first operationally defined research diagnostic criteria system applicable to the whole field of psychiatry.  You see, we are very modest; we take credit for all of these things!

SK: During your career you have done a lot of things; your publications include classification, diagnosis, psychopharmacology, methodology of assessing behavior and the cross-culture area.  Do you want to comment about those areas as they relate to your general interest in mental disorders and quantification of psychopathology?  

MK: I do want to say something about the cross-cultural study because it does link to these other fields; although it may not seem on the surface to do that.  It is an old interest of how cultures impact the development of mental disorders; for example how Japanese schizophrenia is different from American schizophrenia.  It’s hard to show this and to see what the real factors are without doing the research and one of the contributions of the adjustment scales for evaluating the long-term effects of drugs was part of this. I had been asked to create that method to study the social adjustment of patients with schizophrenia a year after they had a drug or some other treatment so we would know how well they were functioning in the community.  In so doing I developed a way of describing abnormal behavior in people, in language amenable to a lay person, so you could describe the pathology of a patient just as it appears in the community. It would not be through the eyes of the expert but through those of a lay person. Based on my earlier interest I developed that so it could be applied in different cultures to get an idea of what the everyday behavior of a certain kind of abnormal person was in that culture. Then we could use it to compare the everyday behavior of different ethnic or cultural groups. The laboratory for doing that research was in Hawaii where they have many different ethnic groups well represented. They are all very different, Japanese, Filipino, Native Hawaiians, and Caucasians. We set up a research program for studying these groups to show the differences and similarities in social behavior across "normal" and mentally disturbed subgroups. The method provides a view of how people related in the community, going beyond what a doctor sees in 15 minutes or half hour interview, and how the drug treated patient appears a year later.  The method worked very well with regard to these issues and was eventually carried over to the World Health Organization epidemiological studies. I also worked with the World Health Organization in a study that compared schizophrenia in Japan to Nigerian, Indian, and Hawaiian communities.  We published an extensive report in the Journal, Culture, Medicine and Psychiatry in 1987.  At that point I had to leave the field because of other pressing involvements.  But it was all part of the same fabric; one gets interested in the interaction between culture and behavior and then the interaction of chemistry and behavior. When we talk about mechanisms of action of drugs it leads me to this other area; the continuing problems which surround the clinical trials of new drugs. What is meant by behavior in these clinical trials is the range and number of symptoms that are measured on a Hamilton Depression rating scale.  That type of study tells us nothing about the profile of drug-induced behavioral effects. In the collaborative studies we were able to make links between neurochemical drug actions and behavior more directly.  There was a study by Redmond and others in which cerebrospinal fluid changes in the concentrations of neurotransmitter metabolites could be examined in relation to the way certain behaviors change.  To do that you have to have specific measures of affect and behavior for example, anxiety, anger, hostility and measures of motor behavior; you couldn't just measure the severity of symptoms of depression.  You have to develop measures of these behavioral factors. Then we demonstrated, something few investigators have been able to show, a direct interaction between a change in the chemistry of the neurotransmitter metabolites and specific behaviors in the mental disorder. These results have been published in the Archives of General Psychiatry and in Neuropsychopharmacology.  That is work I am very proud of. It is something that was always in the back of my mind when we were working on the collaborative studies. As far as carrying it over, we've written a few articles on important aspects of the process of behavior change affected by drugs.  That was only possible because of our capacity to measure specific behavioral facets of the disorder.  As a strong example of how these measures assist understanding of how the antidepressants work, we asked what the first actions of these drugs are on the depressed patient.  Is it, as most believe, to reduce depression as a whole or is it to reduce two major aspects of the disorder, anger and anxiety.  Those who are deep into this field know that the serotonin system is associated mainly with impulsive aggression and anxiety.  It makes sense that these drugs, if they are affecting serotonin level, should be impacting anxiety and anger and you would not be surprised that is what they do first, before they affect other behaviors and moods. A selective noradrenergic agent, like desipramine, also impacts anxiety, but it first activates "arousal", a motor function, so retardation is reduced. Should we not expect that a selective norepinephrine agent would relate to motor activity, arousal, when we examine studies of its association to these behaviors in the basic literature?  So why have we not completed the story about how these drugs operate therapeutically in patients? We have tried in certain ways but for some extraneous reasons, it doesn't seem to take. There has been little examination for years, of the series of behavioral events that happen in the first week when you give these drugs.  Clinical trials appear to dictate that the investigators only want to know what happened in four weeks or six weeks since that tells you whether the drug is effective as a treatment.   If you ask where the intensity of my effort has been over the last few years, it's been on studying the interaction of chemistry and behavior that underlies how drugs work.  Until we lay out that fabric and understand it we are not going to develop any better drugs. As long as we adhere to the mechanical clinical trial method for information on how drugs achieve their therapeutic effects, we are not going to learn anything new.  Sorry to say that, but I think it's basically accurate.  

SK: You came in at the beginning and created the basis for the field of psychopharmacology from the federal perspective of funding and stimulating people to ask the right questions.

MK: I helped.  

SK: You have to pat yourself on the back for creating a tremendous field of study to understand and treat mental disorder.

MK: It has to do with hanging around long enough.  You can actually get something done!

SK: Now you have to hang around a little further to finish it off.

MK: That's a good idea

SK: If you had the strings to pull to open up additional areas, what do you think the most important thing to do is?  Can you speculate?

MK: I have written an editorial recently in the Journal of Clinical Psychopharmacology on the need to dispel some of the assumptions that underlie current clinical trials. I think it was Jules Angst, the great European psychiatrist, who called them "myths" in the field that continuously form or control the basis of what we do.  For example this notion that an antidepressant takes several weeks or months to act is one of the myths.  It is an assumption that has been invalidated by many studies, by three recent meta-analyses, by independent studies and by editorials from investigators in other countries.  It's time to let this delayed onset notion go, and to accept the evidence that antidepressant effects start to happen in a week, and that the main reason there is controversy and confusion is that investigators confuse recovery, with improvement in certain aspects of the disorder which represent specific early actions the drug.  If we were studying actions on behavior we wouldn't be talking about full clinical response.  You would want to know exactly what happens to behavior immediately, because effects on the neurotransmitter systems have been shown to be immediate. Where did the idea that nothing happens for several weeks come form?  It is based on studies which were very influential in the early 1980's and despite those studies having significant shortcomings the results are in every textbook.  Since few have examined drug effects on behavioral facets of the disorder during the first two weeks, the field has been late to uncover that actions on behavior and improvement, begin in the first week.

SK: So you think this is more of a definitional issue about what recovery or improvement mean? 

MK: If you want to know how the drug actually works, something that even at this point in the development of the field is not clear, you have to examine the entire therapeutic process; that means you have got to look at the actions in detail, particularly during that first period. It is understood in neurochemistry that all elements of neurotransmitter action must be examined.  They are examined at every step of the way.  Why have clinical trials not examined drug actions in terms of elements of behavior?  Why not compare patterns of change with other drugs? Another problem is assuming that all classes of antidepressants we have now are initially affecting the same symptoms.  That's another of the myths in the field. No matter that the different drug classes have different neurochemical effects, they are assumed not to have differential effects on behavior.  But the evidence shows that they do have different effects on behavior.  We published results on this as other people have.  There is an article we wrote about ten years ago based on our experience with the collaborative study that I believe should have more of an impact on current thinking in this area. One conclusion that Jim Maas, the chairman, and I came up with was that the DSM system has become an impediment and could be a misleading influence on the design of future research.  If we don't transfer reliance on that diagnostic system to changes in behavior, mood and cognitive functioning we will never learn the nature of the elemental interactions between chemistry and behavior that determine what is going on in the therapeutic process.  So it is necessary to place less reliance on the diagnostic system in the design of clinical and drug studies and turn to the components of the disorder.

SK: Thank you for all this valuable information. Do you have any concluding comments?

MK: I am troubled by the faddish qualities that enter this field from time to time, that take us away from attaining closure on issues I have talked about.   The current interest in genetics, for example, is well founded and it is surely going to be an important area in the future for all of our research.  However, we have not yet resolved critical issues in the underlying chemistry and behavior and should continue that pursuit to achieve closure on understanding the basic mechanisms of action of these drugs. 

 On another subject I would like to see us getting back to examining the effects of psychedelic agents; they offered so much promise not only in terms of generating new classes of drugs, but in opening up the still mysterious processes of the mind to scientific study.  They had such unusual effects on memory, perception and learning, but we have no way of knowing what they might tell us about the mind, its potential and its limits, if we don’t pursue further work in that area.

SK: Terrific!  Thank you, Marty. It has been a lot of fun listening to your life experiences.

MK: Well, I appreciate your interest Steve. You gave me the opportunity to say everything I wanted to.

SK: Good, great, thank you.

