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THOMAS A. BAN

Interviewed by Leo E. Hollister

San Juan, Puerto Rico, December 9, 1996

LH: It’s Monday, December 9, 1996, and we’re at the annual meeting of the American College of Neuropsychopharmacology in San Juan. I am Leo Hollister and today I am going to be interviewing an old hand in this field, Tom Ban.(  Tom, welcome to San Juan for the umpteenth time and we have the great pleasure to talk with you.  You and Tom Detre, I think, are the ACNP’s biggest beneficiaries from Hungary.

TB: Thank you, Leo.

LH: After the uprising or whatever it was, in 1957, you both immigrated and both wound up in the ACNP.  Were you a full pledged psychiatrist when you left Hungary or were you just in medical school?

TB: I graduated from medical school in 1954, and had two years of psychiatry before I left.

LH: Oh, you’d had some psychiatric training?

TB: Yes. We didn’t have a formal residency training program in Hungary at the time but I was working as a junior physician at the National Institute for Nervous and Mental Diseases in Budapest 

LH: I see. 

TB: I even had my first exposure, in Hungary to some of the new psychotropic drugs, like chlorpromazine (CPZ), reserpine, etc.  

LH: Now, I suppose there were quite a few who left Hungary at that time? They didn’t like to live under a communist regime.  At least, Hungary is in better shape today than it was then.  Now, you came to join Heinz Lehmann in Montreal.  Had that been arranged before you arrived to Canada?

TB: No. 

LH: Well, then, what made you go to Montreal, of all the places in North America that you could have gone?

TB: After I left Hungary I was working for about two months at the psychiatric clinic of the University of Vienna in the EEG laboratory primarily. I was also involved with some of the patients at the clinic, mainly as an interpreter. While trying to find a place in the world where to go, I wrote to Wilder Penfield, and in my letter I mentioned that as a medical student I had won an award in a competition with my dissertation on post-traumatic epilepsy. It was a real surprise that he answered and an even greater surprise that he generously offered a fellowship in his Institute. .  .

LH: Penfield was a giant.  The Montreal Neurological Institute at that time was world class.

TB: It was a fantastic place.

LH: So, that’s how you got to Montreal and then it was just sort of accidental that you got to work with Heinz Lehmann?

TB: It was not completely accidental. After my arrival to Canada in January 1957 I spent six months at the Montreal Neurological Institute (MNI). My assignment was in neuroanatomy but I also participated in the activities of Herbert Jasper’s neurophysiology division, and attended the epilepsy and multiple sclerosis clinics. 

LH: Did you have any contact with Penfield?

TB: I had some contact with Penfield but it was Francis McNaughton who took me under his wings. Then, I did a rotating internship at the Victoria General Hospital of Dalhousie University in Halifax. I spent two moths from that year at St. Joseph’s Hospital in Glace Bay, Cape Breton Island delivering babies, before returning to Montreal. 

LH: How did this happen?

TB: During my internship I applied to the residency-training program in psychiatry at McGill.

LH: So that is how you got to work with Heinz.

TB: Yes. I asked on the applications form that my preferential first rotation would be the Verdun Protestant Hospital, one of their training facilities, because I knew that Dr. Lehmann was the clinical director of that hospital. I didn’t know him, but I had read one of his papers while still in Hungary, and heard people talking about him while I was at the MNI and also at Dalhousie. I became interested in psychopharmacology very soon after I started at the National Institute.  

LH: By using chlorpromazine? 

TB: After using chlorpromazine for a couple of months in a limited number of patients I became so enthusiastic about its advantages over the old treatments that I persuaded Dr. Sandor, our service chief, that we start in the Institute a quarterly publication on new developments in neuropsychiatry and especially in pharmacological treatment. So, I was familiar with Lehmann’s name already in Hungary from reviewing the literature for our publication

LH: Sure.  Well, you made a lucky contact.  Actually, you got a mentor right at the top.

TB: Yes, I was very lucky. I met Dr. Lehmann for the first time at the Verdun Protestant Hospital on the 1st of July, 1958. It was the first day of my residency. .

LH: I guess, by that time, Heinz was pretty heavily into research, wasn’t he?

TB: Yes, he was. He already got his Lasker award for his contributions to the clinical development of CPZ, about a year before that. And, I think he had just published his paper, the first paper in North America on imipramine.

LH: I think so.

TB: Heinz was very much involved in psychopharmacology and in all kinds of other research in psychiatry in those days and within a month I was working with him on several of his projects. In fact, I started to work with him on the second day of my residency. He was interested in the effects of drugs on biological systems of low complexity at the time and we were studying the effects of prototype drugs like dextroamphetamine, secobarbital, chlorpromazine, prochlorperazine, imipramine, lysergic acid on enzymological, growth and reactivity systems. I worked with urease, firefly lantern extracts, proteus bacteria, oat seedlings, the feeding reflex of hydra and dandelion sleep movements. We were also trying to make mute patients speak by inducing fever, giving ECT and administering them amobarbital, dextroamphetamine, chlorpromazine, LSD, etc.

LH: Now, how long were you in Montreal?

TB: About nineteen years.

LH: Nineteen years. Of course, during that time, you become more and more an independent investigator.

TB: Yes, but all those years Heinz and I worked very closely together. The first independent line of research I conducted was in conditioning. It was supported from a grant I received from the Medical Research Council of Canada. But, actually, I got involved even in that area of research on Heinz’s initiative. At the time to get our diploma in psychiatry at McGill we had to write a thesis and I got involved in research in conditioning because the hospital had a conditioning laboratory and Jim Prescott, the psychologist who set up that laboratory was leaving.

LH: So, it was the laboratory that dictated your career.

TB: Yes and essentially that Heinz, was looking for someone who might be interested to do research with him in the conditioning laboratory. 

LH: He had done a lot of such work before he got into chlorpromazine.

TB: That’s right.  He had done a lot of research with psychometric performance tests, and, also, some research in psychophysiology. For my thesis I had to review the literature on classical conditioning and had to do also some laboratory research in conditioning in human.

LH: When did you finish your training?

TB: I received my diploma in psychiatry from McGill in 1960. My thesis, Conditioning and Psychiatry, was published with some minor modifications as a monograph, first in 1964 by Aldine in Chicago, than in 1966 by Unwin in London. The foreword to the book was written by Horsley Gantt, at the time one of the last living disciples of Pavlov. During the 1960s my research in conditioning and in psychopharmacology was closely linked. 

LH: So, this is how you got involved in conditioning research. 

TB: My objective was to develop a common language for mental pathology and psychotropic drug action, using conditioned reflex variables. . To bridge the gap between pharmacodynamics and psychopathology, we developed a conditioning test battery for the study of psychopathological mechanisms and psychopharmacological effects. I perceived conditioned reflex variables as functioning patterns of the central nervous system and described mental pathology and the action of psychotropic drugs in terms of the presence or absence of these variables, such as the startle response, extinction of the orienting reflex, acquisition and extinction of the conditional reflex, delayed and trace reflex formation, and so on. One of our papers on the development and use of the battery won the Canadian Psychiatric Association’s McNeil Award in 1969

LH: So, your first line of inquiry was in classical conditioning. 

TB: Yes, but I combined some of our research in conditioning and psychopharmacology. We had some interesting findings in those studies.  

LH: For example?

TB: For example, findings in one of our studies indicated that changes in orienting reflex behavior was more closely linked to a favorable response to neuroleptics in schizophrenia than the appearance of fine tremor in the hands.    

LH: Well, I know you’ve been one of the few people in our world, who has tried to develop new tests based on classical conditioning for identifying biologically homogenous diagnostic populations in psychiatry. Are you very happy with the present state of affairs in psychiatric diagnosis?

TB: Well, I think, at least in the past 15 years or so we are trying to develop a common language for diagnosing patients.

LH: At least, we are defining our terms.

TB: We have at least diagnostic categories that can be reliably identified. Consensus based diagnoses undoubtedly are an important step forward in the provision of psychiatric service. They might also be useful in epidemiological research. The problem is that they are detrimental for progress in nosological research.  They cover up their component diagnoses that might be selectively affected by psychotropic drugs.  It seems the use of consensus-based diagnoses has not provided the necessary feedback for developing clinically more selective and thereby more effective psychotropic drugs. 

LH: Well, I think it is a step forward to have this common language and that we all have definitions for  diagnoses, but I sometimes wonder whether it might not get in our way because it lumps all kinds of people together and labeled for example as schizophrenic.

TB: The diagnostic concept of dementia praecox or schizophrenia, as you know, was created by Kraepelin by pooling together three major diagnostic categories of illness, hebephrenia, catatonia and dementia paranoides on the basis of their course and outcome. From the time of its inception the diagnostic concept of schizophrenia has been challenged. Karl Kleist in the 1920s divided schizophrenia into two classes of disease, and his disciple Karl Leonhard divided it into two classes with three forms and several sub-forms in each. In the 1980s I had a grant from NIMH at Vanderbilt, to study chronic schizophrenia. And in this study we showed that each form and sub-form of the two classes of disease Leonhard described exist. In fact there were no major changes in the distribution of the different forms and sub-forms of disease in Christian Astrup’s patient cohort in the 1950s in Oslo, from Leonhard’s patient cohort in the 1930s in Berlin, and in our patient cohort in the 1980s in Nashville.

LH: That’s telling evidence that there must be something real about them. How about the stability of the diagnoses?

TB: We developed two diagnostic instruments and with both we could reliably identify each form and sub-form of disease in Leonhard’s classification, but we didn’t study the stability of the diagnoses. Clinically, patients who are diagnosed with one or another of the sub-forms of the continuous forms of the disease, referred to as systematic schizophrenias, seem to display constantly the same syndrome whereas patients diagnosed with one or another sub-form of the episodic forms of the disease, referred to as unsystematic or non-systematic schizophrenias are more difficult to diagnose when in partial remission.  But in relapse they seem to display the same syndrome as in their prior episodes. The same applies to unipolar depression, a class of disease in Leonhard classification that is also divided into two categories of disease, pure melancholia and pure depressions. These are episodic diseases and arguably patients are symptom free, between episodes. But it seems that in repeated episodes patients are diagnosed with the same subform.

LH: Well, that’s true in individuals. Well, how about the concept of spectrum disorders, like depressive spectrum or schizophrenia spectrum diseases?

TB: The concept of spectrum disease implies a relationship between diseases. It is a broadening of a pharmacologically and genetically already broad, heterogeneous category of disease. We need narrower, biologically more homogenous populations for neuropsychopharmacological research.

LH: What do you think about diagnoses like dysthymia? They surely are depressed but they don’t meet the criteria of a full-blown major depression.  Does that make any sense to you to have these kinds of diagnoses?

TB: Patients diagnosed with dysthymia have depressive personalities displayed by all kinds of depressive symptoms. They don’t have a depressive disease in which the mood transforms their experiences. 

LH: Let me ask you a question.  How much of what we see in these diseases is organic, biological, and how much is functional, the result of interaction with the environment?

TB: In spite of my research in conditioning and my interest in learning theory I look at the different forms and sub-forms of schizophrenia as natural forms of disease in which the interaction with environment plays little role. But, then if you look at the disorders in the DSM-IV, many of those disorders are probably the result of an interaction between nature and nurture. 

LH: Well, I think everybody will agree on that it’s not just all in our genes. Let me throw another curve at you.  How about this issue of co-morbidity?  Not only do we have a problem with spectrums, but, we now have an increasing problem of co-morbidity. When you speak of depression, you are often speaking of two or three other things, as well, aren’t you? 

TB: If you want to get a psychotropic drug prescribed to the widest possible population in which patients have a better chance to respond than to an inactive placebo, the concept of co-morbidity is very useful. For neuropsychopharmacological research, in which progress depends on the identification of treatment responsive forms of illness both concepts are counterproductive.  

LH: Since we are talking about psychopharmacology and diagnosis, what do you think of Don Klein’s idea that you can establish new entities based on the reaction of patients to a particular drug or drugs. 

TB: Well, obviously a diagnostic system based on responsiveness to drugs is desirable. A good starting point would be the identification of treatment responsive forms of illness within the currently used diagnoses. Research in this area must be based on an understanding that responsiveness to the same drug depends to a great extent from the underlying condition. 

LH: Your career then in Montreal was in neurophysiology and drugs?

TB: I would say I was primarily doing research in psychopharmacology and conditioning in this order. My primary job was directing the activities of our Early Clinical Drug Evaluation program as Dr. Lehmann’s co-principal investigator of a grant from the NIMH.

LH: That’s right.  You were part of the ECDEU network.

TB: Yes, we were one the first grantees and we were there from the very beginning. After the completion of my thesis I had a research grant as I mentioned before, from the Medical Research Council of Canada to pursue my research in conditioning. But, most of my research in conditioning was closely linked to my research in psychopharmacology. 

LH: I see. So, your primary activity was directing the ECDEU 

TB: I spent part of my time for a few years on Ewen Cameron’s team, who was the chairman of the department in the late 1950s and early ‘60s. I was responsible for recording psychophysiological measures after the administration of psychotomimetics, like LSD or psilocybin to our patients. Actually, I got on Cameron’s team because he needed someone with some experience in conditioning and with psychotomimetics. My first research project in psychopharmacology, and this was back in 1958, was with phencyclidine, a substance originally developed for general anesthesia, that turned out to be a psychotomimetic.

LH: So, you worked with Heinz Lehmann and also with Ewen Cameron while at McGill. Did you work with anyone else while there?

TB: I also worked with V.A. Kral in an NIMH funded psychogeriatric program in which we studied the effects of psychotropic drugs in the aged.  

LH: Now, in your work with the ECDEU I suppose you looked at the same drugs as the others in the network.

TB: I think we worked with all the psychotropic drugs during the 1960-s and early ‘70s in Canada and the United States which were available for clinical investigations. . Bill Guy, who at the time was with the Biometric Laboratory at George Washington University told me that they processed more-studies from our unit than from several of the other units together. We were among the first in North America to study several of the thioxanthene and butyrophenone preparations. And, with drugs that showed clinical promise we conducted a series of investigations. We also discussed the findings of these studies at symposia organized by the Quebec Psychopharmacological Research Association.  We were especially interested in the differential therapeutic profile of drugs. So in one of our studies we compared chlorpromazine, chlorprothixene and haloperidol in the treatment of acute schizophrenia. 

LH: That’s an interesting comparison. In the company brochure, chlorprothixene was supposed to be good for everything, but it turned out not to be good for very much.

TB: In our study it was comparable to chlorpromazine in acute schizophrenia. 

LH: Well, I don’t doubt that chlorprothixene was an active drug, but it never went anywhere, you know, never caught on.

TB: We also worked with drugs that didn’t catch on in the United States. One of them was methotrimeprazine, Nozinan, and another one was prochlorperazine, Stemetil. They were marketed as antipsychotics in Canada but not in the USA.

LH: I think that decision, though, was probably commercial.  At the time SKF had trifluoperzine and they didn’t want another piperazine-phenothiazine to compete with it. So, they developed prochlorperazine as an antiemetic rather than as an antipsychotic, but it’s a perfectly good antipsychotic.

TB: Then, we also worked with drugs like trimipramine that was marketed in Canada in the early 1960s and in the United Sates in the late 1970s. 

LH: I think the drug that most of us ignored or didn’t pay much attention to at the time which ultimately, became very important was lithium.

TB: Yes. It happened that I used it first in Hungary in 1955 or ’56 at the National Institute and I remember we had to get lithium prepared by the pharmacist of the Institute.

LH: The pharmacist had to make it.

TB: Yes. It was not available commercially. We had a couple of patients on it. 

LH: It’s surprising that you were able to work with lithium so early in Hungary when lithium was discovered in an English speaking country.  You would have thought that it would have more impact in Britain or the U.S. rather than it had in Hungary?

TB: Dr. Sandor, my service chief and mentor, was fluent in many languages and he probably read the papers of Schou or Treutner. And he was interested in trying in his patients everything he learned about. We even managed to monitor blood levels. We tried every possible new treatment he ever read about and we were able to put our ands on.   

LH: Those were the good old days when you didn’t have to go through six committees and have a waiting time of eight months before you could do a study.

TB: We actually did not conduct clinical studies with any drug; we just used them on the ward trying to help patients. I started to work at the Institute just a few months before chlorpromazine became available. So, I’m probably one of the few survivors who saw how things were before the introduction of the new psychotropic drugs. We didn’t have chlorpromazine readily accessible for several months even after we saw how well it worked. We used it first only in some privileged patients who were able to get it sent by their relatives living outside the Iron Curtain. I remember using Largactil from France in one patient, Megaphen from Switzerland in another, and Hibernal from Sweden in a third. I also remember the first patient I treated with chlorpromazine. He was an involutional melancholic. He was agitated, depressed, delusional and theatrical as most patients with involutional melancholia were in the old days when admitted to hospital. Our plan was to treat him with ECT when his family got Largactil from one of their relatives in France. He responded promptly to the drug. We were impressed. My second patient was a negativistic catatonic schizophrenic whom I had to tube feed and catheterize daily for several months. It was a kind of miracle to see him revived, walking and talking and taking care of himself. In both of these patients we used very small doses compared with current standards, about 25 mg intramuscularly three or four times a day. We knew that we must be prepared for blood pressure drop, orthostatic hypotension. So, after the injection I stayed with these patients and took their blood pressure every half an hour or so. 

LH: In our original studies, we also gave relatively small doses. I am curious what would happen if we would go back to those small doses.

TB: It would be interesting to see. I also had some experience on Dr. Sandor’s service, with reserpine in schizophrenics and with Hydergine in elderly patients with memory problems. Both these drugs were available in Hungary for clinical use in hypertension in those days. Reserpine, was also frequently prescribed as Serpasil for neurotic patients, probably most often for patients with neurotic depression. 

LH: Well, I think the whole history of the early development of psychopharmacology has been full with serendipity. Somebody would make a clinical observation that a substance is good for a particular condition and this was sufficient to try to use it in others with the same or similar conditions.  

TB: I agree that serendipity played a major role in the discovery of most of our psychotropic drugs, but after a few month of the publication of my Psychopharmacology in which I attributed the discovery of chlorpromazine to serendipity, I received from Henri Laborit a copy of a book he just published at the time with a dozen of so drugs listed on the blank page of the book in the front with the question below: “All these by serendipity?”

LH: Well, you had nineteen pretty good years in Montreal.  Why did you leave?

TB: I accomplished the task of organizing a division of psychopharmacology. It was the first division of psychopharmacology in any psychiatry department in the world.  But then, I ran into difficulties in implementing a structural reorganization of the psychiatric service in our hospital in a manner that would use optimally what psychopharmacology could offer. I was also interested in extending the scope of my activities

LH: Was Cameron the chairman of the department all through your stay?

TB: No.  Cameron resigned in 1966.

L.H.: And, then who succeeded?

TB: Bob Cleghorn. It was during his tenure that I was appointed director of the Divison of Psychopharmacology. It was also during his tenure that we became the Canadian National Reference Center for Psychotropic Drugs, part of an International Reference Center Network organized by the Division of Mental Health of the World Health Organization in collaboration with the Psychopharmacology Division of the National Institute of Mental Health of the USA. Then, in 1970 the activities of our Reference Center were extended to education, and, we became WHO’s first training center for teachers in psychopharmacology and biological psychiatry in developing countries. We introduced our fellows into the methodology of clinical investigations. During their six to 12 months stay they became familiar with the assessment instruments and rating scales included in Bill Guy’s ECDEU Assessment Manual. Most of them participated in at least one of our clinical trials in which the collected data were sent to the Biometric Laboratory Information Processing System that was set up at George Washington University to analyze the data of ECDEU investigators. It was during this period that I began with the translation and adaptation of the AMDP and AGP manuals used in the documentation of changes in treatment in adult and geropsychiatric patients in German speaking countries. In the mid 1970s, Heinz Lehmann succeeded Bob Cleghorn as chairman of the department of psychiatry at Mc Gill. During his tenure the activities of the division were extended to all six hospitals affiliated with the Department. In 1976, at age 65, Heinz retired form the chairmanship. And, in the same year I accepted an offer from Vanderbilt, and moved from Montreal to Nashville. 

LH: So, you went to Vanderbilt?

TB: I went to Vanderbilt.

LH: Vanderbilt has always been very strong in clinical pharmacology.

TB: Yes.  Now, clinical pharmacology was a division of internal medicine at Vanderbilt that was directed by John Oates. We did our research in clinical psychopharmacology at the Tennessee Neuropsychiatric Institute, part of the department of psychiatry, located on the premises of Central State Hospital. TNI was established from a center grant of NIMH and supported by the Department of Psychiatry and the Division of Mental Health of the State of Tennessee.  The late Earl Usdin, Dan Efron and Morrie Lipton played a major role in getting the center grant for establishing the TNI.

LH: Now, who was the chairman of the Department of Psychiatry when you went to Vanderbilt?

TB: Marc Hollender.

LH: He was rather supportive of psychopharmacology, wasn’t he?

TB: He was very supportive of my activities but I don’t know how supportive he was of my predecessor. Marc was a psychoanalyst, a very well organized, honest man, dedicated to teaching.  After my arrival he referred to me for consultation some of his long-term patients in analytic psychotherapy and we became friends after one of his patients with a phobic-anxiety-depersonalization syndrome promptly responded to phenelzine, a monoamine oxidase inhibitor he prescribed on my recommendation. A few months later when the patient developed delayed and retrograde ejaculation we wrote it up and published it. A couple of years after my arrival the director of the outpatient clinic died. It took about a year to find a replacement and during this time I spent three half days a week at the clinic supervising residents, and answering their questions related to the use of psychotropic drugs. The questions the residents asked and my answers to their questions were recorded, and Marc decided to edit and organize the material in a logical sequence. Then we complemented the material by a few additional questions and answers. It became a book with the title of Psychopharmacology in Everyday Practice, published by Karger in 1980. Marc and I were very pleased when we learned that our book was translated from the original English into Japanese and Dutch.

LH: I think that having you two on the same book was quite an achievement. 

TB: And he really worked on that book. He kept on editing my answers until they were crystal clear.

LH: So, it wasn’t primarily a tag along authorship.

TB: It would have been a very different book if he had not done his part.

LH: What do you think of writing books? I always thought you make more money digging ditches.

TB: You are probably right but I never looked at it like that.

LH: Well, it’s not only the money; that’s probably the least of it. It’s the fact that you hope it will have some influence but even then, you’re always dubious about it.

TB: Writing a book forces me to conceptualize the findings in our research and integrate it with the information in the literature. And, that, in itself, I find a rewarding experience. Now, I should add that it takes me a long time to write a book or a review because I keep on conceptualizing and re-conceptualizing my findings until I find the way to express what I would like and be able to communicate it. 

LH: That’s one of the beauties of writing a book. You can philosophize, or tell anecdotes or things that are more personal. And, I find it rather discouraging that many of the new books are lacking this personal touch. All you’ve got is a lot of information. It does not make any sense to write a book if the author’s personal touch is not there.  

TB:  I think not only books but also reviews should have the identity, the conceptualization of the reviewer. A good review should be more than a summary of all the papers.   

LH: Now, when you went to Vanderbilt there was the beginning of a budding institute there, wasn’t there?

TB: The Institute, the Tennessee Neuropsychiatric Institute was founded about ten years before my arrival.

LH: That was when Fridolin Sulser went there?

TB: Yes, Fridolin went there about that time. I think he got to the Institute just a little bit after Jim Dingell. 

LH: Now, didn’t John Davis spend some time there?

TB: That’s correct.  John Davis was the first clinical director of TNI. But I think John Davis and Dave Janowsky his close associate arrived considerably later than Dingell and Sulser. And, when John left for Chicago, Dave Janowsky, Eddy Fann and other members of John’s team left as well. There was no one there on the clinical side for two or three years before I came. 

LH: Did you take John Davis’ place?

TB: Yes, I was John’s successor. But there was a period of time between John’s departure and my arrival during which all the funds of the Institute were used by the preclinical division. The Institute also had a Center grant which just expired around the time of my arrival. At the time John arrived the Institute was prosperous whereas at the time of my arrival virtually all the money the Institute had was used by the pre-clinical division. There was not enough money there to operate a clinical research service safely. 

LH: So, you came there when they ran out of money.

TB: The Center grant expired and it was up for renewal. To be able to present an acceptable research grant proposal I had to organize a clinical unit first. 

LH: Could you transfer your ECDEU grant there?

TB: Our ECDEU grant with Dr Lehmann was terminated few years before I left McGill. In fact just about the time I moved to Nashville, ECDEU’s Biometric Laboratory was closed, and some of the professional staff of the Laboratory, Bill Guy and David Schaffer joined me at Vanderbilt. 

LH: Did the funding for the continuous operation of TNI come from the state or private sources? 

TB: It came from three sources: the State of Tennessee, Vanderbilt University and the National Institute of Mental Health. 

LH: You were at Vanderbilt when Earl Sutherland was there, weren’t you?

TB: He died before I arrived.

LH: So, you never had a chance to know him.

TB: No, I just knew that he got the Nobel Prize. 

LH: Now, what was your primary thrust at Vanderbilt in psychopharmacology?  Were you continuing to test new drugs?

TB: I continued with clinical investigations and we tested several new drugs but the primary thrust of my research was in developing a methodology that would identify the treatment responsive forms of illness, or sub-populations within the diagnostic categories to psychotropic drugs. Development of a pharmacologically valid psychiatric nosology was central to my research during the past 40 years Since pharmacokinetic factors did not seem to explain why one patient in the same diagnostic category responds whereas the other remains refractory to the same psychotropic drug given in the same dose, as early as in 1969 in the concluding remarks of my Psychopharmacology I noted that the “introduction of therapeutically effective psychotropic drugs focused attention on the pharmacological heterogeneity within the diagnostic categories of mental illness.” For some time I believed that biological measures would identify pharmacologically homogenous groups within the diagnostic categories of mental illness but by the mid 1980s it became evident to me that this was not the case and that biological measures were state dependent epiphenomena of mental illness. I published a paper on this with the title, Prolegomenon to the Clinical Prerequisite: Psychopharmacology and the Classification of Mental Illness 

LH: It’s in an interesting title.  

TB: The paper was an extension of my presentation on Psychopharmacology and the Classification of Mental Illness at a symposium on the 15th CINP Congress that was held in San Juan in 1986, in the same hotel we are now. After my presentation I went to the beach with Corneille Radouco-Thomas, who was at the time the editor-in-chief of Progress in Neuropsychopharmacology and Biological Psychiatry, and in the course of our conversation he told me that he would be interested to publish my presentation in his journal. He even suggested Prolegomenon to the Clinical Prerequisite as a possible title. I thought it was a good suggestion and the paper was published in his journal in 1987. In Prolegomenon, I argue that it’s not only unrealistic to expect that biological measures would provide pharmacologically meaningful clinical categories of mental illness in the foreseeable future, but I argue also that   we need clinical end-points to render findings with biological measures clinically interpretable.  

LH: Now, as someone who has been interested in methodology of studying drugs, are you happy with the way things are today?  You know that most of the companies now have in-house help that is able to develop a protocol and also have the statistical help to analyze the results. They usually vend out the writing of the paper to some professional writing group and all the investigators do today is gather data.  It seems to me like a very dull way to do business.

TB: This is correct and very unfortunate. But I wouldn’t blame the companies for doing that. They are business organizations responsible to their shareholders to generate maximum profit.  It is the task of the profession that the new psychotropic drugs are optimally used in individual patients. To meet regulatory requirements companies must demonstrate that their drug is not toxic and is efficacious in treatment in at least one of the consensus-based diagnostic groups of mental illness. By the accepted standards a drug is proven efficacious if it is statistically significantly superior to placebo in two clinical studies in that population. We have been aware for some time that our consensus–based diagnoses are pharmacologically heterogeneous, so, it would have been the task of academic psychiatry to extend clinical drug development with clinical psychopharmacological research to identify the treatment responsive subpopulation to psychotropic drugs. I have been rather frustrated for some time that this is not done at the universities, and, I just formed a small company with some of my former associates and a few other interested psychiatrists to fill in this gap in clinical drug development. It was just formed. I retired from my professorship from Vanderbilt to be able to dedicate my time in developing the company.

LH: What’s the thrust of the new company?

TB: The development of psychotropic drugs in a manner that they can be used selectively. We intended to achieve our objective by developing a methodology for the identification of treatment responsive forms of illness, employ the new methodology in multi-center clinical investigations, and delineate the differential therapeutic profile and indications of psychotropic drugs. We hoped to be able to generate the necessary support from industry, government and foundations to achieve our objectives. . 

LH: Do you think our clinical tools are sensitive enough to pick up minor differences in the pharmacological profile of psychotropic drugs.

TB: I don’t think that the current methodology of clinical investigations with behavioral rating scales focused on the detection and demonstration of efficacy has the necessary sensitivity. But there are some findings that indicate that the Diagnostic Criteria of Research Budapest-Nashville, we developed at Vanderbilt in collaboration with Bertalan Petho’s group at Semmelweis University, has the necessary sensitivity. The DCR is based in part on Leonhard’s classification of endogenous psychoses. As you might know, some 40 years ago Frank Fish had shown that one subpopulation of unsystematic schizophrenia in that classification, affect-laden paraphrenia, responds selectively to phenothiazine neuroleptics.  There are also some indications that the Composite Diagnostic Evaluation or CODE System provides the necessary sensitivity for the detection of differences in the pharmacology of psychotropic drugs.  

LH: That’s an interesting and ambitious undertaking.  Let me go on to another facet of your multi-faceted career. I recently picked up a copy of Thirty years of CINP, a book you and Hanns Hippius edited some years back. More recently, of course, I’ve been going through your History of the CINP that you and Oakley edited together. You’ve been interested in history for a long while, haven’t you?

TB: All through my professional career I have been interested in the conceptual development of disciplines like psychiatry and neuropsychopharmacology. I also enjoy figuring out or reviewing developments that lead to our current state of affairs. It is difficult for me to see how research could contribute to the development of a field if it is not done in a historical context. 

LH: It would help to have the historical context to put things in.  I’m generating a letter, currently, to the Journal of Psychiatry because they had a letter saying neuroleptic drugs are unpleasant to take.  I thought that was common knowledge thirty years ago.  And, the problem, it seems to me, is that the indexing systems now that are giving this search of the literature so easily and complete,  go back only to about fifteen years.  And, it’s like there’s no history beyond fifteen years ago.

TB: It is very disappointing that we have the capability to review historical development properly with the help of computers and we don’t use this capability fully. 

LH: Now, you and Oakley, are undertaking a similar task with the ACNP history, is that right?

TB: This is, more or less, the case. It would be more correct to say that we are ready to undertake the task.  

LH: Well, I think these kinds of interviews are very good, historically, but I’m still a print man.  This project with all the visuals is important but I still would like to see something in written in print. 

TB: I’m very glad to hear that, because we would like to see these interviews transcribed and in print as well.  

LH: You know, David Healy has been doing something similar to what you are doing but, actually, he is writing up these interviews rather than filming them.  And, I found the first volume of his interviews very interesting.  But, there are of course several different approaches to presenting a coherent historical account.

TB: We seem to have the necessary information in these interviews to present in print a coherent account on the history of the field. Do you think it would be a worthwhile undertaking?

LH: I think it’s a worthwhile undertaking, yes.

TB: We are ready to do it.  That’s all I can say.  

LH: You see the problem is that many organizations start off with no concept that they are going to want, someday, to know what their history was, and so they ignore it for the first decade or two.  And, then, all of a sudden, someone says, “Gee whiz, we’ve got a history!”  

TB: As you know we have already put in print the history of the CINP. I think it will be much easier to reconstruct the history of the ACNP because ACNP’s record keeping has been much tidier from the beginning. And I have a feeling that probably in the “Oakley era” that began with his election as Secretary/Treasurer in 1979 we will be able to find all the records we need.

LH: You know there’s a depository of information that they’re setting up with Vanderbilt now.  It’s fine, but really I don’t have any old notes.  I, periodically, cleaned out my files and pitched them. I guess some people are compulsive about keeping things.

TB: I think it is very fortunate that finally we have an archive. It was Oakley who got the necessary funds to start it.  

LH: Well, Tom, you’ve not only been a historical figure but now you’re a major historian of both of the large organizations connected with the world of psychopharmacology.  And, I certainly wish you well in your venture to put it in a coherent, logical and written form. I think a lot of what comes out of these interviews are personal things, the people you’ve met along the way and people who have influenced you and so on. 

TB: I remember Leo when we first met.  

LH: You do?

TB: Yes, I do.

LH: Your memory is better than mine.  I’ve got a few years on you though.

TB: You were already well known in the field. It was in 1960 or ‘61 at the first ECDEU investigators meeting in Washington, DC. At the time the group was small, we could still sit around a table.

LH: Well, one of the great things from my point of view, of being in this field has been the wonderful people, the right people that you meet along the way, some of whom who become very good friends and others you cherish who follow you.  And, I think we live in a wonderful era and we’re lucky to be in the field we’re in.

TB: Yes, we are very lucky.

LH: Well, there’s been a great deal of progress since you and I began and I hope we will be able to see some of the bright future that seems be in the making.

TB: I hope so.

LH: OK, Tom.

TB: Thank you, Leo.

( Thomas A Ban was born in Budapest, Hungary in 1929.








