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HERMAN M. VAN PRAAG

Interviewed by David Healy

Las Croabas, Puerto Rico, December 13, 1998

DH: My name is David Healy. Today is Sunday, the 13th of December 1998.  On behalf of ACNP, I’m interviewing Herman Van Praag,( from Holland, on his impact on early psychopharmacology in Holland, and his experiences about psychopharmacology when he moved to the USA. So, Herman, where were you born?

HvP: In the Netherlands, Schiedam. That is a smallish city near Rotterdam.

DH: Did you always plan to go into medicine?

HvP: No, not really. I had two other ambitions, Biology and in particular Ethology, but after discussing it with my father I decided against becoming a teacher. Most biologists became teachers at the time. In 1948, when I matriculated from secondary school, it was just a year after that a Faculty for the Scientific Training of Politicians and Journalists was started at the University of Amsterdam and since I had a great interest in politics I considered, maybe that would be an excellent idea. But again, I discussed it with my father and he said that politics is not a science and for a politician to study law or economics would be better. I told him I was not so interested in that so my final decision was to enter medical school.  And, I never regretted it.

DH: After you entered medicine, when did you begin to think you might be interested in Psychiatry?

HvP: Very late. I was, as a schoolboy, already interested in brain, behaviour and mind, but discussions related to these issues were purely philosophical until late in my studies. It still is a philosophical problem.

DH: What do you mean?  
HvP: I was primarily interested in mind-matter interrelationships, not so much in psychiatric hospitals.

DH: Before you went into medicine?

HvP: Oh yes! Even today, mind-matter relationship is the most intriguing question to be addressed for mankind. When I was a medical student there was nothing to be studied from an empirical scientific point of view about the brain and the psyche. Because of this I decided to go into Neurology, the closest you could come to the brain at that time. I finished my studies in the 1950s. At that time, in Holland, neurologists had to do one and a half years in psychiatry and psychiatrists about one and a half years of neurology in their training. So, as a future neurologist, I happened to start my training with psychiatry. It was just about the time the first neuroleptics appeared and we learned about possible chemical transmission in the brain; the possible ones were sympathin A and B. Lithium was already there and the first antidepressants, imipramine and iproniazid were just introduced. From the very beginning it was known that iproniazid inhibited monoamine oxidase (MAO), the enzyme involved in the degradation of the just discovered monoamines, norepinephrine and serotonin. So there was a revolution in psychiatry in sight and I thought that brain and behaviour, mind and matter would become accessible to study. In my mind I entertained the question whether MAO inhibition was responsible for iproniazid’s antidepressant effects? I also asked myself is it possible that there is something wrong with central monoamines in the brain of depressed patients who show a favourable response to ipronazid and  could we study that in humans? So I decided to change direction from neurology to psychiatry.  I went to my teacher in neurology and said I was going to change direction into psychiatry.  And, he said, “Don’t do that. It is a fascinating discipline, but it is almost a hundred percent dominated by non-biological, philosophical, psychological approaches. It is full of sometimes brilliant hypotheses, but without any means or intention to substantiate them. You know, it is one hypothesis on top of the other and no ability to prove anything.  You should stay in neurology”. I disagreed and said: “I want to study complex behaviours, not elementary motoric or sensory phenomena. So I have to turn to psychiatry”. What he tried to bring to my attention was that I would be alone because there were no psychiatrists interested in biology. And he was right, because that was the case for many years. It was a very small group of people in the 1950s, ‘60s and even in the ‘70s who were active in psychopharmacology or biological psychiatry. Mainstream psychiatry was not only not interested but considered biological psychiatry a threat.
When I turned to psychiatry my teacher was the well known psychiatrist, Prof. Rümke. During my residency I wrote my thesis on monoamines and depression. When I told Rümke I would do my thesis on monoamines and antidepressant activity, he said, “So you’re going to study urine and blood?  What does that have to do with psychiatry? It’s not psychiatry. That’s not what you ought to learn.” When I replied, “But you always taught us that the biological framework was extremely important,” he responded, “Yes, but when I use the term biology, I mean the basic vital force that is instrumental for human life, at an energetic level.”  Even for him a biological framework in psychiatry was possible only at a philosophical level. I couldn’t believe my ears, but that is what he said.  
DH: So, your thesis dealt with monoamines and depression.

HvP: Yes.
DH: You defended your dissertation in 1962?

HvP: I completed my thesis in 1962 while I was still a resident and finished my training in psychiatry and neurology in 1963. Then, I was a Chef de Clinique, responsible for the daily activities of the clinic, and, while doing that, I was collaborating with psychologists because I realized if you cannot reliably diagnose and measure abnormal behaviour, a biological study would be without much value. Then a couple of years later I was invited to go to Groningen to establish a Department of Biological Psychiatry, the first in Europe. The university had given me space and money for labs and people. This was real foresight by the University because, in 1965, there was not that much indication psychiatry would become a brain science. 

DH:  Who did you find there and what were you working on in 1965 and 1966?

HvP: There was nothing there at that time. The Professor of Psychiatry was a psychoanalyst, the Professor of Clinical Psychology was an analyst, the Chef de Clinique was an analyst and the Chef de Polyclinique was an analyst. It was an analytic group and I was a strange figure there. Then, I went to the Chairman of Psychiatry and said, “I’m here now and I have a very tiny office, on the upper floor but that’s not the point. I’m happy I can work, but if you ask me to set up a new department or division, there needs to be some correlation between the office and what you think that division will be.” So, I was somewhat unhappy; there was absolutely nothing there. So the negotiations started and soon after my arrival, we moved to a new building and with a lot of space so we could attract people. So, I recruited biochemists, an electrophysiologist, a clinical psychologist and a biologist-ethologist and we started. 

DH: Started to do what?

HvP: At the time the relationship between monoamines and behaviour was the center of our interest.

DH: What could you actually measure at the time? Was it gross 5-HT or 5-HIAA levels? When did you move from studying blood to studying CSF?

HvP: I started in the late 1950s with studies analyzing blood and urine; first; we were doing challenge tests by giving the precursor of serotonin and measuring the output of 5HIAA, its metabolite in urine. But very early I said to Korf, one of the biochemists on our team, we should move to CSF, the closest we can get to the brain. So he developed excellent methods to measure 5HIAA in the CSF. In the mid- or late-1960s, three groups, simultaneously, but independent from each other developed the probenecid method to study turnover of serotonin in the brain. We also developed methods of challenging serotonin and dopamine by the administration of agonists or antagonists. Doing that, we identified functions apparently under the influence of the monoaminergic system and determined whether it was working on too high or low a level. Those studies were mirrored and extended in ethological animal studies. In the physiology lab we studied sleep.

DH: Sleep?

HvP: We studied sleep because there was evidence that sleep or certain aspects of sleep are controlled by the serotonergic system. We were also interested in the monoaminergic underpinning of biological rhythms. 
DH: You were interested in the role of the serotonin system in the antidepressant effect of drugs. The industry has been focused on the disease side of the story but the pills seem to have an effect on personality and social functioning that is distinct from curing the disease. 

HvP: I think Axis II diagnoses are indeed underestimated. There’s almost no Axis I disorder without a coexisting Axis II personality disorder, be it psychosis, schizophrenia, depression, addiction, anxiety, panic, you name it. Maybe the Axis II diagnoses are at the heart of the matter, and especially when you speak about difficulties in social relations, adjusting to society and communicating with others. We should probably shift focus from the biology of depression and panic disorder to the biology of personality disorder or certain aspects of personality disorder. The problem is that studying personality disorders is probably more difficult than studying Axis I diagnoses, such as major depression.  

DH: This is interesting but perhaps we should get back to chronology. In the 1960’s you’re one of the few people in Holland doing research in biological psychiatry which involved not just taking blood, collecting urine but also doing spinal taps, and you began to run into trouble. 

HvP: First there was indifference, later trouble. When I started to do my research people said what I was doing was not psychiatry, because biological measures were not considered to be related to psychiatry. Another argument came from the psychoanalysts who considered each individual unique in pathological behaviour but features that could be generalized, like depressed mood, psychosis were irrelevant to treatment decisions. They used to say what we did was second or third rate psychiatry because drugs are just “mother’s little helpers,” they combat symptoms, and only psychotherapists focus on the essence of mental disorders. Then the anti-psychiatric movement arose with the Cultural Revolution in the 1960s against all authority and political views were often expressed in violent behaviour. Abnormal behaviour, or behaviour earmarked as such was a product of an abnormal society. Society should be treated, not the so called patient. It was not a quiet discussion, but a clash of belief systems expressed in a very emotional way. And violence was not far away, not only in my case, but in general. 

DH: It couldn’t have been easy for your wife.

HvP: My wife said, for you it’s easy; you are in the frontline but I and the children, we are sitting behind; it is better to be in the frontline than sitting at home and hearing all kinds of things about Van Praag, the terrible things he is doing, giving ECTs and drugs, he is like the Nazi’s. Our boys and our girl didn’t like to hear that.

DH: Then you spent some time in Jerusalem.
HvP: I was asked to become Chairman of the Department of Psychiatry at Hadassah University in Jerusalem. I said I would like to spend a trial year during which I can decide whether I can do it. I enjoyed my time in Israel tremendously, working with excellent residents but then I had to decide. That was a difficult time for all kinds of emotional reasons. I would have liked to stay but I struggled so much with the language that at the very end I decided not to accept.  Anyhow, I came back and was offered the General Chair of Psychiatry in Utrecht. I said, wow, that may be important for psychiatry and accepted the offer. In Groningen I was Professor of Biological Psychiatry.
DH: Now after Utrecht, you moved to the USA?

HvP: Right.

DH:  Was there a link between the troubles in Utrecht and moving to the USA?

HvP: Absolutely not. Within the academic context I worked in, I was free and people liked what I did. But, all of a sudden I got a call from New York and was asked to go to Albert Einstein, a well known medical school with great opportunities for further research. And I liked management very much, beside research and teaching. My charge in New York was to boost research and unify two completely independent departments, Einstein and Montefiori along with their affiliated hospitals.
DH: Who where you called by?

HvP: By the Dean, Dr Purpura, Dr. Freedman Chair of the search committee, and Dr. Kline. After several visits I decided to do it. Then, very soon after my arrival, the first confrontation with the highly politicized New York scene occurred and all of a sudden it became clear that the Dean of Einstein was very eager to get me to Einstein, but the faculty was not. Einstein, when I came, was still the Mecca of psychoanalysis and I was initially considered a biological barbarian. Soon I realized maybe I accepted the job too easily and there was a chance I will be asked to leave.
DH: What happened? 

HvP: Montefiore was a large teaching hospital in Albert Einstein College of Medicine; they had their own Chairs of Psychiatry and both had to leave because they asked me to merge two departments, and I managed pretty soon to do that.
DH: How did you go about doing it?

HvP: Essentially by making the decision that the unified Department should be run by a large Executive Committee consisting of 22 people; the heads of the 12 divisions, enlarged with some researchers, clinicians and teachers from these Departments. We would meet every week for an hour. They said at first, “Every week! No, that is much too much. What are we going to do?” And I said, “First of all listen to what I have to say, and I have to hear what you have to say.”  We did just that for eleven years, and it went very well.  In addition, if you meet frequently, it’s much more difficult to put a knife in your neighbours back. If you see someone every three or four months it’s easy, but if you see them each week, it’s very difficult to do something very nasty. It was very, very important to induce a certain amount of trust and solidarity. I like constructive meetings and I like to make fun and jokes, so it was very relaxed, and very open.  Also, by having regular meetings, people started to believe I was talking the truth, and not just demonstrating some elegant window dressing.
DH: How did things go research wise during the eighties? Did you keep on with the work you were doing at home? 

HvP: I did quite well, collaborating with many others. At the time I arrived there was not very much research, let alone biological research at Einstein, so I developed a program. That was fascinating. In America, if you are active and more or less creative there’s a great opportunity to do that, because the rules are not so strict and creativity and initiative are admired.  I raised a lot of money from grants and benefactors which the school matched. When I came to Einstein there was one laboratory and when I left there were six, all raised primarily from monies received from benefactors and matched by the school. 

DH: One of the important things you did during the 1980s was to challenge the orthodoxy of the new DSM. You felt there was something wrong. 

HvP: Yes.

DH: You said, it’s important to have some classificatory system but here we have a system that is wrong and ultimately unfriendly to the biological approach. Even here, at ACNP, which is supposed to be a brain storming meeting, there’s not a hint that DSM IV has got things wrong. Were there any meetings in which you actually talked to these issues?

HvP: I did several times at the APA.

DH: Was this is the early 1980s?

HvP: Early and late ‘80s or early ‘90s, I said the DSM is less a classification than a belief system.  

DH: It’s a philosophy, isn’t’ it?

HvP: A kind of philosophy. What I said in the early eighties was, don’t throw nosology away, but try to study it and if there is reason to have doubts about the validity, act on it and compare different disease models. Do the ground-work. Study the diagnostic concepts and their validity, otherwise, you run into the same problems as the psychoanalysis, adding one hypothesis on top of another, without having proven if the first one is right. And that is what happened. The DSM is a new “holy cow”. Psychoanalysis has been a “holy cow”, anti-psychiatry a “holy cow”, now diagnosis is a “holy cow.” If you don’t have a system of diagnosis that is precise, valid and reliable, then biological psychiatry is worthless. I would be the most surprised person in the world if there would be a gene or a biological factor specific for major depression or generalized anxiety disorder (GAD) or schizophrenia. To pretend there is something like an entity schizophrenia, an entity dysphoria, an entity panic disorder, an entity major depression, is a fiction, an illusion. I could be wrong, but let us discuss it, and let’s study it. 

DH: When you said these things I assume you got no response. Could I ask you how you perceive psychiatry in the US, over the last twenty years or so?  In the ‘60s it was Freudian but also very dimensional, looking at personality and things like that.

HvP: Right.

DH: Now it has become almost anti-bacterial. They want to hit the bug that causes panic disorder; hit the bug that causes GAD, and we’ve almost lost the constitutional element of the picture completely. Do you have something to say about this?

HvP: I’ve always had interest in psychoanalysis, or better in developmental psychology.  I think Freud’s ideas, as a philosophy, are fascinating. Freud was a great philosopher. I have less interest or confidence in the practical applications of psychoanalysis.
DH: What are your thoughts about classification today?

HvP: I’m moving away from nosology towards functional approaches, looking for the biological underpinning of psychic dysfunctions, in cognitive functioning, affective functioning, and so on. In 1964, I had a paper on the conceptualization of what was then called functional psychopathology. It seems it has been forgotten. People don’t go back and they forget about people who said the same things years before and over and over again. But, I’m optimistic that the concept, the point of view, will be accepted in the course of time. I repeat, functionalization of diagnosis, and treatment for that matter, is the way to go. We have worked along those lines for years.
DH: Let me pick out a very concrete issue which seems to cut across the diagnostic classes, 5HT and suicide. Do you want to pick up on that and how you began to get into this area? 

HvP: We started out with studying serotonin, 5HT, and its metabolite, 5-hydroxyindole acetic acid, 5HIAA in depression and in particular, in vital depression, endogenous depression, major depression. Because of my functional inclination, I thought we should look at depression not just as a nosological concept but also with consideration of its functional aspects, like disturbances in mood and anxiety regulation, disruptive aggression regulation, outward directed aggression, irritability, hostility, suicide and so on. This is how I got to studying 5HT and 5HIAA in suicide. It was in the 1970s, and it made anti-psychiatrists extremely angry, because suicide was considered to be absolutely non-biological. To go beyond studying the biology of endogenous depression and schizophrenia, was considered to be confrontational, to the utmost.
DH: When you began doing all this research your work was, more or less, considered as the work of the devil, implying that the soul is made of things like 5HT. At that time with your functional approach you tried to refine diagnosis, but now, we’ve got broad diagnostic concepts, like major depression, in the DSM-III-R and DSM-IV. They have become the mainstream and led to the introduction of drugs like Prozac (fluoxetine.)
HvP: I am an optimist. Time is with me. The nosologic approach has proven to be a dead end. Fifty years of biological research with no hint of “the” cause of schizophrenia or of major depression. Soon the nosological blinds will be removed. With regards to antidepressants, I still think antidepressants are not universal treatments for all depression, but that is not what industry likes to hear. But since there is no syndromal acuity anymore, we just prescribe antidepressants for any kind of mood lowering. That is a very unscientific way, it is very unfortunate. And, there was no attempt to critically analyze the enormous impact the introduction of DSM had on psychiatric practice and research. Of course, this is more profitable for the industry but it is very unfortunate. I have coined the term “nosologomania”. Our entire field is geared towards imaginary “entities”. If I were to wake up in 2050, and I would find that there’s a gene for schizophrenia and a gene for mental depression I would be the most surprised man in the world. If anything is transmitted, I think it’s the vulnerability factor. To look for a gene for schizophrenia, is useless. But, when I say that there is no gene for schizophrenia, there is a lot of opposition because people look for a schizophrenia gene, and get grants for it.  So they say I’m an outsider, not a geneticist that I don’t know what I am talking about.

DH: Outsider?
HvP: Yes, but I have not been convinced by any argument that what I believe in is totally wrong. To go one step further; I think I am right.
DH: I wonder whether with antidepressants, when we get to the stage of being able to radiolabel things, we would get more predictability of how the responses will go. My hunch is that one personality type would respond to a particular antidepressant, .and another personality type would respond to another and that would bring the personality issue back in.

HvP: I totally agree. Dysfunctioning personalities, personality vulnerability, vulnerability to stresses that disrupt brain function are extremely important. 

DH: What about in Holland? How do you see things there? Do they have still a big ideological divide?

HvP: Much less so. Biological psychiatry is accepted, is nowadays mainstream psychiatry. There is some resistance against evidence based medicine. It is wrong. If I go to a doctor, I hope that his decisions are based on more than his private convictions.  So, the attitude is unfortunate.
DH: Is ECT still so unacceptable?

HvP: Not so much any more. But people are still very sensitive about it and ECT is given only in some places as for example at our place in Maastricht. You should have it at all places where there is a qualified person. There should be a certification that allows people to do ECT. But that didn’t happen yet and so ECT is still underutilized.

DH: Holland and USA are the two countries where ECT has provoked such violent reactions that has led to its being banned or not used.

HvP:  They had problems with it in other countries as well, but I don’t know what the situation is now.  

DH: Is there any hope for the future even if things are not moving quite the way you want.

HvP: I am an optimist. The process of psychiatry becoming a science is moving irresistibly ahead. Too slow, but it moves. What genetics can offer to psychiatry is overestimated, and I have doubts about what knowledge of the human genome will contribute to understanding the biology of mental illness. 

DH: What about the understanding of personality?

HvP: There are too many genes involved to have great expectations. I am much more optimistic about gene-environment interaction studies. That’s basic for psychiatry to learn how environmental factors and genes interact so the gene becomes expressed or not. There are many hopeful trends and I’m optimistic psychiatry will develop more and more into a real scientific multidisciplinary science. But development of a valid, refined diagnostic system is the root-issue. I’m very happy I’ve lived in this time; in spite of all the shortcomings; psychiatry is a totally different discipline than it was fifty years ago. 

DH: Do you think the next thirty years are going be as interesting as the past fifty?

HvP: I think so. I would have liked to live until 2050, but I know that won’t happen. The changes will be very dramatic and, hopefully, we’ll understand much better how genes come to expression and how environmental factors work in disturbing behaviour.
DH:  Have you been involved in the development of any particular drug?   

HvP: No, but I think our work on serotonin and depression has been instrumental in the development of the SSRI’s. Furthermore we have studied drugs of interest scientifically, but avoided a big drug screening operation. I want to be independent of industrial money. It has been an interesting life and I hope I didn’t bore you. One more point. I am more than a biological psychiatrist. I have a great interest in the other side of the coin: human behaviour and spirituality. My neurobiological friends consider this odd, primitive and unscientific. Right now, we are trying to organize an international meeting on psychiatry in the Bible. So, you see, whatever I do, there is some degree of controversy.
DH: Well, that has to be another issue.

HvP: Right.

DH: We should take a break.  You’ve only been here for two hours, but I’ve been here for eight.

HvP How do you like listening to all of these personal statements?

( Herman M. Van Praag was born in Schiedam, The Netherlands in 1929.





