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HERMAN M. VAN PRAAG

Interviewed by Robert H. Belmaker

Boca Raton, Florida, December 12, 2007

RB: Today is December 12, 2007. We are in Boca Raton, Florida.  My name is Robert Belmaker and I am interviewing Professor Herman M. van Praag about his career in psychopharmacology. Could you tell us about your early education and how you became interested in psychopharmacology?

HvP: I was born and went to school in the Netherlands. My father’s family lived in Amsterdam since the late sixteen hundreds, when they were expelled from Prague, the town they lived in, by one of the kings of Bohemia. Praag is the Dutch name for that city. From mid-1942 to the end of the Second World War I was incarcerated in German concentration camps. After the war I continued secondary school and then decided to go into medicine. I was also considering biology or political science but from the very beginning I had a great interest in brain and behavior, body and soul. I still think the way the brain enables us to do what we can do, to behave the way we like to behave, to feel what we experience is the most fascinating problem, enigma rather, men is confronted with. After I completed medical school, I started training in neurology but in Holland, that time to become a neurologist, you had to spend one and a half year in psychiatry. By chance I started my training in psychiatry. Those were the years when the neuroleptics, antidepressants and lithium were introduced and all of a sudden it appeared to me it should now be possible to study the relationship between brain and behavior experimentally. The body-soul relationship was not an exclusively philosophical problem anymore. I became interested in what those drugs were doing in the brain, and if there was anything wrong in the brains of people who responded to them.  So that brought me into psychiatry, instead of neurology.

RB: Very interesting!  Could you say a bit about the first years of your career and your first research project in psychopharmacology?

HvP: First I had to go into the Army for two years and since I had, as a student, already done some research in neurology – studying mental and bodily consequences of brain injury – I was asked whether I would be interested to do more. So a large part of the two-years were spent in the laboratory studying all kinds of mycotic infections in military personal, at the time a medical problem in the military.  Then, the day after I left the Army, I began training in psychiatry. It was 1958 and the antidepressant effect of iproniazid, the first monoamine oxidase inhibitor (MAOI), had just been discovered. It was the first of the new psychotropic drugs of which something was known about its action in the brain.  I treated a few patients with iproniazid and was amazed that several of them improved tremendously within a few weeks.  So I decided to try to study what MAOIs did in the brain of humans and whether there was any evidence their effect on monoamine oxidase had any relationship to their therapeutic effect. It took some time before the head of the laboratory at the hospital, a biochemist, named Leynse, decided to let me start, in those years psychiatrists were not particularly known for their scientific acumen, but then we worked together for a number of years. That was my first project and the very substance of my thesis on monoamine oxidase inhibition as a therapeutic principle in the treatment of depression. I finished my residency in 1963, defended my thesis in 1962 and became a psychiatrist, in the Department of Psychiatry of the University Hospital of the Erasmus University in Rotterdam. Shortly after, I got a phone call from a former general practitioner who was a member of the Board of Directors at the University of Groningen. He had read my thesis, found it interesting, and asked whether I would be interested in setting up a department of biological psychiatry at his University. I said yes and made plans for a clinical unit with four basic science laboratories: pharmacology, biochemistry, electrophysiology and animal behavior studies, in the Department. of Psychiatry. The university approved the plan and the department opened in 1966. It was the firs depertment of this kind in Europe.

RB: Do you know anything more about what might have been the reason for the university’s interest    

HvP: It was the physician who read my thesis and, for one reason or another, felt biological psychiatry was a fascinating new field, a novum that should be introduced at the University.

RB: Was there anything in the psychiatric literature, at the time, that influenced your early ideas and desire to enter this new field? 

HvP: I don’t think so. In Holland, I had no mentors in that field, because there was nobody involved in biological psychiatry and even in Europe there were only a few people. Of course in America there were more people involved already in the 1950’s.  

RB: So you had probably read some publications by Seymour Kety and Joel Elkes. Did you meet them? 

HV: No. I met them only afterwards at conferences in the 1960’s, particularly at the ACNP.

RB: Could you say a few words perhaps about the conferences you found most productive in terms of your interest? 

HvP: No doubt that there were the meetings of the Group for the Study of Affective Disorders. This was a group of about 15 people and we met every year for discussions and interaction that were an enormous stimulation. Members were, amongst others: Ole Rafaelsen, Alec Coppen, Mogens Schou, Michael Shepherd, Kaj Gottfries, Fred Goodwin and several others. It was a small working group but very active. There were new discoveries almost every month so it was a very exciting time.  

RB: Could you say something about those discoveries?

HvP: Serotonin (5-HT) was discovered, first in the gut and then, later in the 1950’s, in the brain. It was recognized as a neurotransmitter and shown to interact with LSD (lysergic acid diethylamide). In the late 1950’s dopamine (DA) was also shown to be a neurotransmitter in its own right. New horizons opened up, but there was no one in Holland to teach me about these discoveries and not many people in Europe because the field was just starting. I had to teach myself.

RB: Could you say something about your most important findings in the first third of your career?

HvP: In the first ten to fifteen years our research was focused mostly on serotonin. Interest was split in those years between people interested in noradrenalin (NA) and serotonin (5-HT). More people were interested in NA because of the NA hypothesis of depression, but, after a couple of years of research, we could demonstrate that there were disturbances in 5-HT metabolism in depression. It was a fascinating finding that there were disturbances in a particular transmitter system, in specific types of depression. We also recognized that research in biological psychiatry must be based on precise diagnoses and precise measurements of behavior. Without that the whole business of biological psychiatry would make no sense. It seemed highly unlikely that vaguely characterized diagnostic constructs are underpinned by well-defined neurobiological deviations. Diagnosis at the time was all over the place. Almost every textbook writer had his own classification. Psychometric methods were not available.

We developed for depression a standardized, multiaxial diagnostic approach, long before the DSM III was introduced. Furthermore, we tried with a group of psychologists to standardize the diagnostic instrument of psychiatrists: the interview. This resulted in the Vital Syndrome Interview; the first standardized, structured interview in psychiatry.

Later we moved away from nosology. Why? I saw too few patients that met the diagnostic criteria of a particular nosological entity.  Inter-nosological borders seemed extremely fuzzy. At that point, in the early ‘70s, we resorted to an approach I called functionalization of psychiatric diagnosis.

RB: What do you mean?

HvP: It means, dissecting syndromes into parts: the psychopathological symptoms and the psychic dysfunctions underlying the psychopathological symptoms. Psychopathological symptoms are the way those psychic dysfunctions make themselves known to the patient and the observer.

We began to search for the biological underpinnings of psychic dysfunctions, generating psychopathological symptoms, rather than the cause of a particular depression-type.
RB: When did you publish on this? 

HvPV: From the early 1980’s on.

RB: Do you see your functionalization of psychiatric diagnosis as a forerunner to your book on denosologizing psychiatric diagnosis and of current criticisms of the DSM system? Do you think that your book planted the seeds and influenced that debate?  

HvP: I hope so and think so.  My name is not always mentioned, but it doesn’t matter, I am not overtly narcissistic. If we continue to use DSM diagnostic entities we will never progress in biological psychiatry.  It would be an absolute miracle to find thé cause of schizophrenia or major depression. The idea you can correlate psychic dysfunctions with biological dysfunctions has opened up the possibility developing a truly scientific basis for psychiatry. 

RB: Could you say something about your first team in Groningen?

HvP: It was, from the beginning, an interdisciplinary group. We had in the department psychiatrists, psychologists, biochemists, biologists, physiologists, and we closely worked together with experimental neurology, pediatrics and the Department of Biology, that had a strong interest in ethology. With pediatrics we ran a program on inborn errors of metabolism leading to behavioral disorders. 

RB: Could you say something about your sources of funding and support?

HvP: That was mainly from State agencies. We got money for pure and applied research and there was a third stream from the university itself. There was almost nothing from industry because until the 1980’s we were encouraged not to accept money from them.  That has now changed completely. Universities were paranoid about money from the industry. I have always said, if it is open and transparent in the form of a contract, there is nothing against it; but the university was not convinced. 

RB: Could you say something about your move from Groningen to Utrecht? 

HvP: I was invited to Utrecht to chair the department of psychiatry as a whole. In Groningen it was a new chair of biological psychiatry. In Utrecht it was the general chair of my former teacher Rümke. It was in the mid 1970’s and in Holland psychology and psychoanalysis still dominated psychiatry. It was also the time of the anti-psychiatry movement with completely exaggerated ideas about social determinants of abnormal human behavior. I felt accepting the general chair of psychiatry would give me an opportunity to explain the professionals in psychiatry as a kind of missionary about the new biological approach. When I arrived to Utrecht there was very little research in the department. We continued our research on monoamines and depression, aggression, anxiety and impulse control. We also became interested in peptides, endorphins and collaborated in that with the Rudolf Magnus Institute of Pharmacology, headed by David de Wied. Then, five years later, I was invited to the Albert Einstein College of Medicine in New York. .

RB: Where did you develop your technique for spinal fluid research?

HvP: In Groningen. 

RB: And you continued with that technique in Utrecht?  You used that technique extensively. 

HvP: Yes, for quite a number of years because we found baseline values of 5-HT metabolites in CSF informative to a certain degree, but not enough.  Next we developed the so-called probenecid technique providing information on serotonin turnovers in the brain. That was we felt a step forward.

RB: Then, you moved to Einstein. What year was it?

HvP: In late 1981. 

RP: What were your reasons for moving?

HvP: That is a complicated and interesting story.  I went to Einstein to become chairman of psychiatry at a famous medical school. They also asked me to boost research and to merge the Einstein Department with the Montefiore Hospital Department and their affiliated institutions, twelve in total. I like research and I like management. Although the managerial job I had, I carried out with tremendous enthusiasm, even passion, it was attractive to go to another country. I also found the invitation an honour that I could not deny. Last but not least the invitation concerned the only Jewish University outside of Israel.  That brings me to another point; in 1976 or 1977 I was visiting professor in Israel, at the Dep of Psychiatry, Hadassah Hospital, Hebrew University Jerusalem.

RB: Perhaps you could say something about your several sabbaticals and collaborations in Israel and how that fit in with your career. You have been influential in the development of psychopharmacology in Israel.

HvP: It was not a sabbatical; I was asked to become the chairman and head of the department of psychiatry.

RB: That was in?

HvP: In 1976. My spiritual background is Jewish. Judaism is dear to me. Zion is dear to me. My grandparents from both sides belonged to the first Zionists goup in Holland. My parents were Zionists. I was raised in a very Zionist milieu.  When I came back from the concentration camps my sister went to Israel but I said to her, I first want to finish my studies and then follow you. Meanwhile, in 1948, Israel was established.  I finished medical school and said I will specialize first and do my thesis, so I still didn’t go. Next I got the invitation to establish a Department of Biological Psychiatry in Groningen. So, I postponed alyah again. Then, finally, I got the invitation to become c=Chairman of Psychiatry at Hadassah and felt that was an enormous opportunity, so I went, to begin with as a visiting professor, because I wanted to gauge whether I could do the job.

RB: The invitation from Hadassah was based on your scientific work.

HvP: Yes. I went alone, which was probably not a good idea. My wife stayed in Holland because of our oldest son was sitting for his matriculation. Well, you know the end of the story; I didn’t stay. It was mainly because of the language. If I couldn’t answer the telephone, read the reports and speak with patients, how could I function? So, I went back. It was a very difficult and painful decision. A few years later I got the phone call from Einstein. I said, this is not the true Jerusalem, but for me it is at least little Jerusalem.  So, that has been the case. But believe me, I have worked with great enthusiasm in Jerusalem and all through the years until this very day, the question has been was it the right decision to leave?  Who knows? 

RB: I think only great men have regrets. You talked very passionately about your concepts about monoamines, psychopathology, functionalisation, vital depression. The latter term your name is associated with. Are you still for the diagnosis of vital depression and is vital depression something like melancholic depression in the DSM-IV? 

HvP: I have not left the idea of vital depression behind. It is related to the syndrome described in the DSM under the heading melancholia. However, in the DSM-IV the term melancholia is used for a kind of severe depression whereas vital depression can be of different severities. As said, symptomatologically vital depression is close to melancholic depression. More generally speaking, I think syndromal differentiation is important, and to move from syndrome to symptom differentiation, and from there to analysis and measurement of underlying psychic dysfunctions. 

RB: You have been involved in teaching and training people for many years? Could you say something about that? 

HvP: Already as a resident I had teaching responsibilities. Since 1963, after finishing residency, I had many residents and research fellows, and I hope I have had an impact through them on the development of the field. I am something of a missionary. I like to preach and convince people about my ideas. But if they don’t agree, I can stand that. I am no scientific bully. 

RB: In Israel there are many who consider themselves your students. But it is true, as we all know, that our students don’t necessarily agree with everything that we say. I believe you were at Einstein for a decade?

HvP: For eleven years.

RB: Were there any particular scientific activities you emphasized or promoted there? 

HvP: I promoted research in general, not only biological research. The biological program grew rapidly. I established a number of labs; neurochemistry, neuroendocrinology, genetics and animal behavior. We continued our research in the regulation of anxiety, mood and agression on a larger scale than in Holland.  There were many more people in the department, and there was more money available.  We had a close collaboration with neurology and that was very productive. Apart from the programs I was personally interested in, there were several others, e.g., in the biology of sexual behavior. We had a number of excellent people at that time. Previously Einstein had been, of course, the Mecca of psychoanalysis, together with the New York Psychoanalytic Institute.

RB: Dedicated mainly to psychoanalysis?

HvP: Yes. When I came, I think they thought I was a true barbaric, an uncivilized biological psychiatrist.  They were afraid I would be firing everyone.  I didn’t.  What I didn´t like was the one-sidedness. Hundreds of psychologists and psychiatrists, almost all of them analytically oriented. One and a half behaviorist! I found that unacceptable. I have built up a department clinically speaking multi-dimensional and with a strong research orientation, biological and otherwise. Of course psychoanalysis was not thrown out, but it became one orientation among others.

Moreover I found my managerial duties fascinating. It brought me in close contact with city and state officials, with the New York political machinery. I found that interesting and captivating. That isn’t how it is in Holland. As a Chair, you do not negotiate with political authorities; that is done by the Board of Directors of the hospital.

RB: Are there many awards and honors that you have received in your life? Is there any that you are particularly proud of?

HvP: Well, I have my share, and I like them all very much. I found my knighthood very special. I was knighted by the queen of The Netherlands, because of my scientific contributions. My election to membership in the Royal Society of Sciences of the Netherlands is also special. There were only twenty elected members from medicine and no psychiatrist in the Royal Society.

RB: So you were the first psychiatrist in history elected as a member of the Royal Society?

HvP: Yes, and that is what I liked very much! My foreign awards and distinctions I value very much too.

RB: What about Maastricht?

HvP: I left New York, though I loved the city and my job. We left to be closer to our 4 children and 12 grandchildren.

I was invited to the Chair of Psychiatry at Maastricht University, again to boost research and to unify three more or less independent departments of psychiatry that existed in that medical school! It was a job that I carried out with great pleasure. I am now an emeritus professor but still scientific advisor to the Department.
RB: In the last minutes you might like to say something about your current work as Chairman of the World Psychiatric Association’s (WPA’s) Section on Psychiatry and Religion. Do you see this as a continuation of your career in psychopharmacology and biological psychiatry or is this a hobby you developed in your retirement? 

HvP: It used to be a kind of hobby for a great many years, and one that is a great interest to me and close to my heart. I have published about it quite a bit, but few people in the psychiatric field knew, because I was too much identified with biology. Religion and religiosity are nowadays neglected or ignored in psychiatry, as biology was in the 1950s when I started my career.  Interestingly there is now an upcoming field of neurotheology that studies brain circuitry possibly related to spiritual and religious sensitivity.  It is connection between religiosity and biology that opens up fascinating research opportunities.

RB: One last and possibly delicate question. Did the camp experiences influence your professional career?

HV: No they did not. I only want to say this about that period. I came out stronger than I went in. Pre-camp I was a somewhat timid and insecure boy; when the nightmare ended, I had grown into an assertive, if not potentially aggressive man.

Damaged survivors have gotten much attention, rightly. Those who maintained their strength or augmented it got much less. Thank God, I belonged to the latter category. I have lived a life in which productivity and happiness returned.

RB: Thank you very much, Professor Herman van Praag.

HV: And, I thank you, Doctor Belmaker.

