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DAVID S. JANOWSKY(
Interviewed by Leo E. Hollister

Nashville, Tennessee, May 9, 1997

LH: Today is Friday, May 9, 1997.  I’m Leo Hollister and we are videotaping one of the interviews of people involved in the early development of Psychopharmacology, a series sponsored by the American College of Neuropsychopharmacology. We are in Nashville and talking to a wonderful person.  Welcome, David.

DJ: Thank you Leo. I’m very happy to be here.

LH: I’m always interested in why people decided to go into medicine and, particularly, psychiatry.  Can you tell us how that happened?

DJ: I came from a background that had nothing to do with medicine. My father was a symphony violinist and a music teacher in the public schools, and my mother was an artist. I didn’t know what I was going to be when I grew up. However, in the 9th grade I took the Kuder Interest Inventory and it showed I was a social do-gooder and liked science. One of the options was to become a physician, so that is how I decided. My grades had been adequate, not great, and in 7th grade my dad had to pull strings to keep me from being put in a vocational track, after scoring poorly on some selection test. I mostly got straight A’s after that in high school. No one in my family had been a physician and my parents were not encouraging that, at least to my face. I went to San Diego State College. It wasn’t a university then, and ultimately I went on to UCLA, and then to medical school at UC San Francisco. 

LH: Good school.

DJ: Right. I did that after 3 years of college and enjoyed it relatively well, although I didn’t really love it, especially the preclinical years. I enjoyed the clinical years a lot better and always liked psychiatry. However, it was not particularly “in” to become a psychiatrist at that time. There were social pressures against being one from my classmates, such as the idea all psychiatrists are “crazy and weird,” and not “real doctors.”

LH: Anyway, you got exposed to psychiatry?

DJ: In bits and pieces. Two things got me into psychiatry. Until my third year, I had no particular interest in psychiatry, but on our clinical psychiatry rotation, they sent us to the San Francisco General Hospital and threw us onto the admitting wards, which were quite wild.

LH: Front line battle.

DJ: Front line battle and you were supposed to see a patient each day, talk to them, get to know them, write them up and then talk to the attending psychiatrist and course director, Dr. Jerome Motto, who ran the service. I loved it and thought, “This is great.”  It was so interesting to learn about these strange peoples’ lives, especially, amphetamine addicts, schizophrenics and suicidal people. It was raw and very exciting.

DJ: It was the county hospital?

LH: San Francisco General Hospital was the county hospital.  But, I was also good in pediatrics and while on that clerkship at San Francisco General Hospital, I had written a conceptual research paper for Moses Grossman, head of the Pediatric Department. I got an A on my research paper in which I created a novel way to treat neonatal jaundice, which I later learned had been published by someone else and ultimately applied to patients. Of course, it wasn’t my technique, but by logic, I had figured out how to do it. It consisted of giving albumin to babies to bind the bilirubin. Dr. Grossman was impressed, encouraging, and treated me very well. So I decided to become a pediatrician, and ultimately an intern. But in our 4th year, as our psychiatry experience, we were assigned to one or two cases and told to follow them as outpatients for six or eight weeks. We’d see them once a week and my supervisor was Marty Horowitz, who later went on to great fame as a psychotherapy researcher. One of the cases was a gay person, who was having tremendous conflicts in terms of sexuality. I was working with him and felt I did a good job; people’s stories just interested me. Another experience in my senior year, other than seeing outpatients, was an elective on one of the wards. The unit was a milieu therapy ward, a creative situation. My job was to hang out there, participate in patient activities and interview them. I was there for 4 weeks and really enjoyed the experience. But it was very unacceptable in our class to want to be a psychiatrist. Those who liked psychiatry and planned it as a career were thought of as not medically oriented, not practical and not “with it”. This was at least the image. So I went on with what was “in,” and I took a pediatric internship at UC San Francisco’s Moffitt Hospital in San Francisco. I liked it, but after a while found it routine and/or sad when someone died. I kept thinking that I really did love psychiatry; I felt it was a forefront area.  The whole dynamic direction was very strong and intellectually stimulating, and drugs were just getting to be popular.

LH:  This was what year?

DJ: I graduated medical school in 1964, so I was a student from 1960 to 1964.

LH: That was the time when psychiatry was swinging from the dynamic to the pharmacologic?

DJ: It hadn’t yet swung, at least in most programs. It was still very dynamically oriented, but with medications. People would give them apologetically and as an afterthought. I thought these people’s stories are interesting, you have a whole world of dreams and dynamic psychiatry, and also this biologic approach and especially drugs. I was very practically oriented and believed maybe we could combine all this. I felt the field of psychiatry would move in the biologic direction and it was wide open. Internal medicine or Pediatrics were more closed. And so, at some time in my internship, I said, “I’m going to take a psych residency.” I finished my Pediatric internship and went to UCLA to begin psychiatry residency. They started us off in the inpatient rotation and assigned me to a fellow named Rod Gorney, who was a very interesting guy.  He was interested in philosophy and a very good psychiatrist.  He still is. He set up a ward as a therapeutic community, similar to the one I rotated on in San Francisco but called it a milieu therapy community. Residents could treat patients who might be on that ward for a year.  This was at the UCLA Neuropsychiatric Institute; the program was extremely psychodynamically oriented and I found it very interesting. There were also a few biologic psychiatrists, like Arnold Mandell and Bob Rubin.

LH: That was when Norm Brill was the Chairman.
DJ: At UCLA the dynamically oriented types were the heroes. But, Bob Rubin was a young assistant professor and Arnold Mandell was there; they were very biologically oriented and I hooked up with both to some extent. Rod Gorney and I began to talk about doing some work in the area of premenstrual tension, because some patients would come in very psychotic, then they would have their menstrual period and get better. So I did some work looking at mineralocorticoids and menstrual cycles and published in Archives. Dr. Gorney, being a big picture guy, had us do some work looking at premenstrual tension from an anthropologic point of view, across species. But I should go back a step. My interest in research came out of the experience in paediatrics, thinking about albumen and neonatal jaundice. It also came out of the fact that in my third year of medical school, I had a summer clerkship with Werner Rosenau, a pathologist. It was a way to make money to start with. He asked me to try to isolate white cells from blood using different sugar solutions and trying different techniques. By accident, one night, I put my test tubes in water to let them soak and went home. When I came back there were only white cells in the bottom of the test tubes. We discovered that we had developed a technique for isolating living white cells. It was serendipity, but they were alive. The red cells had been lysed but the white cells were there. We perfected that technique over the summer and published it in JPET. Werner Rosenau put me as first author on the paper and it received more reprint requests than I’ve ever had since.

LH: Was this Edward Rosenau?

DJ: No, his name was Werner Rosenau; he was German and probably an associate professor of pathology at UCSF at the time. So that whetted my taste for the glory of research.  But, I didn’t think I was going to be a researcher, I thought I’d be a clinician. Anyway, when I got to UCLA, Rod Gorney and I did some research on premenstrual tension.  I also was very interested in psychotherapy, which I did a lot of with patients, the sicker the better. I didn’t want to treat healthy people. 

For the second year of psychiatric residency, some of us went to Harbor General Hospital, a big county hospital in LA. This was a slam bam kind of place led by a famous psychiatrist, Pietro Castelnuovo-Tedesco, a brilliant dynamic psychoanalyst. That year I had to make a choice about what to do next. One choice was to finish my residency, do a child fellowship, go on to the Berry plan, be deferred and then spend 3 years in the Air Force.  I thought I was going to be in the Air Force as a military child psychiatrist and I figured it would take a few years. The other choice was to apply to NIMH to be a clinical associate at the Clinical Research Center in Bethesda. I had a very strong interest in milieu therapeutic communities, as opposed to pyramidally structured medical model wards.  At NIMH Jack Durell wanted to compare a therapeutic community oriented system with a regular system to see which worked better. I interviewed to run the therapeutic community ward and was accepted. At that time, if you joined NIMH, you went after two years of residency. After two years you got credit for a third year residency. You also had your military obligation out of the way all at once. Basically, for putting in one extra year of my time, I would become a psychiatrist, be in the Public Health Service, avoid the draft, and not have to go to Vietnam.  So I decided to go to NIMH.

LH: A good deal.

DJ: It was a wonderful deal. I was going to be with this therapeutic community but when I got there Jack Durell must have had a political fight with somebody; they’d stripped him of his unit, so they assigned me to Biff Bunney. I literally walked in the door thinking I was going to be with Durell, but they said, go see Dr. Bunney. So I ended up on Bunney’s unit. Everyone knew he was a famous and a very distinguished psychobiologist/psychopharmacologist and I was supposed to run his ward. There were a number of now very notable people in his group, in the group next door, and on the floor above us. These included Herb Meltzer, John Davis, Will Carpenter, David Kupfer, Richard Wyatt, Fred Goodwin, Dennis Murphy and Keith Brody. I’m sure there were others. It was a very high powered clinical research group, but all of us were just getting started. We were either clinical associates, like I was, which essentially was a Fellowship, or a little above that. And we were all crammed into a very small amount of space. My job was to run a bipolar ward and I did that for about a year. I wanted to convert it into an egalitarian therapeutic community, but Bunney didn’t like that because it would leave things too loose and not controlled enough. Basically, I did as best I could setting up the ward the way I wanted.  I wrote a paper with Richard Epstein, called “Playing the Manic Game.”  It ended up being a very popular paper that people have quoted ever since and used to train residents. It has to do with how manics interact with others. We had many manic depressives on this ward, three or four at a time, and they would drive everybody up the wall. So we wrote a paper about that and it is now a classic. 
LH: So far you’ve been talking more about clinical activities.  How did you get into biologic research?

DJ:  John Davis was at NIMH and I think we both felt alienated from the power structure. He was working with Bob Colburn, who was a pre-clinical person involved with the actions of drugs. John inspired me and invited me to work with them. I was very interested in premenstrual tension, which I mentioned, so we did some work in rats looking at monoamines, their release and uptake as affected by progesterone and estrogen. I was also involved at NIMH under Dr. Bunney’s supervision giving L-DOPA to depressives to see if we could turn off the depression.  This was following the Bunney-Davis and Schildkraut catecholamine hypothesis. In the cases we studied, L-DOPA seemed to convert patients either into hypomania or help their depression.  But overall it didn’t work over time, although we did have one of the first papers on that subject. In another paper Mike Paul and I were the first to show increased urine cyclic AMP in manics. I wrote another paper looking at the dynamics of how people in research think they are helping the patient, but actually are doing it for research glory, and maybe to the patient’s detriment. This was a paper about rationalization and self-deception so you can imagine how popular that was!  At the end of the second year at NIMH, in 1969, I had finished my military obligation, and I wasn’t sure what to do next. Nobody was begging me to stay at NIMH, or even asking me to. I had been rejected by Stanford, so I found myself looking for another job. I went to California and took a job at UCLA, again at Harbor General Hospital, setting up a crisis emergency service. I did no research for a year. This was 1969. At the end of that year, John Davis called and said he had been asked to take over the clinical part of the Tennessee Neuropsychiatric Institute in Nashville. A preclinical unit had been there, but the whole clinical research unit, maybe 10 beds, was to be developed at Central State Hospital. He asked if I would come and run the ward. John and I had been good friends, my wife didn’t like LA and Nashville sounded exotic, so we thought, why not give it a shot?  I went out to Nashville, interviewed and became a member of the Psychiatry and Pharmacology Departments. I was paid by a Center grant run by John Oates, an internist and a clinical pharmacologist. 

LH:  So you came to the Tennessee Neuropsychiatric Institute.

DJ:  In 1970, and we set up a research ward very quickly. I came in September and by January we had the research ward up and running and had hired people. We set it up to be extremely therapeutic as well as research oriented, with many of the principles of a therapeutic community. This was quite unusual in that day and age. So we tried to help patients clinically, but at the same time to do research. It did work. We set up a system that was designed to interact with the preclinical people in terms of ideas, if not studies. A lot of the preclinical studies that were going on were involved with monoamines. For example, Fridolin Sulser and his group were looking at chlomipramine and its effect on serotonin. There were people working on drug interactions and others on marijuana and how it affected cell biology. All that inspired us. So our unit looked at a lot of things and I was clinically running it. But I was also one of the main investigators and contributors to the research directions it took. Several major findings came out of that unit. We were one of the first to show, in controlled studies, that methylphenidate activated pre-existing psychotic symptoms. Thus, we supported the dopamine hypothesis of schizophrenia.  In addition, via a combination of luck and serendipity, we were giving physostigmine, a cholinesterase inhibitor which causes central acetylcholine to increase. We were using it to see if we could turn off antidepressant-induced confusional states, thinking these could be an anticholinergic syndrome. I also had the idea maybe physostigmine could turn off mania. The concept was that, like the heart, there could be a balance between adrenergic and cholinergic factors in mania and depression, with mania being too little acetylcholine and too much norepinephrine or other monoamines and depression being the converse. Indeed, we found that mania in several patients was turned off rapidly and dramatically by physostigmine. Over a period of minutes depression was induced. From that I proposed the adrenergic-cholinergic hypothesis of mania and depression, published first as a letter to the editor in Lancet and later as a hypothesis paper. It was probably the first, or at least one of the first, multi-neurotransmitter hypotheses, and it set the tone for future ones. 

LH:  That was a very novel hypothesis at the time.  What ever happened to that?

DJ: That’s an interesting question I pursued after I left the Tennessee Neuropsychiatric Institute. In 1973, I went to the University of California San Diego where I also pursued our Ritalin schizophrenia work.We looked at Ritalin’s effects on projective tests in schizophrenics and found it increased the pathology as it increased growth hormone. We kept plugging away at that until I left San Diego in 1986. Craig Risch, Leighton Huey, Louis Judd, Chris Gillin and I did a number of neuroendocrine studies looking at hypersensitivity to acetylcholine. Reactivity to physostigmine appeared to be more intense with respect to behaviour in people with a history of depression. We then tried to look at mechanisms, such as what happens to neuroendocrines when all this is happening. We looked at cortisol, ACTH, prolactin, and epinephrine which all increased dramatically with physostigmine, and abstracted the neurochemistry from the neuroendocrinology. That also led us to propose an acetylcholine hypothesis of stress regulation. Acetylcholine was proposed to be a master neurochemical that turned on many others such as CRH, Beta Endorphin, cortisol, prolactin, epinephrine, etc. What has happened to the hypothesis and the work over time is interesting. It is still there but you don’t hear as much about it. It is in most of the psychiatric textbooks, but the serotonergic hypothesis has become the theory of the day.

LH: We always have to be suspicious of a fad.

DJ: I don’t know if it’s a fad. I’ve been studying and thinking about how the cholinergic system might interact with the serotonergic system. In 1986 I left San Diego and became Chairman of the Department of Psychiatry at the University of North Carolina in Chapel Hill and my life stopped as a scientist for the next 8 years.

LH: Do you have any regrets about taking on a chairmanship too early in your career?

DJ:  I was 46 at the time. I don’t regret I took it on too early, I just regret I took it on at all.  I did an okay job as a chairman, maybe even a fine job, but it was at a price of being focused so very much on the job and not doing much research. It also took an emotional toll. I think my style was not to be a dictator. I did great in small groups but it was very hard for me to deal with large groups of people, as a boss. So I regret I ever bothered to do it, because, while I went into something which had positives, for the most part it was negative.

LH: When you become a chairman you have to look after your people and forego your own ambition.

DJ: That was part of it, but what was worse was that there are so many agendas you can’t make everybody happy all the time. There’s always somebody who isn’t happy and it’s a very adversarial relationship at times, at least that was what I felt.  When I came to UNC, even though this wasn’t an area I specialized in, I was assigned to be head of a center for alcohol studies. It was a package deal. So I was going to be Chairman of Psychiatry and head of the Center for Alcohol Studies. Alcoholism wasn’t my field of research even though I had done some work in the area. I figured if they wanted to give me this as a way to keep my research going, why should I say no. So I took over the UNC Center for Alcohol Studies while trying to be effective as a Chairman. In that format I tried to do some research. Actually, it worked out fairly well. I was able to do research indirectly through people such as David Overstreet and Amir Rezvani.  Do you know David?

ILH: I’ve heard of him.  I don’t think I’ve met him.

DJ:  He came to San Diego for several months in the mid 1980s. This was a few years before I left for Chapel Hill. He developed a strain of hypercholinergic rats and I said, David if these animals are hypercholinergic maybe they’re also depressed. From that we spent the next 12 or 15 years working on an animal depression model, using Flinders sensitive hypercholinergic rats. So he came to Chapel Hill in 1990 and I put him in the Alcohol Center. We did some work with the rats with respect to alcohol, but kept pursuing a pre-clinical mood/depression direction. Around this work and that of several others, we set up a fairly strong pre-clinical behavioural pharmacology section. Dr. Amir Rezvani was studying the ability of the calcium channel inhibitor, verapamil, to block alcohol induced hypothermia, a physical effect. This was going on before I arrived so I said why don’t we see if verapamil also blocks alcohol consumption?  This was a very simple minded thing to do, but it changed Dr. Rezvani’s research from a physiologic to a more clinically relevant behavioural direction. So I had a preclinical operation going in the alcohol center, done somewhat by remote control.

LH: But you lost track of the cholinergic hypothesis of depression.

DJ: Mostly, except for the Dr. Overstreet connection.

LH: Has anybody tried to use the cholinesterase inhibitors to actually treat mania or depression.  Has anybody tried Aricept in depression or mania?

DJ:  People haven’t tried it for mania that I know of.  But you asked whatever happened to the hypothesis, and what’s happened is interesting.  Over the years people have given choline as a precursor to treat mania.

LH: We did that.

DJ:  Did you do it for mania?  I thought you did it for schizophrenia.

LH: No, we were interested in Huntington’s and tardive dyskinesia.

DJ: I remember now. Very recently, a pretty convincing paper came out of the McLean group, by Bruce Cohen and his collaborators. They gave choline to rapidly cycling bipolar patients on lithium and it seemed to help.  Their paper came out in the last few months and it quotes our cholinergic hypothesis. Then, there has been some work using pupilometry to reflect cholinergic tone; when you give a muscarinic agonist like pilocarpine you get greater constriction of the pupils of patients who have affective disorder. There’s been other work recently with brain choline uptake, using NMR Spec, showing that depressives pick up more than non-depressives. This phenomenon goes away when you treat the patient with Prozac (fluoxetine).  There’s also been work like we did by Bob Rubin, showing hyper-reactivity of ACTH and cortisol when a low dose of physostigmine is given. Bob Rubin gave such a low dose it didn’t cause behavioural effects or nausea, which is theoretically very important. If you look at the data as it comes out, there is almost nothing that doesn’t fit the cholinergic hypothesis. The only piece that doesn’t, and this is very important, is a lack of an antidepressant effect of anticholinergic agents such as scopolamine. It doesn’t help depression but it should, yet, on the other side, centrally active cholinesterase inhibitors increase depression, especially in depression prone people. So the hypothesis still is there, but it doesn’t get much play at meetings and very few people are doing research other than I just described.  It is gratifying to know that this cholinergic direction might have a clinical application, such as using cholinesterase inhibitors to turn off mania. Indeed, there has been talk you could give physostigmine in the Emergency Room to turn off mania, but I that would be difficult in terms of side affects.

LH: It’s tricky because it has a biphasic action.

DJ: It alos has a very steep dose response curve. By the way, over the years I have kept up a general interest in the area of ovarian hormone linked psychiatric disorders. I think some of the work I did, where we were looking at serotonin and norepinephrine release with ovarian hormones was groundbreaking. In 1972, we proposed monoamine changes might be the cause of premenstrual syndrome and predicted how drugs such as SSRIs, which at that point had not been used clinically, might be good treatments for premenstrual tension. People don’t quote that paper but it was in the Archives of Sexual Behaviour. With our pre-clinical work and hypothesizing, we predicted what has turned out to be the recent treatment for premenstrual tension and what the main direction of premenstrual tension research is now. We also put together an aldosterone-angiotension hypothesis of premenstrual tension, the concept being that angiotension and aldosterone, stimulated by monoamines, caused the dysphoria. When I stopped being Chair in 1994, I decided to stay in Chapel Hill and not become a Chair or faculty member somewhere else. Mostly this was due to family considerations. Since 1994, what I have done, aside from seeing a lot of patients clinically, is I have developed an interest in the relationship of one’s core personality to psychopathology. Around 1992, I took an American Association of Medical Colleges course on how to be a university medical school administrator. Part of it was to take a test called the Myers-Briggs Type Indicator. You may know that test. It is used a lot in the “real world.”  It divides people into extroverts or introverts, sensing or intuitive types, thinking or feeling types, and judging or perceiving types.  This test is widely used in management circles and very little studied in formal psychiatry and psychology. Anyway, I took this test as part of a management course. It said that I was not a “natural manager,” which by then I had already figured out.  Managers have profiles, for example that are either extroverted or introverted, sensing, thinking or judging. Mine was extroverted, intuitive, feeling and perceiving. I got very interested in the test because it is uncanny in describing one’s personality. It struck me as amazing you could take this test and it could tell what you are like. During the course they had us play games in which we would, for example, take the three highest feeling people in the room and the three highest thinking people and the goal was to have them decide what to do if one has a Little League team and needs to send it to the finals, and there is only enough money for 15 of the 17 kids. The thinkers quickly said, “Let’s get the best players”, and the feelers said “Everyone has to go, let’s figure out a way to do it.” I even said I would write a check. The thinkers were quite judgmental, and said we would never succeed in getting any money. Anyway, I thought this was an amazing psychologic tool, because it is talking about people’s basic personalities and what they are like. So, I began to study the Myers Briggs Type Indicator.  I’ve been giving the Myers Briggs Type Inventory and Cloninger’s Tridimensional Personality Questionnaire, which measures harm avoidance, novelty seeking, reward dependence and persistence. I gave both to anybody I could find on the inpatient units as a starting point. I’ve discovered the patients who have unipolar depression have profiles that are very distinctive. For example, one that shows up often in depressives is being introverted rather than extroverted, sensing rather than intuitive, feeling rather than thinking and perceiving rather than judging. Social phobia patients are extremely introverted, more so than the depressives. They are also highly judgmental. People who try to commit suicide are usually highly introverted, but I found  they are also  highly feeling oriented, which means they care very much what people think of them, and are subject to being crushed if people are down on them. They are also very judgmental, meaning they are likely to be hard on themselves and others. So, I’ve been pursuing this direction in some depth.  I’ve given the tests to a number of alcoholic and other substance abusers in a community detoxification center, and followed them to see who relapsed who didn’t, and who went to AA meetings, who didn’t and so on. I found some results that have been very interesting. People with low persistence on the Cloninger TPQ scale relapsed much earlier than those who have high persistence. Introverts tended not to go to AA meetings.  There is a study by Fritzi in Germany who gave 10 normal doctors physostigmine and looked at their neuroendocrines and their personalities and coping mechanisms. He showed that the ones who became withdrawn, give up, or use denial under stress were the ones who had the most physostigmine reactivity, both behaviourally and in terms of neuroendocrines. I’ve been thinking I might want to get people who are not clinically ill and categorize them by personality profiles. For example, a combination of introverted, sensing, feeling, judging, qualities could be those prone to depression if you give them physostigmine. So I want to begin to define the biology of personality as it underlies psychopathology. 

LH: The Millon test is geared to pick up personality disorders, isn’t it?

DJ: I’m not sure I know that test.

LH: He’s a psychologist who developed a widely used test, primarily for diagnosing personality disorders.  But, what you’re talking about is normal personality, what is also called temperament, which we never hear much about.
DJ: Right.  I’ve never figured out how to tell the difference, but I’m making the assumption or hypothesis that these temperaments, under certain environmental or stress conditions, are predisposing to depression and related symptoms or illnesses. For example, who is to say a gene for depression isn’t some combination of introversion and basic temperament types.  If you take bipolars and unipolars and give them the Myers-Briggs Test bipolars are over-represented as being intuitive, which correlates with being creative, as in a dramatist or artist. Unipolar depressives tend to be sensing rather than intuitive.  They deal with the here and now and what is in front of them. They’re not particularly open to new experiences and are not overly creative.  This test might be particularly good in differentiating pre-bipolars from pre-unipolars. One of the most genetically determined Myers Briggs scales is the intuitive-sensing scale. It correlates very highly with the Neo-PI openness to experience scale which has been shown to be highly heritable in twin studies. Some day we may find an intuitive gene or genes which are highly prevalent in bipolar disorder patients. Similarly, depressed bipolars are more extroverted than equally depressed unipolars and, conversely, unipolars are more introverted. Extroversion is also a highly genetically determined personality characteristic. My hypothesis would be that a lot of things we are calling a disease, such as alcoholism or bipolar disorder, are actually a cluster of genes regulating temperament or personality. These, under the wrong conditions like stress or too much alcohol, could lead to a given pathologic outcome.

LH: How stable are these profiles?  If you do the test today and two years from now, are they stable?

DJ: They’re pretty stable. I’m doing a study now trying to follow up after patients leave hospital. I was wondering if their profile changes when they get out of the hospital.  At least for normal people, they’re pretty stable, maybe a correlation of r=0.7, after six months on the Myers-Briggs test for a given dichotomy like extroversion and introversion. My preliminary results suggest there is quite a bit of stability in the personality profiles of psychiatric patients, even if their depression alleviates. There is also some evidence that temperament changes over the years. Older people, for example, become less extroverted and more introverted. There’s undoubtedly an environmental part to this. So that’s the study I’m doing now. I’m following people in the hospital and at one month, three months, six months and a year afterwards to see what happens to these personality variables and if they predict outcome.  

LH:  It’s an interesting approach to research.  As you say, there are not very many people into the personality area with respect to diagnostic nosology. Larry Seiber has made a career out of it. I have the greatest trouble deciding which of the personality disorders to call somebody, because there’s such a tremendous overlap.

DJ: That’s something I’ve been thinking about. I believe there is also a tremendous overlap between personality disorders and Axis I disorders, and what we are seeing is clusters of temperament. One of the interesting thing, relevant to the cholinergic hypothesis, is that Larry Seiber and his group have given physostigmine to borderline patients vs. other kinds of personality disorder patients. The borderline patients show behavioural hyper-reactivity of the cholinergic system and get more depressed than other people when receiving physostigmine, just like the depressives do.
LH: The emphasis on diagnoses came from the St. Louis group, the whole idea of DSM from I to IV has been a medicalization of psychiatric disorders. It is nice in defining what we’re talking about, but it doesn’t help to understand it.

DJ: Not only does it not help to understand disorders, but when you get right down to it, the question is why is it that Prozac works for obsessive- compulsive disorder, minor depression, anxiety, major depression, premenstrual tension and who knows what else. You have to ask, isn’t that interesting, are we missing something by splitting instead of lumping?

LH:  To deduce what relationships are between psychiatric disorders, based on a specific drug,  gets difficult with the DSM-III or IV model, but, if you could identify the personality characteristics common to all of these, that would be a drastic change in our whole nosological approach.

DJ:  In one study Robert Cloninger and his group gave people chlorimipramine vs. desipramine, and also the Tridimensional Personality Questionnaire.  From the results of the Tridimensional Personality Questionnaire, one could determine who was going to be a chlorimipramine responder vs. a desipramine responder. In a related set of studies in the 1980s we gave a variety of inpatients methylphenidate on one occasion and placebo on the other. We then administered the Barrett Leonard Relationship Inventory. This test shows how you perceive a significant other, i.e. are they empathetic, accepting, unconditional, genuine, etc. We found if you are depressed you tend to perceive an interviewer as low in all of those therapeutic qualities. After a rapid infusion of methylphenidate, the individuals who were depressed then perceived their therapist as wonderful, warm, accepting, giving and so on. Here you are turning on dopamine or some system in the brain and in minutes changing the perception of a significant other. To me, that has to be important. So, I’ve had this ongoing interest in the interaction of biology and personality. 

LH: It sounds like it will keep you rolling till retirement.

DJ: It could.

LH: But, it is, as you say, a frontier. The book, Listening to Prozac, has been the biggest hype for that drug you could imagine, but the assertion about how it makes you a new person, in terms of your personality, would be something to look at.

DJ:  It would be. The question is whether or not you can change things that used to be thought of as fixed in stone. They probably aren’t.  

LH: If you thought it was fixed in stone psychotherapy would be totally useless, because most psychotherapy is for personality change. That’s an interesting career you’ve had and I want to thank you for coming and sharing it with us.  It will be interesting to see what you come up with in another 10 years from now.

DJ: Thank you so much.

( David S. Janowsky was born in San Diego, California in 1939.





