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DAVID S. JANOWSKY

Interviewed by Burt Angrist

Waikoloa, Hawaii, December 10, 1997

BA: This is an interview with David Janowsky for the archives of the American College of Neuropsychopharmacology. We are at the annual meeting of the College. It is December 10, 1997.  I’m Burt Angrist. You have done pioneering work in schizophrenia and other areas. How did you get into this field?

DJ: I was in medical school and planning to be a pediatrician, but they had psychiatry rotations in the third year and I liked them. They had us go to the county hospital, observe patients and write them up.  There was an amphetamine addict who was very psychotic, and I became fascinated by him. It seemed like surrealistic existential literature. So, after I started a pediatric internship and found it too sad and boring, I decided I would go into psychiatry even though, in medical school, it was a pariah specialty. In terms of the psychobiologic field, I fell into that by accident. My original goal was to be a milieu therapist and run a therapeutic community. However, as a first year resident, I had a patient with very severe pre-menstrual tension. In retrospect, she also had a borderline personality disorder. She became agitated, aggressive, and suicidal around the time of her periods. I became interested and with my first year residency attending, Rob Gorney, I worked out a project where we collected urine, looking at ovarian hormones and mineralocorticoids over the patient’s menstrual cycle. I had a hypothesis the mineralocorticoids would be increased during these episodes, which they were. So, that’s how I got into the psychobiologic field. Around 1965 or 1966, I had to make some choices. I could become a child psychiatrist, ultimately enter the military in the Berry plan and possibly go to Vietnam, or try to go to the NIMH Public Health Service. This choice got you out of the draft and was, essentially, the same as being in the Coast Guard. So, I decided to give up Child Psychiatry and applied to NIMH to be a Clinical Associate at the Clinical Research Center in Bethesda. We called ourselves the Yellow Berets. I was supposed to work with Jack Durrell, a famous psychiatrist at the time. I was to run a therapeutic community and somebody else was going to run a regular ward, to compare outcomes and see if therapeutic communities really worked. At that point, I was a very “left-wing” type of guy. It was the sixties and the drug revolution was beginning. Somehow or other they cancelled the project and assigned me to work with William Bunney, a psychobiologist, working with corticoids and depression. As a first year Clinical Associate they had me run the research ward.  Naturally, I tried to turn it into a therapeutic community, much to Dr.Bunney’s consternation. By the second year I did some research on manic interpersonal interactions which led to my Playing the Manic Game paper, probably my best work ever. I also performed psychobiologic research on ovarian hormones, catecholamine and serotonin interactions with John Davis, who was a year or so ahead of me at NIMH.

BA: He was there?

DJ: Yes, a lot of people were there who became famous: Will Carpenter, Dennis Murphy, Fred Goodwin, John Davis, Herb Meltzer, David Kupfer, Richard Wyatt, and Keith Brodie were all Clinical Associates.  I was a rebel at that time with the community therapy idea. Similarly I wanted to study premenstrual tension but Bunney wanted me to study catecholamines in depression, saying this was a hot area.  So, I did work with progesterone and estrogen, looking at synaptosomes and the release of norepinephrine, serotonin and dopamine when exposed to ovarian hormones. I passed on doing clinical work with catecholamines and depression and that was probably wrong since the area became very popular as the years went on.  Nevertheless, I had fun doing premenstrual tension research and felt it was my own thing. So, that’s how I got started; it was serendipity that I ended up in Bunney’s group. 

BA: I first encountered your research when you were working with John Davis in Nashville. How did the transition go from NIMH to Nashville?

DJ: After two years my time at NIMH was to end. No surprise to me, nobody asked me to stay. I interviewed at Stanford and was rejected. I was then interviewed at the University of California and invited to be a faculty member. So I went to work at Harbor General Hospital, part of UCLA, setting up a crisis emergency service. There was supposed to be an inpatient unit but it was never built; instead I set up an outpatient crisis emergency service in 1969, doing no research at all. About two-thirds through the year, John Davis called up from NIMH and said, “I’m moving to Nashville, to Vanderbilt and Central State Hospital, where we’re setting up a research ward. Would you like to come and help me do it”? I was enjoying my clinical work, but my wife didn’t like LA.; there was too much smog and congestion, so Nashville sounded intriguing. In 1970, we moved there and John Davis, Ed Fann and I set up a research ward at Central State Hospital. I was the research clinician who ran the ward and John was the brains behind the outfit. We did psychobiologic research and John was my mentor, and an excellent one at that.

BA: What kind of projects did you do? 

DJ: We did a lot of projects, some of which died and others went very well.  The one that was most fortuitous for me was one based on John’s idea that he could turn off tricyclic antidepressant and antipsychotic induced confusional states, which he thought were cholinergic, with physostigmine.  Once we had physostigmine I began to read about how the heart was regulated by parasympathetic and sympathetic nerves and thought this might be a parallel to mania and depression in the brain. So, we gave physostigmine, which blocks acetylcholine breakdown, to manic patients and the mania went away and some became depressed. Then we gave it to depressed patients and others who had recovered from depression and they became more depressed. So we thought we had a model depression syndrome. That work has progressed over the years in many different directions and led to the adrenergic-cholinergic balance hypothesis. Another experiment, which came primarily from John Davis, involved the dopamine hypothesis of schizophrenia, and we began to think about giving, methylphenidate (Ritalin), to psychotic patients to see if it would increase their psychotic symptoms. A lot of this work was based on yours and of John Griffith’s. We found that we could activate psychosis in patients, and differently from what you were saying, they could be on dopamine blocking antipsychotics and methylphenidate would still activate them. Once the drug cleared the body, the increased psychotic symptoms went away. We decided we could use this as a diagnostic test for people we suspected of being psychotic, who weren’t talking very much. We were also looking at our finding from the perspective of what methylphenidate does to transmitters.

BA: The mechanism of action?

DJ: Yes. So those were the highlights of my work in Nashville. It went on for three years until 1973, when John Davis moved to Chicago to become leader of research at the Illinois State Psychiatric Institute. John asked me to join him, but again my family didn’t want to go into a cold climate and I didn’t either. I had an opportunity to return to San Diego, my hometown, to be a faculty member at UCSD. So, in 1973, we moved and I did research, ran a ward and a consultation-liaison service. In 1978, the Psychiatry Department at UCSD put in for an NIMH sponsored Mental Health Clinical Research Center (MHCRC). The Chairman was Lew Judd and Arnold Mandel was the Ex-Chairman and the department’s most famous researcher. They asked me if I would be the head of the Center if we got the grant and we did. 

BA: By then you had considerable reputation. The cholinergic-adrenergic imbalance and methylphenidate challenge had got to be very well known by that time.

DJ: At that moment, in that department, I might have been the only one doing psychobiologically oriented research, or even thinking about it. So we set up the MHCRC and it was a very fruitful time. I primarily pursued the directions I’d started before. I did some methylphenidate work looking at projective tests and what happens when you give methylphenidate to normal subjects and schizophrenic patients. I worked with Craig Risch and, under my mentorship, he looked at neurohormones and the differential sensitivity of increasing ß-endorphin and ACTH after cholinergic challenges in depressed patients. We confirmed we could activate depression in depressives with physostigmine. We looked at the effect of marijana on simulated flying test, and  on theray, as well as whether methylphenidate could reverse the perception of uncaring by a  therapist or significant other in depressed patients. Another study involved rapid tranquilization with haloperidol, using high doses vs. low doses. We showed that the high compared to the low or medium doses didn’t make any difference to effectiveness.

BA: That was one of the first studies to show that.

DJ: I think that was one of the first studies to show that medium doses of haloperidol were as good as high doses. When you run a Center a lot of projects get done. It was about 1984 that Chris Gillin came to San Diego from the NIMH. That led to a series of studies he’d started in Bethesda, looking at cholinergic supersensitivity in depression by evaluating shortening of REM latencies, a sleep parameter. It was fun to have him to collaborate with. We also started a psychopharmacology and psychobiology training program at San Diego, which produced a number of people who have gone into academia.

BA: Who are some of the people?

DJ: Jeff Rausch is one. He is now vice chairman at Augusta, Georgia. Craig Risch, who is at Charleston, is another. Mark Rappaport was also a mentee as were John Kelso and Bill Byerley.

BA: They were all your students?

DJ: The Center was the heart of their Fellowship. It wasn’t like places where you get farmed out to somebody specific. They were involved with running the ward and they did projects, with me, Chris Gillin, or sometimes Dan Kripke, who did light and rhythm research, which I was also involved in.

BA: It sounds like it must have been a very vital atmosphere.

DJ: I think it was very lively, active and facilitative. It was very nice and it was in the VA, which had advantages. We could get VA money as well as the NIMH Center money for different things. One of the directions was the naloxone - schizophrenia idea.  This went nowhere following much hoopla by others and we bailed out. 

BA: I should have asked at the beginning how you get interested in psychopharmacology in the first place?

DJ: Although I had a very strong psychotherapeutic-community perspective, I was aware that the drugs I was using as a resident in the mid-1960s were very effective. Training was so psychoanalytic and psychodynamically based in my residency that you’d use drugs, but you wouldn’t talk about them. You would talk to your attending about it, but in a conference, that wasn’t where the focus would be.  I felt that drugs could be a tool for understanding the brain, and that was a whole new area that was wide open. I went into psychiatry, in part, because psychophamacology was a new frontier. 

BA: You saw it as a tool and a source of insight?

DJ: I saw it as a tool for research. People knew a lot about drugs to treat diabetes but psychiatry was a wide-open field.   

BA: What was the first work you presented and where?

DJ: I think it was in New York City. It might have been about 1970, or maybe 1971.

BA: Was it about methylphenidate?

DJ: It was the methylphenidate work in schizophrenia, and it was at the American Psychopathologic Association annual meeting. John Davis arranged for me to present our data.

BA: That was your first presentation?

DJ: Yes, where I formally presented something at a meeting.

BA: I have some questions you can address at whatever length you want.  What do you think your main contributions have been?

DJ: First of all, my career has been unusual in one way. It has been a little counter to the current. I’ve done a number of things at different times and I haven’t done any one in great depth.  I’ve started things and dropped them, for better or worse. For example I was one of the very first people interested in the psychobiology of premenstrual tension. I think this was an important contribution; I wrote a paper, I think in 1971, called Monoamines, Ovarian Hormones and Premenstrual Tension, a Hypothesis. That was published in The Archives of Sexual Behavior. It predicted a lot of stuff that’s being expanded upon today. I postulated that the interaction of ovarian hormones and monoamines occurred and predicted that using serotonergic drugs would help premenstrual tension.  Did anybody read it?  I don’t know. I do know that in 1971 to 1973, in several journals, I discussed my work about what estrogens did to serotonin and to norepinephrine. Then I got out of that area and into the cholinergic direction with respect to mania and depression; that probably has been my best contribution. It stands on its own, but it also led to the use of cholinergic drugs in Alzheimer’s disease. On the other side of the coin the serotonin “revolution” has swamped the whole cholinergic thing. However, if you look at the data, it goes along with the serotonergic findings. The cholinergic work is solid. When a cholinergic study has been done the findings are almost always supportive of the original hypothesis. I have a feeling someday there’ll be an integration between a cholinergic and a serotonin hypothesis. Also, there is my work on the idea that multiple neurotransmitters might interact to cause an outcome, rather than a single transmitter.

BA: An end point.

DJ: An end point caused by multiple neurotransmitters was something intuitively obvious, but most people were looking at only this or that one, such as norepinephrine in depression.

BA: It had not been expressed, probably, as clearly before.

DJ: Another important direction was the work with psychostimulants in schizophrenia. It was helpful in moving the field forward. To this day people are giving stimulants and looking at displacement of dopamine ligands in schizophrenia. Basically, that came from our earlier work. But, again, I’ve jumped into a field and out of it again. I feel that’s why, in a way, I went into research.  So I could have a career where I wouldn’t have to charge patients and I liked the idea of being an innovator, getting in and getting out. Of course, that has a strong disadvantage, because the ethos in science is linear and in-depth.  Still, I think I’ve been able to make a few contributions and that has been nice. Right now, I’m headed in a whole new direction, which goes beyond anything we have been talking about. I don’t know if it will be important or not. It has to do with underlying personality traits, like introversion or extraversion, openness, being judgmental, etc., and how these coalesce to cause a person to be a depressed, suicidal person or an alcoholic. Personality traits are heritable so there may be ways of profiling the genes in terms of personality rather than symptoms. I’m working on that and it’s a lonely direction.  But, I like to innovate. I grew up in a left-wing family where my father was a violinist and my mother an artist; stagnation was anathema, and creativity and the arts were what they loved.  Anyway, I think that my contributions have been several, and catalytic, as opposed to producing the final answer. Probably, if I didn’t get bored with a single topic, I’d be further along or better recognized in my career, but it’s been fun. 

BA: How about the substance abuse work?  We haven’t spoken about that and some of it has been important. 

DJ: When I came to North Carolina as Chair of Psychiatry, one of the ways they recruited me was that I would be head of an alcohol research center. I didn’t know much about that subject, but I had worked on methylphenidate and marijuana at San Diego and Vanderbilt. There was a lot of work going on at UNC; one area was to look at the physiology of calcium channel blockers in rats to see what alcohol did. My contribution was to look at this in terms of the behavior of rats that drank and didn’t drink and see what calcium channel blockers would do. A colleague, Amir Rezvani and I, used different behavioral models like the two-bottle alcohol preference test or place preference tests. This resulted in the development of a series of anti-drinking drugs that work in animals. Calcium channel blockers seem very effective in turning off drinking in rats and we established this over a period of years. One promising drug was kudzu, which in China is used as a hangover remedy; it did turn off drinking in rats, and we recently published that work with David Overstreet and Amir Rezvani. We looked at a thyroid releasing hormone (TRH) analog which turned off drinking and also published that. Many of these drug discoveries had theoretical reasons why they might work. We have a clinic in Chapel Hill where patients are detoxified and then go out in the world. They don’t get much treatment, so it’s a naturalistic setting and I was looking at what personality variables caused them to go to AA or start drinking again. I found that the TPQ persistence scale is important in helping to prevent relapse over the short haul. Shyness, introversion, as one might expect, is one variable that keeps them from going to AA meetings. Another thing we did was to look at the relationship of liking sugar to alcoholism. Drs. Overstreet, Kampov-Polevoi and I showed that “alcoholic” rats preferred ultra-sweet solutions and couldn’t stop drinking them, so I suggested we try this in humans. Kampov-Polevoi, J.C. Garbutt and I were the first to discover that indeed alcoholics select ultra-sweet sugar solutions, something we are now publishing. Most of our work has not been tried in people, but our calcium channel blocker work has been.  Demet, at Long Beach VA Hospital, has done a preliminary study of giving isradapine, a calcium channel blocker, to alcoholics. It appears to work better than naltrexone.

BA: That’s very striking.

DJ: David Overstreet, who joined us in 1990, is a pre-clinical investigator, like Rezvani. David developed a genetically bred hypercholinergic rat. At my suggestion, we’ve done a lot of work looking at that as a model of depression. We have studied what happens to serotonin, to GABA, to dopamine and norepinephrine; all the neurotransmitters we consider relevant targets for depression in these rats, and most of them are perturbed, some quite profoundly. So, that’s what we’ve been doing in the alcohol center. I’ve ceased to be the head and don’t do as much with alcohol anymore especially since I’ve gone into the personality direction. Once again I’ve jumped ship!

BA: Like a gadfly! But one that leaves its mark!  

DJ: We’ll find out. 

BA: We’ve covered some of your changes in jobs.  How about your philosophic ideas about research?

DJ: I have mixed feelings about that topic. We have become perverted as a system, at the national level, in our own minds, and in our universities where we do most of our research. The value system has become money and technique bound, as opposed to discovery bound.  Although I’ve had grants over the years, I think that value system is sick. “Productivity”, as it’s now called, should not be based on whether you get a grant or not, but on whether you make a discovery. How many millions of dollars your department brings in should not be the issue.  It should be to ask, “Did anything come of the work”?  We tend to go down the same tracks in science because we review each other.  If you’re doing what I like to do then, of course, I approve of it.  It’s a shame that there isn’t stable funding for people to be creative, rather than project bound. If you’re creative you have to prove your idea before you can get funded, and that’s too bad. If I were able to redesign the world, it would be to take the same amount of money and divide it into modest little grants. This could help some to creatively do their work and see what happens; have more freedom. I’m not wide open to everything, but I feel that technique, prior proof, and rigor often trump creativity. For example, the grant committees often focus on using the perfect rating scale and getting high Кs instead of thinking about what is useful. We’ve thrown away a lot of things that are important in research by worshiping the God of obsessionality. On the positive side, if you throw a lot of money at something, usually you find something useful. Certainly, that’s happening in AIDS research and in Imaging. We have millions going into gene projects. I’m sure we’ll find some relevant genes one of these days and figure out what they do. But, I do think that the person who wants to look in a decidedly different direction is often considered “out to lunch”. I may be speaking for myself, though I haven’t recently competed in the grant area. If I did, it would be harder for me than if I followed a straight line, like taking the next step in exploring the cholinergic nervous system in depression, looking at genes and muscarinic receptors or imaging the limbic system after physostigmine infusion. 

BA: And the more high tech methods are available, the more they’re expected to be incorporated in your projects and the more expensive they are. You cannot do them by the “sweat of your brow” any more. You need a lot of funding for that kind of stuff.

DJ: I purposely decided to pick personality as a direction. I was fascinated with that ever since my NIMH days when I studied manic interpersonal interactions, but this area is something I can do at a very low tech level. Basically, I need a computer, a brief case and maybe half a lab tech.

BA: You don’t need a PET scan.

DJ: No but I may try to get one someday, or hope someone else scans the brains of introverts or clones their genes.  We’ve made an industry out of this whole thing, and what’s come of it is often   interesting and sometimes helpful. But some of the better discoveries lately, like the mood stabilizers for bipolar disorder, didn’t come out of some high tech device. They came out of somebody making clinical observations; those are very important and undervalued.  We have gone overboard and embraced a value system that’s high tech. and money oriented that has perverted the fun of it all.  But in the meantime I’m not having a bad time myself! 

BA: Is there anything you’d like to elaborate further on?  

DJ: One of the questions on your list is how academia has treated you? I feel academia has treated me very well.  The one down part of my career was when I was a Chairman of Psychiatry from 1986-1994. That was in part a pleasant experience. It was fun to be the center of attention, but it was very stressful, unpleasant and business like most of the time. Otherwise, from my point of view, my career has been a really good one. I’ve been very happy and it’s been great fun. I’m not sure where it’s going to go next. I find being a psychiatrist and a researcher enjoyable. I used to say that I’d never worked a day in my life. I do feel I worked when I was a Chairman, but since and before then, it never felt like work or that I was doing it for money. I didn’t feel that was my job. Somebody was paying me to do things I probably would have done as a hobby. I still think its fun but it’s a little rougher for younger people, as we become more economically driven in academia. 

BA: We feel very similarly.  Research still beats work!

DJ: That’s right. Thanks a lot for interviewing me.

BA: It’s been a pleasure. 
