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BURTON ANGRIST

Interviewed by David S. Janowsky

Waikoloa Village, Hawaii, December 9, 1997

DJ: I am David Janowsky, Professor of Psychiatry at the University of North Carolina in Chapel Hill for the ACNP History Task Force.  I’m going to be interviewing Dr. Burton Angrist, ( who is Professor of Psychiatry at NYU (New York University) and, also, a researcher at the Manhattan VA (Veterans Administration Hospital).

BA: Thank you.  
DJ: So, here we are. Does this officially make us antiques?

BA: Does it make us antiques is a major question to be asked.  I think so.

DJ: Why don’t you let me know about the kind of training that you’ve had over the years?

BA: When I was doing psychiatric residency I hadn’t the foggiest notion of going into research.  I thought I was going to be a clinician.  You’ve got to remember, in those days, psychoanalysis was very influential.

DJ: When was that?

BA: About 1963 to 1966.

BA:  I was what Don Klein would call a deep thinker.  I was a gung ho, psychodynamic fellow and I did all sorts of enthusiastic psychotherapy but my patients didn’t get better.  They were headed for the state hospital.  Don Klein was at Hillside where I was a resident; he was the psychopharmacology expert so I asked him, “Please review my caseload.  I’m stuck”.  I was using drugs but not with any sophistication. As he went over my caseload we spoke about each patient and he’d say, “Change the drug on this guy and change the dose on that guy and give ECT to that one.” I did as he said, and they all got better and I realized I’d better learn more about this stuff.  So I did a postdoctoral fellowship with Sam Gershon at Bellevue.

DJ: Where did you do medical school, at Einstein?

BA: Yes.

DJ: And, where did you go to college?

BA: Colby, up in Maine.

DJ: Did you always know you were going to be a psychiatrist?

BA: When I was eighteen, I thought I might be, and, on the basis of that, my Pop got me a job as a nurse’s aid in the State hospital and I did that for a couple of summers; so I had been heading in that direction for quite awhile. In college, I got enamoured with English literature and my Pop gave me advice that, rebellious as I was, I couldn’t argue with, because it made so much sense.   He said, “Take all the literature courses you want. Just don’t shut any doors and take a pre-med course, once a year”.  And, I did that.

DJ: So, you were in your residency when you got this bug about psychopharmacology?

BA: Yes, but it still it wasn’t research.  I thought it was just a powerful clinical tool. 

DJ: Was that a time when most of your teachers and fellow residents wouldn’t give drugs or gave them under the table?

BA: They gave them, but not with sophistication and expertise. I didn’t know what akathisia was until the middle of my second year of residency, I was really quite naive.

DJ:  When you joined Sam Gershon, what kind of Fellowship was that?

BA: It was an NIMH (National Institute of Mental Health) post-doctoral position NYU had.  We had to do a couple of group classes, but I wish it had been more structured, because a lot of basic research stuff, like statistics, I’ve learned by the seat of my pants and it shows.  I’m not so good at it. I would have liked a bit more background, but with Sam it was learning by doing.

DJ: Was there a group of you in this Fellowship or were you the only one?
BA: There were two or three of us.  

DJ:  What was your project?

BA: Sam sat me down and said, “You need something that will turn you on, so what would you like to do”?  I wasn’t sure but I said, “I’m interested in phenomenology. We call someone who is hyper-aroused, referential and fearful, “paranoid”, yet we use the same word to describe a person who is completely delusional but indifferent and says, “The Mafia has been after me for fifteen years”.  They must be different. Sam replied, “That’s very commendable.  Why don’t you start looking at similarities and differences between amphetamine psychosis and schizophrenia”?  I was interested in thought disorder and phenomenology in general, so I did not start doing that project from an impartial scientist’s viewpoint. I thought no drug-induced psychosis could mimic the richness of schizophrenia.  But, over time, the data convinced me otherwise.

DJ:  What was involved with this project?

BA: The first step was to collect cases of amphetamine psychosis and evaluate them. People came to Bellevue crazy after taking amphetamine, and it became apparent that schizophrenics take amphetamine too. So how would one know what was the symptomatology of a pure amphetamine psychosis if the patient also looks like a residual schizophrenic? After he gets better, how much was drug and how much was vulnerability?  I still feel that to learn what a pure drug psychosis is you have to find a person without co-morbid psychiatric disorder. Today, we understand that.  Clinically, you’ve seen a huge range of cocaine-induced symptomatology, and yet, if you speak to the patients on a detox ward for uncomplicated substance abuse, the psychoses they describe are very different.  So, that was one issue. We’d document all the symptoms and we’d have other psychiatrists look at them when they were back to baseline and make an independent diagnosis; is this schizophrenia or not?
DJ: So it was a phenomenologic study?

BA: Yes. But then the pharmacology came in. John Griffith did the first prospective studies on amphetamine psychosis. He took speed-freaks and he kept them in the hospital until they got to their base line. Then, he gave them amphetamine until they became psychotic. At a meeting he reported findings different from those we saw in patients at Bellevue. He said it was paranoid psychosis, with no thought disorder or hallucinations. We had certainly seen both, so I argued at the meeting, and said, “John, we’ve seen they do have those symptoms at Bellevue”. He argued back, “How do you know what other drugs they took and how do you know their baseline psychiatric state”.  So I asked, “Sam, can we do what Griffith’s done?  He’s worked out safety methods, taking the blood pressure, pulse and temperature every hour and things like that?  Sam said, “I think we can”.  So, we wrote a protocol and got permission.

DJ: You were still a Fellow at that time?

BA: It was supposed to be two years, but Sam suggested I cut it short because I could get a better salary by joining the Neuropsychopharmacology Center, so I did.

DJ: In terms of Sam, how do you see his role in your development? I mean,
BA: He’s enormously influential. I was not the most mature fellow in those days. I’d get upset, why did the bureaucrats make me want to jump through this and that hoop, so he would settle me down and put up with my youthful impetuousness. He was enormously helpful and a wonderful influence on me.

DJ: Was he an idea man?

BA: Yes.

DJ: Did you feel that?

BA: Yes, he was bold and had clarity of thought.  Once I was obsessing about the issue, if a person takes a drug and remains crazy, is that the drug or the person? When I said, “Sam, I’m going around and around with this”, he replied, “Of course, you are, Doctor; you’re trying to decide between the chicken and the egg”.  So, he had a remarkable lucidity of thought that was very helpful.

DJ:  What year was it you became a faculty member?

BA: Probably around 1967 or 1968.

DJ: Didn’t you stay at Bellevue?
BA: I stayed at Bellevue and kept doing the same work until we got permission to do the kind of study John Griffith reported. By then, I knew a large number of the speedfreaks in New York from their Bellevue hospitalizations and since we had good relationships they were more than willing to volunteer for the studies. We did them and we documented hallucinations and thought disorders. So the responses to amphetamine were pretty damn schizophreniform and that impressed me.

DJ:  That was in the 1960's. Did you write it up or present it in places?

BA: Sam suggested I present it at the annual meeting of the Society of Biological Psychiatry. I think it was in 1969 in. Miami. It was my first meeting, and my first presentation.  Subsequently I went to other meetings and at some I presented papers.  I thought the senior people in the field would be wise old men who would say, who’s this kid, but they were enormously supportive, positive and enthusiastic, commenting, “You’re doing nice work, kid. Keep it up”. That gave me such a boost, it made an enormous impact and a big difference to me.  The ACNP has done the same thing; it charges your batteries every year.

DJ: Did you get any heat from anybody about giving amphetamine to amphetamine addicts?

BA: No. At that point, there was still some argument about addiction to stimulants. It was prior to the cocaine epidemic which showed that clearly. Since amphetamine did not produce a physiological withdrawal syndrome, people thought it could not be addictive. It was not the kind of thing the IRB (Institutional Review Board) was concerned about. As far as the psychosis induced by the drug was concerned, the addicts in our trial had done it to themselves, dozens of times.

DJ: After you established you could induce psychosis in amphetamine addicts and characterized it, what did you do next?

BA: The next question was how did amphetamine induce the psychosis?  By then, Randrup in Denmark had done elegant pre-clinical studies, in which he showed you could mimic all the behavioural effects of amphetamine, with micro-injections of dopamine into the basal ganglia, and the effects of both amphetamine and dopamine could be completely blocked by classical neuroleptics. He had already constructed a very clear story of amphetamine action that keyed us into the possible role of dopamine, so we did studies to test this. We did one study where we gave amphetamine and did spinal taps in an addict willing to have one before and another after high dose amphetamine where we showed that HVA (homovanillic acid) went up. We did another study in which we induced psychosis and found that a single injection of Haldol (haloperidol) wiped it out, so one couldn’t tell the person had a drug-induced psychosis. It was almost eerie. That was very impressive proof of the role of dopamine in amphetamine-induced psychosis. Then, we did other studies to see if this was the case with other dopamine agonists and not just amphetamine. We got a chance to look at Parkinsonian patients who were given dopamine agonists. Bromocriptine was just released for clinical use, so we studied that, and also DOPA in schizophrenic and in non-schizophrenic patients. We also looked at peribedil and other dopamine agonists as well.

DJ: What happened?

BA: In some cases, we saw psychoses that looked like amphetamine psychosis.

DJ: Were you giving massive or normal clinical doses?

BA: You see, with bromocriptine and peribedil, the neurologists were giving those to treatment refractory Parkinsonian patients, and were using relatively big doses. For our purpose of documenting psychosis that was great. 

DJ: At what point in time was that?

BA: From mid 1970's to late 1970's, I guess. The other thing that we did, because Janowsky had given methylphenidate to schizophrenic patients and was publishing very striking responses, we also looked at it. Methylphenidate did the same as the amphetamines. But, when Crow proposed, in the 1980s, the Type 1 and Type 2 distinction in schizophrenia, we looked at the effects of neuroleptics on positive and negative symptoms in amphetamine-induced psychosis. Dopaminergic psychosis is predominantly a florid positive symptom psychosis, and what we found was that the positive symptoms increased massively with amphetamine and improved with neuroleptics but the negative symptoms did not increase.
DJ: Not even if they had symptoms like anergia, lack of talking and that sort of thing?

BA:  If there was any change it was slightly in the direction of improvement.

DJ: But, not much?

BA: It was not significant. We did see significant improvement in negative symptoms induced by amphetamine in non-psychotic outpatients. In the absence of psychosis negative symptoms improved when patients were given amphetamine.  In that situation, we saw some benefit, particularly in affect.  If you ask, “what’s your contribution?” I’d say I extended Griffith’s work on amphetamine psychosis by showing that other dopamine agonists also induce psychosis and exacerbate positive symptoms of schizophrenia as well; that in dopamine induced psychosis there is an increase of HVA in the CSF (cerebrospinal fluid) and positive symptoms dominate the clinical picture while the psychosis induced by dopamine agonists is promptly blocked by dopamine antagonists like Haldol. I think there is substantial evidence supportive of the role of dopamine in producing positive symptoms. 

DJ: These are very important findings. That brings us up to the mid 1970's, maybe early 1980's.  How has your career gone from that point on?

BA: We followed up on your observation that some schizophrenics did not relapse when they were given methylphenidate. 

DJ: What other things have been interesting to you?

BA: I’ve never truly decided whether I’m interested in CNS stimulants or schizophrenia. I’ve bounced back and forth between them and became interested in stimulants, maybe because there’s so much cocaine use. Back in the 1970s we never saw clinically meaningful sensitization with cocaine. Now, we see it very often and clearly. I did a study on cocaine sensitization, a follow up to the reports of Sally Satel and Linda Brady from your part of the world.  Anyway, they both reported that some cocaine patients would say things like, “I used to have a wonderful time smoking fifty dollars worth but now, if I take one puff, I have to hide in the closet.” So, they go crazy at much lower doses. When we replicated their study we got more or less the same results. We also found that psychosis related symptoms were the ones sensitized. Then, Terry Robinson proposed that addiction might be sensitization of mesolimbic neurons because addiction had something to do with appetitive behaviour. So we thought mesolimbic sensitization to psychosis could be a marker for separating those who would relapse. We tested it in a study but the results were not convincing.
DJ:  You’ve done some imaging work, as well, haven’t you?

BA: Yes, with Adam Wolkin. We looked at schizophrenics with PET (positron emission tomography) at baseline state, hyperdopaminergic state induced by amphetamine, and neuroleptic treated state.

DJ: What did PET show?

BA: There was not a great deal of difference. Stimulants, like Edythe London had shown with cocaine, decreased glucose metabolism. There was not much correlation between changes in metabolism and symptoms. 

DJ: Where do you see the place of imaging in the study of schizophrenia?

BA: There is a wonderful imaging study done by Steve Dewey with radioactive labelled neuroleptics. He found less binding in the basal ganglia after treatment with Cogentin (benztropine msylate).
DJ: With Cogentin?

BA: Cogentin. Then, he thought amphetamine might do the same and gave amphetamine to baboons and he found that amphetamine treated animals also had lower binding of labelled NMSP (N-Methylspiperone).

DJ: That brings us up to now.

BA: Yes. The cocaine sensitization paper is pretty much the last thing I’ve done.

DJ: Looking at your career it seems you were using amphetamine as a tool to understand schizophrenia. 

BA: Yes, I would say that. The high tech stuff is built on a foundation of the fundamentals of pharmacology done twenty or thirty years ago.

DJ: You played a major part in establishing that foundation. There was parallel animal pharmacology going on.

BA:  Probably the animal pharmacology is the most basic and might have advanced the field without clinical contributions. But there’s something about seeing clinical effects that convinces people the work in animals must be important.

DJ: I want to shift gears to more of a global issue.  How has your career been?  What do you think about having been an academic in one city all of you life?  I’m just curious philosophically, was it fun, worth it, a good deal?

BA: It was fun; it was great and continues to be. It’s been a big satisfaction in my life.  If I was told, Angrist, you have a rapidly progressive fatal disease, I wouldn’t be happy, but I could say, goddamn it, at least I made some contribution, and not everybody has that.  It gives you a nice feeling.

DJ:  How did your work interact with your personal life?

BA: The amount of work has kept me from having some fun. I’ve had to skip a lot of outdoor trips with my friends. 

DJ:  But, you get to see a lot of nice places like Hawaii, where we are now.

BA: I’ve made sure to balance things out.  On the one hand, it’s nice to feel you’ve accomplished something. I’ve not sacrificed everything else so I’ve had fun along the way. It’s tremendous to meet your fellow researchers, too.  I really enjoy it.

DJ: I frequently hear from younger people these days that it feels a grind, like survival of the fittest. So I’m curious how you see your career in that way. Has it been easy or have you felt you’ve had to struggle to get where you’re going?  
BA: There are several things. Both of us have been lucky to have been in medicine at a time when efficiency wasn’t the be all and end all, when every moment in the hospital wasn’t watched by a bureaucrat with a stop watch. I’m grateful for that; it made it a lot easier to do the work. I’ve had it better than the kids do today, no doubt about that.  Another issue is the struggle for grants. I’ve always had a philosophy that did not make me popular with chairmen of departments; I would rather spend my time doing a project by the sweat of my brow, keeping my own records rather than writing a grant.  Most of my work has not been high tech. When you use PET scans, you need a grant, but if you are just giving a drug to document the clinical effect, you can do that yourself. So the kind of research I did kept me out of some of the competition for funding.

DJ: Are you a clinician?

BA: Yes.

DJ: What do you do, clinically?

BA: I work full time on inpatient wards. Currently, I’m working two-thirds of the time on resident training.  I love teaching residents. That’s fun.  

DJ: What do you think is going to happen in the next two decades?  
BA: After plenary sessions where they show gene therapy re-growing coronary arteries and things like that, I have to say there’ll be changes I can’t begin to imagine. That’s the safest thing to say. What is as powerful as molecular biology? Gee, I don’t know where it’ll go. In psychiatry and psychopharmacology there certainly are places we need to make progress. The response has been one of tremendous enthusiasm. We’ve made some non-responders better and that is a tremendous accomplishment, but we can’t forget that only one-third of those non-responders improved.  If you’re a non-responder with schizophrenia on classical neuroleptics, the odds are still sixty-five percent you will not respond to anything. So, there’s plenty of room for more effective therapy for these poor guys.

DJ: What would have happened if clozapine had been invented before Haldol and Prolixin (fluphenazine) and had been the drug that was always given when somebody invented Haldol?   You might see the miracle drug, Haldol, with a thirty percent response rate in people who didn’t get better on Clozaril (cloazpine.)  Who’s to know?
BA: We have to focus on refractory patients, that’s for sure.  There are many conditions we don’t have a treatment for. We don’t have any medicine we can give to cocaine addicts. I work in a VA hospital, and I see a lot of patients with PTSD (post traumatic stress disorder.) We don’t have any incisive treatment for that; we treat it symptomatically. If they’re crazy, we give them antipsychotics and if they’re depressed we give them antidepressants, but we don’t have anything that’s really impacting that disorder. There are plenty of conditions where there is need to develop a treatment and with enough smart people working on these problems, things will get better.

DJ: I’m glad you mentioned cocaine addiction. There is no biologic treatment for cocaine addiction; there’s this theory about dopamine, the work you did, and all these antagonists and agonists.  What do you think? 

BA: Nothing has been demonstrated effective so far.

DJ: It was great to interview you.  I really enjoyed it.

BA: Thank you.
( Burton Angrist was born in New York City, New York in 1936.





