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ARTHUR J. PRANGE JR.(
Interviewed by Robert H. Belmaker

San Juan, Puerto Rico, December 12, 1996

RB: Good morning, Art.  It’s a great pleasure to interview you this morning about your contributions to psychopharmacology, which have been very great, and I’ve followed them for many years.  I’m wondering how you yourself got into the field?

AP: I graduated from the University of Michigan in 1950 and after I did a general internship I still didn’t know what I wanted to do. I was interested in neurology, so I interviewed neurologists in Detroit and they said, “One thing you have to realize about neurology is that you’re going to do a lot of psychiatry.”  So I went into anesthesia, instead. At the end of that year which was 1952, the Korean War was still on, I was drafted and ended up doing anesthesia at Key West Navy Hospital; by that time I was sure I didn’t want to go on with anesthesia either. So I asked for shipboard general duty and was posted a ship out of Norfolk on which I was the only doctor for seven hundred men.  It was a repair ship so we took care of the needs of the two or three other ships that came alongside, usually at the dock but sometimes at sea. I became fascinated by psychiatry of all things. There were so many complaints with no other explanation.  I saw conversion reactions and heard all sorts of psychophysiologic complaints; I even wrote a paper about it. When I got out of the Navy I decided to go into psychiatry. I learned there was a place in Chapel Hill at the medical school in the department of psychiatry headed by George Ham, a hotshot analyst and internist, who came from Chicago. I was interviewed in March 1954 by George and then started as a member of the first regular class at Chapel Hill in that year and finished up in 1957. 

RB: Do you think internship with general duty influenced you to become interested in biological psychiatry and psychopharmacology?

AP: Yes.

RB:  Did you resist psychoanalysis?

AP: Interesting question. I’ve had a lot of personal analysis but I didn’t want to be an analyst. When George Ham offered me a faculty position and instructorship in 1957, I had to ask if it would be possible to be a first class member of the department without being a psychoanalyst?  He laughed and said, sure, we’re going to do some research at this place; you just wait and see.  If I look back, my interest was probably physiology and pharmacology, because, in anesthesia, the one thing that fascinated me was the pharmacology.  When I was in residency for anesthesia I took courses at Wayne’s State University and got my only A+ in applied pharmacology. There wasn’t any CNS pharmacology in 1957 but towards the end of my residency we began to have drugs and that amusing because people divide into two camps, the reserpine people and the chlorpromazine people. In our shop they barely spoke to each other, at coffee breaks they sat at different tables. 

RB: My goodness!  People can find anything to divide themselves on. That’s a story I have to quote.  

AP:  It didn’t last long and I wrote a paper about that.  Early on, there was a fellow named Abse, a British analyst, in the Department. He was broadly trained in psychiatry and wanted to use deodorized tincture of opium (DTO) in treatment so we compared DTO to chlorpromazine and reserpine. Chlorpromazine won. We paid strict attention to the drop out rate in the various groups and one of the telling things was that many more people dropped on placebo and reserpine than chlorpromazine.   

RB: I’m fascinated the idea of a controlled clinical trial was already so obvious to you.  Was this something that was obvious to most psychiatrists or people in medicine at the time?

AP: By the late fifties it was gaining ground but I don’t think it was everywhere appreciated. I’ve always thought the North American style of doing things is very different from others. We end up with a small number of patients and with a more controlled design, a placebo group, double blind, crossover and the rest of it.  The Europeans, especially the Latins, seem to say, we are going to study everybody who comes and even if we know what they’re getting we will be able to tell the difference because we are good doctors. They end up with hundreds of patients but arrive at much the same conclusions, even if in a different way.

RB: You mentioned you had a personal analysis and I gather many, if not most, of the early psychopharmacologists had training in psychodynamic theory. This doesn’t seem to be the case anymore.  Do you think that’s a loss to the field?

AP: It is a loss and it’s a loss also that the psychology of situations is, in these days, underplayed, although it was overplayed before. These things go in cycles; everything’s genetic now, and predetermined. There were, even then, analysts who thought the best way to prescribe a drug was based on psychodynamic considerations. You could get three experts in the same room and get three different interpretations. Introduction of psychotropic drugs has forced us to use diagnosis and classification of psychiatric disorders. Accurate diagnoses made drug trials possible.   

RB: How did you get interested in psychopharmacology and how did you get the foundation in biology that allowed you to make important contributions?
AP:  The key is Morrie Lipton. Morrie and George had been friends in Chicago, trained together. I’m not sure which years and where but at a certain point they were at Michael Reese. So, George planned to get Morrie down, and, indeed, he did arrive in July of 1959. By that time I had been two years out of residency.

RB:  I see.

AP: With one of my running mates, Martin Keeler, we had been teaching each other research that consisted, in part, of recording everything. Then Morrie came and got us going. He had a strong background of research in the Army and was trained in medicine and psychiatry. He also had a PhD in chemistry from Wisconsin.  He lit the fire under several people including me.
RB: Would you consider him your mentor?

AP: There were others but Morrie was the one who provided the critical opportunities and opened up a way of thinking.

RB: I suppose there were other protégés of Morrie as well?
AP: There was Marty Keeler who remains my dear friend. He and I were contemporaries and competitors. But Marty was more interested in psychophysiology and Morrie didn’t know much about that. He saw better opportunities at other places and left very early on. So I was the only young faculty person almost entirely focused on research. As time passed several people came to work with us, like Ed Pfann, Bill McKinney and Peter Whybrow.  Peter was one of our residents in the early nineteen-sixties.

RB: How did you get involved in research on depression?

AP: Morrie always kept his hand in the clinic and my career started with the observation of a case Frank Kane brought to my attention. There was a woman with thyroidectomy taking thyroid who was depressed and probably receiving a bit too much. After Frank started treating her with a new drug, Imipramine, she developed extrasystoles and paroxysmal tachycardia. Morrie said it could be excess thyroid hormone potentiating the imipramine and responsible for the toxic effects. He also said we could make mice hypothyroid and give them various doses of imipramine and thyroid hormone to see whether thyroid potentiated the toxic effect of imipramine. We went to the bench for the first time and, sure enough, we could alter the toxicity of imipramine by altering thyroid state. That was interesting in itself, but then Morrie said, “Maybe, with small doses of thyroid hormone, you could enhance the beneficial effects of imipramine, let’s try that”. We made an alliance with Ian Wilson at the State Hospital and those studies led to a research grant for potentiating the effect of imipramine with thyroid hormone. That grant still goes on today, and led to a very rich association with the Dorothea Dix Hospital, thirty miles away in Raleigh. In the first study we were able to show administration of imipramine in the dose of 150 mg a day and T3, or a placebo, in depressed patients those who got the T3 improved twice as fast as the others. 
RB: What year was that?

AP: We made the observation in a first patient in 1961 and it was about 1963 before the first paper. 

RB: Were there issues about priority in that research?  

AP: That pertains to a paper I wrote with the title “Evidence in Favor of the Role of Norepinephrine in Depression.” Our formulation of the T3-imipamine interaction pertained exclusively to noradrenergic events.  Guy Everett, a late member of this college, had published results to that effect so there was some question about priority. It was kind of a non issue but I might have been a little sore at the time.

RB: We all have feelings like that.  

AP:  You have to have some kind of ego to do this work.

RB: Absolutely, a healthy ego is a driving force. There’s a phrase in the TORAH that says jealously among scholars promotes wisdom.

AP: I’m glad to learn that.  It’s so well phrased.

RB: I was aware that you had a unit at Dorothea Dix but wasn’t that unusual?  Many investigators in the ivory tower at universities stayed far away from the State Hospital.  Did you also have some social or humanitarian motivation?

AP: There was nothing that heroic about it. It was a thirty minute drive, today, with the interstate, it’s forty minutes. And, when George came from Chicago, he was recruited specifically to improve public mental health care in the State of North Carolina as his mission. He had enormous support from the State Legislature for doing that. One man, John Umstead, who’d lost his son in the war, dedicated himself to improving the abysmal public mental health care in the state. So George went right to the State Hospitals after his arrival and we devised a program whereby their doctors came to Chapel Hill one or two days a week on a part-time residency and, after a period of time, qualified to take the board examination in psychiatry. Then, by the end of the sixties, we sent our residents to the hospital. It was an enormously successful program. After the liquidation of State Hospitals we established about thirty Mental Health Centers as well as Health Education Centers, which were not limited to psychiatry, but in which we played a part. The Medical School obtained three planes to fly physicians to some of these centers and three other medical schools, Duke, East Carolina and Bowman Gray participated in the program.

RB: What would you say was your role in this outreach program?

AP: I was the university based psychiatrist, who established a research program that’s since become a model. It wasn’t that hard to do because the training program was in place from 1957.

RB: Could we get back to the thyroid story?  You’ve given credit to Morrie to setting you on  track but when I entered psychopharmacology in 1971 thyroid and affective disorder was synonymous with Art Prange. For the sake of history, I wonder if I could move from the modest position you’ve taken and whether you can say what happened between 1963 and 1972?

AP: We did more studies and, with Wilson as first author, we published a second study in the New England Journal that confirmed the findings in a slightly different population of depressed patients. Then we published another study in which we gave a single dose by injection in the deltoid muscle, ten units of TSH or saline, before starting patients on Imipramine. Those who got TSH were out of the woods in about half the time as the others. By then, in the same way as there had been a reserpine and a chlorpromazine camp, now there was a serotonin camp and a norepinephrine camp in affective disorders. I’m partly guilty for the norepinephrine story in North America, so I was interested in the serotonin story in the United Kingdom and Europe. To find out more I took a sabbatical year, from 1968 to 1969 in London, with Alec Coppen. We worked with tryptophan and did more T3 studies. Peter Whybrow, after his residency in Chapel Hill, decided to come over to begin his British career. Peter arrived in August of that year and the three of us, Whybrow and Coppen and I, worked together for eleven months.

RB: Did you work on thyroid with Whybrow in Chapel Hill?  Was his interest something that you initiated?
AP: He had a thyroid interest when he came to Chapel Hill. He’d done work as a medical student with thyroid in London, so his interest was already there and meshed with mine.  
RB: When did your thyroid-focus become a peptide focus? You were one of the first, if not the first, to use peptides in psychiatry.
AP: It was a complete accident; it was just luck that TRH was the first peptide in the modern era people got interested in, otherwise I would have been the last to know about peptides. When Abbott had their synthetic TRH they were looking to see who would be interested in psychiatry.  Anderson, from the endocrine division at Abbott, called to tell me about it and I expressed interest.
RB: What year was that?

AP: About 1974. He asked if I would like some pure injectable synthetic TRH, the protein that stimulated the thyroid. I thought it over for a millisecond and said, yes. Wilkes and I got involved and, with Nick Plotnikoff, we published a paper that it was extremely active and claimed it had a very substantial, quick and trenchant antidepressant effect. That’s become very controversial, not that it’s centrally active; it wakes animals up from barbiturates, anesthesia or alcohol. But is it an antidepressant? I do think it has antidepressant effects and also some beneficial effects in schizophrenic patients.  

RB: Wasn’t that the first clinical study with a peptide in psychiatry?

AP: I think it was, probably.  

RB: I don’t think you need to be apologetic about being controversial.  I find it hard to point to any finding in the last decades, in our field, that isn’t controversial. Maybe I should ask how you have been able to maintain both motivation and scepticism at the same time.

AP: Flexibility.

RB: It would be difficult for many others.

AP: What’s controversial is whether TRH is an antidepressant. It’s not controversial in adults and Charlie Nemeroff and I have written a lot about that.  It’s one of our contributions to suggest peptides with clear endocrine properties may have behavioural effects. Research with TRH led to the discovery of the behavioural effects of two other peptides: oxytocin and neurotensin. In the discovery of the behavioural properties of oxytocin, Cort Pedersen, at the time a medical student, played an important role. Since oxytocin promotes the contraction of the uterus and the ejection of breast milk, he suggested that the substance may have a role in maternal behaviour.We were able to show this was the case in virgin rats.  

RB: What about neurotensin? How did you discover its central effects?

AP: That was mere luck. We had a little money in a grant and we had a peptide catalog, so we ordered all the peptides, about forty five that we didn’t already have. We didn’t know anything about neurotensins, but we’d devised an animal screen, going way back to our TRH days. TRH would wake animals up from barbiturate anesthesia and we found a few peptides, other than TRH, also woke animals up, but none as potently as TRH. We also found one that makes animals sleep forever. When the guys brought the box in which the rat had been asleep for four hours I asked, “What did you give him?” we found out it was neurotensin. That’s what chlorpromazine does. If you go back thirty years or more chlorpromazine was a means of potentiating the effect of anesthetics. This was my old anesthetist speaking! So we were off to the races with neurotensin. Now, Charlie, Mike Owens, and others at Emory are following that avidly.  

RB: You mentioned Charles Nemeroff.  How did he get started with you?

AP: He enrolled in our neurobiology program; he was interested in peptides and heard about TRH and the work we’d done so he wanted to work in my lab.  I told him I’m not much of a bench scientist, but some of my best friends next door are. So if you want to do it, okay.  

RB: Was this a combined MD and PhD program?

AP: No, it wasn’t.  Charlie got his PhD in neurobiology at our place, and then went to medical school and on into Psychiatry.  Charlie got a certificate in psychiatry and a gorgeous wife at UNC.
RB: Are there any other contributions you would like to mention?

AP: When I came back from Coppen’s shop in 1969 I thought of a way to put norepinephrine and serotonin together into an inclusive hypothesis of affective disorder based on our finding that  imipramine, a mainly noradrenergic substance, was enhanced by T3, and that tryptophan, the precursor of serotonin, has both antidepressant and antimanic actions. We published that in 1974.
RB:  A very widely quoted paper.

AP:  In more recent years, I’ve gone back to clinical thyroidology and become interested in subclinical hypothyroidism. It’s enormously prevalent in women, beginning in the third and fourth decade of life, increasing with age and it accounts for significant morbidity. With Haggerty’s leadership, we’ve published the notion it is a risk factor for depression and could be easily treated. I keep trying to scrounge up money for a big study to identify it in a population of vulnerable women, treat them and see if I can ablate it. We’ve done the retrospective stuff, identifying women blindly who have subclinical hypothyroidism from those who don’t. Among women with a past history of depression it is about three times as frequent as in others. It’s a true bill and we ought to exploit it so I’ve begun to work on it with colleagues in Lithuania. What we’re interested in is whether T3 and T4 are really equivalent as far as the brain is concerned. Right now we’re looking at endocrine effects in Lithuania among patients who had thyroid ablation and are on thyroid supplement for life. These patients, like almost everywhere, are maintained solely on T4. Recently we replaced some of them with T3 and many do much better when some of their supplement is T3; in some patients the combination is notably better. That suggests some people don’t make T3 from T4 in brain as efficiently as other people, or as efficiently as they do in the periphery.
RB: We’ve covered quite a bit of ground but before we end, I wonder if there are other people you would like to mention who were your mentors or who you mentored. You mentioned Morrie Lipton, Alec Coppen, Charlie Nemeroff and Peter Whybrow.

AP: Peter Kalivas, who got the Elkes award yesterday, was in our lab; Garth Bissette, leading the group in Mississippi also.
RB: Do you want to run down that list?

AP: Oh no, because I might miss somebody. It has been a great pleasure to give people a chance in the same way I was. If we can maintain that sense of fraternity and continuity we’re in good shape.

RB:  Thank you very much; it’s been very interesting for me this morning.

AP: Thanks Bob.

( Arthur J. Prange Jr. was born in Grand Rapids, Michigan in 1926.





