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PAULA J. CLAYTON

Interviewed by Thomas A. Ban

Waikoloa, Hawaii, December 9, 2001

TB: This will be an interview with Dr. Paula Clayton( for the Archives of the American College of Neuropsychopharmacology. We are at the annual meeting of the American College of Neuropsychopharmacology in Hawaii. It is December 9, 2001.  Could you tell us where you were born, something about your education, early interests and how you got into psychiatry?

PC: I was born in St. Louis, Missouri in 1934, the third daughter of two parents who both went to college. The fact that they both had college educations was important.   My mother decided, very early on, that I should be a doctor. She was an energetic woman who helped me pursue that goal.  It never occurred to me that I wouldn’t become a physician.  When I graduated from high school, I went to the University of Michigan, graduated and then entered medical school in 1956 at Washington University, which was in my home town and where I was one of only two girls in my class.  I felt they took me because they needed a second girl. It happened that I chose a medical school that was intensely interested in research, so we had to do research in our freshman year.  Then, in our sophomore year, a very funny thing happened.  We were just beginning our first course in psychiatry and the man in charge of teaching burst into the room and said, “We’ve just been approved for a rotation in psychiatry; now we’ve got to teach you about psychiatric diagnoses. We want you to come to class!  You can’t take it lightly!  We’re going to lock the doors if you’re not here on time”. That man was Eli Robins. That was in 1957. So we went through a systematic approach to diagnosing patients for illnesses from depression and mania to schizophrenia, alcoholism and so on.  Eli would say things like, “The first thing you’ve got to decide when you see a patient is whether they have ‘the big C’. We all looked at him, dumbfounded, and he said, “Whether they’re Crazy or not, because if they’re Crazy, and that’s the layman’s word for it, they can only be depressed, manic, schizophrenic, organic or maybe have alcoholic hallucinations. That’s the first thing you’ve got to decide.”  We were taught intensely about psychiatric diagnoses. That was certainly to my advantage, yet totally fortuitous. When we went into the clinic in our third year in 1958, the faculty was beginning to use imipramine. So we were not taught about psychotherapy.  I only learned about making a diagnosis, basing a treatment on the diagnosis and following the improvement of a patient’s symptoms.  A classmate of mine, who was first in the class, experienced a serious depressive episode. We were on the same rotation. You could just see him becoming less and less capable of answering questions directed to him. He was treated by a department member and after several failed drug trials, he was treated with ECT in his junior year. He graduated with our class. That shows how somatically oriented the department was.  Before I graduated, I thought I wanted to go into internal medicine, but because psychiatry at Washington University was so similar to medicine, it became a possibility. I liked the people, Eli Robins, Sam Guze, George Winokur and Lee Robins, in psychiatry, so I wondered if it would be a better area for me than medicine. I talked to my husband and to the faculty and decided, on the day I graduated, that I would do a residency in psychiatry.  It was not something I went to medical school to do.

TB: It seems that your first encounter with psychiatry through Eli Robins had a major impact on your career.

PC: Right.  And the lecture by Sam Guze on depression and suicide also had a major impact.  The idea that we should ask patients whether they were suicidal when depressed, and plan a treatment based on that, was so foreign. Not just to me, but to all in the class.  Everybody else said one should not put ideas like that into the patients’ heads, but at Washington U, they were insistent that every depressed and alcoholic patient had to be asked these questions.

TB: So, you were taught direct interviewing to derive a diagnosis. Everyone had to be asked specific questions?

PC: Yes, you had to ask questions.  It was unique.  The other unique characteristic was that we were taught that when dealing with inpatients, we should always interview their relatives before seeing the patients themselves. For really ill patients, relatives were considered more reliable sources of information about the patient’s condition. There were only three of us who went into psychiatry and we were probably the first generation of students exposed to that kind of thinking.  When I began my residency it was imperative to do research.  No resident was allowed to graduate without a research project. I was encouraged and decided to do research on bereavement, because I knew what depressive patients admitted to the hospital looked like and I wondered how that state differed from that of those who were bereaved. First I interviewed relatives of patients who died at Barnes Hospital.  Then I wrote a grant to do a bigger study, identifying people from death certificates. Even though Washington U had a good reputation, they’d never obtained a grant to study a clinical issue before.  So, they were very pleased that I did the project. Another important thing was that Eli, who was the chairman of the department, got intimately involved with everything we did.  He was able to do that because by that time, he was ill with multiple sclerosis, which limited his ability to travel. So he taught me how to design a questionnaire for widows and widowers.  He said, “Never ask open-ended questions.  Think of all the possible answers, so that you give people an idea of what you want”. That was interesting because the only open-ended question I did ask produced all kinds of answers that I couldn’t put together in any quantitative way.  He also taught me how to analyze data. At that time there were no computers, so we did all of our “p” values by slide rulers. Because I was interested in depression, I also got involved in research with George Winokur, who at the time was doing a big follow-up study. From data collected in that study, we derived the diagnostic criteria for mania, which outlined the three main symptoms of the illness: a manic mood, push of speech and overactivity.  That was my first paper.

TB: When did you publish with George Winokur the diagnostic criteria of mania? 

PC:  In 1965. Then we did a follow up of those patients and wrote a book on Manic Depressive Disease that was published in 1969.  There were no computers but George Winokur loved to work by hand in the card sorter.

TB: So you worked, at that point in time, mainly with George Winokur?

PC: Right.  He was my major mentor. We also published the first American paper on the division of bipolar and unipolar depression.  

TB: Didn’t your book with George have a third author?

PC: That was Ted Reich. He was the junior author. I was the middle, and George was the senior author. Ted was a geneticist.  He was born in Canada, studied there, trained at Washington U. and then went to England, I believe, to study genetics. He did the studies that showed bipolarity runs in families and that there are hypomanic gamblers and obsessional patients in those families. I was always most interested in treatment and wrote the clinical descriptions and treatment section in the book.  At that time lithium was already used; in fact, I used it first in 1962.  We had a manic minister, kind of like Elmer Gantry.  He’d written bad checks. George read about lithium in The Lancet, and after the patient was given multiple ECTs and trifluoperazine, but was still not well, George had the pharmacy make up lithium pills, because nobody produced them. We gave lithium to the manic minister and he got better.  So we began using lithium for mania in 1962 even though it wasn’t marketed and approved by the FDA.

TB: It took quite a long time after the first paper was published on the effectiveness of lithium in mania before it was approved for clinical use in the United States.

PC: Right.  But the first paper was written by Cade in 1949. 

TB: Then, there were several papers published on it in the 1950s by Treutner and his group in Australia, and Baastrup and Schou in Denmark. 

PC: Right.  I was always interested in treatment; probably more because of George’s mentoring than Eli, who was a therapeutic nihilist. For his entire career, Eli probably only used psychotherapy and Sodium Amytal (amobarbital).

TB: Could you say something about Eli Robins?  He was a very important figure in American psychiatry.

PC: I did not know him when he wasn’t ill, so I can’t comment. But women who knew him before then said he was a very handsome, outgoing, charming man.  He could talk to you at a party about the movies you’d seen, or the last book you’d read.  He was an intense thinker who studied at Harvard in the early 1950s and brought the scientific method to Washington U.  His team of Sam Guze and George Winokur promoted a different approach to psychiatry than others did. They were not popular. I remember I was a resident and went to a meeting in Chicago in 1962 with another colleague of mine, Dick Hudgens.  They were promoting community mental health programs, saying that we needed to develop services in the community to prevent mental illness. Everybody agreed that pregnancies could be prevented with birth control and that infectious diseases could be prevented with vaccines, but my colleague stood up and said, “But we can’t prevent mental illness.  How in the world are you going to prevent mental illness”?  It was that kind of approach that made everyone angry because we asked piercing questions that people couldn’t answer. Our Grand Rounds and Research Seminars were that way too.  You had to present research every year, and Eli would sit there and listen. He was sick and he couldn’t hold his head up.  Then, suddenly, he’d lift his head and ask a question that you were amazed at.  You thought he was sleeping and then he asked the most pertinent question. And you’d say, “Well, I’m sorry, I don’t know the answer”.  Then, you’d go back and analyze your data to find the answer.  It was a very provocative, enriched environment in which to be a faculty member.  And it was very open.  Except for those times when we had an outside speaker, we never had Grand Rounds without interviewing patients and discussing them.  Eli would interview the patient or, when he got too sick, other people would. We’d discuss the treatment with everyone involved and you learned that there’s no perfect treatment. Depending on where you’re coming from, you might treat the patient in very different ways.  So, it was a helpful, nurturing environment.   

TB: What about George Winokur? Could you say something about him?

PC: Yes. I told him once that I don’t think he could have survived in the late 1990s, because he was so direct, to both men and to women.  He could say the most awful things to you and then laugh and get away with it.  When I was a resident, he said to me, “We’d like you to be chief resident”.  That was, in 1965.  I hadn’t thought of that, and I said, “Why should I do that”?  And, he looked at me and he said, “Because it’ll make a man of you”. And then he laughed.  He couldn’t have said that in 1995.  He was in charge of the in-patient service, so he also interviewed every new patient the residents admitted to the hospital.  He was also in charge of recruiting residents. I remember one of my junior colleagues telling me that he was interviewed by George, and at the end of the day, George called him into his office and said, “You know, you’re not the best resident candidate we’ve ever seen or will ever see, but we’ll take you”.  He was so direct that he would throw everybody off-guard.  I saw him interact with a colleague who was a dyed-in-the-wool analyst, and he’d say the most terrible things and get away with it.  You certainly learned to be open and honest with George, and to admit when you didn’t know something. I think the skills he taught me did me well when I became chair in Minneapolis. It was Sam Guze who represented the medical model in psychiatry for us. He was an internist before becoming a psychiatrist, and we learned from him the ways to validate a psychiatric diagnosis by information on clinical course and family history, treatment-response, outcome, and biological tests.  He was also more serious. Once, I asked him if he wanted to have lunch with me.  And he replied, “Only if you won’t talk about your children”.  I was shocked, as I didn’t think I talked much about my children. However, by the time he became Vice Chancellor at Washington U. he learned to be more tolerant of trivial talk. 

TB: Could you say something about the relationship between Eli, George and Sam?

PC: They got along well.  I think George and Sam lived in the same area of St. Louis and for many years carpooled to work and, I assume, talked about psychiatry constantly.  When Eli got sick, George and Sam decided they would have to go to meetings and carry Eli’s message. It was hard to tell, though, from whom the message truly originated.

TB: So, it was hard to tell from whom the message originated.

PC: I couldn’t be sure. You know, by the time I was there each had his defined area. We all read Kraepelin.  So Kraepelin was our Bible.

TB: Do you know which edition of Kraepelin’s textbook you had to read? 

PC: I think the 1899.

TB: The one in which he introduced manic-depressive insanity and dementia praecox?

PC: Yes. And the department paid for the book to be translated into English. And then we read things from Strömgren, Bleuler and all those people. We were only taught evidence-based psychiatry.  Every paper we read was based on data.  We were not taught to be psychoanalytic, to think in terms of the unconscious or dreams and things like that. So it was unique and I always felt lucky.  

TB: You were very lucky.

PC: I was lucky also that I was one of the few women. Eli Robins’ wife, Lee Robins, was in the department as well. She was a sociologist and did a very famous follow-up study that probably was Eli’s idea.  Lee became a real hero in her own right, but I don’t know where she, or I, for that matter, would have been without being in that atmosphere. There was also another woman in the department, who eventually left.  So, I was one of the few women and it was an advantage. They put me on the lunch brigade with every speaker. And we had speakers from all over the world, a lot of Englishmen, people from this country, and Canada.  I went to have lunch with them, being the token woman. 

TB: Would you like to mention a few people whom you met?

PC: Well, Jules Angst is one. I later collaborated with him.  Bob Kendall and David Goldberg from England are others.

TB: What about John Wing?

PC: Yes, I did meet him as well. We collaborated and interacted with many people, including basic scientists, in several countries. Eli supported a basic science laboratory in the department originally with two basic scientists and residents and faculty who worked with them. 

TB: What did they do in the laboratory?

PC: Blake Moore worked on protein chemistry and Bill Sherman worked on phosphoinositides and the mechanism of action in lithium. They had a mass spectroscope. So we did original research on the relationship between dosages, blood level and treatment response to first-generation antidepressants. I’m an author of a paper that reported that of all of the first-generation antidepressants, nortriptyline was the one that you could depend on the most in terms of dose, blood levels and outcome.

TB: Kragh-Sorensen in Denmark had similar data. Did you collaborate with him? 

PC: No. His study and ours were parallel studies. I knew him, but we did not collaborate.

TB: I suppose by the time of these studies the therapeutic nihilism in the department was gone? 

PC: Well, Eli was really the only nihilist. John Biggs and another set of people did those studies.  

TB: Are we talking about the late 1960s or early 1970s?

PC: I would think the mid-seventies. We would look at these drugs on the mass spectroscope and see which were dirty and which were clean. I learned at that time, mainly through nortriptyline, to think about drug metabolism by the liver, because if you gave somebody 50mg of nortriptyline, the most common blood level you’d get was 50 ng. But if you gave somebody the same 50mg and they ended up with 100 ng in their blood you realized they must be a slow metabolizer. 

TB: So, you and the department got involved in psychopharmacology and especially in pharmacokinetics?

PC: I never thought about it that way, but you’re absolutely right. We started attracting residents who wanted to do these kinds of studies. Sheldon Preskorn and Matt Rudorfer came to Washington U. to train and took their own ideas forward.  We also trained people like John Olney, Dave Dunner, John Feighner, Marc Schuckit, Steve Zalcman and Ted Reich.  Some of the people in the department got together and wrote up our diagnostic criteria so they could be published. 

TB: You are referring to the St.Louis criteria that Robins, Guze and Winokur formulated and John Feighner put in writing in 1972.

PC: Absolutely correct.  And, I think John would admit that. I was reading those criteria as a medical student in 1957.

TB: Were you involved in the preparation of that paper? 

PC: No.  I would have liked to have been, but I wasn’t. They met in Eli’s office every Wednesday for months. Without John Feighner, that project wouldn’t have been done, because Eli was ill and the other two were busy doing other things.  It was John who said, “We really have to get this into writing”.  So, they met every Wednesday and wrote the paper. 

TB: The paper was written at those meetings? 

PC: Exactly.  Another interesting paper that Eli did was on the biochemical basis of psychiatric disorders.  He wrote it with Boyd Hartman.  Boyd went on to do wonderful research on norepinephrine in the brain, showing that it’s frequently on blood vessels. He got cows from the slaughterhouse to study their brains.  

TB: Were you encouraged to do biochemical research?

PC: I only did pharmacokinetic research, but others, depending on their interests, did basic research. I left in 1980, but I can say that from 1956 to 1980, during the years when I knew what was going on in the department, we never did a drug company study.  We were frequently invited to participate in these studies because we knew so much about clinical diagnoses, but we never accepted. On the other hand, the two collaborative studies of depression, one of which was a drug study, were the basis of my entry into this society.

TB: When was that?

PC: I would guess in the late 1970s; just before DSM-III was published. DSM-III was the product of many consultations. So Spitzer and Endicott came to Washington U. frequently, and would stay for three or four days at a time talking to Eli about it. I became a member at the time when neuropsychopharmacologists realized they needed an understanding of diagnoses. Many of us were admitted in those years as members in this College, so that we could be the critics of papers that dealt with clinical psychiatry.

TB: Were you involved in the development of the concept of external validity of psychiatric diagnoses?

PC: Eli gave a speech in the mid 1960s on external validity.  I don’t know from whom the concept comes, whether it was Eli’s or Sam’s or George’s. But certainly by doing cross-sectional, follow-up studies, we all strived for external validity. Another thing that happened in the 1970s was that Eli got very involved as a consultant in both the clinical and biological collaborative studies of depression.  There’s still a part of a project going on, on follow-up of those patients.  

TB: Were you involved in those studies?

PC: Yes, because I was Eli’s legs. He couldn’t move; to go to a meeting was very difficult for him.  So, he always had to have a collaborator go and I was his collaborator on that project.

TB: But were you involved in those studies as an investigator?

PC: Yes, with the clinical study, but not the biological one. Eli had such an active mind. He also started a study on schizophrenia.  It was about the time that Bob Heath in New Orleans put electrodes in the brain of schizophrenic patients to stimulate them. Then Arnie Friedhoff reported on a pink spot in the urine of schizophrenics and Eli decided to follow it up. He started it when he was well and I followed those patients.  It was amazing the criteria he used in the 1950s to gather this group. When we followed them up years later, if they had not committed suicide, they were still all schizophrenic.  I remember going into the home of one woman and interviewing her. She seemed so normal.  She was a mother and had children in school. I was using our structured questionnaire and when I asked her if she ever felt that people interfered with her, she said, “Yeah, I really don’t like to have people that close”.  And I said, “Why?  What do you mean”?  And she said, “Well, I don’t like those people who come into my house and comment on me and tell me what to do”.  I had interviewed her for an hour and did not realize that she was psychotic. But once I got to psychotic symptoms in the questionnaire she had every one. I didn’t understand how she was able to function.  It was amazing how she did so with those strong auditory hallucinations and delusions in the back of her mind.

TB: They didn’t seem to bother her?

PC: No, and her family seemed to accept it. I don’t know whether she had any further treatment.  The first part of the interview was general questions like,”Have you been in the hospital”?  When I completed that part I thought, well, this is the one patient that Eli really misdiagnosed; she is not psychotic. But there she was, psychotic. 

TB: So the use of the structured interview helped.

PC: We were taught how to administer a structured interview and used one with every research patient. There were several competing structured interviews used in the department. However, the one that became the most well-known was the Diagnostic Interview Schedule (DIS).

TB: Were you also taught general psychopathology?

PC: We were taught psychopathology. I still have Fish’s book and use it to teach residents.

TB: Didn’t Fish come over to North America to give a series of lectures on psychopathology?  

PC: Not that I know of. We were taught many things written by those descriptive psychiatrists. They were colorful and it was wonderful but we never knew who was right. 

TB: Let’s get back to your research. Your very first research grant was on bereavement, right?  And you did this research sometime in the 1960s.

PC: Right, it was in the mid-1960s.

TB: Could you tell us more about that project? 

PC: I found the people by using death certificates and identified the ones to be interviewed by using a random numbers table. We would call the people we wanted to be included in the study and then we would go to visit them within the first month after their loss. Then we followed them up a year later. We found they had all the depressive symptoms that other depressed patients have, except as Freud already recognized, they did not have guilt feelings, they were not self-incriminatory and were not saying, “It was my fault”, and that kind of thing.  But they had sleep disturbances and weight loss. Some of them would lose 40lbs.  They also had trouble concentrating and poor memory.  They described their first response to the loss as numbness, which I think is the first response to any kind of stress or shock that could last from a few hours to a few days. Then they developed a severe depressive syndrome.  They did not eat or sleep. The depressive syndrome dissipated in a year or so, although 10% of them remained depressed. These displayed a sort of a major depressive disorder without self-incrimination and suicidal thoughts. 

TB: Then you analyzed, wrote up and published your findings.  Was there anyone else at the time that did similar work? 

PC: There was no one else at the time. But we had a group of depressed in-patients who were being monitored.  So I did compare my findings to what is seen in depressed patients in the hospital. They had similar symptoms except they also had guilt feelings and self-incrimination. 

TB: You mentioned before that the first response to the loss was a kind of stress response?

PC: I feel that bereavement provides a model for studying the response to stress. What we learned was that stress increased alcohol intake in some people.  People, who took pills, took more; they took their own and their deceased spouse’s pills as well. And people who were inclined to overeat were eating more. Whatever characteristic behavior the person had under normal circumstances was increased once they were under stress. In spite of their increased smoking and drinking, the mortality rate of the widows and widowers was not different from the general population. To be able to study that, we had a control group of people who were in the same voter registry book, and of the same age. We had permission from the city to do that and identified them at the time the person died. They were in the same community with the survivors, sometimes even on the same block. We followed them for a year so that we could compare the mortality rate of widows and widowers with that of this group. The sample was small; it wasn’t thousands, only 109.   But there was no difference in mortality.  So, we were interested in all aspects of bereavement. Since only 58% of those we identified allowed us to do an interview, we also had to prove that the people who refused were not systematically different from the ones we interviewed.  After comparing them on all the things we could find in the death records, I thought maybe the people who refused were sicker and would die sooner.   So I called them and said, “Hello Mrs. So-and-so, I’m calling from the Post Dispatch”, which was our newspaper, and asked if they’d like a subscription to the paper.  They’d either say, “No, I don’t want it” or “I already get it”, so at least I knew they were alive.  There were four people whom I couldn’t find because they did not live in the same house any longer.   My data showed that if all of them had moved out of town and died, there still would have been no increased mortality among those who refused an interview.

TB: How was your report received?

PC: It got mixed reviews.  Danny Freedman accepted the first reportf or the Archives without sending it out to reviewers.  There was some controversy because one of our papers showed that Lindeman’s idea of acute death and the syndrome that followed was not valid.  Another study on anticipated versus unanticipated grief showed no differences, which was upsetting to some.

TB: Did your finding stand up over time?

PC: Yes, absolutely. And it’s important that it is a model for stress.

TB: Stress caused by death?

PC: Yes. I recently wrote a paper titled, Why People Should Use Death as a Model for Stress. I have never understood why animal researchers didn’t take a pair of animals, remove permanently or kill their mate, if that is acceptable, and study the animal’s physiologic responses. There’s one nice study on norandrenaline responses in men whose wives were dying of cancer. Some of the wives died and some didn’t, so it was possible to study bereavement response. 

TB: Did you look at sex differences in the bereavement study?

PC: We did.  We looked at everything.  We looked at length of marriage, sex differences, religious affiliation. There were very few sex differences.  Women had a little bit more insomnia but the overall responses were amazingly similar.  Men cried less frequently than women, but for the most part they had the same responses.

TB: So you eventually moved from studying stress and bereavement to studying manic-depressive illness and genetics?

PC: Actually, I was doing those projects simultaneously. I did the study on stress and bereavement on my own; the one on manic-depressive illness was in collaboration with George. I was also involved in the cross-sectional and follow-up study of 500 randomly selected outpatients.  I have to say that Washington U had a very different model of education than most universities did at the time, in that they thought that young people needed to do research and the older people should do the teaching, because younger faculty needed to make their mark in research at a young age.  So we were allowed a lot of time to do research and had very few clinical responsibilities, which is totally different from what universities do now. Now, what the residents do is mainly clinical. What we did at Washington U. was good. And there is something I have not mentioned yet – I had three children and didn’t work full time to begin with. It was really fortunate that I didn’t have any strong ongoing clinical responsibilities, because I wasn’t there half the time! They couldn’t assign me to a ward to take care of patients, because I only worked Tuesdays, Thursdays and Fridays.

TB: Weren’t you chief resident at Washington U at the time?

PC: Yes. Actually, my ex-husband should be given some of the credit for that decision. When they asked me to be chief resident, I went home and said, “Gee, they’ve asked me to be chief resident.  Do you think I should do it”? And he said, “Well, they’re awfully nice people”.  He thought it was a good idea.  I hadn’t thought of staying in academia before that happened, because the natural course was that if you were chief resident, you would go on to become a member of the faculty.

TB: What did you intend to do?

PC: I hadn’t really thought beyond residency. I don’t think I ever thought about practice and I certainly didn’t think about being chief resident.  I might have thought about staying to help somebody do research. You could do that.  But then I got involved in the follow-up study on mania.

TB: Did this happen when you worked halftime? When did you actually work halftime?

PC: Maybe from 1965 to 1972, or something like that.

TB: Didn’t you write your first book, Manic Depressive Illness, during that time?

PC: Yes, it was published by Mosby in 1969. There are many research findings in that book that have been reconfirmed over the years.

TB: Could you tell us something about the book?

PC: It was based on a follow-up study of 61 patients, all with manic depressive illness, who we had identified. George had done the work originally. I did the follow-up. My former husband was also helpful at the time.  He was an attorney and asked me, “Why would anybody drive from Springfield, Missouri to interview with you?  How can you ask these people to come back”?  I said, “I really don’t know, but they do”! Then he said, “They want to tell you their story”. I realized he must have been right. It was an interesting adventure and I learned that follow-up studies are essential. That was the other thing that Washington U championed.

TB: Didn’t that follow-up study draw attention to the fact that psychotic symptoms in mania are indistinguishable from psychotic symptoms in other psychiatric disorders? 

PC: My first paper based on that study dealt with psychotic symptoms in mania and it showed that manic patients have as many psychotic symptoms as schizophrenic patients do.  When it came to diagnosis, there was nothing pathognomic about psychotic symptoms. In the book, the study clearly showed that psychotic symptoms are not unique to schizophrenia and that they also occur in mania and depression. We also did a follow-up study and a family study.  We interviewed every member of the patients’ families and wrote the book on the clinical picture, clinical course, family history and treatment of manic-depressive disorder; but first, we did a thorough review of the literature up to that time. The book is especially informative because the course of illness was less influenced by pharmacological treatments at the time. We found that one-third of the patients had their first episodes before age 20, none after the age of 50. Most of the family members were depressed.

TB: Is there anything else you would like to tell us about Washington U. before we move on to the next chapter in your professional life?

PC: Two things, actually. One, we were a very social group – the department members threw lots of parties at their homes for faculty and residents. Two, we were always encouraged to go to meetings.  Not only were we encouraged to attend, but Eli actually paid for us to go to them. I remember the first meeting I went to in England, where I presented on bereavement. I presented annually at the APA and at many other prestigious meetings. I met a lot of people. Then, when Sam Guze became Chairman of the department, he said to me, “You know, I really think you should be a chair person”.  When I asked why, he said, simply, “Because I think you’d make a good chair person”!  By that time, I was sort of “second in command” in the department; he was both Chairman of our department and Vice President of the University.  I was the one in the department to whom people would complain. It was also Sam who told me, “You’ve got to go and interview for jobs, even if you don’t want them. You’ve got to interview.  You can go once and find out about the job.  Don’t go back if you’re not interested, but go once and learn the process”. So I did that. I went to Buffalo, to Irvine and maybe a third place, but I felt the problems in those departments were insurmountable and I didn’t go back to any of them.  Then I was invited to go to Minnesota. It had always had a tradition of research and they had a good department of psychiatry. Don Hastings had been an earlier Chairman and he’d taken care of a lot of important people. He had a special research budget for the department. Len Heston did his early research on schizophrenia and Alzheimer’s there, and since the department was in a place that used to be a psychopathic hospital, they also had a budget from the state. So the department had a very hefty budget.

TB: Was Hastings the successor of Bert Schiele?

PC: No actually Bert was never a chair. Bert had retired by the time I went, but when he was there, he had a research unit.  There were studies going on on anorexia under Elka Eckert and Heston.  They had a really good research program that I could identify with.  I went back for the second time and finally decided to accept and become the chairperson. 

TB: When was that?

PC: That was in 1980 and I did that for 19 years. Actually, Gerry Klerman told me that he had interviewed for the chairmanship; evenutally they hired a person from the army who succeeded Hastings. This interim chairman, whose name I won’t mention, was a good clinician but not a researcher. He had no interest in research. At the time he took over the chairmanship he asked Bert Schiele, “Well, why do you get grants to do studies when the state will pay your salary”?  He couldn’t understand.  He had no concept of research. When he left, we re-started research. But, in the meantime, the psychologists had been very active in the department.  Hathaway, who devised the Minnesota Multiphasic Personality Inventory, was there.  Paul Meehl was also in our department. We had a whole host of strong researchers.  So we reinstated psychiatric research in the department, I think successfully. 

TB: Did you continue your research in pharmacokinetics or any other area of psychopharmacology?

PC: I really have to say, I did not pursue that.  I’ve always been more of a clinical epidemiologist, and so the grant I wrote in Minnesota was to study elderly depressed people, because I wanted to learn what kinds of activities they were engaged in. I didn’t get that grant.  They thought it was too ambitious. After that, I mainly pursued psychopharmacology through the ACNP and work with pharmaceutical companies.  I did not do drug studies myself, but our younger faculty members started to do clinical trials. I remained interested in the genetics of psychiatric illnesses but I didn’t pursue that line of research either. I was also still involved in the data analysis of all the studies I had worked on at Washington U., so I continued to write manuscripts.

TB: Didn’t you do some studies with the dexamethasone test in anxious depression?

PC: Yes. Max Hamilton was another good friend and it was evident from his questionnaire that anxiety is a very significant part of depression. So I used collaborative study data to write about anxious depression and then, collaborating with Bill Miller, used Iowa data in a study in which we compared dexamethasone suppression in anxious and non-anxious depressed patients. We used a scale derived from the SADS items. We found that anxiously depressed patients were the most consistent suppressors of the morning rise of cortisol. That shouldn’t have been too surprising.  The HPA axis reflects anxiety and not just depression. I pursued clinical ways to validate diagnoses, but not any neuropsychopharmacology.

TB: Could you tell us something more about the collaborative study you just referred to?

PC: It was an NIMH collaborative study, an enormous undertaking. It was pivotal in developing assessment instruments that are still used today. It was difficult because there were five centers – Chicago, Boston, New York City, Iowa and St. Louis – as well as NIMH.  We were five sets of strong investigators and we did well. Gerry Klerman was a wonderful leader because he was so tolerant.  He would listen to everything and then make a decision. He had a tendency to get a little impatient, so the discussions couldn’t go on forever.  It was a very important study in confirming the age of onset and course of bipolar and depressive disorders. It also established lack of difference between different subtypes of depressive disorders. Marty Keller was part of that study and, of course, Bob Hirschfeld.  Bill Coryell and Nancy Andreasen were also involved, as were Bob Spitzer, Jean Endicott and Jan Fawcett. It was a study that taught people about research. Marty Keller was a resident when I first met him and now he’s the Chairman of the Department at Brown.  All of this is important for appreciating the scientific value of that project. 

TB: Didn’t you do some research with Jules Angst in Zurich?  

PC: Yes and that was wonderful. This month, we will be publishing a follow-up of his original bipolar and unipolar cohorts.  He has been collecting data on these patients from their first intake interview to their death. And he has already shown that in each depressive episode there is an equal chance that the patient will commit suicide. An interesting part of that study was related to clozapine. In spite of the reported cases of agranulocytosis in Finland, clozapine was not taken off the market in Switzerland because they found it so useful in hospitalized patients in Zurich. Angst’s studies show that if bipolar and unipolar depressed patients are maintained on medication, that includes lithium, antidepressants and antipsychotics, their suicide rate is enormously reduced.

TB: You worked with him on this study. 

PC: I collaborated with him on this and on another study. In the other study, he administered a German personality inventory, in which many dimensions were measured, to all men inducted into military service in the canton of Zurich, Switzerland at the age of 18 and followed their psychiatric history throughout  their service. We went through all of those records and used Feighner’s criteria to re-diagnose those patients who got psychiatrically ill. We also looked at their personality traits.  It turned out that unipolar depressed patients, prior to the onset of illness, had personality traits characterized by more aggressiveness than controls, whereas the personalities of bipolar depressed patients were not different from those of controls.  

TB: Did you work with him on any other projects?  

PC: No, these were the only two in which I collaborated with him. 

TB: What are you doing these days?

PC: I retired in July of 1999, moved to Santa Fe, New Mexico and began teaching in the outpatient clinic as a volunteer. Last year I decided I was not doing well with retirement and needed to get back to work. I missed being mentally stimulated and thinking about research issues. In September of this year (2002), I started to work halftime at the University of New Mexico and I’m a Professor in the Department of Psychiatry.  I drive from Santa Fe to Albuquerque and teach in the outpatient clinic, see a few patients and then try to mentor residents, mainly women. We just wrote a grant to study the treatment of depressed bereaved patients with Lexapro or with a placebo.  There is another group in the US involved in the same kind of research; if we get our grant I think we will write a proposal for a collaborative study and try to get funding from a pharmaceutical company. Since September 11th, it has become very important in cases of death and trauma to determine when psychiatric medications are necessary and what treatment is most appropriate for each patient.  It’s a very timely grant at this point.  

TB: It seems that you are trying to get back to research? 

PC: I started with research and I’m going to end with research. All I did in between was administration, and I didn’t find that pleasing.

TB: Seventeen years of administration?

PC: Nineteen. When I first went to Minnesota, I asked the head of surgery, “What do you expect of a psychiatrist”? And he said, “I want them to see my consults on time”. That was not at all what I expected him to say. By the time I left, people appreciated the significance of psychiatry in medical school. The Dean told me if he had to do it over again, he would have become a psychiatrist.  I think they did finally feel that psychiatry was a part of medicine and could bring in research dollars.  Our budget in Minnesota went from three hundred thousand when I started to eleven million by the time I left. 

TB: It sounds like you were a very successful Chairperson.

PC: I just had good people.  You hire some good people and you hire some bad.  That’s what Tom Detre taught me.  He said, “Paula, for every eight people you interview, you’ll get one good one”.  So you hire them and you really try to support them.

TB: What do you consider your most important contribution?

PC: I would say establishing the definition of mania and the book on bipolar disorder, published in 1969 – which was really George’s idea – but we executed it together. The whole idea of studying normal people in bereavement to find the psychological response to such an event and the subsequent outcome was also very important to me. Those would be my two.  I wrote the first paper on schizoaffective disorder in this country.  Some people still ask me to come and speak on schizoaffective disorder, but it’s not a subject I’ve pursued. I also published on depression in women physicians. Another interest of mine is anxious depression.  Those are my favorite subjects.

TB: What was your last publication? 

PC: My last paper was with Jules Angst on his bipolar study; I’m a middle author on that article. My last sets of papers were on anxious depression; on the family history, treatment response, and things like that from the collaborative study, and then on the biologic markers in that study from the Iowa data.  One other thing has dawned on me in recent years, about entering academia - I really feel it’s extremely important.  It’s sad that people don’t enter academia, particularly women. I was married to a man who had to go to work every day to make a living.  He was not salaried and he taught me how fortunate we in academia are to get a monthly salary and benefits. He said, “Well, Paula, I can’t go with you on your trips. If I don’t work, I don’t make money”. In academia we can do all this traveling and have all this freedom because we have people to back us up.  We are salaried and encouraged to do those things.  It’s a very wonderful life.  It gives you a lot of freedom. It’s worthwhile to take these lower academic salaries and have this enormous freedom compared to having a higher salary and getting stuck in one place forever and ever. So when residents come to me and say they like academia and research and especially if they have published a paper, I say to them, “Try academia if you can afford to do it.  It really is a wonderful job and you meet all these wonderful people and you’re on the cutting edge”.  I have never felt that I made a mistake in my decision to become an academic, and it wasn’t because I thought it through.  It was just being in the right place at the right time.  I believe that more people, especially women, should go into academia.

TB: So it was people like Eli Robins and Sam Guze who stimulated you to become an academic?

PC: And George.  I think it was George.  George was the one who asked me to be the chief resident, in his crazy way, and that was my entrance.  My early research with him played an important role. He was my mentor.  He had a way of teaching.  We had rounds with him three times a week to present new patients each time, at the end of those rounds, he assigned one of us a subject that we had to read and report on. I said to him one day, after presenting a depressed patient, “How does this patient differ from what you feel if you lose someone”?  And he said, “I don’t know.  Go read about it”. And, of course, I went and read Lindeman’s work, because he was one of only three major contributors to the area, along with Freud and Abraham. When I presented what I had read to him and the group, he said, “Well, that would be a good project”. That was to become my research project as a resident.  

TB: As Chairman, were you involved mainly in administration?

PC: I couldn’t do much research.  I didn’t have time.

TB: How did you support the research units in your department?

PC: Through grants and donations.

TB: How much teaching did you do?

PC: That’s a good question.  When I became chair in Minnesota there was only an elective clerkship in psychiatry. So, the first thing I did was work on getting a six-week clerkship.  That was important.  I had a very good faculty teacher whose father had been a teacher of chemistry. He was a very bright guy who didn’t do a lot of research but was extremely scientific in his approach to questions. And he took charge of teaching. I always lectured in the freshman course and lectured in the second year on depression or mania.  So I did do some teaching. I also interviewed all the prospective residents. And of course, I always taught residents in various rotations.

TB: Did you use the model of Washington U?

PC: Yes. I established Grand Rounds, where we discussed clinical cases and at times, brought in scientific speakers. 

TB: Did you encourage residents to combine research with their clinical work?

PC: I couldn’t quite adopt that model but I tried.  When I was half-way through as chair, we established a clinical track and I called all my faculty on the tenured track together and said, “I think we should hire people to do the clinical work so that you have more time to do your own research, but the only way I can attract people to do that is to pay them more.  Now, what would you think if I hire an assistant professor in the clinical track who makes $20,000 more than you”? They assured me that that would be acceptable to them.  So we did it, and that freed up the time for people on the tenured track to do more research.

TB: How much clinical work did you do while you were Chairperson?

PC: As Chairperson, I was involved in clinical work with the residents. Each of us spent two months a year on the inpatient service. I even spent one month on the eating disorders unit, a clinical area I had little knowledge of. After we started an outpatient clinic I worked half a day in the clinic every week. I also started a mood disorder clinic, where I supervised residents. I also saw a number of patients for medication combined with psychotherapy; probably five or six every week.  

TB: So, you were involved quite a bit in clinical work?

PC: Right. I’ve never stopped and I’ve always seen patients.   Another thing I did in Minnesota was what Sam taught me, which was that there would always be grateful patients and so it’s very important to think about asking people, in the right way - maybe through the alumni offices - to give money.  We did raise money for two endowed chairs and two professorships and some other things. 

TB: You mentioned that currently you are mentoring, and I felt that you were emphasizing that you were mentoring women psychiatric residents?

PC: I was hired because women comprise half of most faculties now, and those who are good don’t have time to supervise.  There’s a wonderful woman professor at the University of New Mexico, but she’s busy. She cares and is a great teacher, but she’s busy doing everything else.   So she felt that I could have the freedom to do this. I think women need more encouragement, mainly because they’re caretakers.  Women are – by nature and by nurture – caretakers. It is easier for them to take care of patients than to do research.  They may not be quite as competitive or as thoughtful about the world out there, so they need more encouragement to do research.  That’s why I stress the point. 

TB: Is there anything else that we didn’t cover? I have one other question that is related to your involvement with ACNP. You have served on several committees of the College; could you tell us something about that?

PC: ACNP is run by people actively involved with the organization, so I was one of them. I had been a member and chairman of the membership, ethics and education committees.  I was on the council for several years. And I was involved in a long-term project that evaluated what training psychologists – PhDs – might need to be able to prescribe medication.  That was quite a commitment. We went to Washington and all over the country. As I said, I’ve been very active. 

TB: Aren’t you also involved with other organizations, like the American Psychopathological Association?

PC: Yes; I am actually a past president of that organization, as well as the Psychiatric Research Society and Biological Psychiatry. The only other one I have been active in is the APA.  I’m on a whole host of APA committees.

TB: Weren’t you involved in the editing of the APA journal? 

PC: I was, but not anymore.  But I have been on the committee that works on practice guidelines for some time now.  

TB: Is there anything else you would like to add?

PC: Although I have mentioned my ex-husband and my children, we haven’t talked about the fact that I was in medical school when I got married and had my first child. My mother was over 40 when I was born and as a consequence, was not as involved in my life as I would have liked. I got it in my head that I wanted to be a young mother.  I had my second child during residency, and my third at the end of my residency.  At the time, I felt like the people around me accepted it. Now when I talk to my former teachers and I ask them how they felt about it, they say, “Oh, we had long discussions about whether you could be pregnant and be a resident”! I was shocked. It was something they thought might be difficult, but it was possible. Now I have five grandchildren and two of my three children are married. One is a doctor and two are attorneys.  My life is proof that you can do all of these things. But you have to prioritize what is important to you, and I learned that very early on.  I once was asked to do a computer program for a lot of money, early in the 1970s, and I said that I would do it. I sat down one weekend and tried to write a program, but I didn’t like it - I thought, “I’d rather be with my kid”. So I called them up the next day and said, “I’m sorry, I can’t do this”. Around the same time, I was asked to be President of the Missouri Psychiatric Society, which would have meant driving to Jefferson City from St. Louis, so I said no. I think you have to prioritize, especially if you want to be both a mother and an academic.

TB: On this note, we conclude this interview with Dr. Paula Clayton. Thank you very much for sharing this information with us.

( Paula J. Clayton was born in St. Louis, Missouri in 1934.





