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PETER C. WHYBROW

Interviewed by Andrea Tone

San Juan, Puerto Rico, December 15, 2004

AT: My name is Dr. Andrea Tone and we are here at the 2004 ACNP Annual Meeting and, today, I have the pleasure of interviewing Dr. Peter Whybrow.(  Thank you for agreeing to be interviewed.  Let’s start with your upbringing.  Tell us a little bit about it and why you chose to go into medicine.

PW:  I grew up in England in the country.  And, why did I want to be a doctor?  Well, I was going to be an architect.

AT: We just had someone, who said the exact same thing.

PW: I think the influence was that my father had been ill.  He was a veteran of the Second World War and he had been ill for some years after that so we got to be very close to a local family doctor. He used to visit our house all the time and he was a wonderful fellow. I think it was probably his influence that eventually made me turn to medicine.  He was a sort of doctor you don’t see any more, who visits houses.  He was a very kindly thoughtful fellow. He sat down with all of us and told us about my father’s various illnesses and so on.  So that was one of the influences. As a high school student, probably for the same reasons, I worked in a local hospital as a surgical dresser in the operating theatre, getting the instruments ready and things like that.  Then I also worked in a mental hospital for a summer, which was fun, very interesting and confusing for a young fellow.

AT: Could you tell us about that?

PW: I was an attendant on a male unit for chronic patients with a mixture of diagnoses. At the time it was totally confusing. The inmates must have been suffering from schizophrenia or manic-depressive illness, plus people with dementias, all mixed up together.  Essentially I used to help the nurses. I would take a little basket down every afternoon to the pharmacy. It was filled with bottles for paraldehyde, which they would refill, and I would take them back to the unit. The patients were all men and we’d give them paraldehyde so they would slowly go to sleep as a terrible stench rose throughout the unit.  You know what paraldehyde is like; it’s a thick alcohol like substance which has a terrible smell. The whole place would reek, but the patients went quietly to sleep until the next morning when they’d wake up and start beating each other again.  It was a tragic situation, as I described it in my book, A Mood Apart. There was one fellow, who probably had manic-depressive disease who was a farmer, and since I lived in a farming community we became friends. He had periods when he was quite well, and then he would go into maniacal rages or sit in a corner depressed. That was one man who impressed me.   There was another fellow who obviously had some sort of obsessive-compulsive disease. He was the patient who would butter the bread for the unit. The nurses would give him a loaf and a pat of butter and he would proceed to butter bread until one or the other of the items was finished. He would stop, they’d give him more and he’d do it all again.  He was an amazing fellow, in terms of buttering bread.  He’d have it perfectly, smoothly, spread.  All the patients were sitting there on the unit, were confined by their illness. They had no way out; those were the days when hospitals were truly asylums. It was quite impressive to me and probably influenced my going into psychiatry, although I didn’t do that immediately. I went to University College in London and later to University College Hospital Medical School, graduated and went into endocrinology. 
I studied thyroid disease, thyroid carcinoma actually, with a very famous doctor named Eric Pochin, who was head of the Medical Research Council Unit at University College in London. We took care of people from all over England and Europe who had thyroid carcinoma. We treated them much the same as we do now. We’d take the thyroid out and give them radioactive iodine to obliterate the cancer cells, because most thyroid cancer cells take up iodine as thyroid gland cells do. And then we’d sit and wait. Six or seven months would go by and any remaining bits of carcinomatous tissue would begin to multiply again. Since they were still thyroid cells; they would take up iodine, so when we gave them another pulse of radioactive iodine it would kill them. In the meantime, you had to deprive the body of thyroxine but, in those days, we didn’t have T3 (triiodothyronine), which is used now to substitute for it. So, the patients would become profoundly hypothyroid during their six to seven months of treatment. By the time treatment was completed they were different people. 
 I remember the Ambassador to Norway, who became a friend of mine who had this illness, the same disease that Rehnquist, the Supreme Court Judge, has now. The Ambassador told me that during the phase after surgery, when he was deprived of thyroxine, he couldn’t calculate anything. If it hadn’t been for his staff, he felt he wouldn’t have been able to do his job.  Just going to the store, he couldn’t figure out how much money to give people and how much he got back. Other patients used to talk about forgetting recipes they’d known since they were kids and things like that.  He suggested if I was interested in the brain, which I was, then I should study these things because doctors knew they happened but nobody knew why.  So, that was why I started studying the thyroid axis.

AT: Do people also complain of some of the other things we associate with hypothyroidism? Was the language there that allowed them to discuss symptoms in the same way psychiatrists might today?

PW: The patients definitely complained of lassitude, not being able to think and would be  melancholic. That was one of the things I became interested in; whether hypothyroidism could masquerade as a mood disorder.  

 At that time in England, we were encouraged to get a varied postgraduate experience. I had been a surgeon and endocrinologist, so, out of curiosity, for a short period I went into psychiatry as a Senior House Officer at the University College. I then decided I needed some new adventures. So I thought of going to go to Africa to work with Professor Lambo, in Nigeria.  He was a psychiatrist who had been trained in London.  But, my professor said, “Oh no, that’s crazy, you don’t want to do that". That would be interesting for about six months, but you wouldn’t learn anything. What you should do is go to America.”  The professor was Desmond Pond who had been to America himself when he was younger. During the Second World War a lot of medical students had been shipped to America because England was being bombed heavily and most of the hospitals were in the center of London. Some went to America, Canada and places like that. Pond went to North Carolina where he was at Duke. Pond said to me, “In Chapel Hill there’s an interesting fellow who has this wild idea about psychoanalysis and thyroid diseases. His name is George Ham. You should go and work with him.”  Well, indeed, George Ham was sort of wild. He had this theory that thyrotoxicosis was all due to the stress of being deprived and the hyperactivity occurred as compensation. The theory didn’t hold up with time, but the idea that stress is important did.  Anyway, I went to North Carolina as a research Fellow and a resident and met Arthur Prange who was also interested in thyroid matters. So Prange and I began doing studies together. He was an assistant professor in the department when I got there and we worked together looking into the question that you asked, namely how does an individual who has hypothyroidism experience the abnormalities and are the abnormalities overlapping with depression. We did a study of people with thyrotoxicosis and people with hypothyroidism before and after they were treated for the illness. We found that the hypothyroid people were profoundly depressed and most of them had cognitive deficits. We began to realize from these studies that hypothyroidism mimics psychiatric illnesses, particularly cognitive dysfunction and mood disturbance and, in some instances people can become quasi psychotic, developing so called “myxedema madness.” In those days there weren’t good chemical tests for thyroid disease so people became quite ill before they were diagnosed, especially in rural North Carolina.

AT: Synthroid was developed in the late 1950's, is that right?

PW: Synthroid was synthesized in the 1950's. But there was no T3 because that wasn’t synthesized until the 1960's. So the major test for thyroid function was protein bound iodine, which was presumed to be bound to the thyroxine molecule, because that’s how most iodine is transported around the body, and not by measuring the hormone itself. Hence protein bound iodine was the major serum measure of thyroid function. We also used ankle reflex time and metabolic measures, which were helpful because they measured the body’s metabolism in relation to thyroid. The science was evolving along with the technology. We couldn’t measure many of the parameters we measure now, such as TSH. 

Arthur Prange had just started working on a related idea; that there might be an enhancement of the action of antidepressants by triiodothyronine, which had just come on the market. This idea developed from the case history of a woman seen in the emergency room in North Carolina. The patient, who had depression and had been given a tricyclic antidepressant also had hypothyroidism. She’d mistaken the dose of her thyroxine so that she was taking double the amount she should have been taking. Taking a double dose of thyroxine, she had developed atrial fibrillation, a rapid beating of the heart as a result of the toxic synergism between the thyroid hormone and the adrenergic increase produced by the tricyclic agent.  We now know that one of the physiological actions of thyroid hormone is enhancement of adrenergic function. We also know serotonergic function is increased. It was the synergism he saw in this patient that led Prange to the idea that if you gave thyroid hormone this might be an advantage in the treatment of depression.  That turned out to be the case and he published his seminal paper on in 1969. Our paper on Myxedema Madness and other papers including The Thyroid and Mental Changes Occurring with Thyroid Dysfunction were also published in the late 1960s. This initiated collaboration that has lasted for many years. After I went back to London to work at the Medical Research Council Depression Unit at Greenbank Art Prange joined us on sabbatical and we did some studies together with Alec Coppen. That was the year we demonstrated that thyroid hormone supplementation of antidepressant treatment seemed to be a particularly advantage to women. It was also in that year that we found a correlation between the level of circulating thyroid hormone and speed of recovery from depression. This was an interesting finding, which has held up till this day. Some people, when they are depressed, have elevated levels of thyroid hormone in their blood stream and these individuals are the ones who do well when you give them antidepressant drugs. This natural finding was the physiological equivalent, to giving thyroid hormone to a depressed individual to enhance the antidepressant response. Furthermore, it turned out that women, who have poor thyroid function compared to men throughout their lives, which gets worse with age, do better with adjunctive thyroid hormones than men. Or, more precisely, men do not gain advantage from thyroid hormone because there isn’t an advantage to be taken. They already have good thyroid function.

AT: If someone with hypothyroidism and thyroid levels within an acceptable range experiences depression, could they just increase their Synthroid?

PW: That is often a good idea although it is one of the things that has been in contention between general endocrinologists and psychoendocrinologists. The truth is the general endocrinologist doesn’t pay too much attention to the brain or to behavioural symptoms. They don’t rank such patient complaints very high in their list. So you get this ongoing struggle, which many patients report that the internist or general endocrinologist doesn’t want to increase thyroid replacement because the patient has what they consider to be adequate thyroid function. But, there’s a lot of evidence that if you happen to become depressed it is an advantage to have the circulating level of thyroxine in the higher quartile. In other words, it’s not a good thing to have it lower, even though that level might be in the normal range.  It’s much better to have it in the upper range of normal. The evidence is that people who have thyroid disease who also happen to have a depression and especially retarded depression are better off taking enough thyroxine to maintain a circulating level of thyroxine within the upper quartile of the normal range.

AT: But this isn’t well known among internists.
PW: It’s not well known but it’s getting better now. I do get invited now to general endocrine meetings to give talks in plenary sessions and so on.  And, some internists are taking an interest in behaviour and recognize the importance of this in patient care, but in general they’re sceptical about the brain. Yet it is clear thyroid hormones have a powerful influence on the brain. Some thirty years after I started this line of research we’ve just finished studies that show using PET that thyroid hormones can profoundly change blood flow in the brain.

AT: That’s very interesting.

PW:  We can change the behaviour of depressed person to normal if you give a high enough dose.  Predominantly these are people who have treatment resistant bipolar depression. What happened after working at the Medical Research Council Unit in the early 1970s in England was that I decided to come back to America. I was working with Alec Coppen in London, who was the director of the Medical Research Council depression unit at West Park Hospital. At the time I was also teaching at my old medical school for nothing, and steadily going broke.  I had two children by this time and I was spending a lot more money than I was earning.  In those days, the pound and the dollar were different and coming to America one earned more money than one earned in England. That’s not true so much now.  Also I was offered all sorts of jobs, one in North Carolina, one in Dartmouth, one in Pennsylvania, and after awhile I broke down and decided I should take one.  

So one snowy winter I came here and looked around. Because I like to ski, I ended up going to Dartmouth. I was a junior professor for about a year, started my research and ran the residency program. Then Bob Weiss, the Chairman, who had gone on sabbatical shortly after I arrived, decided he was not going to come back to Dartmouth. An interim Chair was not working out very well so the Dean asked me to step in.  So, at the tender age of thirty-one, I became Chairman of the Psychiatry Department, which was amusing. I learned rapidly that I was quite good at it for reasons I can’t figure out, even now. And one thing led to another.  I continued to do my thyroid work and was amazed to find that, in America, people weren’t using lithium, which was a very common treatment in England for bipolar manic-depressive disease. I had participated at the Medical Research Council (MRC) in some of the original studies of lithium that showed it was not only an antimanic agent, but also prophylactic and capable of reducing the frequency of cycling. It was quite interesting to go to Dartmouth and to find nobody was using lithium, so I started to do so. We followed thyroid function in our patients because it had been reported lithium was an antithyroid agent. And so my thyroid interest began to merge with an interest in bipolar disorder. We discovered what Schou and others also reported that lithium was a powerful antithyroid agent and, in some people, could induce thyroid disease. 

After a few years, in the late 1970s, I had built the department up to being quite good and I decided when I became President of the Chairman’s Association at about age thirty-six, that was a sign I needed a new job. I got a Macy Fellowship to go to the National Institutes of Health (NIH) for a year. I should say, parenthetically, that living in New England, you get to be appreciative of the cold, because it’s pretty chilly in winter. We lived on a farm and doing the chores with the cattle every morning I had become interested in how animals adapt to cold weather. Of course, thyroid hormones are an important part of this adaptation. There’s evidence, thyroid metabolism changes in the winter months with a higher ratio of T3 to T4 (thyroxine). I began to wonder whether, if people did not have an efficient T4 to T3 conversion, that it might have something to do with winter depression. I wrote some articles about that, one of which appeared in Yankee Magazine so I became famous briefly for the study of seasonal behaviour and its associated physiology. So, when I went to NIH it was with the idea I was going to study thyroid hormones and seasonal variation. I knew Fred Goodwin because he had been in North Carolina as a resident when I was a fellow there. By now he was in the intramural program and running one of the research units for the psychobiology of depression. So I spent the year in Fred’s unit and studied some of these ideas with the notion I might be able to change the clinical course of bipolar illness by giving high doses of thyroxine at certain points in the cycle.  It didn’t work. 

But then Al Lewy, who also was working at the NIH on his assay of melatonin, became interested in seasonal affective disorder. Al had gone to Australia while measuring his own melatonin circadian rhythm and found that melatonin was very responsive to sunlight. This had not been clear in humans before. It was recognized melatonin drove some seasonal behaviours, such as reproductive behaviours in animals, but it wasn’t clear in human beings because we lived in a dramatically different light environment from animals. Thus it was thought seasonal variation was not likely to be light driven. But Lewy showed it was.  So, I took another sidetrack and became interested in light and thyroid. 

 When I went back to Dartmouth I became the Dean of Dartmouth Medical School for a short period. The Dean wasn’t doing too well, so they wanted me to take over, which I said I would do for a short period.  I did it for three years, but didn’t really like being a Dean because it took me away from all the things that really interested me. I’ve really been a Chairman or a Dean since my early 30s, but because I don’t find it that stressful, it’s easy for me to do that.  So that’s how I put bread on the table. But in addition, I’ve always had these interesting intellectual sidebars in research. The outcome of that particular episode when I was the Dean was I didn’t do much thyroid work, but I did start a study looking at seasonal variations of behaviour in northern New England and found some interesting things. Among them was that depression is more common in Northern climates and human babies get born in a seasonal cycle as do other animals. With large animals living on a farm, for example, the calves are born in the spring. It is similar with sheep. The rams get very excited in the fall of the year. It’s a cycle orchestrated by melatonin and the sex hormones that enables lambs to be born in the spring when they have a better chance of survival.  It turns out, when you look at human beings, there is still a residual cycle. In northern New England most babies are conceived in the late summer, a disproportionate number of them, anyway.

AT:  Do you think that’s correlated to vacation time?

PW: It could be, but another vacation is Christmas and that’s not quite so potent. So there seems to be a residual seasonal cycle tied to mating in human beings just as in other mammals. So I began to pursue the idea I could use thyroxine to mitigate the illness of people who suffered malignant rapid cycling bipolar illness. I had been referred by colleagues to a small sub-group of people who were severely ill. I remember one man who was cycling every three weeks or so from mania to depression. Quite a few of these people had thyroid dysfunction. At first I thought this was because they were receiving lithium, which blocked thyroid function. So I reasoned, if we gave them thyroxine perhaps that would improve their illness.  That, in fact, turned out to be the case, although it wasn’t quite as simple as we thought. 

By this time I’d been at Dartmouth for about twelve years. I had been doing some basic science work, looking at the activity of de-iodinase enzymes with Don St. Germain, who was in the Department of Medicine and Valerie Galton, in Physiology. We were pretty certain that lithium was interfering with de-iodinase function in the brain and pituitary, which is why you see a rise in TSH when you give lithium to somebody that corrects in people with normal thyroid metabolism. In people who don’t have a normal thyroid axis, however, it tends to stay high. I was trying to put all of this together when somebody came up from Pennsylvania and wanted me to run the Institute of Pennsylvania Hospital. I didn’t want to do that, but the Chairmanship of the Pennsylvania Department became open and I thought I’d rather be a Chairman than a Dean. So I went to Penn to run their Department of Psychiatry, which was a mess.  I spent the next twelve years at Penn building up the department.

AT: What time period were you there?

PW: I went to Penn in 1984 and I left in 1996. It was during those twelve years I did most of my work on rapid cycling. We started a very large clinic for people who had thyroid and behaviour disorders and that mushroomed into what I called the Malignant Bipolar Illness Clinic, where people came from all over the east coast with intractable bipolar illness.  I started that clinic with a research fellow, named Mark Bauer. I’ve worked with two Bauers in my life, Mark Bauer and Michael Bauer, and they each get credit for each other’s work, which is nice!

AT: Their last names are spelled identically?

PW: They’re identical, yes. It’s an interesting resonance because Bauer in German means “farmer.” So, we have all these farmers working together. Anyway, Mark and I started this clinic and we rapidly discovered you couldn’t give thyroid hormone alone because it causes the patient to become very irritable and manic. We had several notable characters; I remember a physician who became wildly manic when we took him off lithium. What we also discovered was that, in some people, who had very severe illness thyroxine was a miracle. Literally, some people who had been cycling in and out of severe episodes of mania and depression and were unresponsive to lithium or Tegretol (carbamazepine), when you gave them high dose thyroxine the illness completely remitted. We found as you pushed the thyroxine dose up to a level where you completely suppressed TSH, to about one and a half times the usual serum levels in the normal population then sometimes you got a miraculous cessation of cycling.  This effect was so impressive that families of the patients couldn’t believe it. The physician I just mentioned, who got manic when taken off lithium was an example. He was a thirty-six year old man who had a cold thyroid nodule removed. A cold thyroid nodule means a lump in your thyroid that doesn’t produce hormone. Sometimes they are removed because of concern they’re pre-cancerous. This man had his removed ten years before we met him.  Then, perhaps two years before we met, he’d started this odd behaviour where he’d be extremely erratic. He was married with a couple of kids, but he would go out at night and not come home. Afterwards he’d go to bed for a week and not get up. And so he’d lost his job; he was an ophthalmologist who everybody thought was a drug addict so his superiors were going to assign him to the scrap heap. He saw a psychiatrist who thought he probably was manic-depressive and put him on lithium, but the cycle didn’t get any better. So, when we first saw him, he was headed for the local asylum. We did some thyroid studies and we found when we gave him a TSH stimulation test he had an incredibly high TRH response, which suggested he had marginal thyroid disease. So we put him on thyroxine and pushed up the dose. Then we briefly took him off his lithium, which was a mistake because he became maniacal. We managed, with Tegretol and lithium, to get his illness back under control. But the remarkable thing about this patient was he completely remitted, he came out of these cycles and became normal. So, for six to nine months he was completely well, which was staggering to his family. And then he had an episode of illness when he decided, because he was a physician, he wasn’t going to take lithium anymore. Finally we stabilized his illness on Tegretol, lithium and thyroxine and, fifteen years later, he’s doing fine. So, there are these extraordinary cases. We wrote him up in the American Journal of Psychiatry. What we also found was that if you look at people with rapid cycling they tend to have far more thyroid disease than patients treated with lithium that do not have rapid cycling disease. So there seems to be a correlation between the amount of circulating thyroxine, vulnerability to lithium and vulnerability to the rapid cycling phenotype of bipolar illness.


Then, we discovered those who suffer rapid cycling are predominantly pre-menopausal women. Hence another variable entered the picture, which is an estrogen-thyroid hormone interaction in the brain. Thyroid hormone and estrogen share genetically a set of receptors that compete with each other.  So if you have bipolar disease, too little thyroxine circulating and you’re pre-menopausal, the estrous cycle fosters rapid cycling. Hence some young women when they are still menstruating are particularly vulnerable when given lithium and their thyroid axis collapses. So we designed a series of studies where we looked at these individuals and we gave them high doses of thyroxine just like we had given the man, and we found that about seventy-five percent of them were responsive. That was an open trial. Then we did crossover studies where we gave thyroxine at high levels and reduced it blind to the patient and the observer and found the person would start cycling again. When the thyroxine was raised up again, they’d stop cycling. These studies were conducted through the late 1980s and we published some of the results in the early 1990s. Then various people around the world started to pick this up, particularly Andreas Baumgartner in Berlin, who did some of the original studies on the basic pharmacology of Tegretol and lithium and what these drugs do to the de-iodinase enzymes in the brain. Andreas became a great fan of the technique and moved it forward by suggesting you could treat people chronically ill with bipolar depression using high dose thyroxine.  

Sometimes people treated for bipolar depression do well in regard to mania, but you can’t get them out of their depression. They stick there forever. So the Berlin group employed, in these patients, high doses, 0.4 to 0.6 milligrams of thyroxine, which is about four times the normal replacement dose, and found the depression would get better. Andreas Baumgartner had an associate named Michael Bauer and Michael at one depression conference said that he wanted to come and work with me in America. I was about to leave Pennsylvania to go to UCLA.  I have this internal clock where I don’t like to do anything for too long and the Penn department was flourishing.  It was considered number two in the country, next to Pittsburgh. We had a lot of research grants and so on and so forth. So I decided I was going to California and see what I could accomplish at UCLA. They had offered me the job in 1990 but I didn’t want it then because they didn’t organize it the way I felt was optimum.  Then they got a new Dean.  UCLA’s Neuropsychiatric Institute (NPI) is a huge institute, probably the largest institute of human neuroscience in the country with psychiatry, neurology, and neurosurgery all wrapped up together. So it was an attractive idea. It has its’ own hospital and it’s a very interesting place.  And so, when I was offered the job again, I decided to take it. So, instead of coming to Penn to work with me, Michael Bauer came to Los Angeles and was there for about three years.  He was first on a German scholarship and then I helped to support him with an endowment I had. We extended the studies of acute treatment of severely depressed people and started looking at brain imaging at the same time. I had pushed forward the basic science work in Penn looking at the genetics of how lithium interfered with the thyroid receptor function. And Mary Dratman and I had done some work together.  

So Michael and I started looking at severely depressed bipolar patients and recently, in the last two or three years, we’ve been able to show that people who have this chronic phenotype have a different brain physiology, as measured by blood flow using PET. In fact you find a physiology very similar to other depressed patients, but they’re not getting better from the treatments. Despite heroic doses of drugs they remain depressed and their cerebral blood flow remains similar to ordinary depressives. We found, using cerebral blood flow measures, high activity in the limbic areas of the brain and low activity in the frontal lobes. It’s as if the frontal lobes, which are the structures that give us executive function, disappear and behaviour becomes driven largely by limbic activity. In teaching the medical students I describe this pattern as analogous to a horse without a rider. High doses of thyroxine in about seventy-percent of cases change the brain blood-flow physiology. The limbic system becomes quiet and the frontal lobes wake up. Exactly why the shifts happen and what thyroxine does, we’re not sure, but other findings are intriguing. For example, we discovered most of those who respond to thyroxine have no peripheral thyroid dysfunction. So it looks now as if thyroxine is acting in these cases as a pharmacologic agent rather than a hormonal replacement. I use the analogy that it’s rather akin to using high doses of steroids to disrupt chronic asthma or chronic arthritis. 

AT: Let me ask you about the kinds of challenges one faces as the Chair of a Psychiatry Department and how dwindling support from the public sector for neuroscience research has increased pressure on Chairs to get support from private companies.
PW:  I’ve been in this academic business too long.  I try to cover it up now, because people start calculating how long it is and how old I am!  They think, “Oh, my goodness, that guy’s in his dotage”, which I certainly don’t feel.  So, yes, there’s a lot of “the sky is falling” in the Chairman’s Group.  I don’t go to those meetings anymore, but I used to when I was younger.  I was the President, as I mentioned. I call it the Chicken Little Group. They’re always wringing their hands and saying, “The sky is falling; the sky is falling” and they’ve been doing that for thirty years.  The fact is there are about 10 or 15, maybe 20, big departments of psychiatry in this country, many of which are highly research intensive and they do very well. Then there’s another group of departments of psychiatry that are primarily clinical and teaching departments and they have very few grants.  So if you’re talking about the high-end group, yes, the public dollar does go up and down. But it’s so highly competitive that most of the big ones remain pretty well okay.   They go through their own cycles, so Penn was in a nadir when I arrived and it went up again. Yale was doing great and it’s been going down. UCLA was down when I went there and it’s gone back up again. As with all things, academic departments have their cycles.  Pittsburgh has been unusual; it’s been pretty steady, because it’s had good steady leadership for a long time.  So the trick to being a good Chairman is not so much worrying about the national scene as in getting the infrastructure of the department working properly. First the support systems that enable the faculty to figure out how much money they have in their grants, the way in which the grants are written, how smoothly they get managed by administration, helping them work through the IRBs, etc. You remove every barrier you possibly can that is preventing the faculty from doing well. At the same time you have to run a fair ship with no favourites. When I first went to Dartmouth, the man before me had told everybody, he or she, was the favourite son.  “You know, you’re my best person, my best faculty member. I’m going to make sure you’ll do well,” etc., etc. When he left everybody realized they were only one of many favourite sons and all hell broke loose. They all thought they were tricked rather than getting some kind of special privilege. That never works in my experience. The most important thing is to be honest with everybody and if you’re having bad financial times you should discuss that with the faculty. Most people are very smart in these universities and they’ll work hard to achieve what they need to achieve if they know what the goals are and the impediments are.  So, it’s a matter of openness and having a sense of vision about what we are doing and where we are trying to go. If it’s a really big department like UCLA, with four hundred full-time faculty, you must break it down into groups that are cohesive. Human beings like to work in groups of maybe 12 to 20 significant people.  You can have a large staff, but the working groups need to be about the same size as a football team because once it gets any bigger the cohesion is lost; the members of the group don’t have a common cause.  So, big departments need to be divided into small departments of about that size.   There’s no magic to running an academic department.  It’s just a matter of being honest and answering the mail.  

I don’t know whether the issue with industry is a real one.  Yes, many departments have had a lot of drug company money, but I’ve always stayed away from that. Nobody gives money to endocrinologists anyway because the drugs used don’t make a lot of money. I think there’s a useful collaboration between the pharmaceutical industry and neuroscience. It’s like all things where you’ve got the demand of the market place, which is highly competitive and highly centralized. The goal of industry toward profit and maximizing financial outcome gets to be dangerous because that’s not what academia does. So you have this disconnect between a company that wants to find a new therapeutic agent and an academic institution that wants to find out what’s going on. And then you’ve got the boundary people, some of whom have got caught up in the money sink. That has become a problem, a scandal in some cases, as we’ve seen. There have been a few exposes’ in various parts of our profession. In moderation, it’s important to have a union between industry and academia.  But industry can’t take over the role of the public dollar. Otherwise, the research will be driven by the need for commercial gain.

AT: You don’t see that threshold as having been crossed already?

PW: Not in America. It’s dangerously close in Europe where there is much less federal money for research and so people are frequently pushed into the jaws of the pharmaceutical companies.

AT: From where you sit is ghostwriting as much of a problem in psychiatry departments as someone like David Healy alleges?

PW: All members of our faculty write their own papers. And we have some significant researchers, even in the pharmaceutical area, like Steve Marder and Lori Altshuler and they’ve never had a ghost-writer. Rather than “ghost-writing” in the true sense, a company writes the paper and then asks somebody to put his or her name on it. There may be some people who are desperate to do that, but I don’t think you’ll find many of the truly significant academic players in the country among them. Maybe I’m naive, but I have no knowledge of that going on in any faculty I’ve been associated with. Now, David Healy is an interesting man. We’ve had him come out to UCLA several times to give talks. I think he has a very important point to make and, like many people who are change agents, he’s zealous about it. So he’s ruffled some feathers. I think it was important to say some of the things he has said, but I don’t think the practice of ghost- writing is necessarily as pervasive as he thinks. 

AT: This is a question I ask everybody. Where do you think we are in terms of the life cycle of great triumphs in neuroscience?  Are we just learning what needs to be learned about the brain?  Are we celebrating decades and decades of magnificent progress?

PW: Both probably, you have to take a long view. Think of the story I told about when I was a high school student. We’ve come a long, long way from that now. That was thirty-five years ago and there are lots of people now living outside mental hospitals and pursuing very productive lives, coping with illnesses that would have confined them for life thirty years ago. That’s particularly true of the affective disorders, but also some of the other disorders, like obsessive-compulsive disease. We’ve got excellent treatments for that, for anxiety and so on and so forth.   There have been very significant clinical advances over the last few years but some of the other things that have happened, however, are not so good. It’s something akin to what Healy has been talking about. As we’ve become more affluent, we’ve become richer in the agents at our disposal, especially the psychotropic agents. Many of them are slightly different, but they’re all out there, tens of them now, indeed hundreds of them.  Because of this clinicians have become less interested in the interpersonal aspects of how the brain works and have focused on pharmacology. I was fascinated this morning when going to a study section on obesity where the first talk was mainly about Leptin.  Well, Leptin accounts for maybe two percent, if you stretch it perhaps five percent, of people with severe obesity. Ninety-five percent of people who have obesity are victims of a dramatically changed environmental input.  It’s a behavioural disorder.

AT: That was diplomatically worded.

PW: We have to figure out a way in which behaviour and pharmacology come together.  What we’ve tended to do is to hide behind biological and neuroscience achievements and say we’re going to find a pill for each new problem. Well, the human brain is a transducer; it transduces the environment to the benefit of the organism, to the body, and the survival of the individual.  So, we have to come to grips with the idea you can think and change your brain.  It’s not all biology, but it is also environment, and it is how you interpret that environment that changes your brain.   One of the big advances we’re going to see in the next few years is that neurobiology will increasingly demonstrate that the brain is extremely plastic and moulded by what happens to us.  Behaviour is not deterministic. We used to think the brain is like this table, that once it had formed, once it’s been built, it stays that way. The neurons are finite and you lose them slowly over your life. They weren’t replaceable, etc., etc.  All that has gone out of the window in the last ten years and we realize the brain is an extremely plastic organ. If you want to learn to play tennis and then do so, you end up with a different set of networks afterwards than before you learned to play. What neurobiology has taught us is that we have to go back to thinking much more creatively about the way in which the environment and brain interact. On the flip side, we need to recognize that neurobiology and an understanding of brain can teach us about ourselves and how to stay healthy, an important thing the public at the moment is not recognizing.  I can give an example. As a side interest I write popular books.  I’ve written several: one on seasonal affective disorders, which was called The Hibernation Response, one on mood called, A Mood Apart: The Thinker’s Guide to Emotion and its Disorder, and, then, my most recent book, which comes out in January, is called, American Mania, Why More Is Not Enough.

AT: That’s a great title.
PW: The thesis there is that the world has changed dramatically. We have built for ourselves a demand driven, reward driven environment, which is extremely rich in information and everything including choice. But probably it’s increasing the number of people who are vulnerable to behavioural disability. In other words, as the environment has changed, the genome is now expressed in a different way because the phenotype is changing under the stress of those changes. Obesity is a perfect example.  If you look at the statistics, until about 1985 the obesity level in America was the same as in most other countries, somewhere between ten to fourteen percent. Now, it’s around thirty-five percent and the number of people that are overweight is about sixty-five percent. That sudden increase cannot be because of a change in the genome; it’s because we have changed the environment. Similarly we have rising anxiety in this country.    And it’s the same in regard to what I consider to be a behavioural disorder with an old friend called greed. In our affluence we have spawned an extraordinary outbreak of people becoming invested largely in themselves and not in the community. The book explores all this within the construct of the neurobiology of capitalism.

AT: That sounds wonderful.

PW:  To answer your question succinctly, we have learned a lot about how the brain works.  It’s just we haven’t yet come to a holistic understanding of what that means for society. And we’re tending to be still in love with this idea that if you can see it under a microscope, or you can play with it genetically, then it’s more important than figuring out the psychosocial aspect.  I don’t think that’s true; the sociobehavioural and biological elements of knowledge complement each other. In the next few years, as we play around with genomics, which is a fancy name for physiology, we’ll go back to the idea that the only way we can understand these illnesses is to understand the environmental-gene interaction. Most of the severe psychiatric illnesses have a tail in them, which is normal behaviour.  Take anxiety for example. There are some people who are extremely anxious and they’ve always been extremely anxious. But there are a lot more people now who are anxious but who weren’t anxious before in a less driven environment.  If you look at the epidemiological studies, thirty-five percent of the American population says now they’re anxious. Well that’s a huge number of people. Again we have an environmental change t playing on a neurobiology sensitive to that change.  Another analogy is smoking. For many years people smoked cigarettes, addicted to nicotine.  It was nice.  It helped if you were anxious.  It lifted you up if you were a little depressed.  It’s good stuff, nicotine.  But it came with a vehicle that tended to give you lung cancer. Slowly, people began to realize that. That was a toxic environment, so then they said, “No, we don’t want any more of that.”  I think you’re going to find there will be the same backlash in the next few years because we’ll realize we are vulnerable, neurobiologically, to too much demand, too much reward. I don’t think we know what to do with affluence. We’re great when we haven’t got much and must make do. But you put out six chocolate cakes and, God knows, people eat them.  They don’t think about it, but it’s not good for them. America is the first truly affluent society. Just about everybody has access to an extraordinary number of material goods and we’re endangering ourselves physiologically, I think.

AT: That’s really interesting.  I know you have to go to dinner.

PW:  I have to go to the poster session and then to the dinner.

AT: Is there anything you’d like to add?

PW: I don’t think so. What is the purpose of this? So that people in a hundred years time will look back and ask, “There were funny people back then, what did they do?”

AT: I’ll probably use this interview for my own purpose because there’s a lot you said that I think is directly relevant. I can’t guarantee that many other people will use it, but I hope it will be.  We now have a travel grant in place. This is something you should know about in your capacity as Chair, to underwrite the cost for graduate students who might be interested in the history of psychopharmacology. So they can go to ACNP and look at this material among the other treasures there.  I guess a final question, a question I ask everybody as well.  What advice would you give to someone who’s new in the field in psychiatry? What are the great opportunities and possibilities and a small agenda that you would share with them?

PW: I still tell the students that it’s the best discipline to go into because human behaviour is so vast and it is what we are, after all. Psychiatry is the most fascinating part of human behaviour.  It’s the core, the pith of the person. If you strip it down to its fundamentals, it’s emotion and memory and attention and concentration and all those things that, when put together, make the person. That’s the domain of a psychiatrist. When you have dysfunctions of these generic systems within brain you get peculiar syndromes we call manic depressive illness, schizophrenia, etc., but they are composites and dysfunctions of familiar normal elements. So the student of psychiatry can be interested in fundamental cognitive neuroscience, for example, and help apply it to a disease entity. Also they can be interested in the genomic drive of the system, or they can be interested in the way it interacts with the environment. And, as a practitioner, we still have the wonderful opportunity to sit down and talk to real people about real things. One of the problems faced by general physicians is they have become technicians. When I was trained in medical school my teachers were the most amazing physicians who, with just their own art and their own skills, could tap out the cavity of a tuberculosis lung, or interpret heart sounds, or feel livers.  People still do that, but we’re much more technically driven now. Even in our discipline we’re getting to the point of sticking the patient’s head in a machine to see whether it is malfunctioning. It doesn’t tell you very much very often, but that’s the trend. Fortunately we’re still not able to rely on that in psychiatry, probably never will.  So you have to pay attention to the person. You have to. And physicians, many of us anyway, come into the business not to be technicians. We came into the business because at some level we have compassion and concern for other people. That’s especially true for people who go into paediatrics, general medicine, psychiatry and that sort of thing.  So I think psychiatry is for somebody who’s really interested in people, interested in ideas, interested in everything about being human; philosophy, art, it’s all there and so it’s an incredible specialty. I’m interested to see students are beginning to come back to it now. During the biological nadir we turned a whole lot of people off because they thought psychiatry was just about prescribing drugs, which I don’t think it is at all.  

AT: The biological nadir instead of the biological apex, an interesting characterization.  Thank you very much.  It was so interesting.

PW: My pleasure.
( Peter Whybrow was born in Hatfield, Hertforshire, England in 1939.





