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ROBERT M. POST

Interviewed by Thomas A. Ban

Waikoloa Village, Hawaii, December 9, 2001

TB: This is the annual meeting of the American College of Neuropsychopharmacology. We are in Hawaii. It is December 9, 2001, and this will be an interview with Dr. Robert Post( for the Archives of the American College of Neuropsychopharmacology.  I am Thomas Ban. Where and when were you born?  Tell us something about your early interests, education and how you got into neuropsychopharmacology.

RP:  I was born September 16, 1942, in New Haven, Connecticut. I always had an interest in psychology and when I was an undergraduate at Yale, Robert Galambos gave us lectures on REM sleep. He told us about all the amazing neural activity that was happening and it turned me on to the whole issue of brain activity and behaviour. 

TB: So, Robert Galambos’s lecture had a major impact on you. Did you have any contact with him later? 

RP: Not really. Even before I listened to Galambos’ lectures my interest was tweaked about the brain by being a nurse’s aid on the Yale inpatient psychiatry unit. 

TB: You were born in New Haven and were an undergraduate at Yale?
RP: Yes. I wanted to go to school any place in the country except Yale, but my internist encouraged me to apply and I got in. I didn’t bother applying to other places, so that’s how I ended up there. I was a psychology major and that continued to stimulate my interest.  Galambos came by for these lectures and, all of a sudden, I realized that everybody knew how the heart and the kidney worked, but the brain was a virtual mystery. Anything you found out about it, like REM sleep, was going to be new. That’s how I got intrigued by neuroscience.

TB: When did you decide to become a physician?

RP: When I was young a kid with cerebral palsy knocked on the door of our house and I was shocked and distressed looking at him. Based on the image of that person and his suffering, I wanted to help people in some way, as a physician.

TB: Where did you go to medical school?

RP: At the University of Pennsylvania and then I had I mixed medical, neurology and pediatrics internship at Einstein in the Bronx.  

TB:  Where did you do your residency?

RP:  I had one year of psychiatry residency at Mass General Hospital when Biff Bunney, at the NIH, called and said, “We just had a researcher drop out. If you want to come as a clinical associate to the NIMH, we have a slot for you. If you come after three years, as a full psychiatric resident, we may or may not be able to take you in”. So, I went to the NIMH. Biff Bunney, Fred Goodwin and Dennis Murphy, interviewed me and they asked, “What do you want to do”?  I said, “I don’t know, I’ll do anything you want”.  They weren’t very impressed so I think they drew straws for who would not have to work with me, and Fred Goodwin lost, so he got me.  

TB:  How did Biff Bunney know about you? 

RP: I’d applied to NIMH several years before but I didn’t pass the FBI background check for some unknown reason. I still don’t know why they said I was not eligible to enter the Public Health Service, but I remember saying when I was told I was not eligible, “You mean, I can be sent to Vietnam but I’m not good enough for the Public Health Service”?  They said, “Yes”, I said, “Why”? And they said, “We can’t tell you”. I had my brother-in-law, a lawyer, who was in the Civil Liberties Union, start talking to people but he could never find out what was wrong.   However, he stirred up enough Senators and Congressmen to confirm there wasn’t anything bad enough to disallow me from being in the Public Health Service. So, finally, I did get to the NIMH, but that was a very anxious year for me. They thought I had done some terrible thing, but I had no idea what that might be.
TB: Anyway, you got the job.

RP:  I finally got in. 

TB: What year did you get to NIH?

RP: In 1970 and I’ve been there more than thirty-seven years. Early in that clinical associate-ship, since I didn’t know in which research direction I should go, Biff and Fred said, “Why don’t you study cocaine? It’s a potent facilitator of the catecholamines and induces euphoria; it should be a good antidepressant.” I thought it was a silly idea, giving cocaine to depressed patients, but I said, “OK, if that’s what you want me to do.” The same thing happened in medical school.  Dr. Jerry Smith, in physiology, was assigning topics and said, “You, Bob, should write about the role of the amygdala in the regulation of eating and affect”.  I said, “You really want me to write on the amygdala”?   I thought that was a really silly idea, too. But from that time forward, the amygdala has been involved in almost all of my thinking about affective illness as well as in bipolar disorder. These assigned topics turned out to be very big influence in the direction of my career.  I didn’t choose those two topics, they were given to me, and I took off and ran with them.

TB: Did you ever resume formal training in psychiatry? 

RP: I got one year of residency credit for the two years at NIMH and I needed another year to finish. I went to George Washington Hospital, and took seminars, particularly in child psychiatry. After two years working with Arnold Meyersburg I got another year of credit. That was at a time when they could approve three years at three separate places. They don’t allow that any more.

TB:  Were you involved in seeing patients and clinical work all through the years at NIMH?

RP: Yes.  The first year, when I was a clinical associate, I worked with Joel Kotin, who has gone on to do psychoanalysis in Southern California. He was the ward chief and I was the person who was responsible for screening patients. Dr. Kotin was very skilful with those very difficult patients and extremely helpful in terms of getting my clinical career off the ground. I was very anxious about how to manage severely ill patients in the complexity of a clinical research environment. It was quite an education. Between Kotin’s friendship and support and Fred Goodwin’s mentoring, my research took off in the area of bipolar illness.  

TB: Could we get back to your research with cocaine in depression?

RB: It turned out cocaine was not a very good antidepressant in serious depression. However, I got very interested in the acute and long term effects of cocaine, and found it paradoxically produced behavioural sensitization, rather than tolerance. Animals showed increased amounts of activity and stereotypy on repeated treatment and rats started having seizures on the same dose of cocaine which they previously tolerated well .So, what I obaserved was kindling-like phenomena.

TB: You observed kindling-like phenomena with cocaine?
R: Graham Goddard had just discovered, in 1969, electrical kindling of the amygdala. There was evidence that cocaine and lidocaine, as local anesthetics, were activating the amygdala and I began to think these drugs were kindling seizures, just like Goddard was with electrical stimulation.  I began to study acute and chronic cocaine administration in animals to figure out why there was increasing response to cocaine over time, in terms of behaviour and seizures, rather than tolerance. That study of kindling focused me on the amygdala and subsequently to the anticonvulsants, such as carbamazepine, which are particularly good in inhibiting amygdala kindled seizures. 

TB: When was that?

RP: In the early 1970's we got interested in that with Jim Ballenger, and postulated that if we could quiet the excitability of the amygdala, maybe we’d get mood-stabilizing effects. Also, patients with temporal lobe epilepsy were having positive effects on mood with less depression when given carbamazepine (Tegretol). Based on these empirical data and the kindling notion, we became involved in research with carbamazepine. Just as we were getting started we found out Okuma in Japan had positive data on the mood stabilizing effect of carbamazepine in open studies. From the second patient in our double-blind study we learned that carbamazepine was an effective antimanic agent, because he got substantially better on the active drug, relapsed when it was substituted with placebo and responded again to the active drug. This was somebody who, at baseline, was very psychotic; he was hallucinating, screaming, and had to be kept in seclusion. He was non-responsive to lithium, yet was a really good responder to carbamazepine. From this off-on-off-on trial, we knew it would work for some people, and the only question was on what percent of patients. Currently, there are nineteen controlled studies showing that carbamazepine is effective in acute manic patients and more than a dozen that it is effective in prophylaxis.

TB: So, you were familiar with the Okuma’s work in Japan when you started your carbamazepine studies. 

RP: We found out about the Japanese work as we were thinking about using carbamazepine as a way of quieting down the amygdala system. We were already onto that idea when we found out they already had preliminary open data before our controlled studies.  

TB: But you did the first double blind study using the on-off-on design with carbamazepine? 
RP: Yes. In the mid 1970‘s, we did the first controlled study and published it in 1978. Shortly after, in 1979, Okuma published a controlled study and a lot of other groups followed suit.  

TB: Were you looking for an alternative treatment to lithium?

RP: Yes, and it turned out to be very productive territory; now, other anticonvulsants are looking very good in the treatment of bipolar illness, particularly the latest, lamotrigine.  Lamotrigine looks like it has excellent antidepressant effects, as opposed to carbamazepine and valproate, which have better antimanic than antidepressant effects. Lamotrigine has a different clinical profile and it may become a very important drug for bipolar depressed patients. In bipolar illness, depression is the most difficult component to treat.

TB: What response rate did you get with carbamazepine in your studies?

RP: About a sixty percent response rate in acute mania in people who failed lithium, so carbamazepine worked in some of the patients we were most interested in treating. Patients who did not respond to what conventional treatment in the community, came to us at the NIMH to participate in our research studies. So, a fifty to sixty percent response rate was pretty good in this treatment refractory subgroup of the bipolar population.

TB: That is a pretty good.response rat in this population.  

RP: Yes, and`all our studies were double-blind with placebo control, using the off-on-off-on design and in many responders, another round of placebo followed the carbamazepine to confirm individual responsiveness on a double-blind basis. 
TB: Did you work with any of the other antidepressants or anticonvulsants in bipolar patients?

RP: I worked with lamotrigine and gabapentin. In a placebo-controlled parallel group study it turned out lamotrigine was significantly more effective than either gabapentin or placebo in bipolar illness and in depression. 

TB: Didn’t you work at a certain oint in time with Irwin Kopin? 

RP: After I was at the NIMH, as a clinical associate for two years, I had the opportunity of going either to Yale, to work with George Heninger and Malcolm Bowers, or to Pittsburgh, to work  with David Kupfer, or staying at the NIMH. After much agonizing, I decided to stay at the NIMH and have a third year fellowship with Irv Kopin during which I did some work in the lab.

TB:   What did you do with Irv?

RP:  I worked on catecholamine metabolism and the effects of stress, but I didn’t become a lab person like most people did. I continued my clinical research work but was very influenced by Irv’s work on catecholamines and stress 

TB:  Is there anyone else you worked with?  

RP: Jerry Smith, the physiologist, back in medical school tweaked me into studying the limbic system.  

TB:  With whom did you work after Irv? 

RP: After the year with Irv, Biff Bunney offered me a job in his Biological Psychiatry Branch, and I took over running a clinical research unit. On that unit I was greatly influenced by all of the young clinical associates who came to work with me. John Carman and Fred Stoddard were the first. Carman had what appeared to be the ridiculous idea that calcium was important in signal transduction and we studied plasma and CSF calcium, which nobody else did. Now it turns out that calcium is a central player in signal transduction. Carman also had the idea that dopamine was important in depression. At that time everybody else was thinking about norepinephrine and serotonin in depression. There was Schildkraut’s catecholamine hypothesis, Bunney and Davis had norepinephrine as the key substance in their theories of mania and depression, and   Curzon, Van Praag and others had serotonin as a central player. Then here’s this young kid, Carman, with a big beard and high heel shoes, saying that “dopamine is the critical player”.  His ideas directed us towards the role of dopamine in depression and mania, another theme I never really left. With Bob Gerner and David Jimerson we studied a direct dopamine agonist used for Parkinson’s disease, called ET495 or piribedil, which turned out had very nice antidepressant effects.  This work helped bring the role of dopamine in affective illness into the foreground. Then, dopamine re-uptake blockers came along as antidepressants.

TB: When did you begin with this line of research?

RP: That began about four years after I arrived. During my first year as head of a unit, I was studying bipolar illness. The first two patients were profoundly manic; they left the unit and threatened the President of the U.S. and the head of the NIH. They were running all around before we figured out how to contain them. It was very interesting to learn how to approach and treat patients with bipolar illness.

TB: Didn’t you also work with unipolar patients?

RP: I did some work with refractory unipolar depression but for the last twenty-five years I always had`about two-thirds, bipolar patients and one-third, refractory depression paients on our research unit. 
TB: You said Carman generated some research projects with calcium and also with dopamine. Did any of the other clinical associate generated new projects? 
RP: Each clinical associate who came to work with me brought some novel ideas. We tried to run with those as much as possible and that turned out to be very, very productive. We got into research with the thyrotropin releasing hormone, TRH with other associates.One of the latest associates was Mark George, who started work on our unit using repeated transcranial magnetic stimulation (rTMS) of the brain, with Eric Wasserman and Mark Hallett of the Neurology Institute. We’re the first group to use high frequency, 20 Hz, repeated stimulation of the brain with magnets, over the left prefrontal cortex in depression. Now rTMS is looking promising as an antidepressant modality. We’re currently comparing the effect of high frequency 20 Hz, and low frequency 1 Hz rTMS with Andy Speer on cerebral blood flow, as measured by PET, and we found that 20 Hz produced a long-lastng, widespreas increase in blood flow, while 1 Hz decreased it. Individual patents` appear to respond preferentially to high or low frequency rTMS, and we are trying to see if we can predict this on the basis of their pre-treatment PET.   .  

TB: So, you got involved after your arrival at NIMH in areas of research you had little or no prior experience with as well as using sophisticated technology. 

RP: That was clearly the case. When I arrived to NIMH, learning neurochemistry was like learning a foreign language. I had no idea what the catecholamines were or what the term biosynthetic pathway meant. They were talking rapidly in this foreign language and I didn’t know any of the words. I was a complete foreigner, but became totally immersed in the atmosphere.

TB: You had to learn that new language fast.

RP: I tried.

TB: You had to feel as if dropped into another country.

RP: You had to learn quickly if you didn’t want to starve to death. 

 TB:  But you got involved promptly with bipolar patients? 

RP: Yes, I was taking care of bipolar patients who we had to get better even though lots of them were not responding to lithium. That drove us to look for alternatives and that’s how we got to study the anticonvulsant, carbamazepine. It was to quiet down the limbic hyperexcitablity, the affective dysregulation, that Papez, MacLean and others postulated.  

TB: Where did you get your patients from?

RP:  They were referred from all over the country and sometimes from outside the US. That’s continued to this day, but patients are now even more treatment refractory then they were in early days. They used to come in just non-responsive to lithium. Later, they were non-responsive to lithium and carbamazepine and so we had to try valproate. More recently they are coming non-responsive to lithium, carbamazepine and valproate, so we have started a new protocol with lamotrigine.  Lamotrigine worked about 50% of the time in these highly treatment refractory patients and was superior to both gabapentin and placebo. We have been getting more and more refractory patients over time.  In the seventies, we used to be able to discharge patients on one drug, and we could do that about seventy-five to eighty percent of the time. We had good success early on, sending them back on one drug. Now we achieve the same positive results, but it takes three or four drugs on average. So it’s getting harder and harder to stabilize these patients. 

TB: How much neuroleptics, are you using?

RP: At NIMH, we had this unique opportunity to try to find treatments without the usual time limits. Since patients then could stay as long as they need, it was possible to use the time to try and figure fout what would work, even if the first several drugs we tried didn’t help. We were able to explore different treatment strategies, and, as a result, discharged almost all our patients without the need for neuroleptic treatment. Only about ten to fifteen percent of the patients had neuroleptics in their regimen when they left the NIMH. We could deal effectively with manic psychosis and psychotic depression without neuroleptics, which was important in terms of trying to avoid tardive dyskinesia. We were working largely with lithium, mood stabilizing anticonvulsants, thyroid augmentation and nimodipine, an L-type calcium channel blocker.  We tried these and other treatment approaches in order to avoid neuroleptics, and we found we could succeed most of the time. 
TB:  So, you tried to avoid the use of neuroleptics because of concerns of tardive dyskinesia?  

RP: Yes, during the medication free periods, when we were trying to contain patients we used either seclusion or wet sheet packs. As our studies and interventions progressed we began treating the patients earlier and earlier, and the need for wet sheet packs fell by the wayside.

TB: This was in 1970 and, instead of giving them chlorpromazine or haloperidol, you used wet sheet packs, right?  

RP: Right.

TB: And seclusion?

RP: Yes, both.

TB: And, you were waiting until lithium started to work?

RP: Lithium or other experimental drugs, like carbamazepine, valproate, nimodipine, and lamotrigine. We got some very excited manic patients through the medication free periods with these measures. 

TB: How often did you use ECT? 

RP: We used ECT about once or twice a year.

TB: So not frequently?

RP: Not very frequently. But we were always struck with how effective and rapidly ECT worked in patients who failed to respond to everything available at the time. 

TB: So, you were impressed with ECT?

RP: Early on I was impressed. It was only in recent years we began to see more equivocal responses in some patients to ECT. Our findings were like those of Harold Sackheim’s group, who achieved an eighty percent response rate in patients who are relatively treatment naive, but only a 50% response rate in those who are treatment refractory. Our patients were pan-refractory, so ECT has lost its’ halo. We saw some patients become tolerant to the therapeutic effects of ECT, and some patients had severe memory problems. The other problem with our bipolar patients was that many of them were rapid cyclers and even if they had a good response to ECT, we still had to figure out what to do next in preventive psychopharmacology.  So, we tried to come up with a pharmacological regimen on which they could go home for long-term maintenance. 

TB: Rapid cycling is a relatively new concept. Could you define it for us? 

RP: Dave Dunner came up with the category in the early nineteen-eighties. He defined rapid cycling as more than four episodes per year and found these patients were less likely to respond to lithium. We saw more and more patients who had four episodes per year. We also began to see ultra rapid cyclers who had four episodes a month. With Keith Kramlinger and Mark George, we wrote papers on ultra-rapid cycling and ultradian cycling. We were seeing patients with classic manic-depressive illness switching many times within a single day. It turns out that the cycling spectrum is on a continuum with no distinct cut off at the traditional marker of four per year. 

TB: What was the proportion of rapid cyclers among the patients you had?

RP: It was fifteen percent in the 1970's and now, at the end of the 1990’s, it is seventy-five percent in patients who come to NIMH. This is probably why we have to discharge them now on regimens involving many more medications. Patients in the more recent cohorts have earlier onset of illness, more time depressed and more rapid cycling prior to being included in our studies. So they had all sorts of negative prognostic characteristics.

TB:  So, you are getting more severe patients than before. 

RP:  Right.  The question arises, is this due to better treatment of patients in the community as a result of which we are getting only the most refractory patients, or is the same thing happening in the community?  I think it’s a bit of both, as Myrna Weissman and Elliot Gershon have demonstrated a cohort effect. The age of onset for unipolar and bipolar illness is moving earlier and the incidence or prevalence is moving higher in every generation since World War I. Earlier age of onset of affective illness, higher incidence of rapid cycling and treatment resistance are more frequent than before also in the general community.  

TB: How many patients you have on your unit?

RP: We only have twelve beds; it’s a small unit. We had to make a choice whether we were going to try to do acute studies with a high patient turnover or study fewer patients longitudinally. From the beginning we decided to look at the long term effects of treatment. We wanted to figure out what was happening over time, how we could slow the progression of the illness and deal better with people who were treatment refractory. We wanted to see if they didn’t respond to X, whether they would respond to Y or Z, or the combination of X, Y and Z.    It turned out that treatment with complex combinations, especially in the more recent cohorts, was necessary. Mark Frye wrote a paper showing that we needed more and more poly-pharmacy to get the same degree of efficacy, and this was running in parallel with patients having faster cycling, earlier age of onset and more time depressed prior to coming to NIH. 

TB: So, the natural course of the illness has changed? 

RP: To some extent there is sensitization or kindling effects in the course of untreated illness.  That notion was put forward first by Emil Kraepelin. He noted that recurrences were coming faster and faster with shorter well intervals; that initial episodes were triggered by psychosocial stressors and, then, with enough recurrences, they started automatically. Those two fundamentals of the sensitization-kindling hypothesis were described by him, at the very beginning. 

TB:  You were trying to get information on the natural course of manic-depressive illness before it was re-named bipolar disorder? 

RP: We tried to get descriptions of what the illness was like and how it evolved over time. Since we were looking at the long-term course, we got very interested in descriptions of the illness before there were good treatments available, to define the naturalistic course. We found our treatment refractory patients were having the cyclic acceleration Kraepelin described, which occurred despite the medications they were given.
TB: In which edition of his textbook did Kraepelin describe the cyclic acceleration we are talking about?

RP:  His book published in 1921. He described everything anybody could want to know about the natural course of manic-depressive illness. And we have seen everything Kraepelin described. Every time we thought we saw something new, we went back to the book and saw it was perfectly described seventy years before. 
TB:  Did you find the bipolar population a homogeneous group?

RP:  We decided to take a very agnostic approach to see what the illness told us. Kraepelin did some charts on his patients and showed that episodes were totally chaotic and unpredictable. However, as an overall pattern, he found episodes would occur with shorter and shorter well intervals between each successive episode. So we decided that the best thing to do was to adopt a Kraepelinian type of mood charting to more precisely map the course of illness of our patients. 

TB:  You were charting the mood of patients on your unit?

RP: We did very detailed mood charting, rating patients every day.

TB: What were you rating?

RP: Mania and depression severity based on the degree of functional incapacity; how much they affected patiens social, educational or occupational functioning. . They were rated mild, low moderate, high moderate and severe, in terms of incapacity associated with their mania or depression.  And, with these daily ratings, we could, for the first time, accurately describe the precise course of illness. Bipolar illness is the most pleomorphic illness in psychiatry. You can have all patterns, all frequencies of both mania and depression. That’s one of the reasons bipolar illness is so understudied relative to schizophrenia; the methodology is difficult because of the tremendous heterogeneity. We tried to describe the course of illness and its’ variations, rather than arbitrarily deciding an episode had to be two weeks or it wasn’t an episode. We saw patients going manic and being in seclusion for one or two days and then being almost catatonic and depressed for another two days. These patients would not meet classic criteria for an episode but it was a clear-cut all or none phenomena. 

TB:  You didn’t stick with DSM criteria?

RP: We did comply with it, but once those criteria were met we followed patients carefully to find what the real variations were. This is like the story of recurrent brief depression, where Jules Angst and Stuart Montgomery pulled the concept together, because DSM wouldn’t allow you to diagnose a depressive episode unless it lasted two weeks. They found these recurrent brief depressions, just as we found recurrent brief manias. We also found fast patterns of mood switches, even within a day, tended to occur late in the illness. So, sensitization has been validated in the literature by us and others, just like Kraepelin described them. The best data for validating the epidode sensitization effect are from Kessing and coellagues who looked at it in the Danish case registry in more than 20,000 unipolar and bipolar depressed patients. . They found the rate of relapse and the latency to relapse was directly proportional to the number of previous depressive episodes. So the notion that episodes sensitize to further and faster recurrences is definitely supported in the literature. The other fundamental Kraepelinian type of sensitization is that initial episodes are triggered by stressors but, after frequent episodes, they can occur on their own, was elegantly documented in unipolar depression by Ken Kendler. In 1992 I did a literature review on all of the studies that looked at stressors as a function of number of episodes. Kendler has shown that over the first 7 to 9 episodes of unipolar depression, stressors are involved as triggers to a successively lesser degree and, after that, stressors don’t seem to be necessary precipitants anymore. The relationship between stressors and the occurrence of episodes plateaus after the first 7 to 9 episodes. So, both the stress sensitization and the episode sensitization concepts we derived from the cocaine sensitization rodent models, seem to hold in recurrent unipolar and bipolar illnesses.

TB: The concept of bipolar illness in the German literature is not restricted to manic-depressive illness but includes other illnesses. Did you have any interest in those? 

RP: We looked at some of those, for example periodic catatonia Gjessing described, but decided to just take the illness forms and see how they went along with different clinical phenomena and response to treatment. The DSM confused the issue when they used the term mixed states. Mixed states can either be extremely fast variations in mood or more continuous dysphoric mania. You can differentiate which part of mixed states is ultra-ultra, rapid cycling, like back and forth switching within minutes to hours, ultradisn cycling, and which is dysphoric mania. The cycling can be between severe depression and either euphoric or dysphoric mania. With our rating instrument, the NIMH Life Chart Method (LCM) you can handle all those concepts descriptively. 

TB: So, you collected all the information you could?

RP:  We hope we did.
TB: That in itself is a major contribution.

RP: The NIMH-LCM is one of the more important contributions for both prospective research and clinical care. When I see patients I have them do daily life charts. When I do rounds on the patients on the unit every Monday morning, the first thing I say is “Hi, how are things going?” and I ask to see their mood chart. In this way the patient and I can be in synchrony in an instant about where their mood is, how severe it is, and whether they’re improving or not. I don’t need to spend the first ten or fifteen minutes, to interview them for finding out about that information.  We know immediately, and then we can get to more important issues in the short time available for rounds. We can discuss and think about what the alternative approaches are and how to deal with a patient’s illness. I ask all my patients to chart their mood on a daily basis and bring that in so we can treat their residual symptoms.

TB: On how many patients do you have data?

RP: The NIMH inpatient cohort we have good retrospective and prospective life charts on is about three or four hundred patients. We now also have a collaborative outpatient project that is another nine hundred patients.  

TB: That’s quite a number. How do your findings compare to those of Paul Grof?

RP: Paul Grof was one of the first to show the sensitization phenomena in recurrent unipolar patients, where the episodes got closer and closer together. He also has some unique cohorts of highly lithium responsive patients he’s been able to garner over the years. He studies lithium responsive patients and keeps them, as opposed to the NIMH, where we rarely see them.

TB:  His population and yours are different?

RP: To some extent they are.  I get more and more impressed with the heterogeneity of the illness and that some people are lithium responsive whereas others are not. Some of this is going to get sorted out when we have the right combination of clinical, physiological and SNP profiling for treatment response.

TB: Paul Grof spent a couple of years at NIMH.  Was he working with you? 
RP: He worked closely with Fred Goodwin, but I got to know him later.

TB: What about Jules Angst and his data?

RP: Same thing. He chose to look at the illness, both in detail and longitudinally and now has a wonderful cohort of patients in which he has studied all the illness variations. He thinks that some five percent of the general public consists of patients in the bipolar spectrum.  It’s not just the one or two percent of bipolar I and bipolar II, but there’s a whole spectrum of patients he can identify. He counts recurrent brief hypomania in variations of the bipolar spectrum. Angst broadened the concept like Hagop Akiskal did, and has the data to support that. What’s so beautiful in his cohort is that he’s got longitudinal prospective data.

TB: What about Mogens Schou, what kind of data did he have?

RP: Gorgeous data, and when British critics said lithium really didn’t work Schou went back and did other studies which reconfirmed lithium’s efficacy in long term prevention of manic anddepressive episodes
TB: What happened with his cohort of patients? Who is following them now?

RP: I don’t think anybody is in that same way but Per Vestergaard is following some of his patients.
TB: What happened to Paul Grof’s cohort after he moved from Hamilton to Ottawa?

RP: I don’t know.

TB: Was David Dunner at NIMH during your time?

RP: No, he was at NIMH right before me.

TB: He became known for coining bipolar II disease?

RP: Yes.
TB: Was the work you did with John Carman followed up? 

RP: We measured calcium in plasma and spinal fluid and found it was elevated in depression.  Ten or twelve years later, with Peggy Pazzaglia, we began to study calcium channel blockers.  We were impressed with reports that verapamil, the L-type calcium channel blocker, was effective in mania in many small double blind controlled-studies, but when we saw that no one ever used it in spite of the positive data we thought that there must be something wrong. So we decided not to study verapamil, but instead studied the dihydropyridine calcium channel blocker, nimodipine, which seemed different from verapamil by having an anticonvulsant action. Nimodipine has effects on dopamine release and blocks cocaine hyperactivity, whereas verapamil does not.  Nimodipine is also positive in animal models of depression while verapamil is not. We gave nimodipine to our treatment refractory bipolar patients and found it did have effects in very rapid cycling and ultra rapid cycling cases on both the manic and depressive phases. The dihydropyridine calcium channel blockers are definitely worth a further look in both phases of bipolar illness.

TB:  Do you think that nimodipine works also in treatment refractory depressed patients?  

RP: Possibly. The problem with nimodipine is it’s only approved for subarachnoid hemorrhage; treatment in daily doses as high as 400 to 500 milligrams would cost something like twenty-five thousand dollars a year. We think the other dihydropyridines, like isradipine and amlodipine, may be equally effective and less expensive. 
TB: So you think the dihydropyridine calcium channel blockers are more suitable for treating bipolar illness then theother L-type calcium channel blockers?

RP: We’ve crossed a few patients over double blind from nimodipine to verapamil and they didn’t remain well. They’d break through with depression and when we switched them back to another dihydropyridine such as isradipine, they would regain a response. So, even though there are few systematic data, I might try amlodipine, who were nimodipne responders or couldn’t toleraste lithium and were switching moods within 24 hours, because it has a long half life and can be dosed on a once daily basis.

TB: Would you consider calcium channel blockers an alternative treatment of lithium?

RP: Yes, particularly for good lithium responders who are intolerant to lithium. Yet, they are typically not higfh up in the treatment algorithm. I would usually aattempt to use several other mood stabilizes and cobinations prior to using nimodipine. 
TB:  So, you would use combinations as a first alternative?

RP: Several drugs in combination or an atypical antipsychotic if needed. I would use mood stabilizers and more mood stabilizers, even thyroid augmentation, antidepressants and atypical antipsychotics and then, somewhere further in the treatment sequence, calcium channel blockers might fit in, but not very early except for those with ultradian-cycling. 

TB: Okay.

RP: A patient came to me, who was a flutist, on lithium and doing beautifully, but she had a lithium tremor and couldn’t play the flute as well as she would have liked. Every time she lowered her dose of lithium, she’d start to relapse. But now she’s done equally well on calcium channel blockers as a supplement to her lower but well tolerated dose of lithium.  It’s people, who are cycling in an ultradian pattern or can’t tolerate lithium, who are the ones I use calcium channel blockers on.

TB: Was propanolol tried in your flutist to control her tremor?

RP: Yes, and it didn’t work.

TB: Do you have data on drug combinations?

RP: No, there is almost no systematic comparative data in the field on drug combinations, and that’s a problem. Everybody is now using complex combination therapies, three to five drugs on the average, but it’s not like cancer chemotherapy where they know one combination works better than another based on controlled trials. We don’t have those kinds of systematic data on combination therapy in this field, partly because of controversy about what’s the best methodology.  Because of the variability in bipolar illness, it’s very difficult to have treatment studies funded by the NIMH. Since Bob Prien’s studies twenty-five years ago, Joe Calabrese’s on prophylaxis are the first studies NIMH has funded in the area. It’s a catastrophe!  There is a need to study complex combination therapies and how to put them into appropriate algorithms. There needs to be a methodology to figure out better treatments for patients.

TB: Are you trying to develop a new methodology?

RP: I’m trying to find reliable and valid markers of the illness and ways of evaluating treatment response, so we can confirm what works and what doesn’t. We have to start doing clinical trials of combination therapy systematically. That’s beginning to be done in our Bipolar Collaborative Network and by a few of the drug companies, who are finally doing add-on studies.  All of the new anticonvulsants have been FDA approved as add-on’s, for refractory epilepsy. But, in psychiatry, we keep insisting on monotherapy even though it doesn’t work well for the vast majority of patients with bipolar illness. That’s an area where we need more data.  
TB:  Would you like to say something about your findings with brain imaging? 
RP: We’re finding that some unipolar and bipolar depressed patients have the classic frontal hypometabolism on PET scans but others are hyperactive during depression. These two types of patients respond differentially to high frequency vs. low frequency rTMS. High frequency rTMS increases`towaed normal the low basedline patterns of prefrontal activity, and conversely 1 Hz or low frequency rTMS drives down the pattern of prefrontal hyperactivity.  When patients are matched to the right frequency of rTMS, according to baseline activity on PET scan, this may help in prediction of a positive response. That’s one thing Dr. Andy Speer is doing, mostly in unipolar patients, but also in some bipolars.
TB: You have recently turned your unit over to one of your associates? Are you still involved in research on the unit?

RP:  I am more involved in design, analysis, and interpretation of the studies, but I don’t do the rTMS or brain imaging procedures.

TB: What is your position at NIMH? 

RP: I went from Unit to Section Chief to Acting Branch Chief and, for the last twenty or so years, I’ve been Chief of the Biological Psychiatry Branch, the clinical equivalent of a lab chief. The Biological Psychiatry Branch used to be an enormous lab, under Biff Bunney. When I took over it got considerably smaller and now just one clinical focus, on rTMS. We are not doing any animal laboratory work I’d been doing with Dr. Susan Weiss. She’d been doing all the kindling and cocaine sensitization work but that lab is closed, as well as our neurochemistry lab. 

TB: So the group has reduced in size?

RP: Yes, and now, it’s just a small clinical group with a total of eight people; one physician, a social worker, and several research assistants and secretaries. 

TB: What would you consider your most important contribution in the field?

RP: My important contribution, I think, is around the longitudinal view of recurrent bipolar affective disorders; as often following a kindling-like course; the idea that episodes can speed up over time and one can get sensitized to stressors and substancse of  abuse , such as cocaine; and that if you intervene early with effective prophylaxis, you may be able to ward off the adverse consequences in these otherwise recurrent illnesses. That’s what I’d like to do next, treat bipolar illness in kids early, to see if it makes a difference over the course of their life.  The notion of affective recurrences initiate a downhill course emphasizes the importance of episode prevention, so early treatment maybe more important than anything else.

TB: Do you mean by starting treatment in children?

RP: It would be good to do in those with childhood onset.
TB: What is the current status in that area of research? Have you done any studies in children?  

RP: We designed a study for very high-risk bipolar kids, who have bi-lineal pedigrees. When they become symptomatic, even before they get the whole full-blown illness, one should consider treating them. We did a survey that asked parents whether they would volunteer their kids for that kind of study and they said they definitely would.  But, so far, we haven’t been able to put the study together.

TB: Is there any other area of research you have been involved with we haven’t touched upon? 

RP: No. The central theme of my research is how to treat patients with bipolar illness more effectively. This idea of early intervention would be a new territory, driven by patient needs. Early intervention would fit in with the theoretical overview of the kindling hypothesis that the illness can be progressive. If you could treat early, you might save people a tremendous amount of grief, like with malignancy. If you take it out early, before it metastasizes, it’s a lot easier to treat. 
TB:  Do you remember what your first publication was? 

RP:  An article with Joel Kotin in which we reported that most patients with depression who came to our unit were under-treated. The disturbing thing is, even though we do much better now, there are still a tremendous number of patients in the community who are not being treated for serious depression and, even worse, for bipolar illness. In our outpatient bipolar collaborative network, we’re finding an average of ten years delay between the onset of first affective symptoms causing dysfunction and the first treatment. The delay has horrendous consequences.  Not only are people ill and suffering, but the continuous presence of symptoms may be making the brain more vulnerable to cell dysfunction and further recurrences.  

TB: What was your last publication?

RP: The last one was a description of the illness morbidity naturalistically treated bipolar patients had. The first two hundred and fifty-three patients in our outpatient collaborative network had considerable morbidity after one year of prospective naturalistic treatment. About two-thirds of patients in this cohort were still markedly impacted by their bipolar illness, despite being treated with an average of four classes of pharmacological agents. In that paper we also examined what were the predictors of who did well   vs. who dib poorly, and those with ealier and  onset and more and more prior episodes fared the worst. 
TB: When did you get involved with ACNP?

RP: I was very fortunate that Fred Goodwin, early on, brought me to one of the ACNP meetings. I was like a kid in a candy store. I went to every session and thought everyone had new and exciting findings. The ACNP has always been the key meeting in my professional life and continues to be.

TB: When did you attend the first annual meeting?

RP: Probably in the late seventies or early eighties. It’s a long time ago but it’s been a consistently wonderful experience.

TB: Have you been active in presenting papers?

RP: I have been a presenter or discussant many times, and always an interested and active participant.

TB: Have you been active in committees? 

RP: I’ve been totally absorbed in clinical research, so I haven’t been very active in the college. I was on one of the training committees getting young investigators to the ACNP, and now I am on the liaison committee.  

TB: Weren’t you the recipient of one of the ACNP research awards?

RP:  I received the ACNP Daniel Efron Research Award a number of years ago, and it’s one of the awards I’m the most proud of. To get the award from my colleagues was wonderful.
TB: Any other awards?

RP: I got the A. E.  Bennett Award and the Gold Medal Award from the Society of Biological Psychiatry, an award from the American Psychiatry Association, the International Anna Monika Prize and several other prizes like that. . It was alos very meaningful to win prizes from  some of the patient associations; the Klerman Award from the National Depressive and Manic Depressive Association (NMDA) now called the DBSA, and two NARSAD awards, one for lifetime research on bipolar illness.

TB: Do you have a family?

RP: A wonderful family; my wife, Susan, and a daughter, Laura, who married in September, right after the 9/11 catastrophe, and a son, David.  Neither of my children wanted to go into medicine. They’re both teachers, which is great.

TB: Any other interest beside your research?  

RP: I am a golfer. I played on the high school team and on an intramural college team but I didn’t quite make the Yale Varsity. but I was close, only two strokes away.

TB: Is there anything you would like to see happen in the field?

RP: I hope we can get over the current controversies about how bipolar illness presents in children so we can treat them earlier and more effectively. A key issue, for both children and adults, is figuring out which medication works for which patient and which combinations work best. It would be wonderful to have systematic data in those areas. 

TB: Do you think we have progressed in your area of research during the past 30 years?

RP: In spite of the funding shortfalls in bipolar illness, the field has advanced remarkably from having lithium, neuroleptics and antidepressants to a huge range of options. All we have to do is figure out how to put them into play in the best way. 

TB:  And, you feel strongly that it would be very important to have better funding?

RP: Oh, yes, better funding for bipolar illnss treatment research and somehow getting over the methodological issues so there are more NIMH funded studies. Even at the ACNP, there are four to five times more panels on schizophrenia than on bipolar illness despite the greater prevalence of bipolar disease. Investigators get discouraged because of the funding shortfalls so I hope that can change.

TB:  Thank you very much for sharing all this information with us.

RP: Thank you for asking and listening to all these clinical treatment issues. And thanks to the ACNP for everything they’ve done for me personally and the field of mental illness research in general.  

( Robert M. Post was born in New Haven, Connecticut in 1942.





